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Dién tim d6 1a mot phwong tién cén 1am sang tuong ddi don gian nhung tinh
hiéu qué cao trong chan doan bénh 1y tim mach. Viéc khai thac tiém Iyc chan doan cia
dién tam dd 1a can thiét trong thuc té nhiéu lic qué lam dung di¢én tdm dd trong chan
dodn bénh. Nhiéu két qua doc dién tim dd khong néi 1én duoc sy bién doi bat thuong
ma chi 12 mot chin dodn cua bénh nhu suy tim, bénh dong mach vanh, thiéu nang
vanh...hodc 1a nhitng mb ta theo y nghi riéng khong theo quy wdc nhat dinh, hoic theo
nhitng thuat ngir qua cti khong con phan anh duoc ban chit cua su bién doi vé bénh
hoc. Truéc nhimng thuc tién d6 3 td chtrc tim mach 16n d6 1a Hiép Hoi Tim Mach Hoa
Ky, Truong Mon Tim Mach Hoa Ky va Hoi Nhip Hoc (viét tic 1a AHA/ACCF/HRS)
da phéi hop, d& xuét khuyén cdo méi vé chan doan dién tam d6 nam 2009, bao gdm céc
van dé sau:

1. Quy dinh vé thuat ngit chan dodn dién tdm do

2. Quy dinh vé tiéu chuan chan dodn dién tim d6

Nham thay doi quan diém, cich tiép can, thuat ngtr, tiéu chuén chan doén, dé c6
tinh nhat quan khi tiép can chan dodn dién tim d6. Pé hiéu r5 tinh d6i méi ciia khuyén
cdo chiing tdi tiép tuc phan tich cu thé cdc tiéu diém trén.

I. KHUYEN CAO NAM 2009 CUA AHA/ACCF/HRS VE THUAT NGU CHAN POAN
PIEN TAM PO

Thuat ngit trong chan dodn thanh 2 phan bao gdm 117 chan dodn mo ta dién
tam do gém 14 muc (bang 1) va thuat ngix chan dodn bénh 1y thur phat lam bién dbi
dién tam do.

1. Thuit ngir chin doan mé ta dién tim do

- Roi loan nhip

Mot s thudt ngir chan dodn trong rdi loan nhip dugc thay doi bd sung hay bo di
do khong con phit hop cho chan dodn nhu sau:

+ Khong nén chan dodn bldc xoang nhi d¢ III

+ Blbc din truyén trong tim khong nén chan doan bldc phdi hop nhur blde 2 bé,
bldc 3 b6... vi khong phan dnh diing ban chit cia ton thuong giai phau cia hé thong
dan truyén.

+ Khuyén céo con tich bldc dan truyén 2:1 thanh mot nhém riéng, khong ghép
chung bléc ty 18 2:1 vao trong nhém bldc do II Mobitz 2 nhu trudc day.

+ Mot thuat ngir bléc méi duoc dwa vao 1a bl do tién kich thich, khong nén
chan dodn hoi ching tién kich thich trén dién tim do. Vi Hoi ching tién kich thich 1a
phdi hop nhiéu kiéu rdi loan dan tuyén nhi that va thuat ngit ¢6 tinh chat bénh hoc chir
khong phai 12 chan dodn cua dién tam do.

+ Khong phén biét dugc nhip nhanh c6 QRS hep 1a trén that hay that thi nén
chan dodn nhip nhanh c6 QRS hep.
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+ Khoéng phan biét dugc nhip nhanh ¢6 QRS rong 1a trén that hay that thi nén
chan dodn nhip nhanh c6 QRS rong.

- Bénh ly co tim

Do su phat trién ctia mot sb cong cu thdm do tim mach nén mat sb thuat ngir
khong phan anh dwoc ban chét cia su bién ddi, nén trong chan dodn dién tim do cia
bénh 1y co tim c6 thay doi:

+ Khong nén chan doan day thét trdi ma phai thay thé bang thuat ngir phi dai
that trdi. Trong chan do4n phi dai that trén dién tAm d6 khong nén chan doan phi dai
that trdi tim thu hay phi dai thét trdi tim truong, do su bién d6i ciia séng T do nhiéu

nguyén nhan khic nhau nén khdng phéan anh toan dién cua phi dai co tim.

Bang 1:

Thuét ngii chin dosin nguyén phat

A Panh gia chung G. INhip nhanh that
1 ECG hinh thwimg 0 Nhip nhanh thét
2 ECG giéi han binh thwing n Nhip nhanh thit tirng con
3 ECG bt thwimg 72 Nhip nhanh thit da 8
4 EC G khéng danh gia dwoc 73 INhip nhanh that dang xoan
B. Pidu kidn k§ thufit dinh
10 Bido 1in dién cge chi 74 Rung that )
1 Sai vi tri dién cue trede tim 75 Nhip nhanh that bo nhanh
12 Bién cyc khing din 76 Nhip nhanh QRS giéin riing
13 Bign cwe trws tim qua phai | H Din truyén b thit ,
14 Artifact ) Khoang PR ngin
15 Pién cre chit lrgng kém 81 Déin truyén nhi thét ¢ 18
18 Pién cyc ra phia sau 82 Khoang PR dai
C. Nhip xoang va réi logn nhip xoang a3 Bloc nhi that cap IT Mobitz 1
20 Nhip xoang (Wenckebach)
7 Nhip nhanh xoang 84 Ell'::ic nhi thé:it cép IT Mohit 2
» Nhip chiim xoang 85 Elﬁc nhi théjt 2:‘1 ) i
7 R#i loan nhip xoang 85 Blac nhi that din truyén thay doi
24 Bliic xoang nhi tjp I &7 Blf’!lﬂ nhi théjt dlf? cao
2% Bléc xoang nhi typ 11 88 Blac nhi that cap IIT (hoang toan)
% Ngimg xoang 8 Fhan Iy nhi that
Z Réi loan nhip trén thit . Dén truy:én trong nhi va
D.Réi loan nhip trén thét trong that o .
a0 Ngoai tim thu nhi 100 Nhat trén thit dan truyén
3 Mzoai tim thu nhi lgch hwing
khéng din 101 Blic nhanh trai tredc
) Hoat dfng nhi ngege chiéu 102 Blic nhanh trai sau
3 Chi nhip lvu ddng trong nhi 104 Blic nhanh trai
. Nhip ni do & ngoai vi 105 Bléc nhanh trai khing hoan toan
% Ihip nhi da 6 106 Bldc nhanh phdi
3% Ngoai tim thu b nbi 107 Din truyén trong thit keo dai
a7 Nhip thoat b§ ndi 108 Tién kich thich that
B Iqhip hé nii 109 Dan truyen hit theéng nhi phai
3 Nhip hi ndi gia ting 110 Dién truyén bat thrimg nhi trai
40 Nhip trén thét m Song Epsilon
P Phiec b trén thit J. Trye va dién thé .
a2 Nhip chém, khing xoang St Tryc qua ph‘a-l
E. Nhip nhanh tén thit 121 Trye qua trai .
50 Rung nhi 122 True lgn tt:en sang phai
51 Cubng nhi B 123 Truc hét’ dinh
5 INhanh nhi mﬁt i 124 Pién thét gia'o lnu
5 Nhanh nhi da o 125 Bien thé thap
o INhip nhanh bé néi 128 Somg R chuyén tiép bt thweng
55 Ihip nhanh trén thét & chuyén dao trrée tim
- Ihip nhanh QRS hep 131 L Bit thwéng truc song P
F.Réi loan nhip thit K. Phi dai budng tim ‘ o
60 Ngoai thm thu thit 140 Day nhii trai
1 Nhat hin hep song 141 Day nhif phi
5 Nhip thoat thit 142 Phi dai thi"it trai
3 MNhip ty thit 143 Phi dai that phai
o Nhip t thét gia ting 144 Phi dai 2 thit
65 Nhip b6 nhanh
68 FPho tim thu
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Thudt ngii chin doan nguyén phat

L Poan 8T, sing T, song U

wave
145 ST chénh
146 ST chénh voi T thay d&i
147 Song T bt thwong
148 QT kéo dai
149 QT ngin
150 Cha ¥ song U hit thwing
151 Song U dao ngwoc
152 Utring 1én T
153 ST hién d4i do phi dai
thét
154 Song Oshorn
155 Tai cyc sim
M. INhéi mau co tim
160 Nhoi mau ving treée
161 Nhii man ving dwéi
162 Nhéi mau ving sau
163 Nhéi mau ving hén

2. Thuat ngir chin doan bénh ly

LAN THU V
165 Nhoi mau tredc vach
166 Nhéi mau tredc ring
173 Nhéi mau kém
hloc nhanh trai
174 Nhéi mau thét phai
N. Way tao nhip tim
180 Nhat tao nhip nhi
181 Nhat tao nhip thit
182 NNhat tao nhip khong
phai tit mém thét phai
183 Nhat nhédn cam & nhi,
tao nhip & thét
184 Nhat tao nhip 2 buiing
185 Nhi khiing din
186 Thét khéng din
187 Nhi khéng e ché
188 Thét khéng tc ché
189 ¥hi khing phat xung
190 Thét khéng phat xung

- Bién ddi dién tim do thtr phat cia mot s6 bénh 1y tao nén c6 thé ding trong

chan dodn dién tam do:
Bdang 2:

Thuit ngi¥ chin doan dién tim 46 thir phat

W

2m

202
203
204
205
206
207
208
209
210
21

212
213

———

An nhic
220
221
222
223
224
225
226
227
228
229
230
23

Viém co tim cép

Mhéi mau phéi

Bit thu-f:’gng kidu Brugada
Eénh phdi man tinh

Bénh thin kinh trung wong
Tac dung cida Digital

Ngd ddoc Digital

Tang canxd mau

Ting kali mau

Bénh co tim phi dai

Ha canxi mau

Ha kali mau do thudc

Ha théin nhigt

Thing lién nhi

Trang dich mang tim

Réi loan xoang nhi

Thiéu mau cip

Vong vao lai nat ﬂ thit
Wong wao lai nhi that
Bit thwong tai cyc
Witri l:huyén dao ngwe lén cao
Mhuwoc giap

Thiéu mau

Phinh thét trai

Bién d6i binh thwing
Bénh phéi

Tim hén phai

Prao phi tang




HOI NGHI TIM MACH MIEN TRUNG MG RONG LAN THU V 5

Thuat nglt nay duogc chia thanh thanh 2 nhém: thuat nglt khuyén dung (mii té€n
lién tuc) va nhom can phai can nhac khi dung (miii tén khong lién tuc).
3. Thuit ngir m6 td mirc dg cia bién doi dién tam do

Bdang 3:

Thuit ngit chi mirc d¢ bién d6i dién tam dé

Tang quat
301
303
304
305
306
307
30e
309
Eall]
2
3
1
15
1
1
Ha
321
Tir niii chung
a0z
Eali]
320
9
322
Nhéi mau co tim
330

331

[ ]
(=] F=

(%

%)
=1

Gifi han

(ia ting

Cach héi

Chi difm

Vira

Nhiéu

Lété

Mgt

Thu éng xuayén
Co thé

Sau vin dong
Poan tredc

Cols

Thén trong
Chuyén dao dic bist
Pién cwe dic hiét
Can nhat

Hoac

Va

332 Ci
333 Tudi khéng xac dinh

3 Bién ddi

[Roi loan nhip va nhip nhanh
340 Pai
34 Nhip d6i
42 N-hi]:l ha
fﬂ Pon dang
: Mt & ‘
- Pap ing thé‘}t nhanh
247 Pap wng that cham
. Nhat bit dwge
3 Liéch hwing
350 Padang
Bét thwong tai cwe

360 =0,1mV
38 =02m¥
362 Chénh xuing
363 Chénh lén
364 Vé phia chuyén dao
385 Pixa l:huyén dao
366 Dién thé thip
387 Pao

%

Tao nhip mugn

4. Khuyén cao vé danh gia so sanh su bién doi cia dién tam do hién tai va truéc day.

Bang 4:
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LANTHU V
So sanh su bién do6i dién tim dé6
Misé  Tinh trang hién déi Tiéu chudn
400  Thay d6ikhéng dang ké Doan(PR, QRS, QTc) vin hinh thwong hoic 10% hién dfi bit thwong

50 voi han déu, khéng thay d3i chin doan vin chin doan 1a bién déi
trong giti han binh theong

401 Bién déinhip c ¥ nghia Chén don bién d5i nhip khi tén s6 tim bién d6i <20ckip, < 50ekip.

hoie tin sb >100ck/p.
402 Nhii mau hoic thiéu mau méi Xuét hién thém nhiii mau, ST thifu mau, Séng T thifu mau, ST chénh
hoic song T bhat thwong
403 Bét theong din truyén moi Xuét hién thém bit thwing din tuyén nhi thit va trong thit
404 Bién d5i tai cwe co ¥ nghia Chén doan méi vé QT, Chén doan mei séng U,
Chéan dgé.n ST-T moi khéng do thiéu mau,
Thav doi OT c=60ms
405 Tinh trang 1im sang hién doi Bién doi troc mai xuat hién, Phi dai budng tim trong danh muc thujt

ngik chin doan nguyén phat, thi¢ phat (hdng 1)

406 Hinh dang song hién d3i khéng co ¥ nghia  Pwge dung khi hién di dién tim d6 pha hop v6i su thay 83 cac thuat
ngi chin doan (bang 1). Pién tim d6 gitta 2 lin doc va 2 ngwii doc
ma két qui khéng thing nhit

Downloaded from confent.onlinejacc.org by on April 22, 2009
5. Nguyén tac chung cia chan doan dién tam do
Bdng 5:

Nguyén tic chung trong chin dosn dién tAm dé

1. Két hop giita thuit ngit chin doan nguyén phat va thi phat

2. Thuit ngii chi mirc 36 phia phdi hop vai thuit ngié nguyén phat

3. Thuft ngit nguyén phat chi két hop véi 1 thuét ngi chi mire dd, 1
hoic 2 thuét ngié chin doan thi phat.

4. MAéi thudt ngii thie phat co thé két hop vii nguyén phat theo gquy
dinh & (hang 6)

5. Mbi thuat ngié chi mire d6 hiéu déi chung co thé két hop vei
nguyén phat theo gquy dinh & (hang 7)

6. Mai thuat ngii chi mitc d5 hién déi dac bidt co thé két hop véi
thi¥ phat theo quy dinh & (hang &)

6. Nguyén tic chin doan ghép doi giira mé ta va chin doan bénh nguyén
Bdng 6:
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Nguyén tiac ghép déi gifia thusit ngi

chin do4n nguyén phat va thit phat 213 82, 105106, 121

M4 chén doan thi phat M3 nguyén phat két hop 214 124

o 0 215 42,131, 145147

201 21, 105, 108, 120, 131, 141, 145-147 ig? :5;5;15” 151

202 105, 106, 145-148 122 -

203 100, 120, 125, 128, 131, 141, 143 ;

204 147 223 148, 149

205 185-147 e 128

206 4547 225 22, 24-26, 37, 38

207 149 226 145-147

208 147 e 145-147

200 142 228 80, 105, 128, 155

210 148 229 108, 120, 122-123, 125, 128, 131, 141,

211 147-148, 150 230 128, 131

212 14, 154 231 128

7. Mot so cach chin doan theo théi quen cé thé chip nhan

Bang 7:
Mot s6 thuit ngit chin doan theo théi quen
M4 s Thuét ngii chin doan
500 Rét theing ST-T khéng dic hidu
501 5T chénh lén?
502 5T chénh xudng L
503 Phi dai thét trai lam hién d6i ST-T

Cac thudt ngié nay xuit hién tay thudic vao thoi quen cda tirng noi

8. Nguyén tic ghép ddi gitra thuit ngir chan doan mé ta va thuit ngir chi mirc do
Bdng 8:
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Nguyén tic ghép cip gifta thudt ngt chin dodn nguyén phat va move 46 hién 48 ciia dién tam 46

e caliting Vi
301 1-20, 24-76, 81, 83-106, 108, 122-124 Khing b
302 1-3, 12-16, 50-82, 111-130, 145-152 Khing b, i
303 30, M, 36, 37, 41, 60, 62, 63, 82, 107, 109, 110 Ca ab
304 21-26, 30-76, 80, 82-108, 124, 180190 Ca b
305 1-20, 2776, 81, 85-106, 111, 122, 123, 148150, 160-190 Khiing b
306 1-20, 2776, 81, 85-106, 111, 122, 123, 148150, 160-190 Khiing b
307 26, 30, 31, 36, 37, 41, 60-62, 185-190 i b
308 26, 30, 31, 36, 37, 41, 60-62, 185-190 C b
308 26, 30, 31, 36, 37, 41, 60-62, 185-190 Ca b
310 C.D,EFGHNHILJLKLM Ca [
312 1-3, 15, 80-82, 120-122, 128 Khiing b
313 145-147 Ci b
314 20-23, 33-35, 38-56, 63-76, 83-89, 180184 Cd b
315 1-3, 15, 80-82, 120-122, 128 Khing b
316 1-20, 2778, 81, 85-106, 111, 122, 123, 148-150, 160-190 Khing b
317 C.D,EFGHNHILJLKLM C6 [
318 C,D,EFGNHILLKLM Cé [
318 C,D,EF GN100,J KL M Cé [
321 40, 55, 56, 145-147 ca b

a: O Sau; h: 5] Trwdc; i: 5] giita

II. KHUYEN CAO NAM 2009 CUA AHA/ACCF/HRS VE TIEU CHUAN
CHAN POAN PIEN TAM PO
1. Tiéu chuin vé rdi loan nhip tim

- Réi loan dén truyén trong thit

Tiéu chuan ciia bldc trong tién kich thich that khéng nén 4p dung cho duong dan
truyén phu kiéu Mahaim, vi viéc chan dodn duong phu Mahaim 1a khong xic dinh 15
trén dién tdm do6 bé mit

Blbc kiéu Brugada 1a sy dan truyén khong hoan toan ¢ V1 keém ST bién ddi
khong nén dua vao chan dodn bléc khéng hoan toan vi biéu hién cua dién tim do dang
Brugada la 3 type khac nhau nén khé xdc dinh.

Khai niém moi trong bldc 1a bléc trong nhdi mau thuong tim mac xudt hién
song Q ¢ chuyén dao vung sau va bén (I, II, III, aVF, aVL) va bldc trong thiéu mdu
thuong tdim mac khi xuét hién thodng qua QRS gidn rong va ST chénh xudng & ving
t6n thuong cap tinh.

Bing 9: Tiéu chudn Bloc dan truyén trong tim

Loai bléc Tiéu chuin

Bloc nhdnh phai khong hoan toan c6
QRS tir 110-120ms & nguoi 16n, 90-100ms &
tré tir 4-16 tudi va 86-90ms & tré dudi 8 tudi,
cic tiéu chuan khac gidng vai tiéu chudn bloc
canh phai. O nhudng ngudi ¢6 bénh tim mach
thi bléc nhanh phai khong hoan toan 1a ¢ V1

Bléc nhanh phai khong hoan toan




HOI NGHI TIM MACH MIEN TRUNG MG RONG LAN THU V 9

¢6 1’ < 20ms. Tiéu chuan chan dodn rsr” ¢ V1
khong c6 gid tri chan dodn.

+ QRS > 120ms & nguoi 16n, >100ms & tré 4-
16tudi, >90ms & tré < 4 tudi

+ rsr’, r1sR” hoac rSR’ ¢ V1, V2. Séng R’
hodc r’ thuong rong hon R dau tién. R ¢6 méc
xudt hién & V1 hay V2.

+ Song S dai hon séng R 40ms trong I va V6
O nguoi lon.

+ Thoi gian ddu QRS dén dinh séng R ¢ V5
va V6 16n hon ¢ V1 50ms.

Trong 4 tiéu chuan trén 3 tiéu chuan dau tién
ding chan doan. Khi séng R khong c6 méc
thi nén diing tiéu chuan 4.

+ Thot gian QRS 1a 110-119ms ¢ nguoi 16n,
90-100ms & tré em 8-16 tudi va 80-90ms & tré
nho hon 8 tudi.

Bloc nhanh trai khong hoan toan | + Xuét hién kiéu dién tim phi dai that trai

+ O V4, V5, V6 thoi gian tir ddu QRS dén
dinh s6ng R 1a 60ms

+ Khong thay séng q & chuyén dao I, V5, V6.
+ QRS kéo dai > 120ms ¢ nguoi 16n, > 100ms
& tré 4-16 tudi va 90ms & tré dudi 4 tudi.

+ s6ng R c6 méc & chuyén dao I, aVL, V5 va
V6 va dang RS & V5, V6 khong c6 QRS
chuyén tiép.

+ Khong thdy q ¢ I, V5, V6 nhung c6 q hep &
aVL ma khong phai nh6i mau.

Bléc nhanh trai hoan toan + nhanh ndi dién >60ms & chuyén dao V5, V6
nhung ¢ V1, V2, V3 thi binh thuong. Séng r
thdy xuat hién & chuyén dao ving dudi tim.

+ ST va T ddo ngugc so voi QRS

+ T duong trong chuyén dao c6 QRS duong

+ ST chénh xudng hoic T 4m & nhirng chuyén
dao c6 QRS am 1a bat thuong

+ Bién ddi truc cua dién tim

Bléc nhanh phai hoan toan

Céc tiéu chuan vé réi loan nhip tim khac khong thay ddi chi thay d6i danh phép
trong chan doén (da trinh bay & phan I)
2. Tiéu chuin vé bénh Iy co tim

- Day nhi

Séng P chi ding dé chan dodn xdc dinh cho sy bat thuong ctia nhi phai hay nhi
trai, hon 1a chin doén nhi phai 16n, phi dai nhi, ting génh nh.

Khi chan dodn c6 su bat thudng ctia nhi nén phéi hop nhiéu tiéu chuin chan dodn.
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Tiéu chuan kéo dai din truyén trong nhi can dwoc chi trong vi tiéu chuan nay
phan dnh ding murc su bat thuong cia nhi.

- Phi dai thit

Thoi gian QRS rat c¢6 gid tri chan dodn phi dai that

DPoan ST-T chénh khdng c6 ¥ nghia trong chan do4n phi dai that.

Bt thuong nhi trai: mot s truong hop phi dai thét trdi c6 lién quan dén bién d6 bat
thudng nhi trdi, su lién quan nay c6 gid tri khi phi dai that c6 bléc nhanh.

Truc QRS ding dé hé trg thém trong chan doan nhung khong cé gid tri trong
chan dodn quyét dinh

QT kéo dai: khi phi dai that tang khdi luong co that thi QT sé& kéo dai trén dién
tam dd, nhung nguoc lai QT kéo dai gip trén nhiéu bénh 1y khic nhau, nén ddy chi Ia
tiéu chuén tién luong.

Hién dién cua bldc dan truyén trong tim: Phi dai that phdi hop bldc nhéanh trdi
can phai can nhiac khong nén cd dé chan dodn can phai 1am thém mot s6 tham do khic
nhu siéu am tim dé c6 két qua chan doén t6 hon.

Bing 10: Cdc tiéu chudn phi dai that phdi theo cdc tdc gia (khuyén cdo (2009) ciia

AHA/ACCF/HRS) [1]
Chi s6 Bién do Téc gia nghién ctru | Nam
dAu tién

R cao 6V, >6mm Myers 1948
Tyle R:S 6 V, >1.0 Myers 1948
S sdu ¢ V5 >10mm Myers 1948
S sau Vg >3mm Myers 1948
R cao 6 aVR >4mm Sokolow 1949
S nho ¢V, <2mm Myers 1948
R nho ¢ Vs <3mm Myers 1948
Giam ty 1€ R:S ¢ V5 <0,75mm Myers 1948
Giam ty 1¢ R:S ¢ V¢ <0,4mm Myers 1948
Giam ty 1€ R:S ¢ V5 dén Vg <0,04mm Sokolow 1949
(RI+SII) - (ST+RII) >15mm Lewis 1914
Rlén Vl,g + th(’) I, aVL-SV; >6mm Butler 1986
RV + S Vs >10,5mm Sokolow 1949
R nhon ¢ V(QRS <0,12s) >0,035s Myer 1948
QR YV, Cé Myer 1948
Tiéu chuan phu

RSR V(QRS<0,125s) Cé

S>R ¢ L II, 11T Cé

STvaQIII Cé

R:S6V,>R:S6 Vs, Cé

Tam &V, dén 'V, Cé

P II bién d6 >2.5mm
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1mm=0,1mV
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LANTHU V

Bing 11: Cdc tiéu chudn phi dai that trdi theo cdc tdc gid (khuyén cdo (2009) ciia

AHA/ACCF/HRS) [1]
) Tdc gia
Dién the nghién ciu Nam
dau tién
Dign thé chuyén dao chi
(RI-SI)+ (SHI-RII) >]6mm Lewis 1914
RI+ SI > 25mm Gubner 1943
R1I >15mm Gubner 1943
R aVL >11mm Sokolow 1949
R aVF >20mm Goldberger 1949
QO hoac S aVR >19mm Schack 1950
R + S mét chuyén dao chi bat ky >19mm Rombhit 1968
Dign thé chuyén dao trudc tim
SV, >23mm Wilson 1944
SV, >25mm Mazzoleni 1964
SV, +RV; >35mm Sokolow 1949
SV,+ R Vsg >45mm Romhite 1969
SVi2+RVsg >35mm Murphy 1984
SVi2+RVs >40mm Gant 1957
S+R mot chuyén dao nguc bat ky >35mm Gant 1957
R Vs: R Vg >1.0 Holt 1962
R mot chuyén dao nguc bat ky >26mm McPhie 1958
SV, +RVys >45mm Wolff 1956
R Vs >33mm Wilson 1944
R Vy >25mm Wilson 1944
Két hop dién thé chi va trieée tim
RS aVF +V,+V, (> 30 tudi) >59mm Manning 1964
RS aVF +V,+Vj (< 30 tudi) >93mm Manning 1964
S V;+ RaVL (nam) >28mm Casale 1985
SVs;+ RaVL (nit) >20mm Casale 1985
Tong dién thé 12 chuyén dao >175mm Siegel 1982
Két hop di¢n thé va khong dién thé
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Pién thé-STT-nhi trdi-Truc QRS Piém Rombhit 1968
(R aVL + S V;) x thoi gian QRS >2436mm/s Molly 1992
(Tong dién thé 12 CP) x QRS (s) >1742mm/s Molly 1992

Tiéu chuén cé bloc nhdnh trdi trude
SV, +RVs+SV;s >25mm Bozzi 1976
SVi,+RVs+SVs >25mm Bozzi 1976
S I+ max R/S chuyén dao bat ky >30mm Gertsch 1988

(nam) >28mm Gertsch 1988

S I+ max R/S chuyén dao bat ky (nit)

Tiéu chudn phi dgi cé bléc nhdnh phdi

>29mm Vandenberg 1991

t N])\/Iax R/S chuyén dao truoc tim (truc > 2mm Vandenberg 7997
rdi
SV >[5mm Vandenberg 1991
1
>40mm Vandenberg 1991
R Vs
; >[1mm Vandenberg 1991
S HI+maxR/S chuyén dao nguc(truc
trdi)
R1I

Imm = 0,1mV CD : chuyén dao
- Thiéu mau va nhoi mau co tim
Bdng 12: Tiéu chudn bién doi ST trong thiéu mdu co tim

Chi so

Tiéu chuan

Vi tri tham do chuyén dao

12 chuyén dao

Tiéu chuin d6 chénh ST

- Nam >40 tu6i ST chénh 1én >0,2mV & V2, V3
va 0,1mV & cac chuyén dao khac.

- Nam<40 tudi ST chénh >0,25mV & V2, V3
-N& ST chénh >1,5mV 6 V2, V3 va>0,1mV &
céc chuyén dao khac

- Chung cho ca 2 gi6i > 30 tudi ST chénh &
V3R, V4R > 0,05mV va <30 tu6i ST chénh >
0,imV. G V7 dén V9 ST chénh 1én >0,05mV.

- Chung ca 2 gidi ST chénh xudng cé y nghia
>0,05mV ¢ V2, V3 va >0,ImV & cic chuyén
dao khac

- Khi ST chénh xuéng >0,1mV trén 8 chuyén
dao, két hop v6i ST chénh 1én & aVR hodc V1,
kha nang ton thuong nhiéu nhdnh dong mach
vanh hoac tac than chung cia dong mach vanh
trdi c6 y nghia.
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Cic chuyén dao can thim do | V3R, V4R khi ST chénh 1én >0,1mV & II, III,
thém aVF

Séng T dao ngugc voi QT kéo dai can chan dodn
Bién do6i séng T phan biét véi séng T trong xuét huyét noi so gan
day (CVA: Cerebrovascular Accident).

3. Tiéu chuén hinh thai clia cic séng trén dién tAm do
- Poan ST-T: + Su bién d6i ST-T cin phan biét bat thudng tii cuc nguyén phat
hay thir phat. Néu kéo dai tai cuc ma khong bién doi khir cuc 1a bat thuong tai cuc
nguyén phat.Nguoc lai bét thuong xuét hién ¢ giai doan khtr cyc that nhu kéo dai thoi
gian QRS, thay d6i hinh dang QRS, la nhiing bién d6i ti cuc thir phit.
+ Mot sb truong hop két hop ca 2 sy bién doi tai cye do nguyen phat va thir phat.
+ Chd ¥ doan ST chénh phu thudc va tudi va gidi
- Séng T: + Khi doc dién tim db mo ta séng T can két hop v6i su mo ta doan ST
+ Can qua sat sy bién ddi séng T & céc chu ky tim dé phét hién su luan
phién dién hoc ctia séng T
- Séng U: + Chu y khi s6ng U dao ngugc, séng U trung 1é€n séng T hoac bién do
séng U 16n hon song T.
4. Khuyén cdo vé mot s0 tiéu chuin céan tlep tuc nghién ciru trong twong lai
Mot sd tiéu chuan can nghién ciru dé bd sung trong mot sd trudng hop chan
dodn dién tam do:
(1) Can trién khai nhiéu nghién ctru dé xédc dinh tiéu chuan chan doén dién tim
db theo tirng do tudi.
(2) Tlep tuc nghién ctru sy lién quan gitra bién d6i ST-T trong phi dai that tréi,
trong mot s6 truong hop khong hoi du tiéu chuan ctia phi dai that trai.
(3) Cédc tiéu chuéan dién thé, truc, kéo dai QRS, bat thuong nhi tréi can duogc
nghién ctru dé bo sung trong chan dodn phi dai that trai kém bloc
@) O tré em can nghién ctru thém mat $6 chuyén dao tham do moi.
(5) Nghién ctru bién d6i dién thé QRS theo thoi gian trong phi dai that trai.

III. KET LUAN

1. Chan dodn dién tdm dd nén theo danh phap da quy dinh cu thé & Bang 1

2. C6 thé phdi hop cdc danh phdp chan dodn dé khai thic hét kha ning chan
dodn ctia dién tim dd (bang 6, 8).

3. Nén theo thtr tr 6 nguyén tic da quy dinh trong chin dodn dién tim do (bang 5).

4. Mot s6 thuat ngit do thodi quen cia ting trung tim doc dién tdim d6 nhung
can gi6i han chi str dung khi can thiét (bang 7).
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MOT SO YEU TO NGUY CO LIEN QUAN BEN NGUY CO
BENH LY MACH VANH TRONG 10 NAM TOI
TAI CONG PONG TINH THUA THIEN HUE

Huynh Vian Minh, Poan Phwéc Thugc

Hoang Anh Tién, Pham Vin Linh, Nguyén Dung
Vo Vin Thing, Nguyén Minh Tam

Hoang Thi Thu Hwong

Truong Dai hoc Y Dwoc Hué

TOM TAT

Pit van dé: Dy _phong tién phét dugc xem la chlén lwgc chinh cta T6 chuc Y té
thé gi6i v6i mong muon chu dong lam giam cdc yéu té nguy co tai bién mach vanh
trong thé ky XXL Pé tién hanh cong tic du phong tién phat, can phai nghién ctru vai
tro cua tung yéu tb nguy co va su lién két gitra cdc yeu t6 nguy co dé véi nhau

DPéi twong va phuong phap nghién ciru: Gom 1471 nguoi dan tudi tir 20 trd
1én tai Thira Thién Hué tir nam 2006-2007.

Phuong phap nghién ciru: Nghién ciru mé td cdt ngang va phan tich. Kham va
xét nghiém danh gid mic d6 nguy co bénh 1y mach vanh theo thang diém Framingham
va diéu tra cac yéu td nguy co trong cong dong.

Ket qua nghién ciru: Nguy co bénh mach vanh sau 10 nam téi lién quan v6i
cac yeu t6 nguy co sau: Tubi, tudi cang cao, nguy co mic bénh cang tang (r = 0.704, p
<0.001). Thudc 14, s6 géi thuéc/nam cao nguy co mic BMV cang cao (r = 0.397, p <
0.05), Huyét dp: Tri sé huyét dp tam thu va huyét dp tdm truong cang cao nguy co
mach vanh cang cao (r =0.609 va r = 0.575, p <0.001). Chi s6 CT, LDL va TG cao va
chi s6 HDL-C thap nguy co cang cao (r = 0.321; r= 0.325 va r= 0.238, lan luot, p<
0.001) (r= 104, p< O. 001) Chi s6 m& noi tang va ty 1€ m& co thé (r =0.361 var =
0.222; p <0.001), ty s6 VB/VM (r =0.314; p <0.001) cang cao nguy co BMV cang cao.
Murc tang duong mau lic déi (r= 0.288 p<0.0001).

Két luin: Ching ta co the du phong hiéu qua bénh 1y mach vanh bang céch
ngan ngira va han ché céc yéu td nguy co bénh 1y tim mach

ABSTRACT

Background: Primary prevention was the main strategy of WHO with the aim
to decrease the risk of coronary heart disease. The best way to success in primary
prevention was research each risk factor and the relationship between each risk factor.

Methods: Base on 1471 people with age above 20 at Thua Thien Hue province
from 2006-2007. Cross-sectional study, calculate the risk with the Framingham
software.

Results: There was the relationship between the 10-years risk of coronary
heart disease with following risk factors: Age (r = 0.704, p <0.001). Tobacco
consumption (r = 0.397, p < 0.05). Systolic blood pressure (r =0.609, p <0.001).
Diastolic blood pressure (r = 0.575, p <0.001). Cholesterol, LDL-cholesterol,
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Triglyceride, HDL-cholesterol (r = 0.321, r= 0.325 and r= 0.238, r= 104, respectively,
p< 0.001). Waist-hip ratio (r =0.314; p <0.001). Glucose level (r= 0.288 p<0.0001).

Conclusion: We can effectively prevent coronary heart disease by decrease the
risk factor of cardiovascular disease.

I. PAT VAN PE

Trong thap nién vira qua da c6 nhiéu tién bd dugc ghi nhan trong cong tic dy
phong bénh tim do mach vanh. Tién bd dang ghi nhan nhét 1a viéc manh dan 4p dung
céc tién bd y hoc trong diéu tri nham han ché tai phat bénh ¢ nhitng bénh nhan di xay
ra bénh mach vanh, d6 chinh 13 dy phong thir phat. Van dé con ton tai ¢ nhiéu dia
phuong va qudc gia 1 chua chi trong ding muc trong quan 1y va diéu tri dé 1am giam
cic yéu td nguy co & nhirng bénh nhan chua timg mic bénh mach vanh, d6 chinh 1a du
phong tién phat. Du phong tién phét dugc xem la chlen lugc chinh cia T6 chic Y té
thé gidi véi mong mudn chit dong lam giam cdc yéu t6 nguy co tai bién mach vanh
trong thé ky XXI.

Dé tién hanh cong tic du phong tién phat, can phai nghién ctru vai trd cua ting
yéu t6 nguy co va su lién két gw:a cic yéu t nguy co dé véi nhau. Nam 2006, mot
nghién ctru & Trung Qudc cong bd két qua danh gid nguy co méic bénh mach vanh va
mach ndo theo thang diém Framingham cho théy ty 1€ mic bénh mach vanh va mach
ndo khoang 3% - 4%.

O nudc ta hién nay, s6 lugng dé tai nghién ctru danh gid cdc yeu t6 nguy co cia
bénh mach vanh tai cong dong mot cach hé thong con qué khiém t6n, do do chua dua
ra dugc cac giai phap dy phong cho cong ddng. Chinh vi vay, ching t61 tién hanh
nghién ctru xédc dinh céc yéu td nguy co bénh mach vanh tai cong dong tinh Thura
Thién Hué trén co s& d6 dé xudt cdc giai phdp du phong cho cho cong dong

IL. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Péi twong nghién ciru
Gom 1471 ngudi dan tudi tir 20 tré 1én tai Thira Thién Hué tir nam 2006-2007
2.2. Phuwong phap nghién ciu
2.2.1. Thiét ké nghién ciru: Nghién ciru mo ta cit ngang va phan tich
2.2.2. C¢' mdu : C& mau trong mdi xa dugc tinh theo cong thirc sau:
z',p(=p)

2

d 2

Trong dé:

n: S6 ddi twong can nghién ciru, o : mic ¥ nghia théng ké, d = 0.05 (46 chinh
xdc mong udc), Zo/2: gié tri Z thu dugce tir bang Z tng véi o duge chon. O day ching
t6i chon ot = 5% nén Zov/2 tuong tng la 1.96 (khoang tin cay = 95%), P = 3-4% (ty
1¢ bénh trong cong dong theo nghién ciru tai Trung Qudc )

n=1, 962 x 0,04(1-0,04)/ 0,0025 = 59

C& mau cho mdi don vi nghién ctru (x3, phuong) la 59, ¢& mau cho toan tinh 24
xa, phuong la 1400, thém 5% dy phong cho nén ¢ mau diéu tra 1a 1470
2.2.3. Phuwong phdp chon méu
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Chon cac huyén, xa/ phuong theo phuong phép ngau nhién ty 1¢. Chon ho dé
dleu tra ngau nhién theo danh séch, nhitng ngudi dugc diéu tra trong moi ho phai tir 20
tudi trg 1én, diéu tra hét ho nay dén ho khéc cho dén khi dii mau 60 - 62 ngudi / xa.
2.3. Phwong phap thu thiap thong tin

Kham va xét nghiém danh gia mie do nguy co bénh ly mach vanh theo thang
diém Framingham va diéu tra cac yéu t6 nguy co trong cong dong.
24. Phlro’ng phap danh gla céc két qua nghién ctru
2.4.1. Chén dodn ting huyét dp: Phan do theo WHO/ISH 2003

HA tam thu (mmHg) HA tim trwong (mmHg)
Toi uu <120 <80
Binh thuong 120-129 80-84
Binh thuong - cao 130 - 139 85 -89
THA giai doan | 140 - 159 90 -99
THA giai doan 11 160-180 100- 110
THA giai doan III > 180 > 110

2.4.2. Chén dodn roi logn lipid: Theo tiéu chuan ciia Hoi Chau A Théi Binh Duong vé

x0 vira dong mach va bénh 1y mach mau (4.1998)
Phan do roi loan cac thanh phan lipid mau theo NCEP

Chi s6 (mg/dl) Phén loai

<200  (<5,2 mmol/L) Tot
TC 200 - 239 (5,2 - 6,2 mmol/L) Cao gi6i han

> 240 (= 6,2 mmol/L) Cag

<40 (<1 mmol/L) Thap
HDL-C > 60 (>1,6 mmol/L) Cao

<100 (< 2,6 mmol/L) Téi wu

100 - 129 (2,6 - 3,4 mmol/L) Gan t6i uu
LDL-C 130 - 159 (3,4 - 4,2 mmol/L) Cao gi61 han

160 - 189 (4,2 - Smmol/L) Cao

>190 (= 5mmol/L) Rét cao

< 150 (< 1,7 mmol/L) Binh thuong
TG 150 - 199 (1,7 - 2,3 mmol/L) Cao gi61 han

200 - 499 (2,3 - 5,7 mmol/L) Cao

>500 (5,7 mmol/L) Rét cao

2.4.3. Chén dodn bénh ddi dwomg: Theo tiéu chuan cta T6 chirc y té Thé gidi 1998:
Puong huyét lac d6i > 126 mg/dl (7 mmol/L) sau 2 lan thu.
2.4.4. Ddnh gid tinh trang béo phi

+Duya vao BMI: Theo tiéu chuan chan dodn béo phi cta to chiic Y té Thé gidi
danh cho céc nudc chau A.

Phin loai BMI

Gay <185
Binh thuong 18,5-22,9
Béo phi | C6 nguy co 23-249




HOI NGHI TIM MACH MIEN TRUNG MG RONG LAN THU V 19

Béo do 1 25-29,9
Béo do 2 =30

+ Dya vao VB: nam > 102 cm, nir > 88 cm dugc goi 1a béo phi.
+ Duya vao ty 1€ VB/VM: nam > 0,9, nit > 0,85 duoc goi 1a béo phi.
+ Dua vao chi s6 m& co thé: > 15.
+ Dua vao chi s6 m& noi tang: Nam > 25, nit >35
2.4.5. Ddnh gid mirc dj nghién thuéc ld: theo test Fagerstrom,
2.4.6. Ddnh gid dau thdt nguc theo by cdu héi Rose
2.4.7. Dw dodn nguy co mdic bénh mach vanh: theo thang diém Framingham hiéu
chinh theo nguodi Viét Nam

III. KET QUA NGHIEN CUU
3.1. Pic diém méu nghién ctru
Péi tugng bao gdbm: TP Hué chiém 26.99%, huyén Huong Tra 30.05%, huyén A
Lué6i 29.64%, huyén Phi Vang 13.32%. trong d6 536 nam (37,45%) va 935 nit
(62,55%) , tudi nho nhat 1a 20, tudi 16n nhat 1a 90.
3.2. Ty 1€ nguy co bénh ly mach vanh 10 nam toéi
Bing 3.1. Phan bé mirc dé nguy co mdc bénh mach vanh 10 ndam t&i

Miic do Bénh dong mach vanh 10 nam téi
nguy co n %
Thap 897 60.98
Trung binh 379 25.76
Cao 195 13.26
Chung 1471 100.00
p <0.0001

C6 60.98% doi twong c6 nguy co thap bénh , 25.76% dbi twong nguy co  trung
binh, va 13.26 % doi tugng c6 nguy co cao.
3.3. Phan bo cac yéu to nguy co bénh ly mach vanh

_—33.51

Rbi loan Huit THA  Beo phi Diithdo Lbisbng
lipide thudc l4 duong finh tai
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Hinh 3.1. Cdc yéu t6 nguy co ciia mau nghién ciru
Rdi loan lipid mdu 35.51%, hut thudc 14 23.70%, THA 20. 91%, béo phi 7.79%,
DTPD 4.35%, 16i song tinh tai 2.34% . Su khéc biét ty 18 giita cdc yéu td nguy co 1a cé y
nghia théng ké (p < 0.0001).
3.4. Méi lién quan giita cic yéu té nguy co véi bénh Iy mach vanh trong 10
nam téi
3.4.1. Chi sé mé ndi tang co thé

Bing 3.2: Nguy co mdc bénh mach vanh, sau 10 nam t6i theo chi s6 mé ni tang

Mirc d9 Thép Trung binh| Cao Téng cong
nguy co P
n % | n Yo n| % n %o
© o B. thuong 868 |64.53|331| 24.61 |146]10.86(1345| 91.43 [<0.0001
% £|Cao nhe 29 2478 46 | 39.32 | 42 |13590| 117 | 7.95
Cao 0 0 2 | 2222 | 7 |77.778| 9 0.62 [<0.0001
p <0.0001 <0.0001 <0.0001

Khi chi sé m& binh thuong: Mic d6 nguy co BMV thdp chiém ty 18 cao
(64.53% va 89.29%). Khi chi s6 m& cao mirc d6 nguy co cao chiém ty 1& cao
(77.78%), nguy co trung binh 22.22 %, khong c6 trudng hop nguy co thép.
3.4.2.Ty 1é mé co thé

Bing 3.3: Nguy co mdc BMV sau 10 nam tGi theo ty 1é mé co thé

Nguy co mach vanh sau 10 nam toi

Chi s0 m& co thé

Thap Trung binh Cao Tong cong
n % n % n % n %
Mocothe | | 57 19900 1 | 333 | 2 | 667 | 30 | 204
(Nam)
2 | 142 |66.05] 54 | 2512 | 19 | 8.83 | 215 | 14.62
3 | 58 |4028| 52 | 36.11 | 34 | 2361 | 144 | 9.79
4 | 29 [19.73] 58 | 3945 | 60 | 4082 | 147 | 9.99
TC| 256 |60.98| 165 | 25.76 | 115 | 13.26 | 536 | 100.00
Mocothe | | 5 lgeeo| g | 1778 | 6 | 1333 ] 45 | 3.06
(Nir)
2 | 357 |87.50] 40 | 9.80 | 11 | 2.70 | 408 | 27.74
3| 191 |6453] 85 [2872 ] 20 | 675 | 296 | 20.12
4 | 62 [3333] 81 | 4355 43 | 23.12 | 186 | 12.64
Tc| 641 [6098] 214 | 2576 | 80 | 13.26 | 935 | 100.00




HOI NGHI TIM MACH MIEN TRUNG MG RONG LAN THU V 21

O ca 2 gidi, khi ty 16 m& co thé khong cao, mirc nguy co thip BMV chiém da sd
(90% v6i nam, 69% voi nir), Nhung khi ty 1€ m& cao, mirc nguy co trung binh va cao
déu tang 1én 15 rét & ca 2 gidi (39.45% va 40.82% voi nam, 43.55 va 23.12% véi nik).
Su khdc biét giita cdc ty 1& c6 ¥ nghia thong ké (p<0.05 va <0.001).
3.4.3.Tinh trang hut thuéc ld (géi/nam) va HA
Bing 3.4: Twong quan giita nguy co mdac BMV sau 10 nam t6i véi tuéi, it thuéc ld
(goi/nam) va HA

Twong quan r Tudi é';‘/’ﬁﬁﬁf) HATT | HATTr
= E [ r 0.777 0.236 0.535 0.510
& Z | p 0.000 0.048 0.000 0.000
= E s | T 0.686 0.078 0.659 0.612
S22 %2 | p 0.000 0.185 0.000 0.000
& o | T 0.704 0.397 0.609 0.575
z = [ p 0.001 0.032 0.001 0.001

- Nguy co mic BMV sau 10 nam téi ¢6 mdi twong quan thuan chit ché vai tudi,
tudi cang cao nguy co mic bénh cang tang (r = 0.704, p <0.001), tuong quan thuin va
c¢6 y nghia véi tinh trang hit thude 14 (r = 0.39, p<0.05), c6 mdi twong quan thuan va cé
y nghia véi HATT va HATTr (r = 0.609 va 0.575, p<0.05)

Tuong quan Frammingham MV va HATD Tuong quan Frammingham MV va HATT
y = 0.7892x + 68.91
250 140 1 B = 0.3231
=1.5084x #111.81 1207 e o we o o oo
200 100 - *e o
E 150 B s TR .
£ 100 £ 0 e Tt
50 40 +
0 - ; ‘ ‘ ‘ 20
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Hinh 3.2. Tuong quan giita nguy co BMV  Hinh 3.3. Tuong quan giita nguy co BMV
sau 10 nam voi huyét dp tam thu sau 10 nam voi huyét dp tam truong

3.4.4. Béo phi ’
Bang 3.5: Tuong quan gira nguy co BMV sau 10 nam voi chi s6 béo phi

Twong quan BMI VB/VM MGé tang % mo&
> | g o122 0.295 0.321 0.474
2 | 2 b |ooos 0.000 0.000 0.000
= r 10,079 0.325 0.325 0.428
2 5 b loos 0.000 0.000 0.000
2 o [0.099 0.314 0.361 0.222
& 9O | ool 0.001 0.001 0.001
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Nguy co mic BMV sau 10 nim t6i ¢6 mdi twong quan thuan chit ché véi véi ty
VB/VM (r=0.314, p < 0.01), véi chi s6 m& ndi tang va ty 1€ md co thé (r=0.361 var=0.222;
p <0.001).

3.4.5. Réi logn lipid mdu
Bing 3.6: Twong quan giita nguy co BMV sau 10 nam t6i véi mét sé
thong sé vé lipid mdu

Twong quan CT HDL LDL TG
- E |« 0.294 -0.166 0.345 0.096
& Z | p 0.000 0.000 0.000 0.026
=2 = [ 0.406 -0.062 0.400 0.323
g E Z | p 0.000 0.060 0.000 0.000
& O | 0.321 -0.104 0.325 0.238
‘< = 1 p 0.001 0.001 0.001 0.001

C6 mdi twong quan thuan muc d6 gitra nguy co BMV véi CT, LDL va TG (r =
0.321; r = 0.325 var = 0.238, lan luot, p< 0.001) va c6 mbi twong quan nghich mic do
nhe gitra nguy co BMV véi HDL (r = -0.104, p< 0.001)

3.4.6. Tuwong quan giita bénh mach vanh véi dwong mdu lic doi

Twong quan giira glucose mau doi va NCMV

80

y =0.0701x + 0.2522
R? =0.0617

NCMV

0 100 200 300 400 500 600

Glucose mau doi

r = 0.248 p<0.0001
Hinh 3.3: Tuong quan gitra nguy co bénh mach vanh 10 nam toi
Vvoi dwong mdu liic doi
C6 mdi twong quan thuan giita dudng mau lic d6i véi nguy co BMV (r= 0.248
p<0.0001) va TBMN véi (r= 0.288 p<0.0001)

IV. BAN LUAN
4.1. Nguy co mic bénh mach vanh trong 10 nam t¢i theo thang diém Framingham
Mure d6 nguy co duge phéan theo 3 cap do: nguy co thap khi ¢ < 5 diém; muic
nguy co trung binh khi ¢6 > 5 diém dén < 15 diém, mirc nguy co cao khi c6 > 15 diém.
Nhu vay, nguy co thap chiém 60.98 %; nguy co trung binh chiém 25.76%, nguy co
cao 13.26 %. Tir ddy c6 thé tinh duwoc véi dan sd tai tinh ta tinh dén nim 2007 1a
1.134.480 ngudi thi 691.805 ngudi c6 nguy co thap; 292.242 ngudi cé nguy co trung
binh; 150.432 nguoi ¢6 nguy co cao. Néu chi tinh nhitng nguoi ¢6 nguy co trung binh
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va nguy co cao can phai quan ly va diéu tri thi c6 den 442.674 nguol chiém 39.02 %
thudc dién nay. DPay qua 1a con s bdo dong, mot van d& 16n can phai c6 sy quan tim
dau tu tai chinh, tdp trung tri tué ciia nganh y té va nhiéu nganh chic ning lién quan
méi c6 thé giai quyét duogc.

4.2. Méi twong quan mirc do nguy co bénh 1§ mach vanh véi mét sé yéu tb
nguy co

4.2.1. Twong quan giita tudi, gidi va mirc dé nguy co mach vanh

Trong nghién ctru cua chiing t6i thay c6 moi twong quan chat ché gitra mirc do
nguy co chung ciia bénh mach vanh véi tudi ¢ ca hai gidi, tudi cang cao, nguy co mic
bénh cang ting (r = 0.620, p <0.0001; r = 0.613, p <0.0001 lan lugt). Nghién ciru cia
Framingham ciing cho thay két qua twong tu.

4.2.2. Twong quan giita hit thuéc ld va mirc d¢ nguy co mach vanh

Méi twong quan giira hiit thudc 14 (s6 goi thudc 14/nam) va muic do nguy co
mach vanh, mach ndo da duoc nhiéu tdc gia khiang dinh. Nguy co cao hon nhiéu néu
dbi twong bat dau hit trudc tudi 16.

Nghién ciru cia chiing t6i ciing thdy ¢6 mdi tuong quan thuan giita s6 géi thudc
1 /nam va mire d¢ nguy co mach vanh (r=0.39, p <0.001, r = 0.11; p< 0,05)

Nguy co médc bénh tim mach ctia mdt nguoi bo thuoc 14 sau 1 nam s& trd veé
gidng nhu ngudi khong hit thube 14. bay la mot yéu td quan trong dé thuyét phuc
nhirng nguoi dang hut thudc 14 bo hit thude. Khi bo hit thube s& giam nguy tdi phat
céc bién c6 chinh khoang 50%.

4.2.3. Twong quan giita mirc dé nguy co mach vanh va cdc chi sé chi sé béo phi

- Miic d6 nguy co mach vanh c¢6 méi twong quan thuan yéu véi BMI (r = 0.122
voi p <0.005); Tuong quan thudn mirc do vura ¢6 y nghia vai ty 1€ VB/VM (r = 0.314,
p <0.001).

- Mitic d6 nguy co mach vanh ¢6 mdi trong quan thudn c6 ¥ nghia véi chi s6 m&
noi tang (r= 0.195, p< 001) va ty 1¢ m& co thé (r =0.222 va p <0.001).

Dé giam nguy co tim mach, cin phai giam cin ning. Vién NHLBI (the National
Heart, Lung and Blood Institute) khuyén cdo sy gia ting hoat dong thé luc 1a mot phan
quan trong ctia chuong trinh kiém sodt cin ning: giam lugng calo dn vao, hoat dong
thé luc, tap thé duc
4.2.4. Moi twong quan giita Cholesterol va mikc d¢ nguy co mach vanh

Qua nghién ctru chiing t6i nhan thiy c¢6 mdi twong quan thuan giita CT va mirc
d6 nguy co mach vanh sau 10 nam (r = 0.294, p <0.0001) (bang 3.38). Diéu nay ching
t6 CT 12 yéu t nguy co rit ¢6 gia tri cho du dodn bénh 1y tim mach. Két qua nay ciing
phu hop véi nghién ctru cua Framigham.

4.2.5. Twong quan giita HDL va mirc dg nguy co mach vanh

Tur nghién ctru Framingham, ngudi ta nhan thdy c6 mdi tuong quan nghich giira
mitc HDL-C va tan sudt BMV (p<0,001) ¢ ca nam lan nit gi¢i. Két qua nghién ciru cta
ching t61 cling tuong tu, HDL -C tuong quan nghich chat ch€ véi mirc do nguy co
mach vanh (r=-0.538, v4i p< 0,0001) (hinh 3.22). Nhu vay, khi can thiép béng cac giai
phap: ché do an udng, luyén tip hodc dung thudc lam ting HDL- C thi s& giam duoc
nguy co méc bénh tim mach [7].

4.2.6. Twong quan giita ting huyét dp va mirc dé nguy co mach vanh
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C6 mdi twong quan thuan gitta HATT, HATTr va muc d6 nguy co bénh MVMN
(r= 0.571 véi p< 0,001 va r= 0.481 vdi p< 0,001) (Hinh 3.35). O nguoi dudi 50 tudi, ca
HA tim thu va tim truong déu lién quan véi nguy co tim mach; trén tudi nay, HA tim thu
12 YTDD quan trong hon nhiéu. Nghién ctru Framingham cho thdy c¢6 su lién quan chat
ché gitra tri s6 HA va nguy co bénh mach vanh, nguy co cang ting khi HA cang cao, nguy
co tang gip d6i néu HA tim truong ting mdi 10 mmHg hodc HA tim thu ting mdi 20
mmHg; va viéc diéu trj 1am giam HA s& 1am giam nguy co BMV, dic biét, diéu tri THA
tam thu don doc lam giam ro rét nguy co bénh mach vanh va mach nio [9], [16].

V.KET LUAN

Nguy co bénh mach vanh sau 10 nam téi lién quan véi céc yéu td nguy co sau:

- Tudi, tudi cang cao, nguy co mic bénh cang ting (r = 0.704, p <0.001).

- Thubc 14, s6 g6i thude/ndm cao nguy co mac BMV cang cao (r = 0.397, p <
0.05),

- Huyét dp: Tri s6 huyét dp tdm thu va huyét 4p tdm truong cang cao nguy co
mach vanh cang cao (r =0.609 var = 0.575, p <0.001).

- Chi s6 CT, LDL va TG cao va chi s HDL-C thip nguy co cang cao (r =
0.321; r= 0.325 va r= 0.238, lan lugt, p< 0.001) ( r= 104, p< 0.001).

- Chi s6 m& ndi tang va ty 16 md co thé (r =0.361 va r = 0.222; p <0.001), ty sd
VB/VM (r =0.314; p <0.001) cang cao nguy co BMV cang cao.

- Muc tang duong mau luc doi (r= 0.288 p<0.0001).

VI. PE XUAT GIAI PHAP DU PHONG

- Liéu phap thay d6i cach sdng: Khong hit thudc, ting cudng van dong thé luc,
ché d6 an udng giam thirc n dong vat thich hop, giam bia ruou.

- Phat hién som va diéu tri sém khi mic bénh ting huyét dp, ddi duong, RLLM

- Tap trung truyén thong gido duc stic khoé cho nhan din cic ving xa, thiéu
thong tin vé du phong bénh Iy mach vanh va mach ndo trén nhiéu kénh.

TAI LIEU THAM KHAO

1. Db Hong Gido ( 2001), "Gia tri cta ty 1& cholesterol ty trong thap véi
cholesterol ty trong cao ( LDL/HDL) trong danh gia diéu tri rbi loan lipid mau" Thoi
su tim mach hoc , 39, pp. 16-22

2. Pham Gia Khai (2000), Pic diém dich té hoc bénh ting huyét 4p tai Ha N,
Tap chi Tim mach hoc sé 21/2000.

3. Nguyén Cuu Loi (2002), Nghién ciru sy khang insulin, mot yéu té nguy co
ddc 1ap cua bénh dong mach vanh, Luan 4n tién si Y hoc. Pai hoc Y khoa Hué

4. Tran Lam (2006) Nghién ctru tic dung ciia Atorvastatin trén nong do protein
phan tmg C d6 nhay cao & bénh nhan suy dong mach vanh man, lun dn CKII. Dai hoc
Y khoa Hué.



HOI NGHI TIM MACH MIEN TRUNG MG RONG LAN THU V 25

5. Thach Nguyén, Huynh Van Minh va cong sy (2007), Dy phong tién phap toan
dién bénh tim mach, Mot s6 van dé cap nhét trong chan dodn va diéu tri bénh tim mach, nha
xuat ban y hoc.

6. Nguyen Thi Kim Thanh (2007), Nghién ctru chi s6 dy bdo nguy co ti mach
theo thang diém Framigham & cdc 601 tugng bao hiém y té tai bénh vién truong dai hoc
y khoa Hué, Tap chi tim mach hoc, s6 47, 2007.

7. Antonio MG et al (2000), “Blood lipids and coronary heart disease”, The
ILIB lipid handbook for clinical practice, 2™ edition, pp. 7-18.

8. Briel M et al (2005), “Statin therapy for prevention and treatment of acute
and chronic cardiovascular disease: update on recent trials and metaanalyses”, Curr
Opin Lipidol, 16 (6), pp. 601-05.

9. Dagenais GR et al (2005), “Impact of cigarette smoking in high-risk patients
participating in a clinical trial”, Eur J Cardiovasc Prev Rehabil, 12(1), pp. 75-81.

10. David Waters et al (1996), “Effects of cigarette smoking on the
angiographic evolution of coronary atherosclerosis - A canadian coronary
atherosclerosis intervention (CCAIT) substudy”, Circulation, (94), pp. 614-21.

11. Henry Purcell, Caroline Daly (2006), “Reducing the cardiovascular risk in
diabetes”, Medical Progress, pp. 57-61.

12. Judith Mackay, George A. Mensah (2004), “Risk factors”, “Deaths from
coronary heart disease”, The atlas of heart disease and stroke, WHO, pp. 22-42, 48-49.

13. Michael R. Ehrenstein et al (2005), “Statins for atherosclerosis - As good as
it gets 77, NEJM, 352, pp. 73-75.

14. Michelle A. Albert et al (2001), “Effect of statin therapy on CRP levels-The
PRavastatin INflammation/CRP Evaluation (PRINCE) study”, JAMA, (286), pp.64-70.

15. Peter Libby et al (2002), “Inflammation and atherosclerosis”, Circulation, 105,
pp.- 1135-45.

16. Sidney C. Smith, Richard V. Milani et al (2004), “Atherosclerotic vascular
disease conference”, Circulation, 109, pp. 2613-16.



26 HOI NGHI TIM MACH MIEN TRUNG MG RONG

LANTHU V
NGUNG THO KHI NGU

Lé Van Béng
Truong Pai hoc Y Duoc Hue

1. Ngung thé

Ngung thd dugc biéu hién boi mot sy ngung ludng khi trong thoi gian trén hay
bang 10 gidy, hd hép tro lai thudng phdi hop véi sy thic day rat ngin hay giam giac
ngu. Bén canh sy ngung tho, nguoi ta dinh nghia mot hinh thie khong hoan toan,
giam tho d6 1a mot sy giam ludng khi it nhét 13 50%, phdi hop v6i mot su mét bio hoa
oxy hemoglobine bang hay trén 4%. Vé phuong dién da ky giac ngu, hoi chirng ngung
tho khi ngt dugc dinh nghia bang mot chi s ngung thd. Nhung qua s 1an ngung tho,
muc do tram trong chi dugc lugng gid mot cach trung thuc bdi su theo doi dong thoi do
bao hoa oxy mdu dong mach dan dén mot bénh canh 1am sang ro (tang li bi, 16 loan
tAm than kinh, ting huyét 4p, bénh mach vanh).

Nguoi ta phan biét 3 type ngung tho:

- Ngung thd tic nghén thudng gip nhat,

- Ngung th¢ trung wong it gap,

- Ngung thé hdn hop phdi hop hai loai trén.
2. Ngay

Hién tuong thuong gap (86% nguoi nam ngdy). Hoi bénh van con it tin cay.

Nhiing yéu to lam dé 1 gi6i nam, tudi (t6i da 1a 60-70 tudi), ting can, udbng
ruou, sir dung mot s6 thude gdy gidn co.

Ngéy 12 mot than phién ban dau thuong gip trong sy phat hién hoi chimg ngung
tho khi ngil tic nghén.

Chi sé ngdy (sé lan ngdy trong mot gid trong giéc ngt) ¢6 thé tinh dugce. Mot
nguoi ngdy c6 chi so trén 30. Mot trrong hop nang, chi so trén 300.
3. Hji ching dé khang cao cia duwong hd hap trén

D6 1a su phdi hop mot tinh trang 1i bi qua mirc, nhitng bién cd hd hap ban dém
ngoai ngung thd-giam thd (ngdy, thire ddy ngan, giéi han cung luong...) va tét diéu tri
bang thong khi 4p luc duong lién tuc.

NGUNG THO KHI NGU TAC NGHEN

1. Pinh nghia

Ngung thd khi ngti ¢6 bbn thanh phan:

Xep duong khi.

Phai géng sirc dé tho, nhung khong thanh cong.

Mirc oxy trong mdu tut xudng.

Khi s6 lugng oxy dua 1én ndo bi giam, ndo dua ra tin hiéu cho co thé phai tinh
giic va thd. Didu nay dugc ngudi bén canh nghe c¢6 mot khoang im ling theo sau d6 1a
tho hon hén.

2. Dich té hoc

Ngung thé khi ngi tic nghén dugc ude tinh anh huong dén khoang 4% nam va

2% nit. Trong mot nghién ctru & nguoi trén 18 tudi, ngung thd khi ngu tic nghén duge
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wdc dodn 1a 1,5% mdi nam trén 5 nim nghién cuu. Ti I¢ nay c6 thé cao hon vi dan
ching bi béo phi nhiéu hon va beo phi thi lam xau di ngung tho khi ngu tac nghén.
Piéng kinh ngac 12 chi ¢6 10% s6 nguoi trén hién nay dugc diéu tri ma thoi.

Mot vai nhém nguoi ¢ thé bi ngung thd khi ngii tic nghén hon:

- Trudc 50 tudi, nam c6 thé bi ngung thd khi ngu tic nghén nhiéu hon nit.

- Sau 50 tuéi nguy co bi bénh gidng nhau giita nam va nit.

- Trong s6 nhitng bénh nhén béo phi, 70% bi ngung tho khi ngu tac nghén.

- Ngung thd khi ngii tic nghén gia ting do tram trong va ti 1& mac bénh theo sy
gia tang béo phi.

- Trong s6 bénh nhan tim mach, 30 — 50% bi ngung tho khi ngu tac nghén, va
trong s bénh nhén bi dot qui ¢6 60% bi ngung tho khi ngu tac nghén.

- Mot nghién ctru gan day udc tinh c6 14% van dong vién bong dé va 34% dan
ong gay bi ngung thd khi ngu tic nghén.

- Nguoi My goc Phi c6 nguy co bi ngung thd khi ngu tic nghén gap 2,5 1an so
v6i nguoi Caucasian. O An d6, 7,5% nam bi ngung thd khi ngu tic nghén. Ngung thé
khi ngi1 tic ngh&n ¢ nam gidi ngudi Trung chiém ti 18 4% va & nir gidi nguoi 2%.

3. Nguyén nhan

Khong khi trong mét 1an thd binh thuong di qua mili, & dang sau vom hau, ludi
ga va day ludi, qua co hong va ¢ gilra cic day thanh am di vao trong phoi

Ludng khong khi ¢6 thé giam néu mot ngudi bi veo vach ngin mili. Mot véch
ngan mili ¢6 thé bi veo qua mot bén hay hai bén 1am hep lai duong khi. Nhitng mang
loc trong mili goi 1 cudng miii c¢6 thé bi tic nghén khi chiing bi sung 1én.

Néu vom hau va ludi ga (vat treo trén lung ciia hong) dai va lach bach, c6 thé
roi ra phia sau va bit lai duong thé. Lung cta 1udi cling c6 thé roi ra phia sau va bit
duong thd dic biét khi ndm ngira. Cudi cling cdc thanh bén cua hong c6 thé roi cling
v6i nhau lam hep va bit duong tho.

Dé chdng lai tic nghén nay, xdy ra thém nira:

- Nhitng co thd 1am viéc dé 1am gian 10ng ngyuc ra va lam ha thap co hoanh tir
d6 bénh nhan hit dugc khong khi.

- Ap Iyc am hiit khdng khi vao trong phéi

- Puong mili, vom hau, Iudi va mé thanh quan c6 thé gép phan lam hep
duong khi.

- Néu subt thoi gian cb gang tho, duong khi bi xep lai, nhitng md cua dudng khi
hit véi nhau béi dp lyc am.

- Long nguc cb ging day khi vao trong cang khé khan, thi dp luc am cang 16n va
nhiing mo cua duong thd cang bi déng kin véi nhau.

- Cudi ciing, khi oxy trong méu giam, bénh nhan thirc ddy hay mic do ngi trd
nén ndng hon.

Nguoi bi ngung thd khi ngii tic nghén c¢6 duong khi hep hon nguoi binh
thuong, thuong thuong & ddy ludi va vom hau. Khi nam ngira, vom hau & trén dudng
khi. Khi co thanh quan gidn thi vom hau c6 thé roi ra sau. Diéu nay c6 thé lam tic
nghén duong khi.

Co cam ludi ¢ ding vi tri, & d6 ddy ludi dinh vao xuong ham & phia trudc. Phan
16n ngudi ta ¢ du khoang tréng sau ludi dé thd ma khong can day ludi ra phia trudc.
Tuy nhién, khi bénh nhan bi ngung thé khi ngi tac nghén thic ddy, co ndy can hoat
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dong dé day ddy ludi ra phia trude dé mo duodng tho. Subt trong gidc ngu phan 16n céc
co bao gom co cam ludi gidn ra. Trong mot giai doan dic biét cua giac ngu, giai doan
ctr dong mat nhanh, cdc co hoan toan gidn ra. Sy gidn co cam ludi trong lic ng cho
phép ddy ludi roi ra phia sau va duong khi dong lai.

Hau hong 1a viing chinh cta tic nghén dudng khi trén, vom hau mém c6 thé bi
16i ra va bj kéo dai ra. Ludi ga c6 thé bi sung 1én. Pdy ludi c6 thé nho ra sau va can tré
duong khi. Lop dém 16t ctia thanh sau hong c¢6 thé di vao trong nhitng phan gap lai cia
md thira. Nhitng cot tru cta hong c6 thé nho ra va déng lai duong giita. Nhitng hanh
nhan c6 thé 16n ra gy tic nghén dudng khi.

Bénh nhén bi ngung tho khi ngu tac nghén thudng khong thirc day trong dém
v6i mdi mot giai doan ngung tho. Thuong thuong, trong khi ngung thd, ndo chi danh
thire tir mot gidc ngu séu (giai doan 3,4, va cu dong mat nhanh) dén mtc d6 ngu ndng.
ROi thi co cam ludi co cung va day ludi ra sau va bénh nhan thd dwoc. Bénh nhén c6
thé duy tri gidc ngu, nhung gidc nga sdu bi gian doan.

4. Co ché

Ngung thd khi ngu tic nghén do sy déng lai (“ xep™) cdc duong ho hép trong lic
hit vao, gdy nén mot ap lyc am trong hong (ap luc “ba”). Sy xep nay c6 thé xdy ra O
mdt hay nhiéu vi tri cua hau hong hay ha hong.

C6 nhiéu yéu té c¢6 thé gép phan vao co ché sinh bénh véi nhidu mirc do khic
nhau tuy thudc vao bénh nhan:

- Nhiing yéu té co thé hoc: phi dai hanh nhan , xwong ham dua ra sau, tac nghén
miii, béo phi v.v....Nhiing yeu t6 nay lam giam khau kinh nhimg dudng khi va lam gia
tang dé khang; sy gia ting dé khang ndy ting 1én trong mot sd tu thé, nhu gap cb va
nam nghiéng lung, va khi gia tang thong khi phan xa thi xay ra ngung tho.

- Gia tang d¢ gian cua nhirng dudng khi trén (“su mem”)

- Nhitng yéu tb than kinh-co (dwoc 1am ning boi udng rugu va su dung thudc
gy ngu); giam qud nhiéu trrong luc co gidn hong (co dung dé giit tu thé ludi, xwong
ludi, mang hau) trong khi ngu ( ngu sdu hay ngii chap chon), trong trang thai co ban
hay ddp tng véi nhirng kich thich co hoc ( bt thuong phan xa giy nén bai dp luc 4m
ky hit vao kich thich nhitng thu thé ¢ hong, hay boi thé tich phoi) hay héa hoc (giam
nhay cam cta nhitng trung tim ho hip véi thiéu oxy hay ting carbonic).
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- Khong dong bo gitra hoat dong cic co gidn va hoat dong co hoanh.

- Cham thire day trong truong hop xep duong khi trén.

Ngung thé ndy gdy nén mot sy bat thudng ndng do khi oxy médu (giam oxy
mau) va mot su bét thuong khi carbonic mau (tang carbonic mau). Sy tang khi carbonic
mdu ndy kich thich thong khi, gy thtrc ddy ngan.

Binh thuong trong ldc
ngt, nhimg co kiém sodt
ludi va mang hau mém
gilt cho duong thd mé ra

Néu nhitng co ndy giin
ra, duong khi bi hep lai,
gdy ngdy va kho tho

Néu nhiing co nﬁy gian ra
qud nhiéu, thi duong thd
trd nén bi tic nghén va
ngén can thd

S. Tri¢u chung

Ngung thd khi ngi tic nghén c¢6 nhiéu hau qua di duoc nghién ctu ky. Trudc
tién, 1a 1am gidn doan gidc ngil. Bénh nhan véi gidn doan gidc ngt khong thé tip trung,
suy nghi, hay nhé lai nhitng gi xay ra trong ngdy. Diéu ndy da gdy nén nhiing tai nan
tai chd 1am viéc va khi 1di xe. That vay, ngudi bi ngung thd khi ngii tic nghén c6 nguy
co bi tai nan xe gap ba 1an ngudi binh thuong.

5.1. Ting huyét dp

Ngung thé khi ngt tic nghén giy tiang huyét dp va bénh tim. Ngung thd thuong
xay ra ban dém (mdi 1-4 phit) c6 thé gy nén gia ting stress trén tim. Khi do bao hoa
oXy trong mau giam va ngung thd tiép dién, hé thong than kinh giao cam hoat dong. Hé
thdng ndy truyén tin hiéu than kinh va tin hiéu adrenaline dén mach mdu gy co that
mach mdu va dén tim gy tim 1am viéc nhiéu hon. Khi mach m4u co that, méu dén nio
va co nhiéu hon. Tuy nhién, sy gia ting huyét 4p yéu cau tim hoat dong nhiéu hon dé
bom mdu qua cdc mach mau nho. Piéu dé, két hop véi tin hiéu ddi véi tim 1am tim 1am
viéc nhiéu hon va ndng d6 oxy mdu thap hon s& gy nén sy gia ting stress trén tim
trong sudt dém. Trong lic ngt1 13 thoi gian tim thuong it 1am viée va c6 thé 1a thoi gian
nghi ngoi.

Trong s6 nhirng bénh nhén bi ngung thé khi ngi tic nghén khéng c6 ting huyét
ap, 45% s& phat trién ting huyét dp trong vong 4 nam. Khi ngung thé khi ngi tic
nghén duoc diéu tri, ting huyét 4p ha xudng.

5.2. Bién chiing tim

Nguy co suy tim sung huyét gia ting 2-3 lan va nguy co dot qui gia ting 1-5 lan

& bénh nhan bi ngung thd khi ngu tic nghén
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Ngung thd khi ngu tic nghén c6 thé c¢6 bién chimg rung nhi. Sau khi diéu tri,
50% bénh nhan rung nhi tdi phat, nhung & bénh nhan bi ngung thé khi ngii tic nghén
thi 80% rung nhi tdi phat. Cudi ciing, ngung thd khi ngu tic nghén ¢ thé 1am gia ting
nguy co dot tur.
6. Chan do4n va danh gia ngung thé khi ngi tic nghén
6.1. Bénh swrva kham lam sang

Ngung thd khi ngu tic nghén c6 thé dugc chan dodn va ddnh gid boi nhitng
phuong phdp khach quan (nhan thirc hay anh huéng dén) va cha quan (cin ct trén sy
that, cdn ctr trén nhitng dit liéu kinh nghiém).
6.1.1. Thang diém ngii Epworth

Khong bao | Nguy co | Nguy co | Nguy co ngu
gio ngu ngu it ngu vua nhiéu (3)

) (D 2)

Ngoi va doc

Xem truyén hinh

Ngéi khong hoat d@ng 0 mot
noi cong cong (rap chi€u béng,
hay hoi hop)

La hanh khich cua mét chiéc
xe trong mot gio

Nam nghi vao budi chiéu (khi
c6 theé)

Ngo6i va n6i chuyén phiém véi
mot nguodi nao do

Ngoi yén ling sau budi trua
(khdong udng rugu)

Trong mét chiéc xe khi ngimng
lai trong vai phut

Sau khi sdp xép mbi loai, diém sb dugc tinh. Pham vi 13 0-24

Két qua:

'0-9 : ngu trung binh trong ngay. Tuy nhién néu ban nhan thiy c6 mot sy thay
doi gidc ngu thudng qui thi ban ¢6 thé dén khdm bac si

10-15: ngu nhiéu trong ngay, phai dén khdm béc si dé xdc dinh nguyén nhan va
c6 thé diéu tri.

16-24: ngu tram trong trong ngay. Bat budc phai dén khdm bac si va phai
diéu tri.
6.1.2. Bénh su

Bénh str bao gdom cdc cau hoi:

- hoan thanh cong viéc

- ngu trong ngay

- bénh str 1di xe va tai nan

- ngu chgp mot 14t

- ngu trong ldc hdi hop
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- giam tri nho
6.1.3. Kham lam sang

Kham 1am sang duogc thuc hién dé khao sat nhitng viing ctia duong khi ¢ thé bi
xep. Trong mili, bao gdm véch ngan, polyp mii, phi dai VA, va thanh quan mii (lung
cua mai). Trong miéng, khdm vom hau, amidan va thanh thanh quan. Cudi cling, soi
thanh quan bang 6ng soi mém thudng duoc thuc hién dé khao sat duong khi trong lic
thd chu dong va thu thuat kich thich ngdy.

6.2. Pa ky gidc ngii

Tét khach quan dau tién déi voi ngung thé khi ngu tac nghén la da ky gidc
ngu, d6 1a tét dé do luong nhitng thong sé khac nhau vé thuc thé va sinh Iy ¢ mot
nguoi ngu.

Pa ky gidc nga bao gom:

- Mot dién ndo dd

- M6t dién mat do

- M6t dién co dd

- Po ludng khi & miéng va miii

- Po cir dong 16ng nguc va bung

- Ghi bang am thanh am i ctia ngdy

- Mtic oxy méu bang oxy ké

- Theo doi bang video bénh nhan trong sudt thoi gian khao sat.

Pién nido d6 theo ddi nhiing séng cua ndo va c6 thé ding dé xdc dinh mic do
ngu hay tinh tdo. N6 gitp xdc dinh néu c¢6 mdt bién cd (ctr dong ho hap hay chan tay)
lam ro6i loan muc d§ giac ngu.

Dién mit dd khao sat nhimng cir dong ciia mét. Trong sudt gidc ngu c6 cir dong
mit nhanh (ngu nam mo), mét cir dong mot cach dac biét tir bén nﬁy sang bén kia.
Khao sit ndy c6 thé gitip xac dinh thoi gian ngli ¢6 cir dong mat nhanh.

bién co df) khao sat nhitng ctr dong cua co. Thuong thuong, kem theo mot may
theo doi dat ¢ cam dé khao sat do gidn cta co (truong lyc). Trong giai doan 1-4 cua
glac ngu c6 mot truong lyc co co ban, tuy nhién, trong gidc ngu c6 cir dong mat nhanh
tat ca co déu gian. Dién co do ciing giup xdc dinh thoi gian giac ngu c6 cir dong mat
nhanh. Mét dién co dd cua chan c6 thé duge su dung dé phét hién ” héi chiing chan
yén nghi” hay nhirng cir dong chan tirng ldc trong khi ngu.

Ludng khi & miéng va & mui c6 the dugc khdo sat bai nhidu phuong phép khéc
nhau gidp xdc dinh kich c& va tan sudt tho trong khi ngi. Nhiing cir dong cua 16ng
nguc va bung xay ra voi mdi mot sy ¢d gang tho va co thé diing dé phan biét giita
ngung tho khi ngu trung wong va ngung tho khi ngu tac nghén (trong khi ngung tho khi
ngu trung vong, tin hiéu gay thd khong truyen di, lam cho nhitng co khong c6 gang dé
tho dugce. Trong khi ngung tho khi ngi tac nghén, nhitng co cb gang dé thd, nhung khi
khong di chuyén duoc).

Khado sit muc do 6n 20 ciia ngdy c6 thé dugc st dung dé dinh luong ngdy. Su
khao sét nay c6 thé ciing dugc str dung dé danh gi sy thay doi sau diéu trj ngdy.

Oxy ké duoc sir dung dé khao sit sy giam oxy trong méu trong thdi gian bi
ngung thé va giam thé. Theo doi bang video can nhat dé phat hién nhiing rdi loan cir
dong, tinh trang can gidc ngu hay dong kinh trong giic nga. Thuong thudng bénh nhan
khong nhé dugce nhitng hoat dong xay ra khi ngu nhu di lai, n6i chuyén hay nhitng tinh
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trang can giac ngl; vi vay video gitp chiing ta xem lai nhitng bién cb xay ra trong giac
ngu cua bénh nhan.

Dit liéu khi thyc hién da ky gidc nga s& duoc phan tich boi chuyén gia vé gidc ngu.
S6 lugng 1an ngung thg, giam tho, cir dong cua chan, giam do bao hoa oxy va mirc do
ngung thd duge ghi lai thanh mot bdo cdo diing qui cach, va chan doan dugc thiét 1ap.

\ TR, L T e T e I S Y R S . R,

Pa ky gidc ngi trong ngung thé khi ngii tdc nghén. Cdc dwong dwoc ghi lai (tir trén
xuong): 3 dwong dién ndo do, 1 dwong dién co do duéi cam, 2 dwong dién mat do, 1
duwong dién tam do, 1 dwong luu lwong miii, 1dwong vanh dai nguc, 1 dwong vanh
dai bung, 1 dwong oxy mdu do & dau ngon tay (pulse oxymetry)

6.3. Tét phat hi¢n tiém tang nhiéu cia guic ngu

Giic ngu c6 thé dugc khao sat bang tét phat hién tiém tang nhiéu gidc ngii. Mot
céch co ban, tét phat hién tiém tang nhiéu cia gidc ngii khao sat mot ngudi nao d6 ngu
nhanh trong ngay. Tét nay dugc thuc hién sau khi c6 két qua khao sat gidc ngil ban
dém (da ky gidc ngu). Tét ndy bao gom 4 dén 5 giac nga chop mat kéo dai 20 phit va
céch nhau 2 gio. Ngudi d6 duge hudng dan “cb gang hoan tat va ngi”. Thoi gian trung
binh di ngu duoc tinh cho tat ca 4 hay 5 tét. Thoi gian binh thudng di ngi 12 16n hon 10
phiit. Ngu qua mirc 1a it hon 5 phit dé ngu.
6.4. Tét duy tri tinh tdo

Tét duy tri tinh tdo cling khdo sit ngu trong ngay. Nguoi thuc hi¢n tét dugc
huéng dan “cd gang thirc tinh”. Tét nay duoc 1ap lai 4 1an trong 40 phiit, cich nhau 2
gi0. Khong ngu trong tat ca 4 tét 1a cach khao sét khach quan nhat cua khong ngu ngay.
7. Nhirng tiéu chuan chan doan h01 ching ngung thé khi ngi tic nghén theo phan
loai thé giéi vé nhirng roi loan glac ngu

Bénh nhan than phlen mat nga hay mo mang nhiéu vao ban ngay. Bénh nhan
d6i khi khong biét nhitng dau chimg 1dm sang niy tuy nhién dugc quan sit boi nhing
nguoi khac.

Nhiéu doan bj tic ngh&n ho6 hap thuong xay ra trong lic ngu.

Nhirng diu chirg phdi hgp bao gom:
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- Ngdy vang,

- Nhttc dau budi sdng,

- Miéng kho lic thue day,

- Tc nguc trong ldc ngd ¢ tré em.

Theo dai da ky gidc ngu cho thay:

C6 hon 5 1an ngung tho tac nghén véi thoi gian trén 10 gidy trong 1 gio ngl va
mdt trong nhiéu ddu chimg sau:

- “Nhiing liic thirc ddy ngan” thudng xay ra phdi hgp voi nhitng 1an ngung thd,

- nhip tim cham hay nhanh

- Mt bdo hoa oxy mdu dong mach phdi hop hay khong voi nhirng doan ngung tho.

- Tét phat hién tiém tang nhiéu cua gidc ngli véi mot sy tiém tang cia gidc ngi
trung binh dudi 10 phut.

- C6 thé phdi hop voi nhitng bénh ndi khoa khic nhu phi dai amidan.

- Nhiing rdi loan khéc ctia gidc ngu c6 thé xuét hién nhu nhitng cir dong dinh ky
ctia cang chin hay con ngt thodng qua
8. Piéu tri
8.1. Piéu tri néi khoa
8.1.1. Thay déi hanh vi

Thay d6i hanh vi 1a diéu tri don gian nhat d6i véi ngung tho khi ngu tic nghen
nhe. Thay d6i tu thé khi ngu c6 thé 1am giam ngung thd. Giam béo phi lam giam chi s6
ngung tho-giam thé xudng 25%.
8.1.2. Thuéc

Thubc Xit steroid, thudc 1am giam xung huyet mili nhu oxymetahzone va
neosynephrine néu bi tdc nghén mii. Hormone gidp néu do suy gidp...
8.1.3. Thiét bi ring

Thiét bi rang gir ham va ludi phia trude va gilt vom hau I1én trén nhu vy ngin
can su dong lai cua duong thd, dugc st dung cho ngung thd nhe.
8.1.4. Ap lwc dwong khi diwong tinh lién tuc

Pay 1a phuong phép diéu tri tot nhit cho tit ca mirc do ngung tho. Mdy tao dp
luc duong khi duong tinh lién tyc thoi khi néng va duoc lam 4m qua mot 6ng ngin vio
mot khau trang.

8.1.5. Ap luc dwang khi dwong tmh hai mirc

Khong giong nhu phuong phép dp lyc dudng khi duong lién tuc cung cap mot
ap lyc déu dan, hang dinh cho dudng khi trén khi bénh nhén thd vao va thé ra, phuong
phép dp lyc duong khi duwong tinh hai muc thiét 1ap mot dp luc cao hon khi bénh nhan
hit vao va giam xudng mot 4p luc thap hon khi thd ra. Muyc tiéu cia diéu tri ndy 1a ning
kiéu tho yéu cta ngung thd trung wong. Mot vai thiét bi ciia may tao ap luc duong khi
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duong tinh hai muc c6 thé diéu chinh mot céch tu dong dé tu khoi phat hoat dong thd
néu thiét bi phat hién bénh nhan khong thé sau mot vai gidy.
8.2. Piéu tri ngogi khoa
8.2.1. Phau thudt dwong khi miii

Phiu thuat nham vao cdc nguyén nhin giy tic nghén miii nhu veo vich ngin,
polype miii.
8.2.2. Trong vom hdu

Phiu thuat 1am cung lai vom hau; dé ngan ngira vom hau sup vao hong. Phiu
thuat nay thanh cong trong 44% truong hop ngung thé véi chi sé nhoé hon 24 va 50%
truong hop ngung thé véi chi s nho hon 10.
8.2.3. Chinh sva luoi ga, vom hcf‘zu, hong

Phdu thuat dé ngian ngira sy sup xudng ciia vom hau, amidan va hong. Phiu
thuat nay thanh cong trong 50-60% truong hop ngung tho.
8.2.4. Phdu thudt cat ludi

Phau thuat 1am giam kich thuéc ddy ludi vi viing bi sup xudng 1 viing gita ddy
ludi va thanh sau ctia hong.
8.2.5. Lam nhé ra truéc co cam ledi

Co cam ludi day ludi ra trude, khi co nay gidn ra khi ngi, thi dudong khi bi
hep lai.
8.2.6. Treo xwong mong

Xuong méng gidp ning d& thanh quan va ludi trong co.
8.2.7. Lam nho ra truwoc xwong ham duoi

PhAu thuét ndy 1am di chuyén ham va ring trén ra phia trudc
8.2.8. Khai khi quan

Phau thuat nay c¢6 muc dich 1am dudng vong qua dudng khi bi hep.
8.2.9. Phdu thudt béo phi: Phau thuat nay 1am giam can.

NGUNG THO KHI NGU TRUNG UONG

1. Pinh nghia

Ngung thd khi ngt trung uong 12 mét rdi loan trong d6 hién twong thd bi ngung
lai va bat dau trong ldc nga do thiéu ging strc ho hip. Khong gidng nhu ngung thd khi
ngt tic nghén trong d6 gang stic thd binh thudng nhung khong thé thé duoc do tic
nghén duong ho hap trén, ngung thé khi ngu trung wong xdy ra khi ndo khong truyén
tin hiéu chinh x4c dén cic co kiém sodt thd. Ngung thd khi ngu trung wong it gip hon
nhitng loai khic, chiém khoang it hon 10% ngung thé khi ng.
2. Tri¢u ching

Nhiing triéu chtng thudng gip nhat ctia ngung thd khi ngu trung wong bao gém:

- Nhitng doan ngung thd hay kiéu thé bat thudng trong liic ngi

- Tinh gidc dot ngdt phdi hop véi thd ngan

- Mét ngu

- Ngii ngay nhiéu

- Tho ngan tam thoi ban dém

- Khé tép trung
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Néu ngung thd khi ngu trung wong do than kinh, c6 thé c6 nhiing triéu
chung sau: L .

- Chong rpét khi dirng tr mot tu thé ngoi hay nam

- Khé nudt

- Yéu hay té c6ng toan than

Ngdy ciing c6 thé gip, nhung it hon trong ngung thé khi ngu tic nghén.
3. Nguyén nhan

Ngung thd khi ngt trung wong xay ra khi ndo khong 1am tron nhiém vu truyén
tin hiéu dén nhitng co thé. Ngung thd khi ngi trung wong ¢6 thé do mét sé bénh 1y anh
huéng dén kha ning cua thin ndo qua dé két ndi ndo véi tiry séng va kiém sodt nhiéu
chtic nang nhu nhip tim, nhip thé dé kiém so4t thd. Nguyén nhan thay ddi theo type
ctia ngung thd khi ngu trung wong, bao gdm:
3.1. Ngung tho khi ngu trung wong khong ro nguyén nhdn

Biéu hién v&i nhitng sy ngung gang strc thd va luu luong the 1ap di 1ap lai.
3.2. Hé hdp kiéu Cheynes-Stokes

Type nay thudng phdi hop nhat véi suy tim sung huyét hay dot qui, va c6 dic
diém 1a sy gang strc tho va luu luong gia ting roi giam dan dan cé chu ky. Trong liic
gang strc thd yéu nhat, mot sy thiéu toan bd luu lwong khi ¢6 thé xay ra.
3.3. Bénh ly ngi khoa

Ngoai suy tim sung huyét va dot qui, nhitng bénh noi khoa c6 thé gay nén ngung
tho khi ngu trung wong. Bat ky mot ton thuong ndo cia phan ndo kiém soét thd (thin
ndo) hay nhiing ddy than kinh cung cdp nhitng tin hiéu thé nhu u ndo, chin thuong,
nhiém trung (vi du nhu bénh bai liét) hay t6n thuong thodi hda ndo c6 thé 1a suy kém
qud trinh thd. Thém vao d6, nhimg t6n thuong anh hudng dén co nhu xo cing ¢t bén
teo co, loan dudng co hay nhuoc co ciing ¢ thé gdy ngung thé khi ngui trung wong hay
tho yéu ldc ngu.
3.4. The dinh ky cao do

Tho dinh ky xay ra ¢ phan 16n nhitng ngudi séng ¢ d6 cao trén 15.000 feet (1
feet = 0,3048m). Su thay ddi 4p luc phong vii biéu & do cao ndy c6 thé gdy nén tho
nhanh. Kiéu thd nay c6 thé gidng nhu hd hap kiéu Cheynes-Stokes, nhung thdi gian
ngan hon.
3.5. Thuéc

Opioids nhu morphine, oxycodone hay codeine c6 giy nén nhip thé khong déu.
4. Triéu ching lam sang

- Thé ngan danh thic tir gidc ngu

- Ngung thé cich khoang trong ldc ngu

- Khé nam nga

- Budn ngu nhiéu ban ngay, c6 thé giy ngii khi lam viéc, xem truyén hinh hay
141 xe.
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Hoi béc si vé van dé gidc nga bat ky dd dé lai mét moi, budn ngu hay kich thich.
Budn ngi ban ngay nhiéu ¢ thé do nhitng bénh khic nhu con ngi thodng qua.
5. Nhitng tét danh gia va chan doan
5.1. Theo doi ban dém Qﬁn&ﬂ@c ngu
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Ngueng the khi ngii trung wong véi hé hdp kiéu Cheynes-Stokes

Trong tét nay, nguoi ta theo doi tim, phéi, kiéu tho, ctr dong chan tay va muc
oxy mdu khi ngu. Tét nay c6 gitp cho béc si loai tir nhirng bénh khic nhu ctr dong
chén tay dinh ky hay con nga thodng qua, c6 thé gdy nén ngu ban ngay nhiéu nhung
yéu cau diéu trj khéc.

5.2. Theo déi oxy mdu béng oxy ké

Theo dai va ghi lai mtrc oxy mau khi ngii. Tuy nhién oxy ké khong thé phét hién
tat ca nhimng trudng hop ngung thd khi ngu, do d6 béc si c¢6 thé yéu cau thuc hién da ky
gic ngii ngay ca két qua oxy mdu binh thuong.

5.3. Tét tho xdch tay

Bic si c6 thé cung cdp nhiing tét tai nha dé phat hién ngung thé khi ngu. Nhiing
tét nay thuong 12 oxy ké do luu luong thd va kiéu tho.

Cén phai duogc danh gi4 thém bang bac si tim mach hay béc si than kinh dé tim nguyén
nhan.

6. Bién chirng

6.1. Tim mach

Sy tut dot ngdt mirc oxy mau xdy ra trong ngung thd 1am gia ting huyét 4p va
lam viéc qua mirc hé thong tim mach. Nhimng thay ddi nay 1am gia ting nguy co suy
tim va dot qui. Néu c6 bénh tim ¢6 sin, nhimng tinh trang thiéu khi ndy 1am xau di tién
lwong va 1am gia ting nguy co roi loan nhip tim.

6.2. M¢ét ban ngay

Nhiing 1an danh thirc 1ap di 14p lai ph6i hop véi ngung thd 1am cho bénh nhan

khong thé ngu binh thudng va hdi phuc duoc. Ngudi bi ngung thd thuong bi budn ngu
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ban ngay ning, mét va kich thich. Bénh nhan c6 thé khé tap trung va ngu khi 1am viéc,
xem truyén hinh hay 14i xe.

7. Diéu tri

7.1. Biéu tri cdc vin dé nji khoa: nhu suy tim, bénh than kinh co.

7.2. Gidam sir dung opioids: c6 thé giam liéu

7.3. Tho oxy: khi ngu

7.4. Thuéc: acetazolamide dé phong ngira ngung thd khi ngai trung wong do cao do.
7.5. Ap luc dwong khi dwong tinh lién tuc (xem phan Ngung thd khi ngu tic nghén)
7.6. Ap luc dwong khi dwong tinh hai mirc (xem phan Ngung tho khi ngi tic nghén)
7.7. Thong khi cung cap thich hop: thiét bi theo doi ki€u thd binh thuong va tich trit
thong tin trong mdy tinh. Sau khi bénh nhan di ngu, mdy sir dung 4p luc d¢ diéu hoa
kiéu thé cua bénh nhan va phong ngura nhirng lic ngung tho.

NGUNG THO KHI NGU HON HQP VA PHUC TAP

Mot s6 nguoi bi ngung thd khi ngu ¢6 su phdi hop cé hai loai. Khi ngung thé
khi ngu tic nghén nang va kéo dai, doi khi phat trién nhing doan bi ngung tho khi ngu
trung wong. Co ché chinh xédc cua mat phat dong hd hip trung wong trong liic ngu cua
ngung tho khi ngu tic nghén la khong ro, nhung thuong li€n quan mat thiét voi thing
bang toan-kiém, va mat chiic nang phan hoi khi cacbonic do suy tim. C6 mdt nhém
bénh va tri€u chiing lién quan dén khéi co thé, rdi loan tim mach, hd hap va than kinh.

Bénh nhéan bi ngung thd khi ngti phtic tap c6é ngung thd khi ngil tic nghén
nhung do st dung dp luc duong khi dwong tinh, bénh nhan lai bi ngung thd khi ngu
trung wong thuong xuyén. Loai ngung thd khi ngu trung vong thuong dugc ghi nhan
khi bénh nhén st dung dp lyc duong khi duong tinh, sau khi ngung tho khi ngu tac
nghén da duoc loai tru. Thong khi cung cap thich hop di duoc dua vao dé thir diéu tri
loai ngung thé khi ngi phirc tap nay.
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CHON LUA STATIN NAO LA TOI UU TRONG DY PHONG TIEN
PHAT VA THU PHAT BENH TIM MACH?

Tran Vin Huy
Bénh vién Pa khoa tinh Khdnh Hoa

Loi ich: Nhiéu nghién ctru di cho thiy tim quan trong cua loi ich diéu trj statin
1a lién quan dén cdc yéu t6 nguy co tim mach cua timg cd nhin va mac d6 1am ha
cholesterol hon 12 ndng d6 cholesterol ban déu [1-7]. Mot phén tich tong hop vé tit ca
cac thir nghiém 1am sang statin chinh bao gom ca du phong tién phat va thir phat voi
90.056 d6i tugng trong 14 thr nghiém statin ngau nhién da thdy rang giam moi
mmol/L cholesterol ¢6 lipoprotein ty trong thap (LDL) twong Gng giam 12% ty 18 tir
vong do moi nguyén nhén (ty s6 chénh [RR] 0.88, 95% CI 0.84-0.91; p<0.0001). Diéu
nay phan anh giam 19% tir vong mach vanh c6 y nghia va giam khong c6 y nghia trong
tor vong khong do mach vanh (0.93, 0.83-1.03; p=0.2) va tir vong khong do mach mau
(0.95, 0.90-1.01; p=0.1). C6 mot su giam twong ng c6 ¥ nghia trong nhdi mau co tim
(NMCT) va tr vong do mach vanh (0.77, 0.74-0.80; p<0.0001), trong nhu cau tai luu
thong mach vanh (0.76, 0.73-0.80; p<0.0001), trong dot quy to vong hodc khong tu
vong (0.83, 0.78-0.88; p<0.0001), va tong hop chung giam 21% trong bat ky mot bién
cb mach mdu 16n (0.79, 0.77-0.81; p<0.0001). Ty 1¢ giam cic bién c6 mach méau 16n
khéc biét c6 y nghia theo su giam LDL cholesterol dat dugc. Nhitng 1¢i ich trén dugc
ghi nhan 1a ¢6 ¥ nghia ngay tir nim dau diéu tri va 16n hon trong nhitng nam vé sau [3].
Két qua tir nghién ctru 14m sang dy phong tién phét 1on nhit (n = 10.305), so sinh
atorvastatin voi placebo diéu tri trén hon 3 nam cho théy s6 can diéu tri (number
needed to treat) (NNT) dé tranh mot truong hop tor vong do bénh mach vanh hoac
NMCT khong tir vong & nhitng dbi tugng khéng bénh mach vanh 1a 95 (95% CI 60 -
216).[21] Déi voi du phong thtr phat, két qua tir 3 thir nghiém 16n & nhitng ngudi cé
bénh mach vanh (n = 9014 [pravastatin], n = 4444 [simvastatin] va n = 4159
[pravastatin]), theo d&i gan 5-6 nim, goi ¥ s6 NNT can dé tranh mot truong hop tir
vong do bénh mach vanh hodc NMCT khong tir vong ¢ nhiing ddi twong c6 bénh mach
vanh 12 29 (95% CI 20 - 48), 12 (95% CI 9 - 16) va 34 (95% CI 20- 96), lan lugt [13].
C6 mot sy khac biét gitra céc statin trong viéc lam ha muc LDL cholesterol, qua phan
tich tong hop 164 thir nghiém ghi nhan ty 1¢ phan trim ha LDL cholesterol giira cdc
statin va liéu hang ngay duoc ghi nhén theo bang 1 [6].

Tuy nhién vé loi ich 14m sang, dya vao nhitng dit liéu c¢6 sin, cho dén nay chua
c6 mot statin nao ching to uu viét hon han cic statin khéc trong viéc giam céc bién cb
lam sang.[14]

Bang 1: Phan trim giam LDL theo lidu statin hang ngay (Udc tinh tir 164 thir
nghiém ngau nhién c6 do6i chting) [6]

Téc hai: Khong c6 bang chimg statin 1am ting ty 1& ung thu. Mot phan tich téng
hop 23 thir nghiém statin véi 309.000 nguoi/nam, ghi nhan khdng c6 sy li€n quan cé y
nghia gifta diéu tri ha LDL cholesterol va ting men gan (R* < 0.001, p = 0.91), tiéu co
(R* = 0.05, p = 0.16), hoic ty 1& ung thu (R* = 0.09, p = 0.92)[7-8]. C6 mdt ty 1é men
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gan ting cao hon c¢é ¥ nghia khi ding statin lidu cao so v6i nhém diéu tri liéu trung
binh hodc thap [7-8]

Phan trim giam LDL*
S mg 10mg |20mg 40 mg | 80 mg
Lovastatin (Mevacor) 21% 29% 37% 45%
Pravastatin (Pravachol) 15% 20% 24% 29% 33%
Fluvastatin (LLescol) 10% 15% 21% 27% 33%
Simvastatin (Zocor) 23% 27% 32% 37% 42%
Atorvastatin (Lipitor) 31% 37% 43% 49% 55%
Rosuvastatin (Crestor) 38% 43% 48% 53% 58%

* Phan tram giam doc ldp voi mirc LDL trueoc diéu tri.

Chi phi va hiéu qua: Ngoai viéc xem x¢t tinh loi ich va tac hai trén 1am sang
cua mot liéu phap diéu tri, ngay nay quyet dinh dé diéu tri con can phai xem xét vé
mdt kinh té gitra tinh chi phi va hiéu qua vé 1au dai cta liéu phép diéu tri d6. Trong du
phong bénh tim mach, dung thubc 1am ha cholesterol khong chi c6 1¢i ich rd rét ma con
gan nhu 1udn ludn c6 hiéu qua khi xét gilta chi phi va tinh hiéu qua trong ca du phong
tién phat 1an thir phat.[9-14] Udc tinh mdi nam tai Hoa Ky véi lidu phdp diéu tri lam ha
lipid mau thich mg 6 bénh nhan c¢6 bénh mach vanh c6 thé thé tlet kiém hang ty
dollar.[9] Mot phan tich tong hop hé thdng dénh gia vé gid tri kinh té cia statin trong
du phong céc bién c¢b mach vanh ghi nhan rang trong dy phong thi phat bénh mach
vanh, sb tién 1oi tir ty 1¢ chi phi-hiu qua (ICERs) (incremental cost-effectiveness
ratios) gia tang voi tudi khdc biét tir 10.000 bang Anh dén 17.000 ‘bang Anh cho moi
nam doi séng c6 chit lugng (QALY) (quality adjusted life year) dbi véi tudi 45 va 85
lan luot. Trong du phong ti€n phat, c6 mot su khdc biét gitta ICERs theo tudi va céc
yéu to nguy co cung hién dién. Tién 16i ICERs tity theo mtc nguy co ¢6 su khac biét tir
20.000 dén 27.000 bang Anh d6i v6i nam va tir 21.000 dén 57.000 bang Anh d6i véi
nit.[10] Theo két qua cua thir nghi¢ém Incremental Decrease in Endpoints Through
Aggressive Lipid Lowering (IDEAL), cho thiy mét su giam ¢ ¥ nghia cdc bién cb tim
mach véi lidu cao atorvastatin (80mg/ngdy) so vé&i lidu simvastatin generic thong
thuong 20-40mg & nhitng bénh nhin c6 bénh mach vanh véi gidm 11% t&r vong bénh
mach vanh va nhdi mdu co tim (RR 0.89; 95% CI 0.78-1.01), gidm 13% cdc bién cb
mach méu 16n (RR 0.87; 95% CI 0.77-0.98) va 16% bat ky bién cd mach vanh nao
(RR 0.84;95% CI 0.76-0.91). Xét chi phi-hiéu qua ghi nhan mic diu gid thanh mdi
lidu cua atorvastatin cao hon nhung xét theo ICERs thi li¢u phap lidu cao tiét kiém
khoang 50.000 bang Anh cho mo6i QALY tai cac nu6c Pan Mach, Na Uy va Thuy Dién
va gid tri ndy cao hon nta tai Phéan Lan (gid tri 2005).[11,12] Mot phén tich gop khéc
tai Hoa Ky bao gom ca IDEAL va nhirng nguon dir liéu khdc cho thay atorvatatin liu
cao c6 ICER Ia 33.400 dollar cho moi QALY, vé su khac biét gid lgi ich thu dugc gilra
lidu cao atorvastatin so voi liéu simvastatin thong thuong theo ngay 1a 1,40 dollar/ngay
(gia tri 2005).[12] Phéan tich chi phi-hiéu qua dua trén nhiing thir nghiém I6n so sanh
atorvastatin véi placebo, cham séc ndi khoa thong thuong, simvastatin hodc pravastatin
da cho thay chung rang atorvastatin 12 gan lién mot gid tri ICER thich hop nhat, so véi
liéu phédp thuong dung.[9] Khuynh hudng ké toa cua céc statin, tai Hoa Ky trong mot
nghién ctru mdi day nghi nhan trong 2003-2004, 56% dang dung atorvastatin; 10%,
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22%, va 12% dang dung pravastatin, simvastatin, va céic statin khdc (cerivastatin,
fluvastatin, lovastatin, or rosuvastatin), lan Iuwot [20]. Tai Anh, atorvastatin dugc ké toa
trong 49% chi dinh du phong thr phit va 45% trong du phong tién phat.[14] Tuy
nhién, theo khuyén cdo cua Vién Suc Khoe Va Chat Luong Lam Sang Qudbc Gia
(NICE) ciia NW London Anh Qudc nim 2006 di xem xét chiing cur 1am sang va chi
phi-hiéu qua, thong tin vé sy hoat ddng, ngudn thudc va gid ca ciing nhu ¥ kién cia céc
chuyén gia trong viéc xem xét chon lwa san pham statin nao ddi véi du phong tién va
thir phét bénh tim mach da khuyén cdo rang simvastatin dwoc chip nhan nhu 12 statin
hang dau chon lua trong ca dy phong tién 1an thar phat.[13] Trong lan céap nhat lai nam
2008, bang huéng dan niy di diéu chinh mot s6 bénh canh ma atorvastatin dugc xem
nhu chon lya hang dau.[14] Dbi véi rosuvastatin, ¢6 mot vai bai bdo ghi nhan cé mot
loi ich ICERs duoc udc tinh dbi véi thudc nhdnh rosuvastatin so véi thudc nhénh
atorvastatin, simvastatin generic va pravastatin.[15-17] Liéu rosuvastatin d6i v&i nguoi
chau A theo khuyén cdo NICE cta Anh thi lidu khoi dau 1a 5mg va liéu toi da la
20mg.[14] Tuy nhién, nhitng ching cir 1am sang trén tir vong chung va cdc bién cb tim
mach trong dy phong thir phat chua c6. Chinh vi vy can c6 nhiing nghién ctru doc lap
vé chimg ctr 14m sang va tinh chi phi-hiéu qué rd rang hon nita méi tng cir cho thudc
chon Iira hang ddu trong ca du phong tién va tht phat.
Hinh 1: So sdnh gid cua cdc statin cho 28 ngay tai Anh 5/2006
(dom vi tién té Bang Anh) [14]

Simvastatin 0img -:l £181

Simvastatin 20mg :l £734

Simvastatin 40mg :l £4.23

Simwastatin B0mg | £24.07

P ravastatin 1mg _:l £1492

Pravastatin 20mg -:l £1.81

Pravastatin 40mg :| £347

Atorvastatin Umg | £1803

Atorvastatin 20mg | £2464

Atarvastatin 40mg | £28.21

Rosuvastatin Dmg
Rosuvastatin 20mg

Rosuvastatin 40mg

£- £5.00 £1000 £1500 £2000 £2500 £3000 £3%00
Bdng 2: Gid cdc logi statin thong dung da dwoc ccfp phép luu hanh tai Viét Nam
(gid tri 3/2009)
£ Gid } N Thudc generic VN ThuocAger/lerlc
Thuoc Thuoc (Domesco, Pym, Has ..) Chau A
Nhanh -y, - (India, Pakistan...)

?ggva“am 14.760 VND | 2.000VND 3.000 VND
20m§ 21.083 VND | 2.500-3.500VND 4.000VND
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Rosuvastain:10mg | 16.070 VND | 6.000 VND 9.000VND
Simvastatin 20mg | 10.600 VND | 2.500-3.100VND 3.500VND

Dbi véi thuc té Viét Nam ciing nhu Chau A, hién c6 nhirng gidi han vé ching
clr 1am sang cua cdc statin duoc nghién ctru riéng ddi v6i ngudi Chau A, ciing nhu gitra
céc lidu chuan hay liéu cao loi ich nhu thé nao, theo nghién ctru JELIS duogc thuc hién
tai Nhat Ban cho thay liéu thip pravastatin 10mg -20mg két hop vdi tiét thuc cho thiy
gidm cdc bién ¢ tim mach 33% so voi tiét thuc mot minh va céc tdc gia két luan hiéu
qué tuong ty nhu lidu cao & nguoi phuong Tay [19], tuy vdy dé c6 ching ctr hon can
phai ¢6 nhirng nghién ctru so sdnh doc l4p gitra hai liéu méi thuyét phuc hon. Riéng vé
gid gilra cdc loai statin va céc liéu thi c6 mot su khac biét 16n, hién tai Viét Nam,
atorvastatin, rosuvastain, simvastatin ché pham generic déu da dugc cho phép luu hanh
ma cdc thudc ndy san xuét ding chat luong ky thuat theo céc tiéu chi GMP/WHO,
GLP, GSP.... Bang gid thudc céc statin dang duoc phép lwu hanh tai Viét Nam cap nhat
thang 3/2009 theo bang 2.

Ung dung thwe hanh: Do chua c6 mot chiung ci 1Am sang nao san c6
chirng t6 mot loai statin nao uwu viét hon han cdc loai statin khdc trong giam céc
bién ¢ tim mach. Céc khuyén cdo cua NICE ciing nhu ctia T6 chitc Y Té Thé gi6i
(WHO) déu khuyén cdo trir phi ¢6 nhitng chi dinh bat budc, con khong thi chon
lya loai statin nao diéu tri ldic dau phai 1a loai c6 chi phi - hiéu qua loi ich nhét
(theo liéu hang ngay va gid mdi lidu) [13,18]. Hudng din ké toa statin nao lic dau
trong dy phong tién va thi phat bénh tim mach cua khuyén cdo NICE 2008 (Anh
qudc), dua vao thuc té tai day atorvastatin nam 2011 méi hét quyén bao ho, ho da
hudng din rang khi bénh nhén cé chi dinh statin thi xem d3 ding statin nao chua,
néu chua thi xem c6 dang sir dung thudc rc ché men CYP3A4 hoic cyp450 néu cé
diing pravastatin, khong thi xem mac LDL néu > Smmol/L chi dinh atorvastatin
20mg/ngay, néu LDL <5mmol/L thi simvastatin 40mg (néu bénh nhan c6 nguy co
phan tng phu vé co thi ding liéu 20mg rdi ting dan 1én 40mg), trong truong hop
khong dung nap simvastatin hoic suy than véi do loc cau than <30ml hodc khong
dat muc tiéu vdi lidu simvastatin t5i da thi chuyén sang atorvastatin. Con trong
trudng hop dang diing mot loai statin nao roi thi xem xét sy dap ing muc tiéu nhu
thé nao, va néu c6 cdc bién c6 mach vanh cdp gin diy thi xem xét lidu cao
atorvastatin va c6 thé tham khao thém chuyén gia diéu tri lipid.[14] Tré lai thuc té
Viét Nam, atorvastatin generic gia ré di dugc phép luu hanh thi cin xem xét nhu
thube hang dau theo tiéu chi cua WHO [18] va NICE [13] trong ca du: phong tién
phét 1an tht phdt, tuy nhién can chi y chuan thubc generic qubc té vé thu tuong
duong sinh hoc. Trong mot nghién ciru gan diy nhat (2-2009) danh gid vé sy tuan
thu statin va ty 1¢ to vong chung trong dy phong tién phat & 136.952 bénh nhan
khong c6 bénh tim véi thoi gian theo doi trung binh 4 ndm, va trong du phong th
phét & 93.866 bénh nhan theo doi trung binh 5 nam, ghi nhan néu sy tuan thii ding
statin lién tuc 90% thoi gian trong thoi ky theo doi thi gin lién voi gidm 45%
trong dy phong tién phat va 51% trong du phong thtr phit vé nguy co tir vong khi
so vo1 nhitng cd nhan chi dung 10%. (bang 3).[22] Chinh vi vay su tudn thu trong
diéu tri statin 13 rdt quan trong cho viéc du phong c6 hiéu qua. Qua d6 tiéu chi
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chon Iya mot statin gid thanh thdp nhét v&i chirng minh c6 ty chi phi - hiéu qua
cao 1a sy chon lya toi uu.

Bang 3: Ty lé ngay ding statin va twr vong chung [22]

Tyle ngay dung statin-— pp gy, )04 95% CI), | Ty Hazard (95% CI),

trong thf‘)i ky nghién du phong tién phat  secondary-dw phong thir phat
cuu, %
<10 1 (tham khao) 1 (tham khao)
10-19 1.35 (1.22 - 1.50) 1.28 (1.18 - 1.39)
50 - 59 0.77 (0.67 - 0.88) 0.69 (0.63 - 0.76)
>90 0.55(0.49 - 0.61) 0.49 (0.46 - 0.53)
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KHUYEN CAO 2008 SUY TIM CAP
CUA HQI TIM MACH CHAU AU

Nguyén Anh Vit
Truong Dai hoc Y Duoc Hué

I. PINH NGHIA

Suy tim cip 1a bénh canh khoi phat hoac bién ddi nhanh chong cdc triéu chung
va du ching giy ra do suy chuc nang tim can thiét phai dleu tri cap ctru kip thoi.

Pay 12 tinh hudng ning né c6 thé gay tir vong vi thé can cip ctu. Nguoi bénh c6
thé ¢6 hodc khong c6 bénh tim trudc d6. Rdi loan chirc ning tim ¢6 thé do rdi loan chuc
nang tim thu hodc tim truong, bat thudng nhip tim hodc ting tién ganh hodc hau ganh.

Suy tim Qe‘ip do
tang huyét ap

Suy tim man
mat b cép

Phui phéi cip

Phan logi lam sang cua suy tim cdp

II. LAM SANG

BN 1 14n, chi lanh, tiéu it c6 cung luong tim thap, dp luc 1am day mau cao, ting
strc can mach hé théng. Hay kém chodng tim.

Nghe phf)i + xem tinh trang phéng tinh mach c6 ddnh gia nhanh thé tich méau va
4p luc 1am day mdu, phan biét suy that trdi va phai. Quan trong vi diéu tri khic nhau
(truyen dich hoac loi tleu)

Khim mom tim, nghe tiéng tim bénh 1y (ngua phi, hd van, T2 ).

III. CAN LAM SANG
ECG
Chan doén réi loan nhip tim
Hoi chirng mach vanh cép
Trang thai tai cua tim
X quang va KT hinh danh khac
Chup phim x quang: danh gia kich thudc tim, tinh trang o mau phoi. Theo dai
két qua diéu tri.
Phén biét suy tim va viém phoi
CT va xa hinh phoi: tic DMP
CT, TEE va MRI: phinh tdich dong mach chu.
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Siéu am tim: 13 tham do nhat thiét phai c6 dé danh gia cu triic chiic ning thét
cling nhu h/c mach vanh cdp. Thong s6: hinh thai tim, chirc ning thit va van tim, dich
mang ngoai tim, ap luc dong mach phdi, bién ching co hoc NMCT, cung luong tim.
IV. CHAN DOAN
4.1. Céac buéc chin doan

CHAN POAN KHI NGHI SUY TIM CAP
Panh gia triéu ehiing va ddu chimg
¥
Bit thiromg ECG?
Khi mau bat thwong?
U huyét trén X quang?

Ting Natriuretic peptides

SR & = A khéng
Biet bénh tim hodc suy timman ™\

N Xem xét bénh phdi
co l /
i o o e Ao binh thurong
bét thwimg)
Xac dinh cd suy tim
'1' Ké hoach chién Irge diéu tri
Panh gia thé, 4§ nang va nguyén

nhén béing cac phirong tién diéu /
tra chon Iya

4.2. Phan loai 1am sang
(Dva vao tuan hoan ngoai vi tirc sy tudi mau va nghe phoi)

Twéi mau mo

A
KHO VA AM AM VA AM
KHO VA LANH AM VA LANH
U huyét phéi

= Loail: kho va Am
» Loaill:am va 4m
= Loai III: kho va lanh
» Loai IV: 4m va lanh

V. PIEU TRI
5.1. Muc tiéu diéu tri
5.1.1. Turc thi
- Cai thién tri€u chiing
- Phuc hoi oxy
- Cai thién huyét dong va tudi mdu céc co quan
- Han ché cdc ton thuong cua than va tim
- Giam thoi gian diéu tri tai don vi diéu tri ting cudng.
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5.1.2. Trung han (tai bénh vién)

- On dinh bénh nhan va hop 1y héa chién lugc diéu tri

- Khéi dong diéu tri thude thich hop

- Can nhic st dung cdc thiét bi diéu tri & nhitng bénh nhén c6 chi dinh thich hop

- Giam thoi gian nam vién
5.1.3. Diéu tri truwdc khi xudt vién va dai han

- Dinh ké hoach chién lugc theo ddi

- Gido duc va bat dau diéu chinh 16i séng

- th)ng téi nhép vién sé6m

- Pat tét ché d6 phong bénh thu: phat

- Cai thién chat lugng cudc sdng va séng con cta bénh nhan.

5.2. Piéu tri cu thé
5.2.1. Oxy va thong khi hé tro

Yéu cau dé do bio hoa oxy trong khoang 95-98% dé c6 thé chu cap oxy diy du
cho t6 chirc.

- Thong khi hd trg khong dat dng ndi khi quan: ¢6 2 phuong céch d6 1a 4p luc
duong lién tuc duong thd (CPAP-continuous positive airway pressure) va thong khi 4p
luc duong khong xam nhdp (NIPPV-noninvasive positive pressure ventilation) gop
phan 1am giam nhu cau dat dng noi khi quan.

- Pat 6ng noi khi quan: chi nén thuc hién néu nhu suy hd hap cip khong dap
mg véi thudce gidn mach, liéu phdp oxy va/hoic CPAP hoic NIPPV.

5.2.2. Loi tiéu quai

Tang thai mudi natri, nudc va céc ion khac 1am giam thé tich huyét twong va
dich ngoai bao, giam dp luc 1am day mdu that trai va that phai vi vy b6t xung huyét
ngoai vi cling nhu bét phit phoi. Tiém tinh mach 1oi tiéu ciing gdy giin mach nhung
v6i lidu cao (>1mg/kg) lai gdy co mach phan xa. Furosemide 20-40mg t6i 40-100mg
tiém bolus va truyén 5-40mg/h. Thudc duoc ua chudng tiém tinh mach. C6 thé phdi
hop Dobutamine, Dopamine va/hodc Nitrates.

5.2.3. Uc ché beta

Suy tim c4p xem nhu chdng chi dinh. Chang c6 nghién ciru nao cho thiy cai
thién suy tim cap véi tc ché beta.

Trong nhdi mdu co tim cdp, Gc ché beta tic dung lam giam kich thudc nhoi
mdu, loan nhip tim va dau nguc. Giam ti I¢ mic bénh va tit vong & bénh nhén c6 xung
huyét phéi.

Cich sir dung: néu c6 suy tim man cho sau khi 6n dinh suy tim cép(>4 ngay).
Than trong trén bénh nhén suy tim cap ro va nhiéu ran déy ph01 Can nhic Metoprolol
néu thleu mdu cuc bo tién trién, nhip tim nhanh. Bénh nhan nhdi mau co tim cap suy
tim cip on dinh c6 thé khai dong tc ché beta som.

5.2.4. Cdc thuéc tang co bép co tim

Buoc chi dinh trong truong hop giam tudi mau ngoai vi (ha huyét dp, chtic nang
than giam). Tuy céc thudc nay c6 thé rat ich loi cai thién huyét dong nhung lai dé sinh
loan nhip, ¢6 thé gdy thiéu mau cuc bd co tim, mat khac khi su dung lau dai c6 thé ¢6
rdi loan chtic ning co tim do ting qud muc tiéu t6n ning lugng. Ti 1€ nguy co-co loi
khéac nhau tuy theo thudc, nhitng thudc tic dung qua co ché kich thich Pl giao cam
lam tang noéng do canxi trong tuong bao c6 nguy co cao nhat.
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- Dopamine: 12 mdt cathecholamin noi sinh, tién chét ctia Norepinephrine. N6
tdc dong 1én cam thy quan cdc hé dopaminergic, p adrenergic, o adrenergic. Voi lidu
thdp < 2 pg /kg/phiit tic dung trén cam thu quan dopammerglc gay gian mach trfi &
mach than, mach vanh, mach ndo, mach lach. O liéu nay thudc lam ting dong mau
than, tang loc cu than, loi tiéu thai mudi natri, tang ddp Ung voi thude 1oi tiéu & bénh
nhan ¢6 giam tudi mau than, suy than. Liéu >2 pg /kg/phit gy ting co bép co that va
cung lugng tim do kich thich hé B giao cam tryc tiép va gidn tiép. Liéu >5 ug /kg/phit
tac dong 1én ca hé a gdy co mach lam tang strc can ngoai vi va vi thé c6 ich néu huyét
ap tut. Ung dung thyc tién: Dopamme dung heu >2 ug /kg/phut néu suy tim cdp c6 ha
huyét 4p, lidu < 2-3 ug /kg/phut néu suy tim mat bl ¢6 huyét dp thap va thiéu niéu.

- Dobutamine: 1a thudc co co kich thich cam thu quan B1 va B2 véi ti 18 3:1. Hay
dugc ding dé ting cung luong tim. Khoi dau 2-3 ug /kg/phit khong ¢6 lidu nap. Ting
t6i 20 pg/kg/phit. O nguoi bénh dang ding e ché B c6 thé can liéu cao hon (15-
20u g/kg/phut) Co the ding phdi hop v6i PDEi. Thudc thai nhanh chong sau khi ngung
truyén. Luu y 1a truyen kéo dai (>24-48h) s& dan t&i dung nap thudc va mat mot phan
hiéu qua 1én huyét dong.

- PDEi (rc ché phosphodiesterase): thudc nay c6 co ché tic dung thong qua trc
ché chuyén AMP vong thanh AMP. Khi sir dung thudc 1am ting co co, gidn mach
ngoai vi, ting cung lugng tim, thé tich tong mdu, giam dong thoi 4p luc dong mach
phoi, mao mach phdi, sttc can mach phdi va hé thong. Pho tic dung ciia né trung gian
giita thudc giin mach nhu Nitroprusside va thudc co co nhur Dobutamine. Chi dinh: khi
giam tudi mau ngoai vi voi ¢6 hodc khong c6 o tr¢ tro voi diéu tri loi tiéu, gian mach ¢
lidu thich hop va huyét dp bao ton. Thudc nay ua st dung hon Dobutamine trong
truong hop diéu tri e ché B dong thoi va/hodc ddp ung khong day di voi Dobutamine.
Tiém liéu nap 25-75ug/kg trong 10-20 phit, Enoximone 0,25-0,75mg/kg sau d6 truyén
(Milrinone 0,375-0,75 pg/kg/phut, Enoximone 1,25-7,5ug/kg/phiit).

- Levosimendan: tic dung tdng co co (lam protein co bép tdng nhay cam véi
canxi) va gian mach ngoai vi (m¢ kénh Kali). Thudc chi dinh trong suy tim cung lugng
thap c6 triéu chimg thir phét sau giam chirc ning tim thu nhung khéng c6 tut dp huyét
ning (khong cho khi huyét dp tdm thu <85mmHg). Liéu truyén lién tuc 0,05-0,1ug
/kg/phiit, trudc d6 ¢ lidu nap 12-24pg/kg trong 10 phut.

5.2.5. Chéng dong

Chi dinh trong hoi chimg mach vanh cip hodc rung nhi véi ¢ hoidc khéng cé
suy tim cip. N6i chung it ¢6 bang ching bién minh cho sir dung thudc ndy trong suy
tim cip véi bénh canh khac.

5.2.6. Thuéc gidin mach

- Nitrate c6 tdc dung lam nhe bot Xung huyét ph6i nhung khong 1am glam thé
tich tbng mau va ciing khong lam ting nhu cau oxy co tim trong suy tim trdi cap, dac
biét 1a & ngudi bénh c6 hoi chimg vanh cap. O liéu thip né chi gdy gidn tinh mach. Tuy
nhién véi liéu ting 1én thi né gidn ca dong mach bao gom mach vanh. Véi licu thich
hop thudc tic dong can bang gidn ca dong mach tinh mach 1am giam tién ganh Idn hau
ganh cua tht trdi ma khong 1am giam tudi mau mo. Néu nhu huyét dp on dinh thi c6
thé cho Glyceril trinitrat (20-200ug/phiit) hodc IDN 1-10mg/h.
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- Nitroprusside liéu 0,3-5pg/kg/phit. Chi dinh: suy tim ning c¢é ting hau ganh
(tang huyét dp, hé van hai 14). Khi diing phai diéu chinh liéu can than c6 theo doi huyét
ap lién tuc cling nhu gidm sat chat ch€ bénh nhan. Trdnh dung ¢ bénh nhan c6 suy gan
than ning. Trong hoi ching mach vanh cép, Nitrates t6t hon do khong giy hoi ching
trOm méau mach vanh nhu Nitroprusside.

- Nesiritide: 1a thudc gidn mach méi, to hop peptide ndo ngudi (BNP) c6 tic
dung gidn tinh mach, d6ng mach, mach vanh qua d6 lam giam tién ganh va hau génh,
tang cung luong tim. Chi dinh trong suy tim mat b cdp (lidu tiém nap 2ug/kg + truyén
0,015-0,03 pg/kg/phiit. Pang con it kinh nghiém str dung 1dm sang thudc nay.

- Morphine: chi dinh trong giai doan sdm cua suy tim ning nhat 12 néu c6 kem
triéu chirg bat an va khé thd. Thude c6 tic dung gidn tinh mach ciing nhu gidn nhe
d6ng mach, giam tan sd tim. Liéu ding 3 mg tiém tinh mach c6 thé nhac lai néu can.
5.2.7. Thuéoc vin mach

Khi phdi hop thude ting co co tim va dich truyén ma van khong cai thién cung
lugng tim, khuéch tdn cdc co quan thi can sir dung thudc van mach. Ngoai ra trong mot
s6 tinh hudng sdng con thi thudc van mach duy tri tudi mau do chdng lai hién tuong ha
4p. Vi 1& chodng tim thudng phdi hop véi tinh trang sitc can mach mdu cao cho nén
thube van mach phai str dung than trong va chi nhét thoi do né 1am tang hau ganh (lam
nang thém tim da suy) va lam gidm lugng mdu tdi cdc co quan.

- Epinephrine: ¢6 4i lyc cao voi cam thu quan B1, B2 va a. Liéu ding 0,05-
0,5ug/kg/phiit khi ¢ hién tuwong tro véi Dobutamine huyét dp thap.

- Norepinephrine: ¢6 4i luc cao véi cam thu quan o va duoc ding dé ting stic can
mach mé4u hé thong. Tan s6 tim it tang voi Norepinephrine hon 1a Epinephrine, liéu str dung
twong tw. Chon Iya hai thudc nay tiy thudc tinh huéng lam sang. Norepinephrine (0,2-
1pg/kg/phit) wa dung trong trudng hop huyet ap thap c6 strc can mach hé thong giam nhu
chodng nhiém tring. Norepinephrine hay phéi hop véi dobutamine dé cai thién huyét dong.

| PIEU TRI STC THEO HUYET AP TAM THU |

Oxygen, NIV
Furosemide + Gian mach
Danh gia 1am sang
[sBP>100mmHg|  [sBP 90-100 mmHg| [ SBP <90 mmHg]
'
GIAN MACH Gitin mach vholic ting co b Camuhicdic.chics
1a1l IMach va/noac tang co bo’ :A . M :
NTG, Nitroprusside, Nesiritide, d b t . F%DE P fién gaﬂh baﬂg dich.
Levosimendan) ( obu amlne, I Thude ting co bop
- levosimendan) (Dopamine)
PAP UNG TOT PAP UNG TOI
Khéi déng dieu tri 1¢i Thubc ting co bop, co mach, ning d&
tidu, ACEI/ARB, UC o hec, can nhic PAC
beta

Khuyén cdo 2008 ciia Hoi tim chdu Au diéu tri suy tim cdp dira vao huyét dp tam thu



HOI NGHI TIM MACH MIEN TRUNG MG RONG LAN THU V 49

5.2.8. Digitalis

C6 I€ trong suy tim cap chi dinh thubc nay khi nhip nhanh gy suy tim (rung nhi
kiém sodt tan sb that khong du bang thudc khéc chang han tc ché beta). Chdng chi
dinh: nhip tim cham, bloc nhi that d6 2 va 3, hoi chting niit xoang bénh 1y, hdi ching
WPW, ha kali, tang canxi mdu, hoi ching xoang canh, bénh co tim phi dai. N6i chung
digitalis khong khuyén trong suy tim c4p, nhét 1a trong nhdi méau co tim.

U huyét phdi va SBP ; Gisin mach, lgi tiéu néu
=90 mmHg L0 > qua tii thé tich
Ap Ire 1am day tot ——— KHONG——— Dich truyén
g l
B Tang co bop
B Land Gian mach
g Cung hrgng tim dii / Niéing d& co hoc
§ Heéttoanmau Can nhéiic PAC
2 8SVO2 =65%
£ Twdi mau co quan dit \ . Tal danh gia
S thwong xuyén

Khuyén cdo 2008 cia Héi tim chau Au diéu tri suy tim cd'p dwa vao dp lyc
lam dady that trdi.
5.2.9. Thuéc irc ché men chuyén

Khong c6 chi dinh nham 6n dinh sém tinh trang bénh trong suy tim cap. Tuy
vdy 6 nhitng bénh nhan c6 nguy co cao, thudc c6 vai tro trong diéu tri s6m bénh nhén
suy tim cp va nhdi mau co tim cap Hién nay van con tranh luan vé chon lya bénh
cling nhu thoi diém bat dau cho thude. Thude cho duong ubng (khong cho tinh mach)
lidu khoi dau thip ting din c6 theo ddi huyét 4p va chic nang than. Can than sir dung
thudc & bénh nhén ¢ cung luong tim & ngudng thap vi ¢6 thé 1am giam loc cau than.
5.2.10. Dung cu ndng dé co hoc va thay tim

Str dung dung cu tro gitp tudn hoan cin thiét trong truong hop suy tim cap
khong déap mg voi cac phuong tién kinh dién nhung co tim c¢6 kha niang phuc hoi hodc
1a bién phdp cau ndi véi thay tim hodc can thiép c6 thé lam phuc héi chirc nang tim.

- Bong ndi dong mach chu: tro thanh phuong tién chuan dé dleu tr1 bénh nhan
chodng tim hodc suy tim trdi cap ning khong ddp Ung nhanh voi truyén dich, thudc
gidn mach, thudc ting co bép co tim. Chéng chi dinh: phinh tach dong mach chii, hé
van chu quan trong. Cling khong nén dung ¢ bénh nhan c6 bénh mach mdu ngoai vi
ning, suy tim khéng diéu chinh duoc nguyén nhan, suy da phu tang.

- Dung cu hd tro that: 1a bom co hoc thay thé hoat dong that. Chi nhitng bénh
nhan c6 co may cao phyc hoi chtic ning tim méi nén s dung phuong tién nay: nhoi
mau co tim, séc sau phau thuat tim, viém co tim cép, loan chirc ning van tim, ngudi
cho thay tim.

5.2.11. Suy tim cdp va cdc bénh ly nén

- Hoi ching mach vanh cép: bién chimg suy tim c¢6 chi dinh chup mach vanh
ngay va néu ti théng mach vanh s& 1am cai thién ro hodc phong ngira suy tim. Néu nhu
can thiép mach vanh khong thuc hién dugc hodc 1am dugce nhung cham tré thi c6 chi
dinh thudc tiéu soi huyét som.
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- Bénh van tim: hd cap van hai 14 va van cht ning nén phau thuat nhanh chéng.
Tuy nhién néu da c6 thoi ky hé cip kéo dai va chi s tim <1,51/phit/m?, phin suét tong
mau <35% thi phau thudt cap ctru chang cai thién tién lwong. Liic nay béng ndi mach
chu ¢6 gid tri 16n dé 6n dinh bénh nhan. Bénh nhan viém ndi tim mac nhiém tring bién
ching ho cap nang van chi ¢6 chi dinh m cap ciru.

- Téc van nhén tao: diéu trj con chua thdng nhat. Thudc tiéu soi huyét véi van
tim bén phai va bénh nhin nguy co cao, wa chudng phiu thuat véi tic van tim bén trai.
Liéu thudc: rTPA tiém TM 10mg sau d6 truyén 90 mg trong 10 phit. Streptokinase
250.000-500.000 UI trong 20 phiit sau d6 1-1,5 triéu UI truyén 10 gio. Sau liéu phdp
tiéu soi huyét str dung Heparine khéng phan doan cho moi bénh nhan (PTA 1,5-2 lan
chung). C6 thé diung Urokinase 4.400UI/kg/h trong 12h khong c¢6 Heparine hoic
2000UI/kg/h voi Heprine trong 24h.

- Loan nhip tim: nhip nhanh that néu khong 6n dinh thi séc dién con néu 6n dinh
thi thr dung Xylocaine, Amiodarone. Nhip nhanh kich phét trén that gy suy tim vatut
huyét ap cling can soc dién dé cat con nhanh. Bénh nhin rung nhi c6 suy tim cap can
cho thubc chéng dong. Neu rung nhi kich phat phai chuyen nhip bang thuoc hoic sbc
dién. Néu rung nhi >48h can cho thudc chong dong va kiém sodt tan sb that {thich hgp
trong 3 tuan trudc khi chuyén nhip. Néu nhu huyét dong khong on dinh thi can chuyén
nhip cip ciru nhung trude d6 phai lam siéu am tim qua thyc quan dé loai trir c6 cuc
mdu dong (gdy tic mach sau khi da chuyen vé nhip xoang). Thuéc Amiodarone va tic
ché B ¢6 tac dung kiém sodt tan so that tét trong rung nhi. Can nhic sir dung digitalis
dic biét néu nhu rung nhi thir phét sau suy tim.

- Bién chting co hoc trong nhdi mdu co tim cap:

+ Rach thanh ty do thit: thuong tir vong trude khi chan dodn. C6 thé lam huyét
dong 6n dinh nhét thoi bang choc hit mau mang tim, truyén dich, thudc ting co co tim
sau d6 nén phau thuat ngay.

+ Thong lién that: da s6 can phiu thuat vé thong do hién twong khuyét véch lan
rong giy chodng tim. Ciing c¢é thé vé béng dung cu qua thong tim.

+ Ho van hai 14: do dut mét phan hay hoan toan co nhd, loan chirc nang co nhu.
Bénh nhan ho cip ning van hai 14 ¢6 phi phoi chodng tim can phau thudt cap ciru.

TAI LIEU THAM KHAO

1. ESC guidelines for the diagnosis and treatment of acute and chronic heart
failure 2005-2008.
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VAI TRO CUA KHANG ALDOSTERONE TRONG
DU PHONG TIEN PHAT PQT TU DO TIM

Tran LAm
BVDK tinh Quang Nam

H¢ renin-angiotensin-aldosterone (RAA) dong mét vai trd trung tam trong viéc
duy tri sy mét c4n bang than kinh-thé dich thuic day sy tién trién cua suy tim. Su hoat
héa than kinh thé dich kéo dai lam bién d6i cAu tric va chire nang cua tim, lau dai dan
dén phi dai that trdi va tdi cAu tric mang collagen, 1am ting tat bénh va tir vong tim
mach. Ciing v6i nhiing thanh phan khac cia hé RAA, aldosterone tryc tiép thiic day
qud tai-phi dai thét trdi, d4p mg viém va xo héa co tim [1].

O bénh nhan suy tim do nhitng nguyén nhan khac nhau, su phat trién cta diéu tri
n6i khoa nhim dén nhirng bat thudng than kinh thé dich va diéu bién dién tién cia
bénh di 1am thay d6i nguyén nhén chu yéu cua tir vong tir suy bom tién trién toi dot tir
do tim (BTDT) do loan nhip. Vi vy, PTDT la mét van dé strc khoe cong dong quan
trong [2,3]. Mac dau céc thude tac dong vao hé¢ RAA déu lam gidm hodc ngay ca dao
nguoc tai cdu trdc that trdi va cai thién tién luong nhung néng do aldosterone thudng
van con cao hodc tham chi ting & bénh nhan suy tim do hién tuong “thoét aldosterone
Vi vy, vai tro cua khang aldosterone ngay cang dugc quan tam. Hai nghién ctru 1am
sang lon gan day chimg minh khang aldosterone 1am giam DTDT da ung ho gia thuyét
cho rang ting aldosterone trong suy tim ¢6 thé déng vai trd tién sinh loan nhip [3,4,5].
Muc dich cta bai bdo niy nhim trinh bay vai trd, co ché tic dung cia khing
aldosterone, chinh xac hon la chen thu thé corticoid khodng (MRB-mineralocorticoid
receptor blockade) trong du phong tién phat PTDT ¢ bénh nhan suy tim man tinh nang
(STMTN) va r6i loan chtic nang tam thu that trai (RLCNTTTT), bénh nhan
RLCNTTTT va suy tim sau nhdi mdu co tim (NMCT), va bénh nhan nguy co cao
khong c6 suy tim hoac RLCNTTTT.

I. HIEU QUA GIAM PQT TU DO TIM CUA KHANG ALDOSTERONE
1. Bénh nhén suy tim man tinh ning va réi loan chirc ning tAim thu
RALES (Randomized Aldactone Evaluation Study) 1a mot nghién ciru ngau
nhién, mu doéi bao gém 1663 bénh nhan bi suy tim nang véi EF< 35% do bénh tim
thiéu mau cuc bd (TMCB) hodc bénh co tim gian tién phat. Ngoai nhing diéu tri chuén
nhu nhém chimg (rc ché men chuyén (UCMC) loi tiéu, chen B va digoxin), nhém
nghién ctru con duoc bd sung spironolactone liéu 12.5 -50 mg/ngay. Nghién ciru duge
phép ngung sém sau thoi gian theo doi trung binh 24 thang do nhitng ich loi quan trong
cua spironolactone. So v6i nhém chirng, nhém dung spironolactone giam DTDT 29%
(P=0.02), giam tir vong toan bd 30% (P<0.001), ké ca giam tr vong do suy tim tién
trién [2,3,4].
2. Bénh nhén bi réi loan chitc niing tAm thu va suy tim sau nhdi mau co' tim.
EPHESUS (Eplerenone Post-Acute Myocardial Infarction Heart Failure Efficacy
and Survival Study) 1a mot nghién ctru mit ddi c6 ddi chig, bao gdbm 6632 bénh nhéan
hau NMCT b1 RLCNTTTT (EF< 40%) va suy tim. Sau 16 thang theo ddi, so v&i nhém
ching, nhém st dung eplerenone véi lidu 25 - 50 mg/ngay lién quan véi giam 15%
(P=0.008) tir vong toan bd, va dic biét, giam 21% (P=0.02) PTDT. Nhu vy, phan 16n
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giam tir vong tim mach trong EPHESUS 1a do giam 21% DTDT. Céc tic gia cho rang
ich 1oi quan trong nay mot phan 12 do tic dung ctia eplerenone trén cn bang dién giai
(dac biét 1a kali va magné). Nhiing co ché khic dugc dé cap dén 1a giam ftinh trang
viém mach vanh, xo h6a khoang ke, ngung tap tiéu cau, truong luc giao cam va stress
oxy hoéa; cai thién chltc nang noi mac, tai cdu trdc that, bién thién tan sd tim (HRV) va
su thu nhan norepinephrine ciia té bao co tim. Eplerenone ciing c¢6 hidu qua giam
DTDT ¢ nhiing bénh nhan da duogc diéu tri toi wu voi aspirin, tai tudi mau, statin, chen
B, tc ché men chuyén va/ hodc trc ché thu thé angiotensine; diéu nay goi ¥ khing
TTCK b sung hiéu qua vio diéu trj chuan trong viéc 1am giam DTDT va tir vong toan
bo [2,3,5].

O bénh nhan NMCT v6i RLCNTTTT va/ hodc suy tim, 30 ngay dau 12 thoi ky
¢6 nguy co PTDT cao nhat. Trong nghién ctru EPHESUS, eplerenone liéu 25 mg/ngay
(twong duong véi spironolactone 12,5 mg/ngay) c6 hi¢u qua lam gidm ca DPTDT (37%;
P=0.051) va t& vong toan bd (31%; P=0.004) trong giai doan nguy co cao nay [6].
Trong nghién ctru nay, eplerenone duoc bat dau st dung & ngay 3-14 sau NMCT(trung
binh 7 ngay). Nhu vay, hiéu qua giam DTDT c6 thé s& cao hon néu thubc dugc ding
sém hon. O bénh nhan NMCT c¢6 ST chénh 1én, ting nong do aldosterone huyét twong
lic nhap vién dy dodn nguy co tr vong tim mach doc lap véi tudi, tinh trang tai tudi
mau hoic suy tim [7]. 83% bénh nhdn trong nghién ctru EPHESUS khong cé bang
chung suy tim lic nhdp vién, diéu nay goi y vai trd quan trong cua viéc ding sém
khéng TTCK cho bénh nhan NMCT cho du ¢6 suy tim trén 1am sang hay khong. Trong
mot nghién ctru khac, nhitng bénh nhéan lan dau bi NMCT thanh trudc voi ST chénh 1én
duoc can thiép mach vanh qua da tién phdt & ngay dau sau nhdi mau, sau d6 dugc phan
ngﬁu nhién tiém TM canreonate (mot thuéc khang TTCK duong tiém), ri tiép tuc
udng spironolactone trong 30 ngay. Két qua, liéu phdp khang TTCK duoc dung nap tot
va ¢6 lién quan vdi sy cai thién dang ké hién tuong tdi ciu tric thit va hinh thanh
collagen [8]. Nhu vay, sit dung sém khang TTCK sau NMCT hy vong s€ du phong
dugc RLCNTTTT.

3. Bénh nhén suy tim NYHA II va réi loan chirc ning tAm thu thit trai

So véi suy tim nang (NYHA III-1V), vai tro cua khdng TTCK trong giam DTDT
0 bénh nhan suy tim nhe (NYHA II) va RLCNTTTT it duoc dé cap hon. AREA IN-
CHF (Anti-remodelling Effect of Canrenone in Patients with Mild Chronic Heart
Failure) 12 mot nghién ctru ngau nhién, mit d6i, c6 d6i ching nham danh gia hiéu qua
ctia canrenone ¢ bénh nhan suy tim NYHA II. Nghién ctru bao gdm 382 bénh nhan,
bénh nhan nhém nghién ctru ngoai liéu trinh chuan diéu tri suy tim nhu nhém ching
con dugc b sung canrenone lidu 25-50 mg/ngay. Két qua sau 12 thing cdc thong sd
sau day cua nhém canrenone cai thién c6 y nghia so vdi nhém chung: EF tang hon (p =
0,04), nong d6 BNP (Brain natriuretic peptide) giam hon (-37% so vé6i -8%, p =
0,0001), duong kinh nhi trdi gidm hon (-4% sv 0,2%; p = 0,02), Kkét cuc phéi hop tir
vong va nhap vién do nguyén nhan tim thdp hon (8% sv 15%; p = 0,02), dot tir trong
nhém canrenone ciing thap hon (4 bénh nhan so véi 7 bénh nhan), chi ¢6 0,9% bénh
nhin ctia nhém canrenone tién trién tir NYHA II 1én NYHA III-IV so voi 3,8% cua
nhém ching, Mic dau chua thé rit ra két luan chic chan nao do ¢ miu twong ddi nho
va thoi gian theo ddi ngan, nhung céc tic gia cho ring canrenone c6 tiém ning cai
thién ti€n luwong bénh nhan suy tim nhe [1].
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Hi¢u qua gidm DTDT cua eplerenone ¢ bénh nhan suy tim NYHA II va
RLCNTTTT dang dugc ddnh gid trong mdt nghién ctru da trung tdm, quy md 16n hon
1a EMPHASIS-HF (Effect of Eplerenone versus Placebo on Cardiovascular Mortality
and Heart Failure Hospitalization in Subjects With NYHA Class II Chronic Systolic
Heart Failure) [9]. Nghién ctru nay s€ hoan thanh vao nam 2011.

4. Bénh nhén suy tim véi chirc niing tim thu thit trai bao ton (STCNTTBT)

Ty 1¢ méi mdc STCNTTBT ngay cang gia ting lién quan véi ting tudi tho, ting
béo phi va déi thdo duong [10]. Khéc suy tim man véi RLCNTTTT, diéu tri noi khoa
khong lam giam tr vong toan by va DPTDT ¢ bénh nhan STCNTTBT. Trong nghién
ciru CHARM-Preserved Trial (Candesartan in Heart Failure Assessment of Reduction
in Mortality and Morbidity in Patients with Preserved Systolic function), thuéc chen
thu thé angiotensin 1a candesartan c6 ich trong viéc giam ty 1¢ nhap vién do suy tim
nhung khong 1am giam tir vong toan bd hay DTDT [11]. Vai trd ctia mot thudc chen
thu thé angiotensin khac 12 irbesartan ciing mé&i duoc cong bd gan day trong nghién ciru
IPRESERVE (Irbesartan in Patients with Heart Failure and Preserved Systolic Function
trial) [12]. Theo nghién ctru ndy, so véi nhém ching, irbesartan khong cai thién két cuc
tim mach & bénh nhan STCNTTBT (EF> 45%). Riéng vdi chen TTCK, mic dau bang
ching cho thiy spironolactone cai thién chirc ning tdm trwong cta bénh nhén
STCNTTBT [13], nhung hién chua c6 dif lidu vé hiéu qua ciia khang TTCK trong gidm
DTDT & quan thé bénh nhin nay. Y gi6i dang chd doi két qua tir nghién ciru TOPCAT
(Treatment of Preserved Systolic function in Cardiac Failure with an Aldosterone
Antagonist) dy kién cong bd vao nam 2012 [14] .

5. Bénh nhan khong ¢6 RLCNTTTT hoéc suy tim

Vai tro cua khiang TTCK trong du phong DTDT & bénh nhan khong cé
RLCNTTTT, chang han bénh nhan THA nguyén phat kém xo héa va/ hodc phi dai co
tim, chua dugc chirng minh. Ca xo héa va phi dai co tim déu dan dén PTDT. Xo héa
co tim gdy gia ting sy khong dong b dién hoc va 1am bién doi chiic niang dan truyén.
Phi dai that va xo héa co tim lién quan v6i gidm dy trit vanh, thiéu mdu co tim, va nhu
vay ca DTDT. Hién tai chua c6 mot nghién ctru quy mo 16n nao chirng minh ich lgi cua
khang TTCK dbi véi DPTDT & bénh nhan THA khéng ¢c6 RLCNTTTT hodc suy tim.
Tuy nhién, mot phan tich dir liéu cia EPHESUS cho thdy hau nhu tat ca ich loi cia
eplerenone trong vi¢c gidam DTDT & bénh nhan bi RLCNTTTT va suy tim sau NMCT
xay ra & bénh nhén c6 tién st THA ngay ca khi ho khéng c¢6 biéu hién THA & thoi
diém NMCT [15]. Diéu nay c6 thé duoc giai thich boi kha ning ngin chan hién tuong
tai cau trdc dién hoc bt 1oi lién quan véi tang hoat dong TTCK.

Khing TTCK ciing c6 thé déng mot vai trd trong viée du phong DTDT & bénh
nhan bi bénh dong mach vanh tic ngh&n nhung khéng cé bat thudng cu tric tim
that. Trén thuc nghiém, khang TTCK cai thién chirc ning ndi mac trong ching ting
lipid mdu, ngan chan phét trién xo vira dong mach & chudt ApoE va loai linh trudng
[16,17]. Nhu vay, mdc diu chwa dugc ching minh nhung hiéu qua cia khang
aldosterone trong du phong tién phat PTDT c6 thé duoc gia dinh ddi véi bénh nhan
¢6 RLCNTTTT vdi bat thudng cdu tric tdm that (nhu 12 sy xo héa va phi dai) va ca
bénh nhan bi bénh dong mach vanh tic nghén hoic thiéu mau co tim nhung khdng cé
bat thuong ciu tric.
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II. CO CHE GIAM POT TU DO TIM CUA KHANG THU THE CORTICOID
KHOANG

1. Aldosterone gia ting sy trinh dién ctia men chuyén angiotensine (ACE) va
diéu hoa 1én thy thé ATI [18]. Nhu vdy, nong do aldosterone huyét thanh ting trong
bénh canh suy tim hodc hau NMCT c6 thé din dén ting ndng do va tic dung cia
angiotensin II trén thu thé ATI, tao thanh mot mot vong 1an quén voi1 su hoat héa cia
hé¢ RAA lam gia tdng san xuét aldosterone hon nita tur tuyén thugng than. Mac dau
thubc UCMC v/ hodc chen thu thé ATl c6 thé ac ché tam thoi Su san Xuét
aldosterone, tuy nhién, theo thoi gian cé “hién tugng thodt trc ché” va néng do
aldosterone tiép tuc tang [19]. Hién tugng nay cé thé dugc gidi thich bdi hoat dong san
Xuét angiotensine II doc 1ap v6i men chuyén (hién tuong thodt angiotensine), sy san
xuat men chuyén khong bi trc ché bai thubc UCMC, va su san xuat aldosterone doc 1ap
voi angiotensine II. Trong nghién ctu RESOLVD (Randomised Evaluation of
Strategies for Left Ventricular Dysfunction), ndng do6 aldosterone giam ding ké sau 17
tuan ¢ ca 2 nhanh dleu tri (candesartan va enalapril), tuy nhién, & tuan tht 43 deu tro
vé mic ban dau & tat ca cac nhom diéu tri. Trong mot nghién ctru khdc bao gom 34
bénh nhan suy tim, nong do aldosterone ¢ 11 bénh nhan tlep tuc tdng mac dau men
chuyén bi trc ché hoan toan [2]. Nhirng dit liéu nay giai thich 1y do tai sao can phai
phéi hop thude khang dic hiéu aldosterone voi thubc UCMC cho bénh nhén suy tim.

2. O bénh nhan suy tim, sy san xudt qud muc aldosterone gy @ natri va nudc
dan dén qua tai thé tich lam suy giam hon nita kha ning bom mau ra ngoai bién. Piéu
nay din dén hién tuong co mach hé thong véi giam luu lwong méu dén than. Cudi
cung, hinh thanh mot vong 1an quan véi ting phéng thich angiotensine II tir than dan
dén tang aldosterone va qua tai thé tich hon nita. Aldosterone giy ting nguy co loan
nhip that do 1am ting bai tiét kali v magné ¢ than. Piéu nay 1y giai tai sao aldosterone
lam ting nguy co dot tir & bénh nhéan suy tim va bénh nhan sau NMCT. O bénh nhan
suy tim sung huyét, nhirng tdc dong cua aldosterone trén kali ni¢u va magné ni¢u c6 thé
bi héa giai boi nhitng thudce khang TTCK, tir d6 c6 thé du phong DTDT [2].

3. Tang hoat héa thu thé corticoid khoang: Su hoat héa cua TTCK ¢ te bao biéu
mod ong than quan trong trong viéc diéu hoa ndng do natri, kali va magné & 6ng lugn xa
cua cau than. Mot s6 mod khéc ngoai than cting trinh dién TTCK, chu yéu la co tim, thanh
mach, va md ndo [2, 3, 18]. Nhitng phat hi¢n nay goi ¥ aldosterone c¢6 nhitng hoat dong
tai chd & nhirng m6 khdc nhau. Trong suy tim, co tim tang trinh dién TTCK [20]. Sy gia
tang san xuat aldosterone va men chuyén angiotensine cting dugc phét hién ¢ tim that
ctia bénh nhén suy tim [3]. Diéu nay cho thiy aldosterone tham gia vao nhiém doc tim
mach doc 1ap véi hoat dong cua angiotensine II, va c6 mot mbi quan h¢ gitra néng do
aldosterone voi tat bénh va tr vong tim mach. Trong nghién ctu CONSENSUS
(Cooperative North Scandinavian Enalapril Survival Study), ty 1€ tir vong 6 thdng cao
hon ¢6 ¥ nghia & nhém bénh nhin c6 néng d6 aldosterone ban dau cao hon gid tri trung
binh [2].

Ngoai ra, cortisol c6 thé hoat héa TTCK & mot s md nhu 6ng than va thanh
mach. Tuy nhién, nhiing mdé nay cling trinh dién men 11 p-hydroxysteroid
dehydrogenase-2 ¢6 tic dung diéu hoa sy chuyén d6i cortisol thanh cortisone, do vay,
c6 thé khong kich thich TTCK. Trong nhitng bénh 1y ¢ su gia ting cic goc oxy phan
g (nhu suy tim, THA), men 11 B-hydroxysteroid dehydrogenase-2 c6 thé bi diéu hoa
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xudng dan dén giam chuyén doi cortisol thanh cortisone. Hau qua, cortisol ting c6 thé
hoat héa TTCK. Co tim khong trinh dién men 11 B-hydroxysteroid dehydrogenase-2,
do vay TTCK c6 thé trinh dién binh thuong & d6 nhung khong bi cortisol hoat hoa. Tuy
nhién, voi sy gia tang phat sinh nhirg goc oxy phan tng, phirc hop cortisol-TTCK bi
hoat héa thong qua nhimg co ché chua dugc biét [3]. Ngoai ra, aldosterone ciing diéu
hoa xudng men glucose-6- -phosphate dehydrogenase (G6PD) dan dén giam du trir chat
chdng oxy héa va ting nhirng goc oxy phan ung [21], két cyc 12 ting hoat héa TTCK.

Su hoat héa TTCK ¢ thé truc tlep anh hudng dén nhitng dac diém dién hoc cua
tam thét tao thanh mot co chit cho loan nhip va DTDT. Sy trinh dién qud mirc cua
TTCK & tim chudt thuc nghiém dan dén loan nhip nguy hiém [22]. Mot sb yéu td ¢c6
thé tham gia, trong do, dién thé hoat dong ciia tAm that bi kéo dai 1a ddu hiéu béo trudc
ctia loan nhip, ddy 1a yéu t6 nguy co doc l1ap caa DPTDT ¢ bénh nhan suy tim [23].
Canrenone, mot chat chuyén héa hoat dong cua spironolactone, ¢6 tic dung lam giam
ngudng rung thit sau NMCT trén chudt thyc nghiém [24].

4. Diéu bién chirc ning kénh kali va kénh canci: O mirc d6 mo, sy hoat héa
TTCK giy mat kali, gdy chét té bao theo chwong trinh, xo héa, phi dai, va hoat héa hé
than kinh giao cam trung wong. Aldosterone cé mdt hoat dong sinh xo tryc tiép bang
cich ting san xuat collagen tir nguyén bao soi cua tim, ting boc 16 yéu t6 PAI-1
(plasminogen activator inhibitor-1) [2,3,25]. Trong mot nghién ctru ¢ chudt c6 HA binh
thuong, chuyen aldosterone trong 24 gio dan dén tang hién tuong chét theo chuong
trinh cia té bao co tim, té bao co tim hoai tir lai 1a yéu t kich thich gdy xo héa co tim.
Vi vay, ting chét té bao theo chuong trinh va hoai tir co tim ¢6 thé 13 mot co ché khic
dé giai thich hién tugng xo héa co tim qua trung gian aldosterone [2]. Trong suy tim,
ndng do6 aldosterone c6 thé ting gap 20 lan binh thudng va tham gia vao qud trinh phat
trién xo héa co tim. Trong nghién ctru RALES, ndng d6 huyét thanh cta PIIINP
(propeptide of type III collagen), mot chi diém huyét thanh cua sy tong hop collagen,
giam ¢6 y nghia ¢ nhém bénh nhan dugc diéu tri bang spironolactone [26]. Nhiing
bang ching nay goi y aldosterone c¢6 mot hoat dong tdi cau tric bat loi trén co tim va
thiic day xo héa co tim. Tang xo héa co tim ma hau qué 12 tdi cau tric that ¢ thé thic
déy su mat d@)ng bo dién hoc va 1a co chat phét sinh loan nhip that nang.

O mirc té bao, su trinh dién qud muc cia TTCK & té bao co tim giy nén hién
tuong ti cau tric kénh ion lam kéo dai tdi cuc that lién quan véi sy diéu hoa 1én dong
I, va diéu hoa xubng dong I, dan dén loan nhip that nguy hiém. Tang dong I¢,, giam
dong I, hodc ca hai blen d6i nay déu kéo dai dién thé hoat dong cua tim. Nhiing thay
doi nay xay ra trong tuan dau cia NMCT trudc khi xuat hién nhitng bién d6i hinh théi
tam that, va co thé du phong dugc bang thudc chen TTCK. Aldosterone ciing 1am giam
dong I, & té bao co tim ctia bénh nhan hodc dong vat bi suy tim [22, 27- 30].

5. Tang trinh dién kénh natri ciia tim: Aldosterone ciing diéu hoa 1én kénh natri
tim (In,), kéo dai thoi gian dién thé hoat dong ¢ té bao co that ciia chudt, va tic dung
nay bi triét tiéu khi dung spironolactone [5]. Kéo dai thoi gian dién thé hoat dong 1a
mot yéu t sinh loan nhip quan trong trong bénh nguyén cua DTDT ¢ bénh nhan suy
tim [28-30]. Mic dit co ché ma kiéu diéu hoa ion nay tham gia vao sinh loan nhip chua
duoc 1am rd nhung né goi y mot vai tro sinh loan nhip trong H/C Brugada. Day la mot
bénh 1y di truyén do dot bién gen SCN5A ma héa kénh natri ctia tim. Trong hoi ching
nay, DTDT c6 thé lién quan vai su hién dién cua xo hoa co tim [31]. Va trén md hinh
dong vat, su xo héa co tim c6 thé lién quan véi giam chirc ning cua gen SCNSA. Nhu
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vay, c6 khd ndng su trinh dién cuia kénh natri va mac aldosterone quan hé v4i nhau
theo kiéu feedback, & d6, su giam dong natri din dén ting bil trir san xuét aldosterone
va xo héa co tim [32]. Mic dau hiéu qua chua dugc ching minh nhung viéc diéu tri
som bang thubc chen TTCK cho bénh nhan bj H/C Brugada hy vong s& ngin ngira su
xudt hién cia xo héa co tim, va nhu vay ca BTDT.

6. Tang nong do norepinephrine: Su hoat héa TTCK ciing gay trc ché sy thu
nhan norepinephrine vao co tim dan dén tang noéng do norepinephrine luu hanh, ting
hoat dong than kinh giao cam va loan nhip that [2]. Aldosterone cling diéu bién truong
luc phé giao cam din dén giam bién thién tan sé tim (HRV). Giam HRYV lién quan véi
tang tir vong va DPTDT & bénh nhan suy tim [2, 23]. Nguoc lai, thubc chen TTCK diéu
bién sy thu nhin norepinephrine va hoat dong phé giao cam thong qua viéc cai thién
bién thién tan sb tim, phan tdn khoang QT va chuc nang cua thu thé ap luc, dan dén
giam loan nhip thit [2, 3, 28]. Trong mdt nghién ctru cia Ramires va cs & bénh nhan bi
bénh co tim gian nguyén phat hodc do TMCB, khi bo sung spironolactone vao diéu tri
chuan di lam glam tan sudt ngoai tdm thu that va nhip nhanh thit khéng bén bi [2].
Nhiing thay dbi nay ciing lién quan véi sy gia ting tinh kha dung ctia NO, chirc ning
ndi mac va tiéu cau [1,2,3].

7. Thudc chen TTCK ciing lam giam nong d6 yéu té tc ché hoat héa
plasminogen, cai thién tiéu soi huyét va du phong huyét khdi, giam tan sb tim dic biét
vao nhitng gio' sang sém [2,25,28]. Phat hién nay dac biét quan trong boi vi né goi y
viéc trc ché hoat dong cua aldosterone s€ lam giam xuat hién con thiéu mau cyc b vao
sdng sém, thoi diém ma tan sudt PTDT xay ra gip 2,5 lan ¢ bénh nhan suy tim.

8. Aldosterone con c6 nhitng hoat dong tién viém, sinh xo vita va thic day roi
loan chirc ndng ndi mac: Pap trng viém cua hé théng tim mach dbi véi corticoid
khodng ma dic biét 12 aldosterone dd dugc chimg minh. Pdp ing viém nay bao gom sy
diéu hoa Ién nhitng chat trung gian nhu yéu t& nhan AB, protein 1 hoat héa, nhitng phan
tr két dinh té bao va endothelin 1, diéu hoa 1én MAP kinases (mitogen-activated
protein kinases) [18].

Su gidn mach phu thudc ndi mac bi gidm khi ddp ung véi acetylcholine 1a do
giam tinh sinh kha dung cia NO qua trung gian aldosterone dugc xem 1a co ché quan
trong cua rdi loan chtc ning ndi mac. O bénh nhan suy tim, sy gidn mach phu thudc
ndi mac qua trung gian NO bi giam (ma gop phan vao sy gia tang khang lyc mach
mdu) duogc xem la yéu t6 du dodn quan trong bién cb tim twong lai. Nguoc lai, bénh
nhan suy tim dugc diéu tri bang spironolactone trong 1 thing da ting dang ké luu
Ivong dong mach céng tay phu thuoc ndi mac [33]. Trén thuc nghiém, nghién ctru cua
Carmem LS va cs dd chting minh thudc chen TTCK cai thién rdi loan chirc ning vén
mach va stress oxy hoa ¢ chudt bi suy tim sau NMCT [34]. Trong nghién ctru nay,
Eplerenone da binh thuong héa su gian mach t01 da phu thudc ndi mac, phuc hdi su
phosphoryl héa eNOS, va giam hinh thanh cdc gbc oxy phan tng.

Trén thyc nghiém, sir dung thuc chen TTCK chon loc 12 eplerenone ngay sau
NMCT 6 chuét da gia tang su xam nhap cua dai thyc bao va tang thodng qua nhimng
cytokine kich thich lién seo (protein héa tmg dong bach ciu don nhan, yéu t6 hoai tir u
(TNF), interleukin-1p, interleukin-6, interleukin-10, va interleukin-4) va yéu td XIlla &
viing co tim nhdi mau din dén ting tin sinh mach mdu, giam hién twong gidn-mong
thanh co tim bi nhdi mau, va cai thién chirc nang thét trai [35]. Co ché nay phﬁn nao co
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thé giai thich hiéu qua cua eplerenone trén tor vong 30 ngay sau NMCT [36]. Hién
tuong mong - gian tién trién 12 bién cb ctia nhitng ngay dau sau NMCT. Sy cai thién bé
day seo nh01 mau lam giam stc cang thanh, ngdn ngura sy lan rong nh01 mau va hién
tuong tdi cdu tric & nhitng vi tri khdng nhdi mau. Gidm hién tuong tai céu tric sém cia
tam that c6 thé cai thién su dong bo cta dan truyen that, nho vay giam loan nhip thét
nguy hiém. Tuy nhién, nhitng co ché khic nhu ngan ngira tdi cdu tric dién hoc va rdi
loan chtrc nang ndi mac cé vai tro déac biét quan trong [2,3,37].

Trén co sé nhimng bang ching ndy, cé thé két luan rang mic dau khong phai 1a
nhém thude chdng loan nhip nhung cic thudc chen TTCK cé hiéu qua du phong
DTDT. Ty theo bénh canh 1am sang, mdt hodc nhiéu hon trong sé nhitng co ché nay
c6 thé dic biét quan trong trong dy phong PTDT. Ich loi ctia thudc chen TTCK trong
du phong sém DTDT sau NMCT c¢6 thé do nhing tic dong cta no trén tai ciu tric dién
hoc, trong khi do, nhimg tdc dong trén tdi cau tric that, hinh thanh collagen va phi dai
co tim ¢6 thé ¢6 tim quan trong twong dwong hodc 16n hon trong dy phong vé lau dai
DTDT ¢ bénh nhan suy tim va RLCNTTTT. Dt liéu hién nay chu yeu tap trung vao
nhém bénh nhén c6 EF thap va suy tim sung huyét, vi vy, can cé nhitng nghién ctru
moi dé md rong chi dinh nham dy phong DTDT cho nhitng nhém bénh nhan khéc.
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PE KHANG INSULIN
TRONG TAI BIEN MACH MAU NAO

Hoang Khénh', Lé Thanh Hai
Truong Dai hoc Y Duoc Hue,
™ Ban bdo vé sirc khée tinh Thira Thién Hué

Hién nay, ngoai nhing yéu t6 nguy co (YTNC) cb dién da va dang nghién ciru
trén nhém bénh tai bién mach mdu nio (TBMMN), thi viéc nghién clru tinh trang
khéng insulin trén bénh TBMMN, s& b6 sung thém mot YTNC méi vao bic tranh tong
thé cdc YTNC cua bénh TBMMN néi riéng va bénh ly mach mdu néi chung ¢ Viét
nam. Vay co ché bénh sinh ctia dé khdng insulin trong bénh 1y mach mau néi chung va
trong TBMMN nhu thé nao?

I. CO CHE SINH BENH CUA KHANG INSULIN

Mot cau héi dugce dat ra 1a: Khang insulin va cuong insulin mau khi d6i va/hoac
sau khi ung glucose 12 mot dau chi diém don thuan hay 12 mot yéu té nguy co that sy
ctia bénh 1y mach mdu? Khdng insulin va cuong insulin mau c6 thé c6 mot tic dung
anh huong dén qud trinh sinh xo vita, hodc truc tiép hodc gidn tiép qua nhirng bat
thudng chuyén hod, ting huyét ap va béo phi trung tdm. Trong thuc nghiém viéc cho
insulin va gy khéng insulin c6 thé thiic day su tién trién ciia nhitng tén thuong xo vira,
ngan chin su thodi trién, tham chi trc ché tac dung bao vé cta estrogen
- Khéng insulin va cwong insulin mau tac dong truc tiép 1én thanh dong mach

Insulin ¢ tac dung kich thich sy tang sinh cta nhiing té bao thanh dong mach.
Téc dung nay c6 thé qua trung gian sy gia tang san xuit cua IGF1. Ngoai ra, lugng
insulin mau cao c6 thé lam giam hoat tinh cta cta nhing thu thé ddc hiéu trén cdc dai
thuc bao ddi voéi nhirng san pham cudi cua glycosyl hod (advanced glycosylation end
products) va thic day cic tic dung c6 hai cua nhirng san pham nay trén thanh dong
mach. Khang insulin hién dién trong hai nhém bénh nhdi mau ndo va xuit huyét ndo va
IGF-1 huyét twong c6 the chlem mot vai tro quan trong trong KI 6 bénh nhan TBMMN
cap. Khang Insulin 1a yeu t6 nguy co manh nhit cua day 16p 4o trong - do gilra cua
dong mach canh. Mot van dé duoc coi 1a phat hién quan trong 1a hau hét céc thiéu mdu
cuc bd nao cé nguon goc tor cac mach 16n vung ¢6 nhu dong mach canh, noi ta c6 thé
can thiép d& dang bang phiu thudt dé cit bo 19p do trong gidp du phong va diéu tri
thiéu mau cuc bd ndo [1],[4],[5].
- Tac dung gian tiép caa insulin qua trung gian cac réi loan lipid

Sy gia ting ctia VLDL (nhét 12 do ting san xuat ¢ gan) c6 tuong quan thuan véi
murc d6 khdng insulin va cuong insulin. Ngoai ra, ndéng do HDL (ddc biét 1a HDL2) lai
c6 twong quan nghich véi cuong insulin. Cdc 16i loan lipid khdc cling dugc quan st
thdy trong cudng insulin: tich tu cdc chit ton Ivu cia VLDL dé bi cdc dai thuc bao bat
gilr va c6 dac tinh sinh xo vita manh, tdng LDL nho ddm déc sinh xo vita manh hon,
gidm hoat tinh cédc thu thé dbi voi HDL [19].
- Tac dung gian tiép cia insulin qua trung gian THA

Mbi lién quan giita THA va khang insulin-cuong insulin di dugc néi dén trude
day, chi nhin manh & ddy vai trd cta insulin trén mach mau nhu lam ting nhay cam
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cia mach mdu ddi voi cdc kich thich cuia cdc chdt gdy co mach, giam cic
prostaglandine dan mach va phi dai thanh mach qua trung gian IGF-1 [2],[3], [16].
- Tac dung sinh huyét khéi do giam qua trinh huy fibrine

Su gia tang cua PAI-1 (chat wre ché hoat hod plasminogen 1) c6 vai trd sinh xo
vita qua tic dung lam giam qua trinh huy fibrin. C6 su tuong quan doc 1ap gitta tang
PAI-1 va insulin mdu khi d6i & nguoi binh thuong, béo phi, PTD hay c6 bénh mach
vanh. Nguoc lai, cdc bién phdp lam gidm khdng insulin s€ lam gidm song song insulin
mdu, PAI-1 va triglyceride. C6 su twong quan thuan giit KI va mot sb yéu t nguy co
quan trong cua bénh TBMMN nhu glucose, lipid, huyét dp, t-PA (tissue type
plasminogen activator), PAI-1(plasminogen activator inhibitor-1) [9], [11], [21]. Tuy
nhién, céc gia thuyét nay can dugc kiém ching vi nguoi ta nhan thay PAI-1 lai khong
thay ddi khi cho insulin liéu cao & dong vat thi nghiém, khi st dung insulin tiém dudi
da trong diéu tri & bénh nhan DTDPTI, trong u tiét insulin (insulinome), va trong cic
tinh trang khdng insulin thr phdt do cuong vo thugng than (hypercorticisme) va bénh
to cuc (acromegalie) [29].

- Insulin 1am giim nong d9 calcium ndi bao va giim co thit cia cac té bao co tron
Sy din mach do insulin bi suy giam & nhitng ngudi ma sy bét giit glucose kém do
khang insulin. Cho té bao co tron ciia ddng mach duii ché phan lap tiép xic véi insulin
ngan han da 1am giam ludng Ca*™ di vao té bao do serotonine va giam Ca™ ndi bao
(Kahn va cong su). Trong mét nghién ctru thyc nghiém khéc tac gia ciing nhan thiy
noéng do insulin sinh 1y s& lam giam ludng Ca™" di vao té bao dudi tc dung cua 5-
hydroxytryptophane (5-HT) & dong mach dui ctia bd. Tuy vay, ludng Ca™ duoc tiét ra
tur tdi ludi ndi bao thi khong bi danh hudng. Gernazich cung cdng sy qua nghién ctru da
lam séng t6 mot co ché sinh Iy bénh mai lién quan dén su thay ddi huyét dong Ca++
trong céc tiéu dong mach ndo ma ¢ thé dan dén tai bién mach mdu nio.
- Sw din mach do insulin va bat giir glucose do insulin c6 lién hé vé mit chirc
nang

Chuyén insulin lidu sinh 1y vao trong dong mach s& 1am dan dong mach cénh
tay, sy dan mach nay dwgc 1am manh thém khi chuyén ciing lic D-glucose. Hién
twong niy goi ¥ mot mdi lién hé c6 y nghia vé mit chirc ning gitra tdc dung chuyén
hoa va mach mau cua insulin trén cac té bao noi mod (Cleland va cong su) [6], [7],
[8], [20], [25]. )

- Vai tro dan mach cia insulin do tac dong lén sy dich chuyén ion Ca (2+) va bom
Na'/K*

Tack da chuyén Ouabain, mot chit (rc ché dic hiéu bom Na*/K*-ATPase, vio
dong mach cénh tay truéc va trong khi 1am nghiém phdp kim giit dang duong mau
trong ldc 1am ting insulin. Su ting tiét kali tir té bao dd bi (rc ché mot phan boi
insulin. Két qua nay cho thdy insulin da c¢6 tic dung gy dan mach bang céach kich
thich bom Na'/K*-ATPase. Sy hoat hod bom nay c6 thé xay ra & cdc té bao ndi mod
hon 1a té bao co tron thanh mach, va do d6 di gép phan vao sy din mach phy thudc
ndi md khi ddp tng voi insulin. Insulin 1a mot ho6c mén mach mdu, ngoai kha nang
anh huong 1én chuyén hod trung gian, né con déng vai trd quan trong trong diéu hoa
tim mach va sinh ly bénh cua bénh tim mach nhu THA nguyén phat, suy tim sung
huyet va xo vira dong mach. Insulin gay ra tang dp qua co ché tiang hoat giao cam, U
mudi va ting sinh co tron thanh mach. Tréi lai, mot s6 bang chimg cho ring insulin
lam giam stc dé khdng thanh mach va 1am ting dong chay ciia mach dic biét 1a ¢ co
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van, chung t6 insulin 1a mot chat dan mach. Mét sb co ché gay dan mach do insulin
da dugc dua ra. Insulin 1am tang sy di ra cia Ca++ tu té bao co tron mach mdu qua
hoat hod Ca(2+)-ATPase mang huyét twong va lam ting phan cuc qua kich thich
Na(+), K(+)-ATPase va bom Natri/Kali. Insulin cling kich thich téng hop NO (Nitric
Oxide) va ting giai phéng NO tir té bao ndéi mac mach mdu lam din mach. Ting
AMP vong do insulin gdy ra. THA lién quan vo6i khang insulin va tang insulin mau.
Khang insulin gdy ra ting huyét 4p qua ting hoat giao cam, réi loan chiic ning noi
mac va lam gidm hoat tinh dan mach cua insulin. Vi vy, insulin dugc xem nhu la
mot peptide hoat mach, can c¢6 nhiéu nghién ctru hon dé 1am sang to vai trd anh
hudng 1én huyét dong cua né [13].

Tuong tu, Johnstone va cong su nhén thdy su dan mach phy thudc ndi md bt
thuong trong DPTP thuc nghiém. Pdp tng cua ludng mdu cinh tay dbi voi
nitroprussiate va verapamil, va dap tng co mach ddi voi phenylephrine 1a gidng nhau
gilta nguoi binh thuong va DTD. O nguoi DTD, sy dan mach phy thudc néi md twong
quan nghich v&i ndng d6 insulin huyét thanh nhung khong tuong quan voi duong mau,
GHb (glycated hemoglobine), hay thoi gian mac bénh. Diéu nay gia thich tin suit cao
cua bénh mach médu ¢ cac bénh nhan DTD phu thudc insulin [22], [23], [27], [28].

- Khang insulin tiac dung lam réi loan chirc niing kénh K(+) qua thuc nghi¢m

Khang insulin 1am ting nguy co TBMMN & nguoi, mot yéu té chinh gy bénh
1a lam thay ddi chitc ning mach médu ndo két qua tir thay doi chirc ning kénh K(+).
Trong nghién ctru nay tac gia xem xét kha nang dan mach qua trung gian kénh K(+) ¢
nhitng dong mach bi khang insulin & ndo. Nghién ctru dugc thuc hién trén nhitng dong
mach ndo gitta don ddc tdng dp cua nhiing con chudt cé tinh trang khang insulin do an
ché d6 an giau fructose. K&t qua nghién ctru cho thay tinh trang khang insulin gy ra
rdi loan chirc nang kénh K(+) qua trung gian dang oxygen phan Gng. Sy thay doi dap
tng mach phy thudc kénh K+ va Ca++ co thé 1am tang nguy co cao nhiing bién cb
mach ndo trong tinh trang sin c6 khang insulin. Piéu tri trudc véi superoxide
dismutase két hop vdi catalase 1am cai thién dugc ddp (mg ddn mach ¢ nhitng dong
mach nao c6 tinh trang khang insulin [26]

- Tac dung dan mach vanh cua insulin va IGF-1 trong nghién ciru thuc nghiém

Hasdai da khao sat vai trd diéu hoa trrong luc mach vanh trén cdc dong mach
vanh & thuong tim mac cia heo. Ca insulin va IGF-1 déu c6 tic dung lam giam truong
lyc ctia dong mach vanh ¢ thwong tim mac sau khi co thit dudi kich thich cua
endothelin-1. Viéc 1y bé 16p ndi mdé mach mau da khong lam thay doi ddp tmg nay.
Nhu vdy, ca insulin va IGF-1 déu gdy dan mach vanh khong phu thudc ndi md, cé thé
qua co ché hoat hoa kénh kali [24].

- Insulin tac dung lén sy dan mach qua trung gian acetylcholine

Taddei va cOng sy & Y da so sanh tdc dung cua insulin khi ti€ém vao dong mach
cénh tay 1én nhitng thay ddi ctia ludng mdu gy ra boi acetylcholine (mot chat dan
mach phuy thudc ndi md) hodc Sodium Nitroprussiate (chat dan mach khong phu thude
ndi md) ¢ nguoi binh thuong va bénh nhan THA nhe va trung binh. O ca 2 nhém tic
gia nhan thay:

- Ban than insulin khong anh huong dén ludng mdu & cénh tay.
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- Insulin day manh tic dung dan mach cua acetylcholine, hiéu qua nay giam di
khi trc ché su tong hop oxide nitric ciia té bao ndi md & nguoi binh thudng, hoic tiém
ouabain vao dong mach cdnh tay & ngudi THA (chét trc ché Na*/K*-ATPase).

- Insulin khong c6 4nh hudng 1én sy dan mach do tic dung ctuia Sodium
Nitroprussiate.

II. KHANG INSULIN LA YEU TO NGUY CO CUA XO VUA PONG MACH

Hai chat gdy dan mach chinh, NO (nitric oxide) va prostacyclin, duy tri hoat
dong mach mdu, uc ché két tap tiéu cau va chong tao huyét khdi. Nhirng nghién ctru
gan day cho thay ching con c6 kha nang chéng viém va nhu thé ¢6 kha ning chong
sinh x0 vira. Gan day nguoi ta cha y thay insulin kich thich giai phong NO boi ndi bao.
Insulin 12 mot chat dan mach , c¢6 hoat tinh chong két tap tiéu cau va chdng viém. Hoat
tinh chong viém twong ty nhu thiazolidinediones (TZDs), troglitazone va rosiglitazone,
goi y kha ning tiém tang chdng xo vita cta ching. Kha ning chdng sinh xo vita cia
insulin va TZDs la quan trong do hai tinh trang khdng insulin chinh, béo phi va dai
duong typ 2, cb li€n quan lam gia tang 16 BMV va TBMMN do xo vita. Nhitng quan
sat gan day cho thay c6 sy dinh Ifu ro vai trd bénh sinh gdy xo vita cia tinh trang khéng
insulin va gitip xdy dung hudng diéu tri toan dién gitip phong sinh xo vita dong mach
va nhiing bién chting cua ching [18], [22].
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So dé 1. Dé khdng insulin va bién cé tim mach

III. NGHIEN CUU VE TAN SUAT MAC BENH - YEU TO NGUY CO GAY TAI
BIEN MACH MAU NAO

Mic du d3 c6 nhiéu YTNC duge nghién ctru trén nhém bénh TBMMN song van
chua giai thich mot cach ddy du su khéc biét vé tan suat mic bénh TBMMN ¢ céc khu
vuc khéc nhau trén thé giéi.

Phai ching su khac biét nay 14 do tan suat phan bd ciia cic YINC khic nhau gitta
céc sac toc? Do su hién dién mot s6 YTNC c6 tinh dic thi riéng cho timg sic toc khac nhau
trén thé gioi? Pay 1a mot cau hoi 16n duoc dit ra cho céc nha nghién ciru bénh tim mach.
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Riéng & Chau A déy ciing 1a mot vin dé dang duoc quan tdm, nhitng nim gan
day qua cdc cong trinh nghién ciru dich t& hoc bénh tim mach ¢ Chau A cho thay tan
suét mic bénh tim mach trong dé c6 bénh TBMMN gia tang nhanh so v4i Chau luc
khdc trén thé gidi, trong khi d6 cdc nha nghién ciru ciing nhan thdy c¢6 mot sé YINC c6
tan suat cao & phuong Tay nhu béo phi, rdi loan lipid mdu thi khong phai 12 YTNC nbi
troi 0 cong déng cu dan Chau A. Phai chang da c6 su xuét hién mot s YTNC mang
tinh dic th riéng trong cong dong cu dan Chéu A so v6i Chau luc khac?

Dé 1am ro van dé nay, ching ta tré lai tim hiéu mot s6 cong trinh nghién ciru
phan bd cua cic YTNC bénh tim mach trén thé gidi. Cong trinh nghién ctu cia
Charturvedi (International Centre for Circulatory Health and Department of
Epidemiology and Public Health- London) 1a mét trong nhiing cong trinh di sau vao
van d& nay. Piém thudn loi ctia cong trinh nghién ciru nay 1a c6 thé so sdnh duoc tan
suét céc YTNC & céc sic toc khac nhau trong mot khf)ng gian dia Iy & mdt nudc, do &
Anh la mot quoc gia thuoc Chau Au nhung lai c6 dén 7% ngu:cn dinh cu khong phai
gbc Chau Au. Hau hét nhung ngudi nay 1a cu dan Nam A (da sé dén tir An Do) hay
ngudi Chau Phi da den (dén tir vung Cari bé va Tay Phi) [24].

bung 0 g6c d6 bénh tim thiéu mdu cuc bo, nghién ciru cho thay ngudi Nam A
¢6 nguy co mac bénh va tir vong cao hon. O Anh, ty 1¢ tr vong do bénh tim thiéu mau
cuc bo ¢ ngudi Nam A & ca 2 gidi cao gip 1,5 1an so véi cdc cong dong cu dan khéc.
Su khic khau vé sic toc ndy thé hién rd nhat & nhém nguoi tré tudi. Nhitng su khic
biét vé sic toc da duge nghién ctru mot cich rong rai, trong khi nhiitng YTNC c6 dién
nhu hit thude 14, THA, béo phi va cholesterol mau thay d6i vé can ban giita cdc nhém
ngudi Nam A, nhung tn sudt nhitng YTNC nay cho thiy twong dwong hay thip hon so
v6i ngudi Chau Au. Con cic yéu té nhu rdi loan dung nap glucose, béo phi trung tim
(xdc dinh bang cich do vong bung va vong méng), triglyceride lic d6i va nong do
insulin cho thdy cao hon nguodi Chau Au, nhitng yéu té nay 1a biéu hién chinh cta hoi
chung khdng insulin, mot nhém céc rdi loan chuyén hod bao gdm ting insulin mau,
tang glucose mau, DTD va rdi loan lipid mau voi ddc trung ting triglyceride mdu va
giam HDL. Vai trd tiém tang cia khang insulin trong nguyén nhan bénh sinh bénh
mach vanh & ngudi Nam A dé thic ddy cdc nha nghién cru di siu vao khdm phé dau
mdi nay nhu 1a mot co ché chinh xdc ctia mi lién quan giita bénh tim thiéu mau cyc bd
va khang insulin. TAm diém cua nghién ciru ciing da xody vao yéu td gdy viém, nhiém
khuén, cic yéu td huyét dong va r6i loan chirc nang ndi mac mach mau. Néng do CRP
(C reactive protein) ciing cho thay ting & ngudi Nam A, CRP ¢6 tuong quan manh véi
insulin ldc d6i va sau khi kich thich bang glucose va ¢ gid tri tién dodn doc 1ap nguy
co bénh tim thiéu mdu cuc bo. Lipoprotein(a), PAI-1 va homocysteine mau ciing gia
taing & ngudi Nam A va chiic ning ndi mac suy yéu ciing 1a nhitng YTNC du phan
mang tinh dic thil sac toc.

Ngoai viéc chi ra sy khéc biét tan sut khdc nhau cta cdc YINC trong céic sic tdc
trong bénh 1y tim thiéu mau cuc bd, nghién ciru nay di d& cap dén khdc biét trong tan
suat cdc YTNC va da chi ra mot s6 YTNC c6 tinh dic thit & cu dan Chau A trong bénh
TBMMN. Nghién ctru da di dén két luan nguoi Nam A ¢6 nguy co mic bénh TBMMN
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cao gip 1,5 1an khi so sdnh véi nguoi Chau Au séng & Anh. THA 1a YINC dugc xdc
1ap, ngoai ra nghién ciru da chi ra mit trdi cia tinh trang khang insulin c¢6 thé déng mot
vai trd trong bénh sinh bénh TBMMN ¢ cong dong cu dan Nam A, ddy 1a mot van dé
can nghién ctru dé lam sang to thém [10].

Tra1 v6i tan sudt mic bénh tim thiéu mdu cuc bo thip hon ¢ cong dong ngudi Ca
ri bé gdc Phi so V01 cdc cong dong cu déan khéc, thi sic toc nay lai c6 nguy co cao mic
bénh TBMMN gap 1,5 - 2,5 1an so véi cong dong chung. Pa s6 nguyén nhin TBMMN
12 do thuyén tic mach méau. Tuy nhién, kha ning séng sét sau TBMMN cao hon &
ngudi Ca ri bé gbc Phi. Nhitng YTNC bénh TBMMN & nit cao hon nam, su khéc biét
vé sic toc duoc phan dnh qua s6 do huyét dp, vai tri s6 huyét dp trung binh lic nghi ¢
giéi nam va nit ngudi Ca ri bé gdc Phi la cao hon 6 mmHg va 17mmHg SO V01 nguoi
Chiu Au. Thém nita, c¢6 bang chung cho ring mu:c do thuong ton co quan dich, day
that trai, giai doan cubi ctia bénh than va bénh t6 chiic ludi cao hon cé thé déng vai tro
trong khéc biét sic toc

C6 thé tong két cdc diém chinh trong sy khdc biét sic toc ctia bénh 1y tim mach
trong d6 c6 bénh TBMMN cua nghién ctlru trén nhu sau:

- Ngudi Nam A ¢6 nguy co cao bénh tim mach trong d6 ¢c6 TBMMN so véi
ngudi Chau Au ¢6 18 do ting tinh trang khang insulin va cdc yéu t6 lién quan nhu viém
va roi loan chirc nang ndi mac mach mau

- Nguoi Ca ri bé gbc Phi ¢6 nguy co thip bénh tim mach so véi ngudi Chau Au,
mic di cling c6 tinh trang khang insulin ting, chinh sy khac biét vé lipid va lipoprotein
gidi thich cho su khéc biét nay

- Trong mdi nhém sic tdc, nhitng yéu td théi quen tip quan nhu hit thude va sir
dung cholesterol lam tang nguy co cao

Hajat va cs. ciing da tién hanh nghién ctru tim hiéu sy khac biét vé sic toc
trong cdc YTNC bénh mach ndo va céc thé TBMMN. Muc dich cua nghién ctru
nay 1a xdc dinh tan suit nhitng YTNC bénh mach nio & nhitng bénh nhan
TBMMN ¢ cong dong cu dan Nam Luan d6n-Anh va tim hiéu mdi lién quan cia
nhitng YTNC nay véi ca yéu td sic toc va thé TBMMN. Mau nghién ctu 1.254
bénh nhan TBMMN thu thap tor 1995-1998 trong d6 c6 995 bénh nhan (79 3%)
ngudi da tring, 203 bénh nhan (16, 2%) ngu:(n da den, 52 (4,1%) c6 ngudn goc sac
toc khac va 4(0,3%) la khong r6 nguon goc sic toc. Sur dung phan tich da bién, két
qua cho thiy, tudi cao (p<0,001) va tién st TBMMN Ia lién quan doc lap véi
NMN hon XHN. Rung nhi lién quan v6i nhém NMN khong khuyét (p=0 ,02),
NMN tuan hoan trudc toan bd (p=0 007) NMN tuan hoan trudc ting phan
(p=0,02) so véi nhém do khuyét ndo. Tat ca cdc YTNC la tuong tu trong cdc thé
NMN. Cdc YTNC la twong tu trong cdc thé XHN du:a vao két qua phan tich da
bién. THA (p<O0, 001) va DTb (p<O 001) 1a chiém tan sudt cao trong cong dong
nguodi da den. Két luan cho thdy nhitng YTNC bénh TBMMN trong cong dong
ngudi da den & Anh 1a twong ty nhu YTNC bénh TBMMN trong cong dong nguoi
da den & My, nhung nhitng YTNC khdc nhau gitta céc sic toc & Anh [12].

Chinh nhitng nghién ctu trén da phan nao phéac hoa dugc su khic biét cua
cdc YTNC bénh tim mach trong d6 c6 bénh TBMMN giira céc séc toc va vung
mién khdc nhau, va da chi ra dugc mot s6 YINC c¢6 tinh dic thi ddi véi cong
dong cu dan Chau A. Cuy thé da nhan manh dén tdm quan trong cua khéang insulin
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& cong dong cu dan Chau A trong bénh sinh cua bénh TBMMN. Nghién ctru tinh
trang khdng insulin & bénh nhan TBMMN & Viét nam hy vong s€ giip xdc lap
thém vai tro cua YTNC nay trén bénh TBMMN néi riéng va bénh tim mach néi
chung ¢ Chau A.

IV. DICH TE HQC VE TINH TRANG KHANG INSULIN

1. Lwoc sir vé tinh trang khéang insulin

Vao nam 1988, Gerald Reaven da gioi thiéu hoi chung X trong su két chiim v&i
cac YINC bénh tim mach nhu THA, rdi loan dung nap glucose, triglyceride mdu cao
va noéng d6 HDL thap Hoi chimg nay ciing da thay doi nhiéu tén goi khac nhau, bao
gém hoi chimg chuyén hod, hdi chimg khdng insulin, hdi chimg da chuyén hod va
nhiéu danh tir mang day mau sic chét chéc khac. Tén goi "hoi ching khang insulin” da
duoc st dung rong rdi va cho thay lién voi khdng insulin duoc xem nhu 13 mot mau s6
chung cta hoi ching nay. Tan suit cia hoi ching chuyén hod thay dbi 1o gilta cdc
nghién ctru khdc nhau, hau hét su khdc biét nay Ia do khong xac 1ap duoc tiéu chuan
chap nhan chung dé dinh nghia cho héi chung nay.

Vao nim 1998, T6 chirc y té thé gidi dd dwa dinh nghia thong nhét cho hoi
ching nay. Puoc goi 14 khang insulin " khi 16n hon tir phin vi cao nhat cta chi sd
HOMA trong nhém chting" [17].

Khong giéng nhu huyét dp, glucose hay cholesterol cé thé do tryc tiép dugc
ngay. Khang insulin 12 khé dé do ludng mot céch truc tiép. Nhirng ndm trude diy ngoai
viéc kho khan trong xac dinh tinh trang khéng insulin, lai khong c6 mdt dinh nghia
thdng nhat cta khang insulin 1am cho cdc céng trinh nghién ctru dich t& khdng insulin
thuc hién khéng c6 tinh thdng nhét cao din dén khé tién hanh danh gid tan suat khang
insulin trong cong dong va trén cdc nhém bénh 1y nghién ctru, gdy ra bat tién trong so
sdnh tan suat khdng insulin giita cdc cong trinh nghién ctru.

Mot sé phuong phdp di duoc st dung dé ddnh gid nhay cam insulin & nguoi,
phuong phdp dugc cong nhéan “tiéu chuan vang” 14 nghiém phép kim gitr dang duong
huyét cudng insulin (euglycemic hyperinsulinemic Clamp), do ddy 1a mot nghiém phép
do luong tryc tiép hoat dong ciia insulin trén bat gitr glucose dudi nhitng diéu kién cb
dinh. Tuy nhién, k¥ thuét nay chi tién hanh thuan loi trong phong thi nghiém va chi ap
dung cho mét sb luong nho d6i twong nghién ctu. De thuan loi cho nhitng nghién ctru
1am sang va dich t& hoc, nhiéu phuwong phép gidn tiép va don gian di duoc dé nghi dé
danh gia tinh trang khang insulin, dya vao sy xac dinh néng d0 insulin Iic d6i va sau khi
kich thich tiét bang glucose va dya vao ti insulin/glucose duoc tinh todn véi nhitng cong
thtrc todn hoc khic nhau. Phit hgp véi doi hoi nay c6 chi s6 HOMA (homeostasis model
assessment), chi s6 QUICKI (quantitative insulin sensitivity check index) 1a nhing chi s6
dugc su dung rong rai trong nghién ctru dich té khang insulin hién nay, ngoai ra con co
chi s6 McAuley ciing dang duoc thir nghiém. Da c6 trong tay mot so chi s6 gidn tiép dé
dénh gid tinh trang khang insulin va ké tir sau khi c¢6 dinh nghia khang insulin ciia
TCYTTG vao nam 1998, hang loat nghién ciru dich t& tinh trang khang insulin duoc tién
hanh tao ra mot bude nhay vot vé sd lugng cong trinh nghién ctru va phong phi vé nhém
d6i twong bénh 1y c6 tinh trang khang insulin duoc dwa vao nghién ctru.

Khang insulin 12 YTNC chinh trong mét s6 bénh 1y, bao gom ddi duong typ 2,
béo phi, THA, rdi loan lipid mau va nhitng bénh 1y tim mach trong d6 ¢c6 TBMMN.
Hién nay khéng insulin da tr& thanh van dé quan tim c6 tinh thoi su trong cic cong
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trinh nghién ctru. Mot trong nhitng hdi nghi ban vé hoi ching khang insulin gan day
nhét 12 Hoi nghi cua Hdi nhitng nha ndi tiét 1am sang Hoa ky (American Association of
Clinical Endocrinologists) to chiic tir 25-26 thdng 8 nam 2002 tai Washington DC. C6
thé tim hiéu cic cong trinh nghién ciru dich t& hoc khdng insulin trong hoi nghi
(Reaven G. 2004).

- Ele Ferrannini (Pisa, Y) dé cap trong nghién ctru The San Antonio Heart Study,
mAu nghién ctru gdm 3.000 nguoi, cho thiy c6 lién quan tuyén tinh gitta ndng d6 insulin
mdu lic d6i va khdi md co thé. Theo déi lién tuc trong 8 ndm véi mau 1.000 ngudi cho
thdy tang hay giam trong luong co thé lién quan véi ting hay giam ndng d6 insulin, lién
quan ndy rd & nam hon nit gi¢i, mot du 4n gép von chung thu thap tir 21 trung tim lién
quan v6i cong dong 1.466 nguoi "binh thudng" khong mic bénh DTD, khong c6 ri loan
dung nap glucose, khong THA. Tan sut ting insulin mdu va khdng insulin 13 10% &
nhittng nguoi c6 BMI < 25; 30% va 12% & nam va nit vé1 nguoi ¢6 BMI < 28; 48% va
35% & nam va nir v&i nguoi c6 BMI < 35; 80% va 60% & nam va nitr v4i nguoi c6 BMI
> 35. O nguoi béo phi nguy co khang insulin ting gip 3 1an, nhung tic gia ciing di phat
hién c6 nhiéu nguoi béo phi khéng c6 khang insulin. Nghién ciru di xdc dinh c6 tuong
quan nghich giita nhay cam insulin va ca huyét 4p tdm thu va huyét dp tdm truong, da
khang dinh THA nguyén phét lién quan vé6i khang insulin.

- Ronald M. Krauss da ban luan vé mdi lién quan giita hoi chimg khang insulin va
r6i loan 11p1d Phan tich yéu t6 nguy co tir Framingham Offspring Study da dé xuat mot hoi
chimg chuyén hod trung tim véi ting triglyceride, HDL thip, chi s vong bung/vong
mdng va BMI tang, insulin lic d6i va sau 2 gio' cao. Két qua nghién ciru cho thay tat ca
céc yéu t6 déu c6 twong quan véi insulin, dic biét nhitng chi sb xac dinh béo phi.

- John E. Nestler tim hiéu mdi lién quan giita hoi chimg khang insulin va hoi
chting budng tring da nang. Nghién ctru da két luan khang insulin déng vai trd bénh
sinh trong phét sinh bénh 1y nay. Tang insulin mdu 1am gia ting san xuit androgen
budng trimg, thay ddi LH (Luteinizing hormone) va giai phéng FSH (follicle
stimulating hormone), va giam globulin két gdn ho6c mén gidi tinh.

- Om P. Ganda di thao luin hoi chting khang insulin trong cong dong cu dan
Chau A, 12 nhitng nguoi c¢6 ty 1& béo phi thip nhung tin suat bi PTD va bénh mach
vanh cao. Thuan loi chinh cua nghien ctru 12 trung tim quan 1y bénh tat da théng ké
dugc 60 nhém sdc tc ngudi Chau A khéc nhau dang dinh cu tai My, qua diéu tra dan
s6 & My ¢6 23% nguoi Trung quéc, 18% nguoi Philippin, 15% nguoi An do goc A,
11% ngudi Viét nam, 11% ngudi Han qudc va 8% ngu:(n Nhat. Ganda da tong két mot
5O nghién ctru lién ‘quan dén cong d6ng cu dan Chau A & My, két qua cho thiy nhiing
nguodi An do goc A véi chi s6 BMI trung binh 24,5 1a binh thudng nhung ting luong
md co thé, chiém trung binh 33% trong lugng co thé, ting cao lwong md trong noi tang
lién quan véi rdi loan lipid va khang insulin. T6 chirc SHARE (The study of health
Assessment and Risk in Ethnic groups) danh gid 985 nguoi, cho thiy c6 tan suat cao
mic bénh tim mach va gia ting tan suat réi loan dung nap glucose tang LDL va
cholesterol, ting triglyceride, giam HDL va phét hién ¢6 nhiéu rdi loan trong cdc
YTNC méi bao gdm ting fibrinogen, homocysteine, lipoprotein(a) va PAI-1 trong s6
nhitng ngudi Nam A so véi nhitng nguoi Chau Au.
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- James A. Davidson di ban vé mdi lién hé cua hoi ching khing insulin voi
cong ddng ngudi thiéu sb Latinos, c6 dén 36% cu dan nay mac hoi chirng chuyén hod,
1am cho nhém séc tdc nay ¢ tan suat khang insulin cao nhat & My.

R6 rang dich té khadng insulin dang trg thanh mot trong nhitng linh vuc méi
khong nhitng cho nhitng nha dich t& hoc, ma con 1a méi quan tdm ciia nhiéu linh
vuc khédc nhau cua y hoc nhu tim mach hoc, ndi tiét hoc, than kinh hoc, dinh dudng
hoc...

Chinh nghién ctru dich t& hoc tinh trang khang insulin trén cdc nhém nghién ciru
khéc nhau, & céc sic toc khdc nhau gidp 1am & thém co ché bénh sinh ctia hang loat
bénh ly, nhit 12 cdc bénh 1y chuyén hod, gép phan giai thich sy khac biét vé tan suét
mic bénh tim mach & cdc ving khdc nhau trén thé gidi va xdy dung chién luoc dy
phong nham han ché tinh trang khang insulin khong mong muon nay.

2. Dich t& hoc tinh trang khang insulin trong tai bién mach mau nio

Tiép theo sau cdc nghién ciru dich t& tinh trang khéng insulin ¢ ngudi binh
thuong va trong cdc nhom bénh 1y c6 tinh trang khéng insulin nhu déi thdo duong typ
2, tang huyet ap, bénh mach vanh va mot s6 nhém bénh ly khac. Trong nhirng ndm gan
day c6 rat nhiéu cong trinh nghién ciru dich t& khang insulin trong TBMMN [1].

- D’ Angostino da dua ra két luan khang insulin dugc phan 4nh qua chi sé vong
bung/vong mong va ting néng do Insulin lic d6i 1a mot YTNC manh trong NMN (D’
Angostino 1996).

- Shinozaki nghién ctru vai trd cua khdng insulin trong mbi lién quan véi ting
Insulin mau bi trir & bénh nhan nhdi méu ndo, nghién ciru di phét hién c6 tinh trang ting
nong do glucose mau c6 ¥ nghia théng k& & nhém NMN do tic mach so véi nhém chiing
va nhém NMN do 1ap mach ngudn gdc tir tim, diéu nay ching to c6 su hién dién cia sy
khang insulin & nhitng bénh nhdn NMN do tic mach. Nghién ciru di di dén két luan
khang insulin ¢ lién quan véi ting insulin mau bu trir va ting lipid mau, c6 thé 12 mot
yéu to bénh sinh quan trong trong viéc hinh thanh NMN do tic mach (Shinozaki 1996).

- Chuong trinh nghi€n ciru bénh tim ¢ Honolulu (The Honolulu Heart program)
cho thay khéng insulin c6 thé thiic day cdc YTNC tim mach khdc va 1a ddu 4n cua tinh
trang xo vita dong mach va huyét khbi dong mach (Burchfiel 1998).

- Kernan va nhém nghién ctru da dat van dé khang insulin ciing thuong gap o
nhitng ngudi khong mic bénh DTD, vay thi khang insulin c6 phai 1a mot yéu t6 nguy
co quan trong trong TBMMN hay khong? Két luan cho thdy khang insulin c6 thé 1a
mot yéu t6 nguy co ndi bat trong TBMMN. Nhitng thuéc méi lam giam khang insulin
va ¢ thé déng mot vai trd trong phong ngira TBMMN (Kernan 2002).

- Du X.P. va ¢5.(2000) nghién ctru mdi lién quan giita khang insulin v nhém
cic YTNC cta bénh TBMMN. Tién hanh dinh luong glucose, lipid, do huyét 4p, t-PA
(tissue type plasminogen activator), PAI-1(plasminogen activator inhibitor-1) méau &
159 bénh nhan TBMMN va 40 ngudi ching. Két qua cho thay trong nhém bénh nhéin
TBMMN c¢6 s6 lugng cdc yéu td nguy co cang cao thi chi sé nhay cam insulin cang
giam (Insulin sensitivity Index - ISI), diéu nay ching té khang insulin c¢6 lién quan ro
v6i nhém cic yéu td nguy co ciia bénh TBMMN.

- Kain K va cs. nghién ctru mdi lién quan giita nhém cdc YINC gdy tic mach
va khang insulin ¢ nhirng bénh nhan nguoi Nam A bi NMN, trong nghién ctru da s
dung chi s6 HOMA (Homeostatis Model Assessment) 14 chi s dai dién cho su khang
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insulin, phan tich 6 yéu td nguy co gay tic mach ¢ 140 bénh nhan nhdi mau nao
(chup ndo cat 16p vi tinh). Két qua cho thdy c6 mot su twong quan rd gitra chi sb
HOMA v6i ty vong bung / vong moéng (r=0,31; p=0,0001), triglycerid (r=0,22;
p=0,03), huyét 4p tdm thu (r=0,21; p= =0,04), t-PA (r=0,22; p=0,04); PAI (r=0,26;
p=0,02), Fibrinogen (r=0,25; p=0,02), yeu t6 VII (r=0,21; p=0 ,06). Nghién ctru cho
thay c6 mot sy mo rong nhom cdc yéu t6 nguy co lién quan chuyén hod va tic mach
v6i khdng insulin, ma din dén 1am tiang tan suat bénh 1y mach mdu ¢ cong dong cu
dan nay (Kain K 2002)[21].

- Rajala va cs. tién hanh nghién ctru dé ddnh gid lién quan giira tinh trang xo vira
dong mach canh véi hoi ching khang insulin, két qua nghién ciu cho thay c6 tuong
quan nghich giita d6 day 16p 4o trong dong mach canh chung va chi s6 QUICKI (r:-
0,158; p=0,027). Gi4 tri trung binh cua chi $b QUICKI la thép hon & bénh nhan dai
duong (0,319 + 0,027) so voi bénh nhén c6 roi loan dung nap glucose (0,334 + 0,022)
hay c6 glucose méu binh thuong (0,335 + 0,022; p=0,002) (Rajala 2002)[26].

Qua nhitng nghién ctru dich té tinh trang kh4ng insulin trén nhém bénh TBMMN,
co ché bénh sinh ciia khdng insulin trong bénh TBMMN di khd 6 ¢6 thé tic dong sinh
xo vita dong mach truc tiép hay gidn tiép qua két chim céc v6i cdc YTNC tim mach
khac ma trong d6 khang insulin déng vai trd trung tim. Mot s nghién ciru dich té khéc
cling da chi ra tin suat khang insulin cao & cong dong cu dan Chau A va 1a YINC méi
mang tinh dic thil cao ctia bénh 1y tim mach bao gdm TBMMN dbi véi cong dong cu
dan nay.

Nhiéu céng trinh nghien cuu da x4c dinh c6 tinh trang khang insulin Va cuong
insulin trong bénh tai b1en mach mdu ndo voi nhimg co ché tic dong truc tiép hoac
gidn tiép qua céc yéu té nguy co khic va gip ndi bat trong thé nhdi mau ndo. C6 mot sb
cong trinh nghién ctru sau:

- D’ Angostino di dua ra két luan KI dugc phan 4nh qua chi s6 vong bung /
vong méng va ting ndng do insulin lic d6i 12 mot YTNC manh trong nhdi mau nio (D’
Angostino 1996).

- Shinozaki nghlen ctru vai trd cua KI trong mdi lién quan véi ting 1nsuhn mau
bir trir & bénh nhan nhdi mau ndo, nghién ctru da phat hién cé tinh trang tang ndéng do
glucose mau c¢6 ¥ nghia théng k& & nhém nhdi mdu ndo do tic mach so véi nhém
chtng va nhém nhoi mau ndo do 14p mach ngudn gde tir tim, diéu nay ching to c6 sy
hién dién ciia khang insulin & nhitng bénh nhan nhdi méu nio do tic mach. Nghién ciru
da di den ket luan KT ¢6 lién quan voi tang insulin mau bu trur va tang lipid mau c6 thé
12 mot yéu td bénh sinh quan trong trong viéc hinh thanh nhdi méu ndo do tic mach
(Shinozaki 1996).

- Chuong trinh nghién ctru bénh tim & Honolulu (The Honolulu Heart program)
cho thay KI c6 thé thiic diy cdc YTNC tim mach khdc va 13 ddu 4n cua tinh trang xo
vira dong mach va huyét khdi dong mach (Burchfiel 1998).

- Kernan va nhém nghién ctru da dat van dé KI ciing thuong gap & nhiing nguoi
khong mic bénh déi thdo duong, vay thi KI c6 phai la mot yéu to nguy co quan trong
trong TBMMN hay khong?. Két luan cho thdy KI c6 thé 1a mot yéu t6 nguy co ndi bat
trong TBMMN. Nhiing thudc méi 1am giam KI va c6 thé déng mot vai trd trong phong
ngua TBMMN (Kernan 2002).
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- Kain va nhém nghién ctru tién hanh nghién ctru trén 80 bénh nhan viing Nam
A bi nhdi méu ndo (duoc chan dodn bang chup ndo cat 16p vi tinh) va 80 ngudi ching.
Két luan cho thiy ndng d6 insulin khong khdc biét ¢6 ¥ nghia trong hai nhém, nhung
KI khac biét co ¥ nghla thdng ké trong hai nhém (p <0,0D). Nghién ciru ciing cho thay
taing ndong d6 mot s6 YTNC khdc trong nhém nhdi mdu ndo nhu glucose méu (p <
0,01), fibrinogen méu (p < 0,02), cholesterol mau (P < 0,0001), yeu 6 Von Willebrand
(p < 0,006), t PA (p < 0,04). Sy thay ddi nong do ctua nhitng YTNC vira néu dugc xéc
dinh cht yéu phu thudc vao nhitng biéu hién ctia hdi ching khang insulin (Kain
2002)[26].

- Zhonghua nghién ctru sy lién quan giita yéu td ting trudng giéng insulin
(IGF1-Insulin like Growth Factor-1) va KI trén bénh nhdn TBMMN cép. Nghién ctru
cho thdy IGF-1 va IGFBP-3 (IGF Binding Protein 3) dong gép vao vai tro sinh ly bénh
trong nhdi mau nio cip va xuat huyét nio cip trong giai doan som. Khang insulin thi
hién dién trong hai nhom bénh vira néu va IGF-1 huyét trong c¢6 thé chiém mot vai trd
quan trong trong KI & bénh nhan TBMMN cap (Zhonghua 2002).

- Du XP, Xia J (2000) nghién ctru mo6i lién quan gitra KI va nhém caic yéu tb
nguy co ctia bénh TBMMN. Tién hanh dinh luong glucose, lipid, huyét 4p, t-PA (tissue
type plasminogen activator), PAI-1(plasminogen activator inhibitor-1) mau ¢ 159 bénh
nhan TBMMN va 40 nguoi ching. Két qua cho thay trong nhom bénh nhan TBMMN
6 86 lwong cac yeu t6 nguy co cang cao thi chi s0 nhay cam insulin cang glam (Insuhn
sensitivity Index-ISI), diéu nay ching to KI ¢6 lién quan 1d v6i nhém cic yéu td nguy
co cua bénh TBMMN.

- Kain K, Catto AJ nghién ctru mbi lién quan giita nhém cic yéu td nguy co gy
tac mach va KI ¢ nhitng bénh nhan nguoi Nam A bi nhdi méu nio, trong nghién ctru da
st dung chi sé HOMA (Homeostatis Model Assessment) 12 chi s6 dai dién cho su KI,
phén tich 6 yeu t6 nguy co gay tdc mach ¢ 140 bénh nhan nhoi mdu néo (chup néo cat
16p vi tinh). Két qua cho thay c6 mot su twong quan rd giira chi s6 HOMA véi ty vong
bung/vong mong (r=0,31; p=0,0001), triglycerid (r=0,22; p=0,03), huyét 4p tdm thu
(r=0,21; p=0,04), t-PA (r=0,22; p=0,04); PAI (=0, 26; p=0,02), fibrinogen (r=0,25;
p=0,02), yeu t6 VII (r=0,21; p=0 ,06). Nghién ctru cho thdy c6 mot sy mo rong nhém
cac yéu t6 nguy co lién quan chuyen hod va tic mach véi KI, ma dan dén lam ting tan
suét bénh ly mach mau ¢ cOng dong dan cu nay (Kain K 2002)[26].

- Kain K, Catto AJ, Grant PJ nghién ctru cho théy khang insulin két chiim ro rét
voi cac yéu tb tiéu soi huyét va déng méu o cong d6ng dan cu Nam A, c6 thé chi phi
tan sudt cao mic bénh mach mau trong cong ddng nay (Kain K 2003) [26].

- Ninomiya JK nghién ctru cho thdy c6 mot su lién quan manh va ben ving cua
hoi chiing chuyén hod c6 khang insulin déng vai trd trung tdm véi tdn sudt mic bénh
nhdi méu co tim va tai bién mach méu ndo (Ninomiya JK 2004).

- Tai Hué Lé Thanh Hai, Hoang Khanh, L& Nhén (2005-2007) nghién ciru nong
d6 cua insulin mdu va glucose mau lic doi va sau 2 gio ap dung nghiém phap dung nap
glucose bang dudng udng trén 82 bénh nhan TBMMN va 74 nguoi chimng, thdy c6 su
hién dién khang insulin & bénh nhan tai bién mach mau nio, nhdi mau nio va chay mau
ndo. Tinh trang khdng insulin & nhdi méu ndo hién dién rd hon so véi chay mau néo
v6i ty 1é khang insulin tinh theo chi s6 HOMA ¢ nhém nhdi mdu ndo (55,56%) cao hon
nhém chimg (25,68%) c6 ¥ nghia thong ké (p < 0,05). Chay mau ndo (43,24%) cao hon
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nhom chung (25,68%), nhung khong c6 y nghia thong k& (p > 0,05). Ty 1¢ khang
insulin thay ddi theo cdc chi sb gian tiép st dung véi nhdi méau ndo tr 33,33% dén
55,56%, chay mau ndo tu 29,73% dén 48,65%. Tuong quan giita khang insulin qua céc
chi so gidn tiép voi cdc yéu td nguy co bénh tim mach trong tai bién mach mau nio.
Chi s6 HOMA, chi s6 QUICKI va mét sb chi s gidn tiép dua vao khao sdt c6 gid tri
trong st dung xédc dinh khang insulin va déu ¢ y nghia nguy co ddi voi bénh tai bién
mach mdu néo va nhdi mau ndo. Chi s6 HOMA c6 ¥ nghia du bdo nguy co cao ddi véi
tai bién mach mdu ndo véi OR=2,89 (p < 0,01) va nhdi mau ndo véi OR=3,61 (p <
0,01). Chi s6 QUICKI c6 y nghia du bdo nguy co vira d6i véi tai bién mach mau ndo
v6i OR=2,49 (p < 0,05) va nhdi mau ndo véi OR=2,68 (p < 0,05). Hai chi s6 HOMA
va QUICKI it ¢6 gid tri du bdo nguy co ddi véi chay mau ndo véi OR=2,21 (p > 0,05)
va OR=2,28 (p > 0,05) [30].

V.KET LUAN

Trong nhitng nam cubi thé ky XX va déu thé ky XXI, tinh trang khang insulin da
dugc nghién ciru va @& cap dén nhu mot van dé thoi su cua nganh noi khoa néi chung
va linh vyc bénh 1y mach mdu néi riéng, mot phan Vi su ph01 hop gitra n6 va nhiéu
bénh 1y pho blen nhat, v mot phan vi sy lién quan giira nhitng bénh 1y nay véi nhau.
Ngoai mot s6 bénh hiém gip ma trong d6 khang insulin déng vai trd trung tim, cé thé
néu ra day nhiing bénh ly c6 lién quan nhan qua vdi khang insulin nhu béo phi, tang
huyét 4p, d4i thao duong, rdi loan lipid mau, bénh mach vanh, tai bién mach mau nio
va thuong phdi hop véi nhau tao thanh mot s6 hoi ching dugc md ta trén 14m sang (hoi
ching X chuyén hod, hoi ching X tim mach, hdi ching khéng insulin...).

Sy hién dién c6 y nghia thong ké cua tinh trang khang insulin trong nhiing bénh
1y lién quan ton thuong mach mau da lam cho né tré thanh mot trong nhiing yéu to
nguy co bénh Iy mach mau hang dau. Tac dong gy bénh tryc tiép hay gian tiép qua két
chiim véi céc yéu td nguy co khéc, tinh trang khang insulin la yéu t6 nguy co mang
tinh thoi sy va quan tim nhiéu hién nay, nhat Ia trong cong ddng cu dan Chau A.
Khang insulin va cudng insulin tao nén nguy co rat cao ciia bénh tai bién mach mau
ndo, dic biét khi c6 su hién dién ctia nhiéu bénh 1y chuyén ho4 phéi hop.
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NHUNG HIEU BIET HIEN NAY VE
PIEU TRI VIEM GAN B MAN

Hoang Trong Thing
Truong Dai hoc Y Duoc Hué

I. DAN NHAP

Khoang 350 dén 400 triéu nguoi trén thé gidi nhiém virus viém gan B bi viém
gan man, day 1a mot van dé 16n trong y té thé giéi. Tan suat nhiém virus Bo My twong
dbi thap hon & cdc nudc khéc, tuy vay ciing c6 dén 1,25 triéu nguoi nhidm virus B man
tinh. Tuy nhién s6 ngudi nhiém man nay ciing chua duoc xdc dinh mot cach ddy da do
¢6 nhidu ngudi nhap cu tir chau A, Trung d6ng va chau Phi. O cdc khu vyc nay ti 18
nhiém HBV 1én dén 5-15% trong dan ching. Mot nghién ctru gan ddy cho thiy ti 18
ngudi Chau A ¢ My nhiém HBV 1én dén 23%.

Nguoi bi viem gan B man bi nhiém virus tr Iiic con nhé thi ¢ dén 25% c6
nguy co chét sém do xo gan hodc ung thu biéu mé té bao gan. Phan tich nhirng cong
trinh nghién ctru dai hoi dugc céng bd gan diy ¢ Pai loan cho thdy xo gan va ung
thu gan gia tang ¢ nhém bénh nhan c6 néng do HBV-DNA cao. Nhitng dir kién nay
ho tro cho gia thuyét cho rang diéu tri dé 1am giam mat do6 HBV-DNA xuong muc
thap hoic khong con phat hi¢n trong huyét tuong gitip lam giam céc bién chung
nay. That vay diéu tri 1au dai véi lamivudine da 1am giam dién tién cua bénh va lam
ha ti 1¢ ung thu gan ¢ ca 3 pha cua nhiém viém gan B man: dung nap mién dich,
thanh Ioc mién dich (hoat dong mién dich), va khong hoat dong. Dung nap mién
dich xuét hién & nhitng ngudi nhiém bénh tir khi con tré, mang dic diém 1a viém
gan b v6i HBeAg(+), HBV-DNA trong mau cao >10° copies/mL, men gan ludn ludn
binh thuong. Pha dung nap mién dich duoc tiép ndi boi pha thanh loc mién dich
cling con duoc goi 1a “viém gan B man” véi men gan ting cao, ndng d6 HBV-DNA
cao va sinh thiét ¢6 hinh anh viém gan man. Pha 3 1 tinh trang mang HBsAg khong
hoat dong, dugc ddnh diu boi su thanh thai HBeAg va xuat hién khdng thé khing
HBe, con goi 1a chuyén huyét thanh HBe va mang dic diém 12 ndng d6 HBV-DNA
< 10* copies/mL, ALT tré lai mirc binh thudng, sinh thiét gan cho thay hoat dong
viém t4i thiéu. Tuy nhién mot vai bénh nhan c6 dot bién virus trong pha thanh thai
mién dich 1a khong san xuét hodc san xuidt HBeAg va tiép tuc nhén 1én cia virus ¢
ndng d6 cao. Piéu nay giy ra nhiém HBV man va HBeAg(-), va phdi hop véi tén
thuong gan nang hon 1a HBeAg(+).

II. MUC PICH CUA PIEU TRI

Puyoc chia thanh ngan han va dai han. Muc dich dau tién trong diéu tri ngén han
1a e ché su nhén 1&n cua virus. Nong d6 ciia HBV-DNA 1a chi diém dang tin nhat vé
bénh tat vé nguy co giy ung thu gan, X0 gan va tir vong do gan c6 lién quan dén nong
d6 HBV-DNA va dép ung véi liéu diéu tri. Trong nghién ctru REVEAL cho thy tan
suat ung thu gan 1a 108/100.000 nguoi mdi nim d6i véi ngudi c6 ndn do co ban HBV-
DNA < 300 copies/mL va 1én dén 1.152/100.000 dbi v&i nhirng ngudi cé nong do
HBV-DNA > 1 triéu copies/mL. Su phéi hop nay rat ¢6 ¥ nghia bat luan dén tinh trang
HBeAg, hoat d0 men ALT va sy ¢c6 mat hay khdng cua xo gan.
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Mbt muc tiéu khéc cua diéu tri ngén han 13 l[am giam ton thuong viém hoai tir
cho gan, dd dwoc chimg minh béi sy tré lai binh thudng ciia men ALT huyét thanh va
su cai thién vé md bénh hoc cua gan. O bénh nhan c6 HBeAg-(+), muc dich xa hon cta
diéu tri 1a gdy ra mot su chuyén huyét thanh. Sy bién mat ciia khdng nguyén bé mait
virus B (HBsAg), chimng to su loai bo tinh trang nhiém tring man virus B, 1a diéu duoc
mong udc nhat, nhung hiém khi dat dugc diéu nay.

Vé lau dai, muc dich cua diéu tri 12 1am giam tr vong do 1am ngin ngira hoic
lam cham lainhiing hau qua ning né ctia bénh d6 1a xo gan, bénh 1y gan mat bi, ung
thu gan va nhu cau cia tinh trang ghép gan.

III. SO PO CHI PINH PIEU TRI

VG B man

|

T HBV DNA T HBV DNA { HBV DNA
T ALT ALT binh thuong JALT

i l i

Diéu tri Sinh thiét gan Khong diéu tri

.

Tén thuong md hoc Tén thuong md hoc
nang/trung binh nhe hay khong c6

A 4 \ 4
biéu tri Khong diéu tri

IV. PIEU TRI KHANG VIRUS TRONG VIEM GAN B MAN

Muc dich ctia diéu tri viém gan B man 1a 1am giam thiéu HBV-DNA trong huyét
thanh dén murc thip khong con duoc phat hién va ngin ngira dién tién dua dén xo gan,
suy gan, va ung thu gan. Bénh nhan nhiém HBV man va c6 hoat d6 men ALT binh
thudng 1a dang dung nap mién dich hodc mang siéu vi khong hoat dong thi khong cin
diéu tri. Nguoc lai bénh nhan véi néng do ALT cao, néng do HBV-DNA cao va co
tinh trang viém hoai tur té bao gan thi can phai duoc diéu tri.Hién nay FDA chép thuan
5 thuéc dé diéu tri viéem gan man virus B; Interferon alfa-2b (1992), lamivudine
(1998), adefovir dipivoxil (2002), va entecavir (2005) va peginterferon alfa-2a (thdng
5/2005). Tuy nhién, trén thyc té 1am sang, interferon alfa-2b di dugc thay thé bang
peginterferon alfa-2a béi vi sy cai thién vé phuong dién duogc dong hoc cua
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peginterferon c¢6 nhiéu thudn loi hon, va lamivudine bi han ché do bi d& khang (70%
sau 4 nam), diéu nay da lam giam sy lya chon va hi¢u qua cua vi¢c Iya chon thuoc
uong. Vi vay Adefovir, Entecavir va peginterferon 1a nhitng thuoc uu tién dugc chon

lya trong nam 2006.

Bing 1: Mot s6 dinh nghia vé khdng thuc

Bung phat Tang nong 46 HBV-DNA > 1 log so véi ltic thap nhat ctia dép tng
virus véi diéu tri

Hoi phuc Tang nong do6 HBV-DNA trong huyét thanh dén 2.000.000U1/ml
virus hodc trén mire diéu trj sau khi c6 dap ung véi diéu tri

Bung phat Tang ALT qué gidi han trén cua ngudng binh thuong sau khi da
sinh hoa binh thudng hdo trong qud trinh diéu trj

Khang thuéc | Phdt hién céc dot bién in vitro khéng véi céc nucleoside /nucleotide
kiéu gen

Khang thudc | C6 bang chimng in vitro dot bién giam nhay cam voéi cic

kiéu hinh nucleoside/nucleotide

That bai diéu | Khong giam HBV DNA qu4 1 log sau 6 thang diéu tri

tri tién phat

Khang chéo | Dot bién khang qud 1 thudc trén in vitro

V. PHUONG TIEN PIEU TRI
5.1. Adefovir Dipivoxil

T chitc FDA ctia Hoa ky dé chap thuan adefovir vao diéu tri tir nam 2002 trén
co s& nhimg két qua ctia nhitng thir nghiém cho thay tinh an toan va hiéu qua ctia né
sau 1 nim diéu tri v6i liéu 10mg/ngay so véi gia dugc & bénh nhan viém gan B man
v6i HBeAg(+) va ca HBeAg(). Nhiéu nghién ctru cho thay tinh an toan va hiéu qua cia
adefovir sau 4-5 nam diéu tri. Hadziyannis va cong sy da nghién cuu vé& mit virus hoc,
hod sinh va mo6 bénh hoc cua adefovir sau 4-5 nam tri li€u, da khéng dinh tinh an toan,
va dung nap cia thuéc va ca vige danh gia ti 1¢ khdng thudc. Két qua cho thiy rang ¢
su gia ting cai thién vé xo gan, 0 55% bénh nhan diéu tri 4 nam va 71% ¢ bénh nhan
diéu tri sau 5 nam da cho thay cai thién > 1 diém cia thang diém vé xo cua Ishak. Phan
16n bénh nhan binh thudng hod men gan va lam gidm maét do virus < 1.000 copiess/mL
va 5% mat HBsAg. Chi c¢6 vai trudng hop c6 tic dung phu, v6i 3% truong hop cé gia
tang creatinine >0,5mg/dL (tdi da 1a ting 0,8mg/dL va tri s6 tdi da 1a 1,5mg/dL).

Virus B khdng thudc 13 ¢6 thé xdy ra véi tat ca cdc analogue cua nucleotide va
mot nghién ciru ciia Borroto-Esoda va cong su dd danh gid ti 16 dot bién dé khang men
sao chép nguoc & vi tri A181V/T va N236T & bénh nhan viém gan man B c6 HBeAg(-)
sau 5 nam diéu tri voi adefovir gia tang la: 0%, 3%, 11%, 18% va 29% sau 1, 2, 3, 4,
va 5 nam diéu tri va dot bién & vi trf N236T 1a thuong gip nhat. Trong khi ti 18 tich lu§
d6t bién gen cta adefovir kem v6i bung phét cta virus (> 1log copies /mL) 12 16% va
tan suat tich luy dé khdng vé mit gen cong véi virus va hay 1a ting men ALT 1a 11%.
Bénh nhan dé khang vai adefovir da dugc phéi hop v6i lamivudine thi dat dugc sy
giam HBV-DNA 2-6 log copiess/mL.

Chang va cOng su da dé cap dén mot van dé thuc té vé thoi gian kéo dai cua
chuyén d6i huyét thanh HBeAg sau diéu tri & bénh nhin viém gan man virus B ¢6
HBeAg(+) diéu tri voi adefovir. Trong s6 45 bénh nhin cé chuyén ddi huyét thanh
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HBeAg sang anti HBeAg khi diéu trj adefovir liéu 10mg/ngay, thi chuyén huyét thanh
duy tri 6 41 BN (91%) trong thoi gian diéu trj c6 theo doi trung binh la 3 nam. Bon
bénh nhan (9%) chuyén sang HBeAg(+) trong vong 16 tuan sau khi ngung thudc va
nhitng bénh nhén nay c6 thoi gian diéu tri adefovir sau chuyén doi huyét thanh ngan
hon bénh nhan c¢6 chuyén huyét thanh c6 thé dai hon.

Mot bdo cdo khic quan trong hon cho thdy rang phdi hop adefovir va
lamivudine trudc va sau khi ghép gan 3 ngin ngira tai nhiém & bénh nhan ghép gan &
bénh nhan viém gan man B dé khang vé6i lamivudine. Trong nghién ctru nay 57 bénh
nhan viém gan man B dé khéng v6i lamivudine duoc diéu tri véi adefovir va dugc tiép
tuc thém trung binh 36 tan sau ghép gan, trén 80% bénh nhin khong bao gid tim thiy
HBV-DNA va 93% khong bao gio phat hién duoc HBsAg(+). Két qua c6 loi nay duoc
duy trf cho du c¢6 sir dung globulin miém dich virus B (HBIG) hay khong. Sy str dung
adefovir néi chung 1a dugc dung nap tt, chi c6 7% bénh nhan phai ngung thudc do tic
dung phu va tan suét tich luy ciia khang thudc 14 0%, 2%, va 2% sau 48, 96 va 144 tuan
dicu tri.

5.2. Entecavir

O My entecavir da dugc phép dua vao diéu tri HBV tir thang 3/2005 duya trén
thuc nghiém 1am sang cho thdy an toan va hiéu qua hon lamivudine, liéu ding l1a
0 Smg/ngay trong vong 1 nam cho ca bénh nhan HBsAg(+) va HBsAg(-), cdi thién
dang ké vé md bénh hoc, ndng 46 HBV DNA < 300copies/mL, binh thuong hoa men
ALT. Tuy nhién khong c6 su khac biét trong viéc bién mat HBeAg (22% so v6i 20%),
cling nhu sy chuyén huyét thanh cia HBeAg (21% so v6i 18%) so voi lamivudine, sau
1 nam diéu tri & bénh nhan viém gan man HBeAg(+). Sau 48 tuan diéu tri chua héy co
su dé khdng ddng tin cdy entecavir.

Hai bdo cdo trong HN gan mat chau Au cing cho thay chua bi dé khdng sau
96 tuan diéu tri. Trong NC ddng tin cdy ¢ bénh nhan viém gan B ¢6 HBeAg(-), 85%
bénh nhan diéu tri v4i entecavir va 78% diéu tri bang lamivudine da c6 HBV DNA
< 0,7mEq/mL va ALT < 1,25 trj s6 binh thu’ong va ngung diéu tri; khong dap tng
v6i HBV DNA > 0,7 mEg/mL vao cudi tuan 1& 48 ciing ngung diéu tri. Shouval va
cong su da nghién ctru nhitng bénh nhan ¢ on lai (26 nguoi dung entecavir, 28 nguoi
lamivudine) nhitng ngudi chi ¢6 ddp Gng virus va hoan tit diéu tri vio nam thir 2.
Vé6i nhitng bénh nhan nay 96% la diéu tri bang entecavir va 64% diéu tri bang
lamivudine c6 nong 46 HBV DNA < 300copies/mL, 14 94% cho entecavir va 77%
cho lamivudine.

Ciing can biét rang d¢ khdng v6i lamivudine 1am gidm su nhay cam véi
entecavir dén 8 tan, va su bung day cua virus do dé khéng véi entecavir doi hoi sy hién
dién c6 san ctia lamivudine cong thém véi sy thay ddi & vi tri T184, S202 va hay M250
cia men sao chép ngugc co thé chon loc boi lamivudine. Colono va cong sy da dua ra
nhing dir kién cho thay rang khong c6 bang ching vé dé khang entecavir vao tuan le
96 & bénh nhan khong c6 diéu trj véi lamivudine. Trong NC nay Colono da chon ngau
nhién nhitng bénh nhan (81% bénh nhén), tat ca bénh nhén c6 bdng phat virus, va tit ca
nhirg bénh nhan khong giam luong virus xudng dudi 300copies/mL dugc x4c dinh
genotype. Pa xdc dinh 1a khong c6 dé khang entecavir lién quan dén su trc ché nhanh
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va bén vimng su nhan 1én cua virus, ndng dd cao cua entecavir trong ndi bao, va cin
nhiéu su thay thé dé dat duoc néng do khdng entecavir cé y nghia.
5.3. Telbivudine

Két qua nim dau trong diéu tri 2 ndm nghién ctru GLOBE véi Telbivudine so
v6i lamivudine trong diéu tri viém gan man B trén 1367 bénh nhan véi liéu
Telbivudine 600mg/ngdy hodic Lamivudine 100mg/ngdy. Sau 1 nim cho thiy
Telbivudine 1am giam noéng do HBV DNA cao hon c6 § nghia 60% so véi 40% &
nhém bénh nhan HBeAg(+) va 88% so v6i 71% ¢ nhém HBeAg(-). Ngoai ra it Xuét
hién khéng Telbividine hon Lamivudine 3% so v&i 8% ¢ bénh nhan HBeAg(+) va 2%
s0 v6i 7% & bénh nhan HBeAg(-) sau 1 nam diéu tri. Trong mot NC phan tich cia
GLOBE, di ching minh ring (rc ché HBV som tbi da 12 tién dodn cho hiéu qua tbi uu
virus trén l1dm sang.

Games va cs dd bdo cdo tinh an toan va hiéu qua vao tuan 1& 52 va 76 cua
Telbivudine ¢ bénh nhan viém gan B man c6 HBeAg(+). Vio tuan 1& 76 sy giam trung
binh cua log;o HBV DNA 1a 6,6 so v6i 5,2 va ti 1€ bénh nhan ¢c6 HBV DNA am tinh la
69% s0 v&i 41%. Thém vao d6, ti 1¢ mat HBeAg cua Telbivudine ciing 16n hon (40%
S0 vO1 26%), chua c6 dé khang vao tuan 12 76.

5.4. Tenofoviir

Hai thir nghiém c6 kiém sodt cho thdy tenofovir hiéu qua hon adefovir trong
diéu tri bénh nhan HBV c6 HBeAg(+) va ca HBeAg(-). Trong 1 nghién ctiu 266 bénh
nhan HBeAg(+), két qua HBV DNA khong con phat hién sau 1 nam diéu tri 1a 74% so
v6i 12%, mat HBsAg 12 3%. Khong c6 trudng hop nao dé khang voi tenofovir. O
nhém bénh nhan HBeAg(-) c6 375 bénh nhan thi két qua khong con phat hien HBV
DNA 12 93% so v6i 63%. Khong c6 trudng hop nao dé khang. Céc bénh nhan niy s&
dugc theo doi trong 5 nam dé ddnh gid hiéu qua va khang thudc.

5.5. Clevudine

La mot thude khdng virus manh dudng nhu ¢6 kha nang ddp tng bén viing virus
sau khi ngung thudc. Kha niang khang virus bén virng sau khi ngung clavudine c6 thé
lién quan dén kha ning tic dung cua clavudine trén cccDNA. Can c6 thém nhiing
nghién cru dé ddnh gid hiéu qua lau dai cua clavudine ciing nhu tan suit dé khang
thudc nay.

5.6. Peginterferon ALFA-2A

FDA ciia My cho phép peginterferon alfa 2a diéu tri viém gan B man dya trén
co s nhitng thir nghiém vé an toan va hiéu qua véi lidu 180mcg/tuan, ding don doc
hay phdi hop véi lamivudine 100mg/ngay trong vong 1 nim & bénh nhan HBV c6
HBeAg(+) va HBeAg(-).Trong bdo cdo tai HN Chau Au vé viém gan 2006, Cooksley
va cong su phdn tich cip d6i trudc diéu tri va 24 tuan sau diéu tri c¢6 sinh thiét & 207
bénh nhan HBeAg(+) va 143 bénh nhian HBeAg(-) vdéi liéu interferon alfa-2a
180mcg/tuan. Trong s6 bénh nhan HBeAg(-), 33% cai thién duoc tinh trang xo (giam >
1 diém trong chi s6 x0) va 33% khong thay ddi. Ti cai thién hodc 6n dinh xo cao hon
co ¥ nghia voi ddp tng bén virng huyét thanh va siéu vi sau 72 tuan.

VI. KHI NAO PIEU TRI?
bicu tri dugc chi dinh & bénh nhan & vao thoi ky thanh thai va tdi hoat dong vi
du ¢ bénh nhan c¢6 nong 4o HBV DNA huyét thanh cao, men gan cao va hay la ¢ tinh
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trang viém hoai tir trén sinh thiét gan, va & bénh nhan dugc dy dodn c6 co may ddp ung
t6t voi diéu tri. Trén thuc té thi sinh thiét gan khong dugc lam thudng xuyén nhung né
¢6 ich & bénh nhan chua c6 chi dinh diéu tri ¢y du nhu 12 dang ¢6 chan dodn phan biét
gitra nguoi mang si€u vi khong hoat dong hodc viem gan B man véi HBeAg am tinh
hodc dé xdc dinh bénh gan c6 nhiéu khong ¢ ngudi gia voi men gan binh thuong.

Muc dich ddu tién cia diéu tri viém gan man B vé lau dai 1a Iam giam HBV
DNA trong huyet thanh, diéu nay s& lam giam dién tién dua dén X0 gan va ung thu gan,
can cr vao két qua ctia nhiéu nghién ctru ¢ Dai loan cho thay rang ndng d6 nén cia
HBV DNA > 10*copies/L thi két hop v6i hau qua cta cdc bién ching xo gan va ung
thu gan cao hon trong 10 ndm téi. Hon nita & bénh nhan bi gan xo ndng hodc bi xo
gan thi viéc str dung lamivudine > 3 ndm s& lam giam tinh trang mat bl va giam tan
suat K gan.

Bing 2: Hudng dan diéu tri cho bénh nhan HBeAg(+)

HBeAg 1})11]\31}; ALT Chién lwgc didu tr

Khong diéu tri

Theo ddi moi 6-12 thang

Xem xét diéu trj khi c6 ton thuong md hoc gan cho
dii nhan 1én virus thap

(+) <20.000 | BT

Diéu tri thi chuyén huyét thanh HBeAg thap

Bénh nhan tré thuong dung nap mién dich

Xem xét sinh thiét, dic biét > 35-40 tudi; didu tri néu
c6 thuong tén,

trong truong hop khong sinh thiét theo doi sy gia ting
cua ALT

(+) >20.000 | BT | Néu diéu tri thi nén diing entecavir, adefovir, Pegint.
alfa-2a, telbivudine c6

thé cho ndng 46 HBV DNA khong phit hién duoc
sau 24 tuan diéu trj.

Vi bénh nhan diéu tri, tiép tuc thém 6-12 thing sau
khi chuyén huyét

thanh HBeAg va HBV DNA (-)

Entecavir, adefovir, hoac pegint alfa-2a dugc uu tién
chon, telbivudine c6 the cho phép khong phét hién
HBYV DNA sau 24 tuan diéu tri.

(+) >20.000 | Cao | Néu HBV DNA cao, entecavir, adefovir hoac
telbivudine dugc chudng hon pegint alfa-2a.

Vi bénh nhan dugc diéu tri, tiép tuc thém 6-12 thang
sau khi chuyén huyét thanh va HBV DNA (-)




HOI NGHI TIM MACH MIEN TRUNG MG RONG LAN THU V 79

Theo FDA thi thubc duoc chép nhan hién nay la interferon alfa-2b, interferon
alfa-2a, va cac thudc uéng déng van cua nucleoside/nucleotide nhu lamivudine,
adefovir dipivoxil, entecavir, va telbivudine la dugc su dung trong nam 2008.

MBJi loai thudc nay déu c6 nhirng tién loi va bét loi. Van dé xét dén trong diéu
tri la: hi€u qua, tinh an toan, sy khéng thuéc, cich thuc st dung, va gia thanh.
Peginterferon alfa-2a c6 1¢i diém 1a c6 thoi gian diéu tri duoc xdc dinh 1 nam, cé
chuyén d6i huyét thanh HBeAg cao hon, khong bj dé khang, va duong nhu c6 chuyén
d6i huyét thanh HBsAg cao hon. Piéu bt 1oi 1a phai dung bang duong tiém, thuong c6
tac dung phy nhu: triéu ching nhu cam cim, tram cam hodc ich thich, giam té bao
mdu. Can phai theo dai ki hon va chong chi dinh trong bénh gan ndng, gid thanh cao.
Cén dinh genotype dé giup cho viée diéu tri bang interferon alfa 2a c¢6 hiéu qua cao &
genotype A va thap nhat & genotype D. Cac thudc nucleoside/nucleotide c6 loi diém 1a
ding duong udng, dung nap tot, van ding duoc khi gan bi néng, kha nang lam giam
HBV DNA cao. Nhiing lgi diém nay cta thudc can dugc dung 1au dai va gy ra khang
thude. Cac thube c6 tic dung manh va it dé khang 12 thuong dugc sir dung cho nhiing
bénh nhan khdng thudc[7,8,16]. Thudc duoc uwu chudng trong diéu tri 2008 la
pginterferon alfa-2a, entecavir, tenofovir va telbivudine gitip cho nong ¢ HBV DNA
khong phat hién dugc sau 24 tuan diéu tri, diéu nay dy bdo cho ti 1¢ dé khang cac thube
nay 1a rat thip sau 2 nim diéu tri, Interferon alfa-2b it con dugc ding do bat tién va
lamivudine thi do sy dé khdng thudc ctia né nhiéu hon 1a entecavir va telbivudine. Gan
day tenofovir cho thdy tot hon adefovir va s& thay thé cho adefovir trong diéu tri dau
tay trong nam 2008.

Bing 3: Hudng dan diéu tri cho bénh nhan HBeAg(-)

HBeAg 1})11]\31X ALT Chién lwgc didu tri

Khong diéu tri, phan 16n 12 ngudi mang HBsAg khong
hoat dong

(-) <2000 | BT | Theo doi 6-12 thang

biéu tri cho bénh nhan co t6n thuong mo hoc du sy nhan
1én virus thap

Sinh thiét gan, néu ton thuong. Néu khong c6 sinh thiét thi
theo ddi su gia tang men ALT
Neéu diéu tri, thi cl}on entecavir, adefovir, pegint,alfa-2a.
) Ny BT | Telbivudine c6 thé lam HBV DNA khong phat hién dugc

2.000 PN

sau 24 tuan diéu tri. ’

Vi bénh nhén diéu tri, néu liéu trinh 1 ndm thi pegint
alfa-2a, néu diéu tri 1au dai thi dung thudc uong
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Entecavir, adefovir hodc pegint. alfa-2a dugc ua chon,
telbivudine c6 thé 1am HBV DNA khong con phat hién
duoc sau 24 thang diéu tri.

Déi voi bénh nhan duoc diéu tri liéu phap peginterferon 1a
1 nam.

Diéu tri lau dai thi can ding thudc ubng

) > Tang

Trong s6 bénh nhin viém gan man B v&i HBeAg(+) va gan con bl v6i ndng do
HBV DNA >20.000IU/ml kém v6i ALT cao hon tri binh thudng va/hay 1a sinh thiét
gan c6 thuong ton thi c6 chi dinh diéu tri. Pdi voi bénh nhan HBeAg(-) va gan con bu,
noéng d6 HBV DNA thap véi ngudng HBV DNA >2.000IU/ml ciing v6i ALT ting cao
va /hay 12 sinh thiét gan c6 t6n thuong dang ké thi c¢6 chi dinh diéu tri.

DPbi v6i bénh nhdn xo gan con b, ngudng huyét thanh HBV DNA la
>2.0001U/ml 1a du dé diéu tri, bat luan HBeAg va ALT thé nao cho dit ALT cao nhu
trong ban sau. V&i bénh nhan viém gan man B va xo gan mat bii, néng do HBV DNA>
200IU/ml 1 du dé bat dau diéu tri bang thudc udng ciing nhu ding ki cho viéc ghép
gan. Khuynh hudng hién nay 1a diéu trj cho bénh nhan xo gan con b hay mét bt phoi
hop véi viée phat hién ndng do cia HBV DNA bét luan ¢ mirc do ndo. Cic thudc udng
dugc wa chuong hon khi bi xo gan con interferon thi chong chi dinh twong d6i hay
tuyét ddi ¢ ddi twong nay. Ciing c6 khuynh huéng phdi hop giita cic nucleoside va
nucleotide & bénh nhdn xo gan ciing nhu & bénh nhin dong nhiém HBV va HIV va
bénh nhan ghép gan sau nhiém HBV.

KHUYEN CAO PIEU TRI HBeAg(+) HOAC (-) O BENH NHAN XO GAN

Bing 4: Hudng dan diéu tri ¢ bénh nhan xo gan

Tinh trang | HBV DNA | XO chién lwot diéu tri

HBeAg GAN
(+) hodc(-) | <2.000 Con bt | C6 thé diéu tri, hodc theo doi
Nén chon Entecavir hoac Adefovir
(+) hoac (-) |>2.000 Conbl | Lwa chon dau tién 1a  Entecavir hodc

Adefovir

Nén diéu tri 1au dai va diéu tri phdi hop
(+) hodc (-) | < 200IU/ml | M4t bt | Nén phdi hop diéu tri

hoac Cén diéu trj kéo dai.

> 200U1/ml

Cho ghép gan

Cubi ciing & bénh nhan can ho4 tri ung thu hoic diéu tri bang khang TNF alfa
ma c6 HBsAg thi cho du 1a ngudi mang virus khong hoat dong hodc viém gan B man
thi nén diéu tri bang thudc udng dé dé phong t4i hoat dong cua virus B. Thudc khang
virus nén cho ngay trudc va 6-12 thang sau ngung hod tri liéu hodc thuc khang TNF
alfa, hodc nén diéu trj 1au dai néu bénh nhan du tiéu chuén cia diéu tri viém gan man.
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VII. KHI NAO NGUNG PIEU TRI

Bénh nhan nén duoc theo di it nhat mdi 3-6 thang trong khi diéu tri bang thudc
ubng va day hon khi diéu tri bang interferonalfa-2a vi tdc dung phy nhiéu hon va it
dung nap thudc hon. Bénh nhan diéu tri bang peginterferon alfa-2a thi c6 thodi gian ¢
han 13 1 nim, nhung ciing c6 thé ngan hon, chi c6 chua diy 5% bénh nhan phai rit
ngan diéu tri do khong dung nap dugc.

Ngimg diéu tri d6i v6i bénh nhan viém gan man B c6 HBeAg(+) 1 khi chuyén
huyét thanh HBeAg phdi hop voi nong d6 HBV DNA thip hodc khong phét hién duoc.
Dua trén kinh nghiém véi lamivudine cho thiy rang ti 1& tai phat thap khi tiép tuc diéu tri
thém 6-12 thang cua diém dimg nay, thuc té nay ciing 4p dung cho nhimng thudc udng
khac. Mot s6 huéng dan cho rang voi bénh nhan xo gan thi diéu tri dai han véi thudce
ubng cho dir khi chuyén huyét thanh HBeAg da dat dugc dé trdnh nguy co tai phét. Do
bénh nhan viém gan man HBeAg(-) su tai phat 1 nam sau ngung diéu tri 1a khong thay
d6i, cho dit khi ma HBV DNA khong con phat hién , huong dan hién nay 12 dleu tri dai
han. Cho du nhitng nghién ctru gan day cho thay ring tan sudt tai phét 1a thip néu ngimg
diéu tri bang lamivudine hodc adefovir sau nhiéu niam khi HBV DNA khong con phat
hién nira. Khuyén cdo hién nay vé viém gan B véi HBeAg(-) 1a diéu trj dai han.

VIII. KHI NAO THAY POI LIEU TRINH

Thoi gian thich hop dé thay doi diéu tri hodc phdi hop thude 1a khi diéu tri that
bai hodc dap trng khong du. Dinh nghia cta thét bai diéu tri tién phat 1a khi HBV DNA
huyet thanh giam < 1 log;, IU/ml sau 12 tuan diéu tri, trong khi d6 ddp tng khong du
vé mat virus dugc dinh nghia la khi HBV DNA huyet thanh > 2.000IU vio tuan 24 cua
diéu tri. Budc dau tién cta viéc ddnh gid kha nang thét bai ban dau trong diéu tri 12 loai
b6 nhitng bénh nhan khong tuin thu diéu tri. Néu bénh nhan uéng thudc déu dan ma
van bi nhu trén thi goi 12 that bai tién phat va phai thay d6i sang thuéc manh hon hoic
phéi hop thudc.

O bénh nhén c6 ddp ung virus khong du 1a thuong gép trong viéc thay doi didu
tri hon va phat d6 diéu tri cho nhitng bénh nhan nay gin day cing da dugc dua ra.
Bénh nhan phai dugc chuyén sang thuéc manh hon va khong cé dé khang chéo voi
thube da dung hodc thém mat thu6c méi. bénh nhan chi dat duoc dap tng virus mat
phan sau 24 tuan diéu tri (HBV DNA huyét thanh nim trong khoang >60IU va <
2.000IU) ciing can thay dbi phat d6 diéu tri, mot sé nguoi can thém thude thir 2 khong
c6 dé khang chéo véi thude thir nhat. Tuy nhién néu bénh nhan duoc diéu tri voi thude
it d& khang nhu 1a entecavir, thi ciing c6 thé diéu tri kéo dai trén 48 tuan. Trong tinh
huéng nay bénh nhan nén dugc dinh lugng HBV DNA mdi 3-6 thiang. Mot sd thudce
nhu adefovir ciing ¢6 tdc dung khang virus cham. O nhitng bénh nhin nay nén xét
nghiém HBV DNA huyét thanh mdi 3 thdng va d4nh gid sau 48 tuan diéu tri, néu vao
thoi diém nay ma dép Gng virus chi mot phan hodc khong du thi phai d6i diéu tri.

Bénh nhan viém gan B man c6 ddp tng khong du sau 24 tuan khi diéu tri voi
nhitng thudc c6 nguy co khang nhu telbivudine thi can chuyén sang thudc khac hiéu
qua hon, hodc 12 ding thém mot thude thir 2 khong c6 dé khang chéo véi thude dau.
Bénh nhan nén dugc theo ddi mdi 3 thang cho dén 48 thang. Néu HBV DNA huyét
thanh khong phét hién dugc sau 48 tuan thi xét nghiém HBV DNA mdi 6 thang. Tuy
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nhién ¢ bénh nhan ning thi tiép tuc theo déi mdi 3 thang bat luan dap ung véi diéu tri
nhu thé nao.

Mot thoi diém thich hop khic dé thay ddi diéu trj bang cich chuyén hoic thém
thudc 12 khi xuat hién virus khang thudc. Diéu tri véi adefovir & bénh nhan HBeAg(-)
thi sau 5 nim 12 29% khang thudc. Entecavir thi ti 1& khdng thuée tich luy thap sau 4
nam diéu tri 12 < 4%. Dé khang véi telbivudine thi & mirc trung gian sau 2 nim diéu tri
la: 25% voi HBeAg(+) va 11% voi HBeAg(-). Thu nghlem voi telbivudine cho thay
rang ti 1& Grc ché virus & tudn 24 cao hon, két qua t6t hon sau 1 va 2 nim diéu tri vé
phuong dién HBN DNA khong con duge phat hién, chuyén huyét thanh, men gan trd
vé binh thuong, va ti 16 HBV khdng thudc. Nguyén tic chung cua khuyén cdo duoc
phét hoa trén bang sau:

IX. NANG LUC PIEU TRI VIEM GAN B KHANG THUOC

Bing 5: Hudng dan diéu tri khi khdng thuéc

Pé khang lamivudine | Tiép tuc lamivudine va thém adefovir hodc tenofovir
Chuyén sang emtricitabine/ tenofovir

Dé khang adefovir Tiép tuc adefovir va thém lamivudine hoic telbivudine

Chuyén qua hodc thém entecavir (néu khéng c6 khéng
lamivudine trudc day)

Chuyén qua emtricitabine/tenofovir

Pé khéang entecavir | Chuyén qua hoic thém adefovir hodc tenofovir
Chuyén qua emtricitabine/tenofovir

Pé khang telbivudine | Tiép tuc telbivudine va thém adefovir hodc tenofovir
Chuyén qua emtricitabine /tenofovir

X. KET LUAN

Diéu tri viém gan man virus B da c6 nhiéu tién bd trong vong 10 nam nay ké tir khi
lamivudine duoc chip thuan nhu 13 thudc ubng dau tién vio nim1998. Vién canh trong
tuong lai dé cai thién viéc diéu tri la rat sing stia va s& cho ra doi nhiéu thudc mdéi ciing
nhu céch tiép can van dé ngay cang t6t hon trong van dé tri liéu diéu nay sé& gitip 1am giam
su d& khang thubc cing nhu t6i uu hod cdc két qua dat dugc. Diéu trj viém gan man B
trong tuong lai ¢6 thé can phai phdi hop nhiéu thude. Ly tudng 1a cic thude phdi hop tot
can ¢6 nhitng tinh chit sau: Ching phai khdc nhau & vi tri tic dong trén sy nhén 1én cia
HBV DNA, thudc phai an toan, thudc phai c6 tac dung ddp Ung virus bén virng va c6 thoi
gian diéu tri c¢6 han. That vay chi c¢6 su phdi hop peginterferon alfa 2a voi lamivudine cho
thay c6 hiéu qua khang virus hon han so véi don tri liéu. Sy két hop peginterferon alfa 2a
voi mot thude dong dang tdc dung manh hon nhu entecavir, telbivudine, tenofovir hodc
clavudine can duoc nghién ciru thém. Sy phdi hop hiéu qua hon cting véi nhitng hiéu biét
vé co ché khang thudc 12 nhing thach thic 16n dé cai thién hiéu qua diéu tri va gitp lam
giam ganh nang cua viémgan B man trong tuong lai.
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DUYET XET LAI CAC THUYET PONG MAU TREN CO SO NHUNG
TIEN BQ GAN DAY TRONG CAM MAU VA HUYET KHOI

Nguyén Ngoc Minh
Truong Dai Hoc Y Duoc Hué
Tém tit:

Mic du quan ni¢m vé dong thic dong mdau 1a su tién bod dang ké vé hiéu biét
dong mdu va da dugc st dung nghién ciu nhiéu nam nhu mot mo hinh hiru ich, nhung
nhitng quan sit 1am sang va thu nghiém gan day cho thdy rang gia thuyét dong thic
khong phan anh day da va hoan toan nhiing van dé quan trong ciia cAm mau in ViVo.

Nham moé ta nhiing thay d6i xdy ra trong cdc qua trinh sinh 1y lién quan dén cam
mdu, duyét xét lai cdc tién bd cla cic thuyét dong mau va cdc mo hinh di duogc sir
dung dé ddnh gid vé mat Iy thuyét ciing nhu thyc hanh di duoc cong bd trén toan canh
ctia cdc thuyét déng mau khdc nhau theo trinh tu thoi gian:

- Mo hinh c6 dién ciia Paul Morawits 1905
M0 hinh dong thac dong mau
Mo hinh dya trén nhiing tién bo vé sinh hoc cam méu
Mo hinh déng méu trén co s té bao
Tuong tic tiéu cau protein. ..
Tir céc van dé thudc 1y thuyét da dua dén nhimng két luan vé tng dung:
- Cam mdu 12 mdt mang luéi twong tic cao
- C6 nhiéu phuong phép can thiép diéu tri
- Két qua can thiép khong dy doén trudc
- Téc nhan diéu tri khong gidi han d6i véi cdc yéu tb dong médu protein co dién.
- Tiép tuc phét hién céc twong tic khic, dic biét lién quan dén Viém va ung thu.

Abstract
REVIEW ON COAGULATION THEORIES BASED
ON RECENT ADVANCES IN COAGULATION AND HEMOSTASIS

Although viewpoint on coagulation waterfall cascade is a considerable advance in
coagulation knowledge and used as a helpful model for researche for many years, clinical
observation and assays have made it clear that suppositions on coagulation diagram
havenot reflected important issues of coagulation in vivo sufficiently and entirely.

In order to describe changes in physiological process related to coagulation,
review on advances in coagulation theories and models is done to evaluate theoretical
and practical aspects published in the panorama of various coagualation theories in
temporal order:

- Classical model by Paul Morawits in 1905

- Model of coagulation waterfall cascade

- Recent advances-based model in the biology of hemostasis

- Cell-based model of coagulation

- Platelet — protein interactions, ...

With above theoretical issues, conclusions are made:

- Coagulation is an interactive network

- A lot of intervention methods for treatment
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- Unpredictable intervention results

- Unlimited treatment agents for classical protein coagulation elements

- Continuous detection of other interaction, especially inflammation and
cancer.

Mic dit quan niém vé dong thic déng mau 1a su tién bo ding ké vé hiéu biét
dong méau va da duogc su dung trong nhiéu nam nhu mot mo6 hinh hitu ich, nhung
nhitng quan st 1dm sang va thir nghiém gan day cho thdy rang gia thuyet dong théc
khong phan 4nh day da va hoan toan nhimng van dé quan trong vé cam mau in vivo.

Céc co ché cAm mdu da duogc phat hién dan dan nham bao vé chong lai su de
doa cua xuat huyét ning. Su tuong tic giita tiéu ciu va cic yéu té dong mdu dan dén sy
hinh thanh nidt cdm mdu bao vé va chirc nang cua nod la su on dinh (staunch) dong mau
& vi trf ¢6 ton thuong mach mau. P& can bang hién tuong nay, hé thong tiéu sgi huyét
duoc hoat héa dan dan dé lam thong cdc mach mdu, khi sy lanh vét thuong da dat dugc
dé phuc hdi sy tudi mdu cia moét mach mau tdn thuong sau khi cuc dong bao vé da
duoc hinh thanh. Méc du ¢6 nhiéu co ché dé diéu hoa cAm mdu, nhung ciing c6 nhiéu
roi loan c6 thé di kem vdi tinh trang xuat huyét hodc tién huyét khdi (Loscalzo, 2003).

Nham mo ta nhing thay do6i xdy ra trong cdc qua trinh sinh ly lién quan dén cam
mdu, duyét xét lai su tién bd cta cic thuyét dong mau va cdc mo hinh di duoc sir dung
dé danh gi4 vé mat 1y thuyét ciing nhu thyc hanh da dugc cong bd trong bdi canh cia
cic thuyét dong mdu khic nhau theo trinh ty thoi gian.

I. TONG QUAN VE CAM MAU

Cam mdu 12 mot qud trinh dong (dynamic process) qua d6 su dong mau dugc khoi
dau va két thiic theo céch thirc diéu hoa nhanh chéng va chit ch& (Nathan, Orkin, Ginsburg,
Look, 2003). Béng méu (s ngimg chay méu tir mach mau ton thuong) la mot phén cta co
ché dé khang quan trong cua co thé. Khi ton thwong mach mdu, tiéu cau bam vao cic dai
phén tir & md dudi ndi mach tai vi tri ton thuong va sau d6 ngung tap dé hinh thanh nit cam
méu dau tién. Céc tiéu cau kich thich sy hoat héa céc yeu t6 déng mau huyet twong tai chd
tir 46 dan dén sy hinh thanh cuc dong fibrin lam vimng chic hon nira niit tiéu cdu. V& sau, khi
su lién thuong xay ra, nit tiéu cau va cuc dong fibrin s& bi pha hily va loai bo.

Su cAm mau duoc diéu hoa béi 3 thanh phﬁn co ban la thanh mach, tiéu cau va
dong thic déng mdu. Sy cAm mdu binh thudng xay ra nhu 1a két qua cta mot tap hop
céc qué trinh diéu hoa dé thyc hién 2 chirc nang: thir nhat 1a duy tri mau & dang long
khong dong, thir 2 1a tao ra nut cAm mau nhanh chéng va khu trid & vi trf mach mdu ton
thuong. Sy cAm mau xay ra khi enzym thrombin dugc sinh ra, sau d6 enzym nay thuy
phén protein fibrinogen huyet tuong dang hoa tan dé tao ra fibrin da phan khong hoa
tan hay cuc dong. Cic co ché lam gi6i han su hinh thanh cdc nit ngung tap tiéu cau va
cuc dong fibrin & nhitng vi tri ton thwong 1a can thiét ¢ duy tri dang 1ong ctia mau.

II. SO LUQC VE LICH SU CAM MAU

Hippocrate, Aristotle, Celsicus va Galen dd nhéan thire ddy dii van dé 12 mau vira
moi 1dy ra khoi 1ong mach thudng dong lai trong vong vai phit. Ho dd mo ta chi tiét
cic khuynh hudng chay mau ndi tang va bé mit khac nhau. Mot nhan xét chung 12 méu
d6ng lai khi lanh. Nguoi ta da nghi rang bang cich dé vét thuong tiép xic véi khong
khi, m4u tr& nén lanh s& lam ngung chay méu. Tuy nhién ho di khéng lién két dugc
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gifta tinh d6ng mau (blood coagulability) véi quan niém cidm méu (concept of
hemostasis) (Nichols and Bowie, 2001).

Hai ngan ndm sau vao diu nhitng ndm caa thap nién 1720, nha phau thuat ngudi
Phép Jean-Louis Petit da ghi nhan rﬁng Su cAm mdu sau khi cat cut chi duoc tao ra boi cac
cuc dong hinh thanh trong cdc mach mau. Pay 1a quan st dau tién vé cuc mdu dong c6
lién quan dén cam mdu. Vao nim 1828, mot bac si Thuy Si Friedrich Hopff da ghi nhan
rang khuynh huéng chay mau c6 tinh gia dinh da duoc biét 1 & nam gidi ¢6 lién quan dén
tinh trang giam dong (hypocoagulability), hién nay duoc goi la bénh hemophilia, bénh c6
lién quan dén NST X. Vi vay, kha nang dong mau la can thiét dé ngan ngira chay mdu.
Viéc nhan biét dong mau bat thudng nay va moi lién quan cua nd voi chay méau da dan dén
su gia tang nhanh chéng cdc nghién ctru vé hién twong dong mau. Vao thé ky 19, nim
1860 nha bénh 1y hoc nguoi Buc Ruolf Virchow da mo ta vé huyet khéi (thrombi) va
khuynh huéng giy nghén mach ctia huyét khdi. Nguoi ta da phét hién tiéu cau va chirc
nang ctia chiing cling véi nhiéu thanh phan khéc nhau ciia qué trinh dong mau.

Nhiing phat hién nay di dan dén thuyét dong mau co dién duge md ta boi Paul
Morawits vao nam 1905. Ong da tap hop mot cach thuyét phuc 4 “yéu té dong méiu”
trong so d6 d6ng mau ctia éng (hinh 1).

Thrombokinnase
Calcium

Prothrombin Thrombin R

Fibrinogen l »Fibrin

Hinh 1: Thuyét déng mdu cé dién dwegc dé nghi béi Paul Morawits trong dé
prothrombin dwoc hoat hoa boi canxi sé sinh ra thrombin.
Thrombin sé chuyén fibrinogen thanh fibrin.

Vi sy hién dién cua canxi va thromboplastin, prothrombin dugc tin 1a bi chuyén
thanh thrombin. Roi dén lugt thrombin chuyén fibrinogen thanh fibrin c6 kha nang hinh
thanh cuc dong fibrin. Mozawitz da cho rang tit ca cdc thanh phin cia cuc mau dong
hién dién trong mdu va mau luu hanh thuong khéng doéng do thiéu bé mit 4m udt
(wettable surface) trén mach mau. Thuyét cd dién nay da tdn tai trong sudt 40 nam.

III. DONG THAC PONG MAU (THE COAGULATION/WATERFALL CASCADE)

Hiéu biét hién dai vé mit héa sinh cua déng mau bat dau xuét hién vao thap nién
1940, khi Paul Owren (1947 da nhan ra rang the trang chay mau ¢ mot nguoi phu nir
tre khong thé giai thich bang quan niém 4 yéu t6 dong mdu va cho rang co ta thiéu mot
yéu tb dong mdu thir 5 trong huyét twong. Trong sudt nhirng nam cua thap nién 1940 va
1950, nhiéu yéu t6 dong mdu hon da duoc khdm phd. Cic yéu té dong méu duoc dat
tén bang chit s6 La ma. Piéu quan trong 12 hé théng s dugc chdp nhan dé chi ra con s6
dbi véi yéu td theo trinh ty phét hién va khong chi ra diém twong tic trong dong thac
d6ng mau. Vao nam 1957, cdc yéu td sau day da duoc mo ta: yéu té von Willebrand
(VWE: von Willebrand Factor, von Willebrand 1931), yéu t6 V (FV; Owren, 1947),
FVII (Alexander, Goldstein, Landwehr va Cook, 1951), FVII (Patek va Stetson, 1936),
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FIX (Aggeler va Cs, 1952; Briggs va Cs,1952; Shulman va Smith 1952) va FXI
(Rosenthal, Dreskinoff va Rosenthal, 1953). Hai nhém dd md ta thiéu yéu té X
(Hougie, Barrow va Graham nam 1957, Telfer, Denson va Wright 1956). Tuy nhién c6
diéu chua 16 1a 1am thé nao nhitng yéu t6 nay twong tic dé chuyén prothrombin thanh
thrombin dé hinh thanh cyc dong fibrin. Nhitng phat hién nay 1a sy déng gép quan
trong vao viéc hiéu 1o co ché dong méu (Roberts, 2003)

Vao nhiing ndm 1960, hai nhém nghién ctru sinh doc 1ap da gidi thiéu mo hinh
déng mau nhu 12 mot chudi cdc bude, trong d6 su hoat héa yéu td déng mau nay din
dén sy hoat héa yéu t6 khéc dé cudi cling sinh ra thrombin. Nam 1964, Macfarlane da
cong bd md hinh dong thac (cascade model) trén tap chi Tu nhién va mot thoi gian
ngén sau d6 mo hinh thic nudc (water fall model) dugc Davie va Ratnoff (1964) dang
¢ tap chi khoa hoc.

| CON BUONG NOI SINH | | CON BUONG NGOAI SINH |

XH (yéu t6 Hageman) Mo ton thuong

HMWK, Collagen
Prekalhkrem> %

7

g0 5 v W
(Prothrombin) (Thrombin)
Fibrinogen Fibrinogen Fibrin

- Ll lién
Bé mat ghospholipid SR ) Két
Ca™"
Hoat héa
mm  Bat hoat CON DUONG CHUNG

Hinh 2: M6 hinh dong thdc dong mdu
Dlem gdp nhau giika con duong ngi sinh va ngogi sinh trong moé hinh nay xay ra khi cé su hoat hoa
yéu 16 IX. HUWWK: (High molecularr weight kininogen ki): Kininogen trong lirong phdn tir cao.
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Mo hinh nay (hinh 2) d3 md ta mdi yéu té déong mau nhu 1 tién enzym c6 kha
ning duoc chuyén thanh 1 enzym hoat dong. Cic moé hinh “dong thic” hay “thic
nuéce” di goi ¥ rang céc chudi déng mau dugc phan thanh 2 con duong. Qua trinh dong
mdu c6 thé dugc khoi ddu qua “con dudng ndi sinh” (intrinsic pathway). Ngudi ta goi
12 ndi sinh vi tit ca cdc thanh phan cia né hién dién trong mau, hoac bang ¢ ‘con du’ong
ngoai sinh” (extrinsic pathway) trong d6 protein mang té bao dudi ndi mach, yéu té md
(TF: tissue factor) la can thiét cung voi cdc thanh phan khdc luu hanh trong mdu. Sy
khoi phét ctia mdi con duong dan dén hoat héa yéu t6 X va cudi ciing sinh ra cyc dong
fibrin qua con duong chung (Luchtman-Jones Broze, 1995).

3.1. Con dwong ndi sinh (Intrlnsw pathway)

Con du:ong nodi sinh bao gdm 1 dong thac phan ung cua cdc protease dugc khoi
dau boi cic yéu to ¢6 trong mau. Khi tiép xdc voi bé mat tich dién 4 am nhu thuy tinh
hodc mang tiéu cau hoat héa, 1 protein huyét tuong duoc goi 1a yéu té XII (yéu tb
Hageman) tré thanh yéu to XII hoat héa (FXIIa) ( tiép vi ngit “a” dung dé chi ra rang
day 1a dang hoat héa cta yéu t& XII). Mot phan tir khac duoc g01 la k1n1nogen cao phan
tr (HMWK high molecular welght kininogen) la mot san pham ctia tiéu ciu that su c6
thé duoc gan vao mang tiéu cau, g1up neo gitt yéu td XII vao bé mit tich dién va vivay
déng vai trd nhu mot déng yéu td (cofactor). Tuy nhién viéc chuyén dbi yéu t6 XII
duéi hd tro cia HMWK dé hinh thanh FX1la bi gidi han vé toc do.

Khi mét lugng nho FXIIa tap hop lai, protease niy s& chuyén prekallikrein
thanh Kallikrein ciing véi HMWK c6 chitrc ning nhu 12 mot mo neo. Roi dén luot,
kallikrein vira méi hinh thanh lai thic ddy chuyén yéu t6 XII thanh FXIla, ddy 12 mot
vi du cua su phan hoi duong tinh (positive feedback). Cung v6i su khuyéch dai sinh ra
FXIIa thong qua kallikrein, FXIIa (ciing v6i HMWK) phén cat yéu to XI theo kiéu
thity phan protein dé hinh thanh FXIa. Dén lugt, FXIa (ciing duoc gan vao bé mit tich
dién boi HMWK) phan cat FIX theo kiéu thiy phéan protein dé tao ra FIXa, FIXa ciing
la mot protease. FIXa va 2 san pham & géln phéln thap cua dong thac tao ra FVIlla,
FVIIla la mot dong yeu t6 trong phan tng goc ké tiép. Cudi ciing, FIXa va FVIIIa cling
voi Ca?* (c6 nguon goc phan 16n tir céc tleu cau hoat hoéa va cdc 16p phospholipids tich
dién 4m ) cdc thanh phan chinh cta mang té bao) s& tao thanh mot phirc hop tam phéin
(trimolecular complex) dugc goi 1a tenase. Sau d6 tenase chuyén FX thanh FXa ciing 12
1 protease.

Trong mdt loat cic twong tic song hanh, FXa gin vio dong yéu td Va, chinh né
1a 1 yéu t6 thudc phan thip ctia dong thac tham gia vo sy phan hdi duong tinh v6i phan
tmg ngay khi d6 dé sinh ra mot phirc hop ¢6 hoat tinh enzym dugc goi la
prothrombinase. Phirc hgp nay chuyén tién enzym prothrombln thanh dang enzym cua
n6 12 thrombin. Thrombin tic dong trén fibrinogen dé sinh ra fibrin don phan, céc
fibrin don phan nhanh chéng da tring hop dé hinh thanh cuc déng fibrin. Trong qué
trinh xét nghiém dong mau, con dudng déng mau ndi sinh duoc dénh gid bang xét
nghiém thoi gian thromboplastin  tng hoat héa (PTT: Activated partial
Thromboplastine time) (R.Hoffman va CS, 2005).

3.2. Con duong ngoai sinh (Extrinsic pathway)
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Con dudng ngoai sinh ciing bao gdm cdc dong yéu td protein va cic enzym. Con
duong nay dugc khoi dau boi sy hinh thanh phirc hop gitta TF trén bé mat té bao va
FVlla nam ngoai he thong mach mau. Cic té bao khong thudc mach méu bdc 16 chu
yéu protein mang can thlet 1a TF (dwoc biét nhu 1a yéu td III hay thromboplastin mo),
day la thu the cta yéu td VII huyét trong (Kumar va CS, 2005).

Khi ton thuong 16p ndi mach, yéu td VII s& tiép xiic v6i TF, TF s& hoat héa
FVII thanh FVIIa khong theo kiéu thuy phan protein. Co ché chuyén d6i ban dau cia
tién men FVII thanh FVIIa van con duoc ban cii nhung gan nhu chic chin 1a do su
hoat héa kiéu ty thity phan va khong do hiéu qua TF. Su két hop FVIIa vao TF tao ra
mot phirc hop enzym lam hoat héa FX thanh FXa. Phic hop FVIIa/TF gidng chic
nang cta phirc hop tenase s& chuyén FX thanh dang hoat héa ctia né 12 FXa. FXa s& két
hop véi dong yéu té FV va dugc gin 1én cdc bé mat mang voi su hién dién cua canxi
dé sinh ra phic hop prothrombinase. Phic hop prothrombinase niy chuyén
prothrombin thanh thrombin, sau d6 thrombin chuyén fibrinogen thanh fibrin dé sinh ra
cac cyc dong fibrin. Trong qué trinh xem nghiém dong mdu & phong thi nghiém, con
duong dong médu ngoai sinh dugc ddnh gid bang thoi gian prothronbin (PT:
Prothrombin time). Bat ké FXa duoc hinh thanh tir con duong noi sinh hay ngoai sinh,
khi d6 dong thac dong mau tiép dién theo con dudng chung.

3.3. Con duong chung (common pathway)

Con dudng chung bat dau véi sy hoat héa cia FX trong con dudng ndi sinh, con
dudng ngoai sinh hodc cd hai. FX sinh ra tor con dudng ndi sinh hodc ngoai sinh la
protease dau tién cua con dudng chung. FX vé6i sy hién dién coa FV, Ca™ va
phospholipid s& chuyén prothrombin thanh dang hoat dong ciia né 1a thrombin. Hoat
dong chinh cua thrombin la thuy phan fibrinogen dang hoa tan thanh fibrin don phan
hoa tan. Céc fibrin don phan sau d6 da tring hop dé tao thanh cic da phén fibrin ¢6 kha
nang bat gitr cdc té bao mau. Thrombin ciing hoat héa FXIII dé chuyén thanh FXIIIa va
diéu hoa lién két chéo ddng héa tri ctia céc fibrin da phan dé tao thanh fibrin dang luéi
6n dinh it hoa tan hon dang fibrin da phan. Thrombin c6 thé thily phan prothrombin dé
tao thém thrombin va thuy phin dé tao thém FVa va FVIIIa, tir d6 khuyéch dai qua
trinh dong mau mot cich hiéu qua. Vi con duong chung c6 chira cic yéu t6 FX, FV va
FII (bat ky mot thiéu hut nao vé cdc yeu t6 trong con dudng d6 c6 thé dan dén bénh 1y
xuat huyét) nén cdc yéu té nay cé thé duoc theo dbi boi ca 2 xét nghiém PT va PTT
(Harmening, 2002).

Mic dit nhitng quan niém nay 1a sy tién bo dang ké vé hiéu biét dong mau va da
phuc vu trong nhiéu ndm nhu 1 md hinh hitu ich, nhung nhitng quan sét vé 1am sang va
thuc nghiém gan ddy hon cho thdy ring gia thuyét dong thic hay thic nudc
(Cascade/waterfall hypothesis) dd khong phan dnh mét cich day du va toan dién nhiing
su kién cAm mdu in vivo.

Trong nhitng nim gan déy, nhiéu thiéu sét ctia so d6 nay da tré nén ro rang. Thir
nhit 12 _khong c6 su giai thich nao vé tinh trang khong c6 khuynh huéng chay mau 1am
sang vé nhirng thiéu hut yeu t6 XII, prekallikrein hoac HMWK mac du nhiing thiéu huyt
vé bat ky 1 trong nhitng yéu t6 nay 1am kéo dai rd rét nhiing nghiém phdp dong méu
hoat héa bé mat (surface-activated coagulation assays) khi tham do cAm mdu in vivo.
Thit hai 12 khong c6 su giai thich nao vé 1y do tai sao thiéu hut FVIII hoac FIX di giy
ra chdy méu ning trén 1am sang, mic dit con dudng ngoai sinh cho 12 bo qua nhu ciu
yéu t6 VIII va FIX (Hoffbrand va CS, 2005).
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Nhitng quan sit quan trong nay dia dan dén viéc xem lai nhitng md hinh sém
hon cua dong mau. Mot quan sat mang tinh quyet dinh la phirc FVIIa va TF khong chi
1a hoat héa FX ma ca FIX. Nhiéu quan sit gan day da dua den két luan rang hoat tinh
ciia phirc hop FVII&/TF 1a hién twong khoi dau chi yéu cia cam mdu in vivo
(M.Hoffman and Monzoe, 2005).

IV. NHUNG TIEN BQ MOI VE SINH HQC CAM MAU (RECENT ADVANCES
IN THE BIOLOGY OF HAEMOSTASIS).

Tir cdc hiéu biét co ban vé Iy thuyét dong thic d6ng mau nhu da néu & trén da
cho phép hinh dung mot chudi cdc budc hoat hod tiéu protein,mdi budc gom mot
enzym hoat dong trén mot chit nén, sau d6 chét nén nay lai tré nén hoat hoa dé cat mot
tiéu enzym (con goi 1a Zymogen) ké tiép trong chudi hoat hod nay.Dé dat dugc dicu
d6, mang ludi dong mau dugc khoi phét va diéu hoa boi mot mang ludi céc tuong tic
phue hop dudi sy kiém sodt cta cic vong phan héi duwong tinh va 4m tinh, két qua 1a
ling dong fibrin c¢6 kiém sodt va hoat hod tleu cau chi xay ra tai vi tri ton thuong. Muc
dich ctia mang ludi dong mau 12 san xudt 6 at nhung c¢6 tinh khu trd cta fibrin dé thanh
1ap cuc mau dong & vi tri ton thuong mach mau duwong nhién, qué trinh nay phai dién ra
nhanh chéng va c¢6 kiém sodt chit ché dé ngan can nhitng hdu quéa c6 kha ning de doa
cua dong mdu rai rdc qua hé mach nguyén ven.

Nhirng hiéu biét méi dugc bd sung vé su thanh 1ap céc phirc hop dai phén tir bat
ngudn tir phép ghi hinh tinh thé do x quang va dién tir, va cong huong tir hat nhan, lam
sdng t6 hinh anh ciu triic qua 4p dung cic ky thuat 1y sinh, cung cap nhing hiéu blet vé
dong hoc enzym, giai thich cac thong tin vé dot bién in Vitro va cic nghién ctru vé di
truyén 1am sang. C4c hiéu biét can luu y la:

- Qud trinh dong mau tiép dién va két thic boi su tao ndi tiép cdc phiic hop dai
phan tu: tép trung vao 3 phirc hop yéu t6 hoat hod chinh lién quan dén qu4 trinh sinh
thrombin. D6 la cac phirc hop yéu to mo (TF) va yéu t6 VII hoat hod (FVIIa) phirc hop
yeu to Vllla/yéu tb IXa, phirc hop yeu t6 Va/Xa. Céc phirc hop nay l1an luot hoat hod
yéu t6 IXa va /hodc yéu td Xa, yéu t6 Xa va Prothrombin.

- Céc phtc hop dai phan tir tc ché qu4 trinh dong méu, xét dén:

+ Vai trd cta chat e ché con dudng yéu t6 mo (TFPI)
+ Vai tro cuia Antithrombin
+ Con duong Protein C

Chinh cdc hiéu biét nay 1am co s& cho viéc tng dung diéu tri dong mdu rai ric
trong long mach, nham lap lai sy quan binh sinh hoc, trdnh dan t4i su léng dong fibrin
qud murc tao thanh huyét khéi vi mach va hau qua la suy da ndi tang.

Chinh co s¢ nhiing tlen bo trén ddy da dan toi bang sip xép cic Protein huyét
turong va Protein mang ctia cAm mdu, va so d6 qud trinh dong mau da duoc hinh thanh
theo co s& mdi.

V. MO HINH PONG MAU TREN CO SO TE BAO (CELL-BASED MODEL OF
COAGALUTION)

Phit trién quan trong trong 15 ndm qua 1a viéc phét hién mdu tiép xidc véi cdc té
bao boc 16 TF trén bé mit ciia ching 13 can thiét va du dé khoi phat dong méu in vivo.
Phét hién nay da dan dén viéc tin tuong rang con dudng ndi sinh (hé thdng tiép xic)
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khong c6 vai tro sinh 1y thyc sy vé cam mau. Bang chimg méi day goi y rang mic di
thiéu yéu t6 XII khong dan dén nhitng van dé chay médu, nhung thiéu FXII di khong
bao vé chdng lai huyét khdi bénh 1y. Gia thuyét nay va bang chung thuc nghiém di
duoc trinh bay qua nhiéu bai bdo ciia nhém nghién ciru tir khoa bénh 1y ¢ Pai hoc
Duke va DPai hoc Bic Carolina.

Trong mo hinh dya trén co so té bao, cAm mdu ddi héi sy hinh thanh niit tiéu
cﬁu va fibrin khéng tham & vi trf ton thuong mach mdu, nhung no ciling doi hoi cdc chat
tién dong mau duoc hoat héa trong qué trinh nay tiép tuc khu trd 6 vi trf tén thuong.
Quad trinh déng méu dugc khoi phat do su tlep Xuc cua cac té bao biéu hién TF véi
dong mau. TF duoc biéu hién chu yéu trén nhiéu té bao nhu té bao co tron, nguyén bao
soi nhung khéng biéu hién cic té bao ndi mach nghi. TF hién dién & mang céc té bao
bao quanh giwdng mach nhung binh thuong khéng tiép xic véi dong mdu. N6 duoc
tiép xiic dong mau do ndi mach khong lanh lan hodc sy hoat hoa cua cdc té bao noi mod
hodc monoxit. Nhiéu bang ching goi ¥ rang TF ¢6 & trong mdu trén cdc hat té bao
(cellular microparticles). Cac manh mang nay bat ngudn tir nhidu loai té bao khic
nhau: bach cau, ngi m6é mach méau va tiéu cau. Cdc manh nay cé thé dong vai tro quan
trong hon trong cam mdu bénh 1y (pathological hemostasis) (huyét khbi) dbi 1ap véi
dong mdu binh thuong (Osterud and Bjorklid, 2006).

T4t nhét 12 xem xét sy dan xen chit ché cua céc qué trinh vat ly, té bao va sinh
héa gép phan vao cam mdu nhu mot loat cdc giai doan tiép dién (cdc pha) hon Ia
nhiing con duong. Cac pha khoi dau (initiation), lan rong (propagation) va két thdc
(termination) minh hoa céc qud trinh phirc tap lién quan dén viéc duy tri tinh ven toan
mach méu. 4 pha dong méu tao thanh thuyét déng mau dya trén co s té bao hién nay
dugc tém tat & bang 1

Bing 1: Tém tdt 4 pha dong mdu theo thuyét dong mdu dwa trén co so té bao

hién nay
Pha khéi dau Pha khuyéch dai Pha nhén lén Pha két thiic
NoOi mé mach mau | Thrombin hoat héa | San xuat 1 lugng | Qua  trinh  dong

va té bao mau luu
hanh bi rdi loan;
tuong tic cua
FVIIa c6 ngudn
gbe tir tiéu cau voi

tiéu cau, cic déng
yéu t6 Va va FVIII
trén bé mat tiéu ciu
va FXI trén bé mat
tiéu cau

thrombin dang Ké,
hinh thanh nit cim
mau 6n dinh & vi trf
ton  thuong  va
ngimg mat mau

mau dugc gioi han
dé trdanh nghén
mach huyét khéi ¢
cac vung mach
binh thuong xung

yéu t0 mo quanh

5.1. Pha khéi du (Initiation phase)

Pha khoi dau khu tri ¢ cdc té bao bdc 10 TF, thuong dugc phét hién & ngoai
long mach. Phirc hop FVIIa/TF hoat héa mot lwong nho FIX va FX. FXa phéi hop voi
ddng yéu té ctia né 12 FVa va tao ra phic hop prothrombinase trén bé mat cic té bao
mang TF (TF bearing cell). FV ¢6 thé duoc hoat héa bai FXa hodc bdi céc protease
khong thudc déng mdu (noncoagulation protease) dé tao ra FVa can dé tap hop
prothrombinase.

Hoat tinh muc thip cta con dudng yéu té md (TF pathway) ludn ludn xay ra
trong khoang ngoai mach. Céc protein dong mau roi mach méu thim vao cdc mo va
duoc phét hién trong dich bach huyét gin nhu ty 1& véi kich thudc phan tar. Hau nhu
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chic chan 1a yéu td VII duoc gan véi TF ngoai mach ngay ca khi khong c6 ton thuwong
va FX va FIX ngoai mach c6 thé bi hoat héa khi ching di qua cdc md. Qua trinh déng
mdu tiép dién dén pha khuéch dai chi khi ton thuong dén hé mach cho phép tiéu cu va
FVIII (dugc gian v6i vWF) tran vao cdc md ngoai mach va gin vao cic té bao mang TF
& vi tri ton thwong. Thuat ngir extrinsic (ngoai sinh) 1a mot tén thich hop déi véi con
duong TF vi né ¢6 thé duge nghi 12 hoat dong bén ngoai hé mach.

5.2. Pha khuyéch dai (Amplification phase)

Mot lrgng nho thrombin dugc sinh ra trén té bao mang TF c6 nhiéu chtrc nang
quan trong. Chirc nang chinh la hoat hoa tiéu cau, boc 16 cdc thy thé va gan vao cdc vi
tri danh cho cic yéu to déng mau hoat héa. Do sy hoat héa ndy, cdc tiéu cau giai
phéng mot phan yéu td V trén bé mit cua ching. Mot chirc nang khdc cua thrombin
duoc tao ra trong pha khoi dau 1a sy hoat héa cic yéu té FV va FVIII trén bé mat tiéu
cau hoat héa. Trong qué trinh nay phuc hop FVIII/VWF dugc phan tach, cho phép
vWF lam trung gian cho sy két dinh va ngung tip tiéu ciu hon nira tai vi tri ton
thuong. Bong thoi, mot lugng nhé thrombin hoat héa FXI va FXIa trén bé mat tiéu
cau trong sudt pha nay.

5.3. Pha nhén 1én (Propagation phase)

Khi mét luong 16n tiéu cau duoc tap hop vao vi tri ton thuong, pha lan rong dé
hinh thanh cuc dong xay ra trén bé mat tiéu cau hoat héa. Pau tién, F1Xa duoc hoat hoa
trong pha khoi dau liic nay c6 thé gan véi FVIIIa trén bé mit tiéu cau. Thir 2 1a FIXa
bd sung c6 thé duoc cung cip boi FXIa gédn voi tiéu céu Thur 3 1a vi FXa khong thé di
chuyen mot cach hiéu qua tur te bao mang TF dén tiéu cau hoat héa, Fxa phai duoc
cung cap truc tiép trén bé mit tleu cau boi phu:c hop FIXa, FVIIIa. Thir 4 1a Fxa nhanh
chéng két hop v6i FVa duoc gan vao tiéu cau trong pha khuyéch dai. Cudi ciing, toan
b tap hop prothrombinase tiéu cau nay din dén su bung phat sinh thrombin muc do di
dé 1am dong fibrinogen.

5.4. Pha két thiic (Termination phase)

Mot khi cuc méu dong tiéu cau fibrin dugc tao ra trén ving tén thuong, quéi
trinh d6ng médu phai dugc gidi han dé tranh nghén mach huyét khdi & céc ving mach
binh thudng xung quanh. Néu khong dugc kiém sodt sy dong mdu c6 thé lan rong ra
toan b0 hé mach mau.

Ba loai chat chéng dong tu nhién diéu hoa déng mau 1a antithrombin (ATIII)
ttc ché hoat tinh cua thrombin va cic serrin protease khac nhu FIXa, Fxa, FXIa va
FXIIa . Protein C va Protein S c6 dic tinh bat hoat cdc dong yéu tb dong mau FVa va
FVIIla. Protein C 1a mot glycoprotein huyet tuong phu thudc Vitamin K ¢6 chirc nang
(khi hoat héa) nhu mot chat chéng dong bang cach bét hoat FVa va FVIIIa. Hoat tinh
protein C dugc gia ting boi mot déng yéu td wc che phu thudc vitamin K khac la
protein S. Protein S ¢6 chirc nang nhu mot ddng yéu t6 cua protein C bang cich gia
tang hoat tinh ctia protein C chdng lai FVa va FVIla. Yéu tb rc ché con duong TF
(TF pathway inhibitor: TFPI), 1a mt protein dugc tiét boi céc té bao ndi mach, tao
phtc hop voi FXa va phirc hop voi TF/FVIIa lam bt hoat chiing dé giéi han sy dong
mdu mot cdch nhanh chéng. Thrombin sau khi gin vao 1 protein xuyén mang 13
thrombomodulin (TM) & trén bé mit té bao ndi mach nguyén ven s€ hoat héa protein
C. Trong huyét twong ngudi, khoang 30% protein S luu hanh ¢ dang protein tu do,
phan con lai dugc gin vao 1 protein diéu hoa bd thé 1a protein gin C4b (C4b -
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binding protein). Chi ¢6 dang ty do cua protein S ¢6 chirc ning nhu mot déng yéu td
doi voi protein C hoat héa.

VL. TUONG TAC TIEU CAU - PROTEIN (PLATELET - PROTEIN
INTERACTIONS)

Nhu da thao luan phan trude, cam mau ky dau duoc khoi dau dép ung voi ton
thuong thanh mach va sy tiép xdc cia mdu voi mo dudi ndi mach. Nhiéu tuong tac
ph01 hop trong 5O cdc thanh phan mo, céc protein huyet twong va céc thu thé trén tiéu
cau din dén su han gin dau tién cua cdc thanh mach t6n thuong.

Tiéu cau 1a nhitng té bao mau dic hi¢u déng vai trd quan trong trong cic qua
trinh sinh ly cAm méu. Sy hinh thanh nit tiéu cdu dau tién c6 tinh tam thoi va c6 lién
quan vé mit khong gian véi sy hoat héa cua hé thong dong mau. Qua qua trinh bam
dinh va ngung tap thong qua vWF va fibrinogen, tiéu ciu hinh thanh nit hay “cuc
d6ng” cam mau.

O vi tri thanh mach t6n thuong, tiéu cau trai qua mot loat céc bién ¢ nhu bam
dinh, ngung tap, giai phong cac thanh phan hat va thay d6i hinh dang dan dén hinh
thanh nut tiéu cau. Sy bam dinh tiéu cau dau tién phu thudc vio su tuong tic gifta tiéu
cau va VWF (1 protein huyét twong da phan tr ¢6 chira nhidu don phan lién két
disulfua). VWF trai qua qud trinh thity phan protein trong huyét trong; qué trinh nay
duoc diéu hoa boi 1 metalloprotease dugc dat tén 1a ADAMTS 13. ADAMTS 13 sinh
ra VWF da phan vo6i moi kich thudc va ¢6 du chirc nang khdc nhau. Céac phén tu da
phan 16n hon ¢6 hiéu qua hon trong viéc két dinh tleu cau so voi cdc phan tr da phan
kich thude nho hon. VWF diéu hoa sy bam dinh tiéu cau qua vai tro nhu mot cau nbi
gifra mo va tiéu cau, gan véi ca collagen boc 16 ¢ cac vi tri ton thuong mach mdu va
vé6i glycoprotein Ib-V-IX trén mang tiéu cau (GPIbVIX).

Chay méau qua mirc c6 thé 12 hau qua giam strc bén thanh mach, thiéu hodc rdi
loan chirc niang tiéu cau, réi loan dong mau hoic phdi hop cic rdi loan nay. Y nghia
sinh 1y cua cdc con duong dong mau la rdo rang vi nhleu khiém khuyet di truyén dan
dén hau qua bénh 1y chay mau. Cac hoat tinh cua tleu cau va céc yéu té déng mau c6
hen quan mat thiét véi nhau. Sy thiéu hut m01 yéu t6 dong mdu da duoc bdo cdo gy ra
rdi loan chay mau ngoai trir thiéu hut yéu t6 XII khong gdy chay mdu.

Ba bénh 1y chay mdu di truyén thuong gip la Hemophilia A (thiéu FVIII),
Hemophilia B (thiéu yéu t6 IX) va bénh von Willebrand (vWD). Bénh vWD 1a bénh 1y
thuong gdp mac du it triéu chung.

Bénh Hemophilia A va Hemophilia B dugc giy ra do thiéu chic ning ciia mot
protein huyét twong, di truyén theo kiéu lién két nhiém sic thé X. Vé mit sinh 1y, con
duong yéu t6 mo hoat héa yéu t0 X can dén FVIII va FIX d¢ sinh thrombin binh
thuong va khong co 1 trong 2 yeu t6 nay gdy tén thuong ning né kha ning sinh
thrombin va fibrin. Vi thiéu yéu t56 d6ng mau nguyén phat trong bénh hemophilia A
hodc B nén qua trinh hinh thanh cuc mdu dong bi chdm lai va khong viing chic. Vi
vay, nhirng bénh nhan Hemophilia khong chdy mdu mot cach nhanh chéng va trong
mot chirng myc nao dé cé sy hinh thanh chdm ctia cuc mau dong bat thuong.

Cic gen yéu t6 VIII va IX nam gan ving telomer cua canh dai trén nhiém sic
thé X. Vi vdy, ca hai bénh Hemophilia A va Hemophilia B duoc di truyén theo kiéu
di truyén lan lién két nhidm sic thé X. Nhiéu dot bién trong viing gen FVIII da duoc
xdc dinh c6 lién quan dén bénh Hemophilia A. Bién dbi di truyén pho bién nhét 1a sy
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dao gen (inversion). O nhiéu gia dinh c6 bénh nhin da duoc chan dodn bit thudng
phan tir thi viéc sang loc di truyén va phat hién ngudi mang gen bénh s& c¢6 do chinh
Xac cao.

Tréi v6i tinh phirc tap ctia gen FVIII, gen FIX nho hon nhiéu va nhitng khiém
khuyét ciing da duoc nghién ctru nhiéu hon. Hon 60% nhitng khiém khuyét FIX 1a do
cdc dot bién diém nham nghia (missense) va mot khiém khuyét ¢6 thé xdc dinh & gen
nay c6 thé dugc phat hién ¢ hau hét bénh nhan.

Yéu t6 von Willebrand (VWF: von Willebrand factor) khong thé thiéu d6i voi su
khoi dau hiéu qua ciia viéc bam dinh tiéu cdu vao céc chat nén giau collagen duoi vung
lyc xé cao (high shear). GPVI va integrin la 2 loai thu thé quan trong cua tiéu cau d6i
voi collagen la (alpha 2 -beta -1). Hai thu thé nay tré nén duoc st dung sau khi vWF
gin vao GPIb va khuyech dai nhanh chéng dap g phy thugc collagen. Mot chire nang
khac cia vWF 1a 1am 6n dinh FVIII (mot dong yéu t6 tién dong mau) trong tuan hoan
va ¢6 chiic nang nhu 1 protein tai ciia FVIII trong huyét twong. FVIII 1a dong yéu didu
hda quan trong trong su ling dong cudi ciing cia cuc dong fibrin. VWF bao vé FVIII
khéi sy thodi gidng sém qua sy thiy phan ti€u protein cua protein C, kéo dai thoi gian
ban hiy cua FVIII trong tuan hoan va khu trd FVIII mot céch hiéu qua & vi trf ton
thuong. Bt ky su thay d6i nao vé mirc vWF trong huyét twong thudng din dén su thay
do6i di kem vé noéng do FVIII trong huyet trong. Vi vay, VWF thuc hién 2 chic nang
chinh trong cAm mau. Tho nhét 1a diéu hoa sy bam dinh tleu cau vao vi trf ton thuong
mach mdu, do d6 vWF can thiét d6i v6i sy hinh thanh nit tiéu cAu. Thi 2 1a thuc hién
chtc nang nhu mot protein tai gitip 6n dinh yéu t& VIII dong mau. Bénh vWF 1a bénh
1y chay mé4u thuong gip do rdi loan qué trinh da tring hop yéu to vVWF.

Bénh vWF dang chii ¥ 1 tinh khdc biét di truyén 13 rét vé co s¢ phan tir cta né.
Su phan bd muc VWF trong quan thé rat khic biét va khong biéu hién 1 co so di
truyén don gian. Mic dit nhiéu nghién ctru phan tir da t6 ra 13 thanh cong trong viéc xéc
dinh nhitng khiém khuyét di truyén lién quan véi vWF type 2 va type 3, nhung vWF
typl 1a 1 dang thudng giip cia bénh vWF van con 13 mot thach thiec.

Tir ndm 1989, khi ciu tric ciia gen vVWF ngudi duoc xac dinh, nhidu nghién ctru
da thir dé xac dinh nhitng khiém khuyét vWF nham gitp chan dodn sém hon va chinh
xdc hon bénh vWF type 1. Do tinh phtic tap ctia cAu triic gen nén viéc nghién ctru nay
da to ra la mot nhiém vu kho khan. May man 1 2 nghién cru gan ddy ¢ Chau Au va
Canada da dem lai mot s6 hiéu biét vé Iinh vye nay. Cic nghién ctru da khang dinh co
so di truyen ctia VWF typel thay d6i rat nhiéu va cé nhiéu gen ciing phdi hop véi gen
vWF c6 thé dan dén mic vWF huyét tuong thip. Tuy nhién, cong viéc nay doi hoi su
xdc nhén trong nhirng nghién ctru dgc 1ap va nhitng nghién ctru bd sung can dugc tién
hanh trong chu dé nay (J ames and Lillicrap, 2000).

Nguoi ta hy vong rang v6i nhitng tién bo vé& hiéu biét cAm mau va kién thirc ve
h¢ gen ngudi da duoc cong bd s& moé ra mot con dudng di dén nhing hiéu biét méi vé
tinh di truyén ctia bénh 1y chay mau va s& mang lai nhitng cong cu chan dodn chinh xéc
hon cling nhu nhitng trng dung can thi¢p 1am sang ngay cang hiéu qua hon.
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TINH HINH VA XU THE TRUYEN MAU HIEN NAY O VIET NAM -
TAM NHIN CHIEN LUQC VA PHUONG HUONG PHAT TRIEN
TRONG GIAI POAN TOI

Nguyén Ngoc Minh
Truong Dai hoc Y Duoc Hué
Tém tit:

Trong vong 15 nam qua, chuyén nganh Huyét hoc - Truyén mdu (HH-TM) Viét
Nam - trong d6 c6 trong tdm la cong tac truyen mdu va dic biét 1a to chic phong trao
hién méu tinh nguyén (HMTN) c6 nhiéu tién bd dang ké:

- Tong s6 mdu thu duge ndm 2008 1a 564.401 don vi (tire 155.857 lit)

- Ty I¢ nguoi HMTN/lugng mau thu dugc 1a 411.817 don vi, chiém 72,97%)

- Ty 1& hién mau chuyén nghiép 1a 114.040 don vi, chiém 19,97%)

- Ty 1é nguoi nha hién méu 1a 36.270 don vi chiém 6,43%

- Ty 1& hién mdu ty than 1a 2.275 don vi chiém 0,40%

Tinh theo ty 1€ % dan $6 thi méi chiém 0,65% trong khi theo tinh todn cua
WHO, phai c¢6 1-2% dan sé méi dam bao dugce nhu cdu mdu phuc vu cho diéu tri cia
ting quéc gia. Piéu d6 cho thay ¢ Viét Nam con phai phdn dau cao méi dam bao duoc
nhu cau truyén mau.

N6i rong ra, con nhiéu van dé can duoc quan tim tiép tuc ca tir nhidu phia, cin
xdy dung chinh séch dich vy mau qudc gia & Viét Nam ké ca t6 chirc mang ludi, su didu
hanh & tam qudc gia, cdc van dé ky thuat ngén hang mau, Van dé tuyén chon va luu gitr
ngudi hién mdu, _ngén quy danh cho truyen mau, luat Ve truyén mau, cdc van dé phéi hop
khu vuc va quéc té... Chinh nhitng vén de d6 1a tdm nhin chién lugc dé xdy dung
chuong trinh, chinh sach chién luoc méu qudc gia & Viét Nam trong giai doan toi.

Abstract:
CURRENT TENDENCIES ON BLOOD TRANSFUSION IN VIETNAM -
STRATEGIES AND TRENDS FOR DEVELOPMENT
IN THE FOLLOWING STEPS

For the last 15 years, hematology and blood transfusion specialty in Vietnam of
which blood transfusion has been a focus, especially voluntary blood donation (VBD)
movement gains considerable fruits:

e Total blood collection in 2008: 564.401 units (equivalent to 155.857 litres)

e Rate of voluntary blood donation/total blood collection: 411.817 units, (with
72,97% for VBD)

e Rate of paid donation (PD)/total blood collection: 114.040 don vi, (with 19,97%
for PD )

e Rate of replacement donation (RD)/total blood collection: 36.270 units (with
6,43% for RD)

e Rate of autologous donation (AD)/total blood collection: 2.275 units (with
0,40% for AD)

Based on the percentage of population, the above achievement only reaches
0,65%. However, in accordance with the statistics of WHO, there is a need of 1-2%
population which ensure the blood demand for health care and treatment of each nation.
It means that Vietnam must highly effort to make sure of blood transfusion need.
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In other words, there are a lot of issues to be continuously focused in multi side:
- Establish national blood program in Vietnam including network, national steerring
committee, technical issuess in blood bank, recruitment and retention of blood donors,
budget and laws for blood transfusion, regional and international relation, ...

Therefore, those are suggestions to establish national program, policies and
strategies in Vietnam in the following steps.

Mé dau:

Hang niam toan thé gi6i can khoang 150 triéu don vi mdu phuc vu cho cap ctru,
diéu tri va dy phong tham hoa, an ninh quoc phong. Tuy nhién theo bdo cdo cua T6
chtrc Y té thé gidi (WHO) mdi nam toan thé gi6i moi thu duge 82 triéu don vi mau.
Nim 2008 méi c6 54 nuée dat 100% nguoi hién mdu tinh nguyén khong nhan tién.
Trong vong 15 nim qua, phong trao hién mau tinh nguyén da dat duoc két qua rat 1on,
tir lwong méu thu duoc dén sé lugng ngudi tham gia hién mdu tinh nguyén ngay cang
tang, chat lwong nguoi tham gia hién mau ngay cang tét hon. T dudi 10% nguoi nha
va nguoi hién mdu tinh nguyén nam 1994, dén nam 2008 da dat 72,97% nguoi hién
mdu tinh nguyén. Mot su kién rat ¢ y nghia: ngay 26 thdng 2 nam 2008 Thu tuéng
Chinh phu ban hanh Quyét dinh s6 235/QD-TTg thanh 1ap Ban chi dao Qudc gia van
d6ng hién mdu tinh nguyén. Cho dén nay 63/63 tinh, thanh pho tryc thudc Trung wong
da kién toan, bo sung va thanh 1ap Ban chi dao van dong hién mdu tinh nguyén. He
thdng t6 chirc Ban chi dao van dong hién mau tinh nguyén tir Trung wong dén dia
phuong dang tirng budc thong nhat v&i mot co ché chinh sach dong bo: Mot chién lugc
qudc gia vé chuong trinh hién m4u tinh nguyén giai doan 2009-2015 va tAm nhin dén
nam 2020. Ciing nhu Quy ché tén vinh khen thudng nhiing t6 chirc, c4 nhan c6 thanh
tich van dong va hién méu tinh nguyén. Nam 2008, nim dau tién Ban chi dao Qudc gia
van dong hién méu tinh nguyén dugc thanh 13p, thyc hién 5 nhi€ém vy ma Thu tudng
Chinh phu giao cho. Trén xu thé d6, chiing ta nhin lai nhimng thanh tyu da dat duoc
trong nam 2008, xay dung chuong trinh hanh dong ctia 2009 va nhirng nam tiép theo.

I. TINH HINH THU GOM MAU NAM 2008
1. Hién nay c6 4 trung tim truyén mdu khu vyc (trong du 4n WB), ngoai ra con
c6 trén 84 khoa huyét hoc truyén mau ctia cdc bénh vién Da khoa tinh, thanh phé ca
dan y va luc lugng vil trang thu gom méu. Tir 30/10/2007 dén 30/10/2008, toan qudc
da thu gom dugc:
Bang 1: Két qua thu gom mau trong toan qudc niim 2008 (so sanh v6i nim 2007)

) " Két qua Nam 2003
Stt Cac chi tiéu 2007 Chi tieu ke | Keét qua dat
hoach dugc
1 | Tong s6 mau thu dugc 457.734 526.500 564.401
2 | Tinh nguyén 65% 70% 72,97%
3 | Ty 18 % dan s6 hién mau 0,54% 0,61% 0,65%
4 | Ty 18 % vuot so v6i 2007 100% 123,3%
5 | Ty 1& % vuot so véi ké hoach 0% 100% 107,2%
1. Tong s6 méu thu duoc : 564.401 don vi = 155.859 lit

2. Ty 1& nguoi hién mau tinh nguyén: 411.817 don vi = 72,97%
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3. Ty 1€ nguoi cho mdu chuyén nghiép: 114.040 don vi =19,97%
4. Ty 18 nguoi nha hién mau
5. Ty 1é hién m4u ty than
So6 don vi mdu theo phén logi thé tich ldy mdu:
- Loai 250 ml: 430.562,75 don vi chiém 76,28 %
- Loai 350 ml: 116.572 don vi chiém 20,65 %
- Loai 450 ml: 17.226,25 don vi chiém 3,07 %
Bing 2: Tinh hinh thu gom mdu nam 2008 & mot sé Trung tam Truyén mdu lon (dat tir
10.000 dv dén 190.000 dv mdu)

: 36.270 don vi

=6,43%

: 2.275 don vi= 0,40%

pp| Trungtim | SOméudha | 132 AR Ghi chil
T™ va TP gom (dv) A
, nguyén _
Thanh pho TTTMKYV Chg Ray + BV
! Ho6 Chi 15[inh 185.156 85.25% (4) .. 4TP ’
< NTA: Ha Noi va céc tinh trong
2 Ha Noi 135.401 60,81% (6) dy dn TTTMKYV
3 Can Tho 22.457 99,64% (1)
4 Da Ning 16.228 92,99% (2)
5 Hué 15.491 89,28% (3)
6 Hai Phong 10.884 62,84% (5)
Ghi cha: + 285.687 don vi mdu, chiém 68,33% tong sé mdu trong toan quoc

+ C6 04/06 tinh dat 270% tinh nguyén
Bdng 3: Tinh hinh thu gom mdu o mot so tinh, thanh khdc (dat tir 5.000 don vi mdu
den dwoi 10.000 don vi mdu)

nguyén
1 | An Giang 9891 92,07%
2 | Binh Pinh 9331 75.18%
3 | Thanh Hoa 7429 34,51%
4 | Kién Giang 7129 52,0%
5 | Khinh Hoa 6447 84.21%
6 | Quang Ninh 5633 43,30%
7 | Théi Binh 5251 33,36%
8 | bak Lak 5261 89.74%
9 | Tién Giang 5180 40,68%

Ghi chi: + 61.591 don vi mdu, chiém 10,91% tong s6 mdu thu dwoc trong toan

quoc.
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+ Trong doé co 04/09 tinh, thanh phé dat >70% tinh nguyén.
Bing 4: Ty 16 HMTN cdc tinh, thanh pho

A Ty 1€ %
pr|  Trunetam IM hién mdu nh | Ghi chi
va thanh pho A
nguyén
1 | Can Tho 99,64%
2 | BénTre 97,73%
3 | Quang Tri 94.,74%
4 | bak Nong 94.05%
5 | DaNing 92,99%
6 An Giang 92,07%
7 | Phii Yén 91,.11%
8 | bak Lak 89,74%
9 | Thira Thién - Hué 89.28%
10 | Nghé An 88,04%
11 | Quang Nam 86.16%
12 | TP. H6 Chi Minh 85,25%
13 Hoa Binh 85,08%
14 | Khianh Hoa 84.21%
15 | Binh Thudn 81,82%
16 | Vinh Long 81,06%
17 | Binh Dinh 75.18%
18 Théi Nguyén 74,75%
19 | Binh Duong
20 | Binh Phudc o X .
21 | Ha Nam Cac thh nam t{ong Elu an
57 | Vinh Phiic Trung tdm truyén méau khu.
T vuc BV Cho Ray va Ha Noi
23 | Bac Ninh IR A e
—— da bdo cdo nén khong tinh
24 | Tay Ninh thém.
25 | BaRia -Viing Tau
26 | Pong Nai
27 | Bic Giang Hai tinh nay khong trong dy
28 | Phd Tho an WB

II. CAC NHAN XET CHUNG VE PHONG TRAO HMTN
2.1. Nhiimg vu diém dat duoc

2.1.1. Hé théng Ban chi dao van dong hién mdu tinh nguyén tir Trung uong dén
tinh, thanh phd truc thudc Trung wong da dugc thanh lap, kién toan va cung c0.

- 63/63 tinh va thanh phd da c6 Ban chi dao, 62/63 tinh, thanh phd B/c phé chii
tich UBND phu trach van xa la Truéng Ban chi dao (chi con Hau Giang truéng ban la
Gidm déc S¢' Y té).

- 59/63 tinh, thanh phd tryc thudc Trung wong phé trudng ban thuong truc 1a
Chu tich Hoi Chir thap d6 (Ha Noi, Bic Ninh phé truéng ban 1 Bi thu doan TNCS Ho
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Chi Minh, Hai Phong, Binh Duong, Khdnh Hoa phé truéng ban thuong truc 1a Gidm
dbc SO Y té.

2.1.2. Trong thoi gian qua Pang, chinh quyén cdc bd, ban nganh, doan thé &
Trung wong va céc dia phuong da quan tdm chi dao, dau tu cho cong tic truyén méu
néi chung va cong tic hién mau tinh nguyén néi riéng.

2.1.3. Nhan thtic ciia toan xa hoi vé loi ich ctia cong téc hién mau tinh nguyén
da c6 chuyén bién tich cyc, mang ludi tuyén truyén van dong hién mdu tinh nguyén da
hinh thanh va tung budc hoan thién va phat trién voi nhiéu hinh thirc phong phu nhu:
Cau lac bd hién mau dy bi, nhém mau hiém, Cu lac bd Sinh nhat Hong tubi 18 - hién
mdu ctru nguoi, Cau lac b 25 - nguoi hién mau yéu cudc séng v.v..

2.1.4. Pi trién khai nhiéu bién phdp chuyén mén ky thuét nham dam bao chat
lwgng va hiéu qua cua cong tic hién mau tinh nguyén.

2.1.5. Su ph01 hop li€n nganh c6 hiéu qua gitta Hoi Chit thap dé Viét Nam va
B6 Y Té 1a dau mdi then chdt trong cong tac van dong hién mdu tinh nguyén va phdi
hop chat ch€ vdi cdc trung tam truyen mau tir Trung uvong dén dia phuong 1a thanh vién
quan trong dam bao sy phat trién bén viing ctia chuong trinh hién méu tinh nguyen.

2.1.6. S6 luong mdu thu dugc tir nguoi hién mdu tinh nguyén ting dan ca sd
luong va chat luong ngay cang t6t hon.

Nim 2007 tong sé mau toan quéc thu dugc 12 457.734 don vi; ngudi hién mau
tinh nguyén la 295.247 va dat 65%. Nam 2008 téng s6 mdu thu duoc 564.401 don vi,
$6 méu tinh nguyén la 411.817, dat 72,97%; téng $6 méu thu duoc so voi Kké hoach du
kién 2008 tang 7,2% va so voi nam 2007 tang 23,3%.

2.1.7. Nho ¢6 chuong trinh hién m4u tinh nguyén, ngan sich nha nudc da tiét
kiém dugc khoan kinh phi diing dé mua méu cy thé: nha nudc chi tra cho 01 don vi
mdu phai mua la 150.000 déng cho mot don vi, trong khi d6 chi phi cho 01 don vi hién
mdu tinh nguyén 12 110.000 ddng — Du 40.000 dong tiét kiém duoc) néu nhan 1én so
v6i don vi thu duoc s& 12 mot con s6 rat 1on (gan 20 ty).

Theo sb liéu bdo cdo cia 20 tinh, thanh phd tryc thudc trung uong, trong sb
87.527 ngudi hién mdu tinh nguyén thi ty 16 nam giéi chiém 54,58%, nit chiém
45,52%. Do tudi tham gia hién mdu tinh nguyén: tir 18 dén 25: 52,66%:; tir 26 dén 40
tudi 12 31,59%; trén 40 tudi 1a 15,75%.

2.1.8. Cong tac ton vinh khen thuong dugce Ban chi dao van dong hién m4u tinh
nguyén cdc cip quan tdm, kip thoi biéu dwong, khich 1& nguoi hién mau va nhing
ngudi 1am cong tic van dong hién mau.

2.2. Nhiing ton tai, khé khiin, thach thirc va cac dé xuat:
2.2.1. Hanh lang phdp Iy vé vin déng hién mdu tinh nguyén chwa ddy dii, can tiép
tuc hoan thién som nhu:

- Chinh sdch qudc gia vé mau

- Luat hién mau tinh nguyén

Quy che ton V1nh khen thuong,
2.2.2. Vé mat to chirc can luu y

- Ban chi dao Qudc gia van dong hién mdu tinh nguyén di dugc thanh 1ap. Quy
ché t6 chuc va hoat dong cua Ban chi dao quéc gia da dugc ban hanh, tuy nhién hoat
ddng cuia cdc thanh vién trong Ban chi dao chwa dong déu, chua phét huy hiéu qua nhu
mong mudn. Cong tic van dong hién mdu tinh nguyén di duogc Pang, chinh quyén céc
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cap quan tAm nhung nhiéu tinh, thanh phd Ban chi dao ra doi con mang tinh hinh thic,
chua dat hiéu qua cao. Cong tic tuyén truyen vén dong chua thyc sy sdu rong trong
cong dong cho nén hiéu qua cia phong trao hién mau tinh nguyén con han ché.

- Ban chi dao van dong hién m4u tinh nguyén & nhiéu tinh, thanh phé chua dugc
phan b cho 1-2 bién ché theo ddi cong tic hién mau tinh nguyén, chua c6 kinh phi dé
xdy dung ké hoach, chuong trinh hoat dong, t6n vinh khen thuéng. Trong khi d6
Thong tu s6 40/TT-BTC ngay 23/4/2007 cta B6 Tai chinh ngudn kinh phi con rat han
hep va rat khé thuc hién cho Ban chi dao cdc cép. Su phéi hop céc thanh vién Ban chi
dao chii yéu 1a nganh Y t& va Vin phong Thuong truc Ban chi dao chua t6t trong viéc
xdy dung chi tiéu ké hoach thu gom mau & dia phuong.

Do vy tinh trang thiéu mau xay ra thuong xuyén, nhat 12 vao mua he, dip thi ctr
ctia hoc sinh, sinh vién 1a mot thuc té can dugc nghién ctru thio g& va td chire hop ly.

- Ty 1& hién méu tinh nguyén & nhiéu dja phuong con qud thip méi dat 20-30%.
C6 dia phuwong trong cling mét tinh, thanh phd bénh vién dat ty 1& sir dung méu tinh
nguyén tir 70-80%, 6 bénh vién khong c6 méu tir nguoi hién mdu tinh nguyén (0%).

- Can ning cap céc trung tam truyén mau va cdc khoa HHTM ¢6 du nhén luc,
trang bi cho viéc thu gom mdu dé ddp tng su phat trién ctia chuong trinh hién méu tinh
nguyén.

2.2.3. Tir cdc ton tgi trén, cdc vin dé can dwoc dé xudt la:

- Ban chi dao Quéc gia van dong hién mdu tinh nguyén dé nghi Bo Y té c6 ké
hoach xay dyng Luat hién méu tinh nguyén.

- P& nghi B9 Y té xdy dung chinh sich quéc gia vé mau.

- Quy ché t6n vinh khen thuong can sém hoan thién dé thuc hién théng nhét trén
toan quéc.

- Phat trién, t6 chirc lai mang ludi cdc trung tAm huyét hoc truyén mdu (hién nay
con qué nhiéu khoa HHTM thu gom mdu tham chi trén ciing mot tinh, thanh phd) rat
khé khin cho Ban chi dao cdc cap phdi hop.

- Néang cao nang lyc cua Hoi Chir thap do Viét Nam la yéu t6 then chdt trong
van dong hién mdu tinh nguyén thong qua dao tao, tuyen chon cdn by, tdng cudng cong
tdc quan ly trong van dong hlen mdu tinh nguyén. Phéi két hop chat ch& cung voi céc
nganh dic biét 1a nganh Y té xdy dung cdc trung tim Truyén méu gép phan dam bao
cham séc strc khoe nhan dan.

- Céc co quan c6 thim quyén nhu: Bo Noi vy, BO Tai chinh quan tdm bd sung
can bo lam cong tac quan ly gidm sat chuong trinh hién mdu tinh nguyén cling nhu
kinh phi cho cong tic hién méau tinh nguyén khong nén gin kinh phi cho hoat dong
hién méu tinh nguyén véi chi phi cho 1 don vi mau dat tiéu chuan quy dinh.

III. TAM NHIN CHIEN LUQC, PHUONG HUONG NHIEM VU NAM 2009 VA
NHUNG NAM TI EP THEO
3.1. Cong tac chi dao va to chirc phong trao HMTN

Can nhanh chéng hoan chinh c6ng téc t chtic, Ban Chi dao céc tinh, thanh phd
tryc thudc Trung wong theo hudng dan cua Ban chi dao qudc gia. Xdc dinh 15 rang
nhi¢m vu va trach nhi¢m, xay dung quy ché t6 churc va hoat dong cua 63 Ban chi dao
céc tinh va thanh phé.

- Céc thanh vién Ban chi dao Qudc gia xdy dung ké hoach hanh dong cua B9,
ban nganh doan thé minh trong cong tdc van dong hién mau tinh nguyén.
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- Ban chi dao Qudc gia sdm thanh 1ap hai tiéu ban:

+ Tiéu ban tuyén truyén van dong

+ Tiéu ban huin luyén - dao tao

Xay dyng chién luoc phat trién chuong trinh hién mau tinh nguyén giai doan
2009-2015 va tim nhin dén nim 2020 ciing nhu quy ché ton vinh khen thuong thanh
tich van dong va hién mdu tinh nguyén khi da duoc phé duyét can trién khai som céc
chuong trinh hoat dong.

- T6 chuc tdt céc sy kién trong nudc va qudc té nhan dip 7/4 va 14/6; Lam tt
cong tic ton vinh khen thuéng dé dong vién phong trao.

- Can t6 chic mang ludi thong tin bdo cdo s6 liéu cap nhat va chinh xdc (xay
dung phan mém HMTN).

3.2. Dy kién lwong mau thu gom trong nim 2009

Nim 2009 phai thu duge 610.000 don vi méu, phai dat 75% nguoi hién mau
tinh nguyén va 0,70% ty 1¢ dan s hién mau. Can clr vao tinh hinh cy thé cta dia
phuong tiép tuc 1am t6t cong tic van dong hién mau tinh nguyén, bao dam an toan cho
ngudi hién mdu va cho ngudi duge truyén mau.

3.3. Xay dung tAm nhin chién lwgc chwong trinh mau quéc gia vé dich vu truyén
mau & Viét Nam theo hwong hién dai:

O tam vi md, Nha nudc can hinh thanh Ban diéu hanh Chuong trinh dich vu
mdu Qudc Gia & Viét Nam.

Xu hudng chung cia céc nudce tién tién déu cé chuong trinh dich vu méu qudc
gia voi cac dinh hudng 16n:

- XAy dung chinh sich, chién luoc mau quéc gia.

- T6 chirc mang ludi truyén mau thong nhat trong ca nudc.

- C6 ngéan quy riéng cho dich vu mdu qudc gia (tach riéng su phu thudc vao cic
co s& chita bénh cia BO Y Té)

- Luét héa cong tic truyén mau.

- Ting cudng sy hop téc khu vuc va qubc té trong linh vuc truyén mdu.

Vé t6 chtrc mang ludi truyén méu thong nhét tir cdc Vién Qudc Gia, Trung tam
Khu vyce (loai D), Trung tam Truyen mdu khu vung (loai II), Trung tam Truyen mdu tuyén
tinh (loai IIT) dé chuan héa vé trang thiét bi, nhén sy, ngan quy mot cach thong nhét.

Vé noi dung t6 chie dich vy truyen mdu, phai quan tim dén ndi dung k¥ thuat
cua cac Ngan hang mau, cong tic kiém tra chat lugng, cong tac sang loc cac tac nhan
lay nhiém va bit hoat trong cdc san pham mau, hé thong canh bdo va theo ddi truyén
mdu, xdy dung quy md phit hop san xuat cdc ché pham mau tap trung theo quy trinh
cong nghiép tir nho dén 16n (s& ¢6 cc chuyén dé cu thé cho trng myc tiéu)

Nhin lai cac nuéc trong khu vuc va cac nudc phat trlen ho da c6 luat truyén
mdu, c¢6 chuong trinh, chinh sach, chién lugc mau quoc gia, tlep tuc hoan thién dich vu
mdu qudc gia va t6 chirc nghién ciru ngay mot sdu Ve cdc van dé xung quanh dich vy va
y hoc truyén mau, ho dang tip trung vao cdc van dé nhu:

- Céc trong tdm diéu hanh:

= Céc dich vy k¥ thuét san xuat thanh phan plasma
= Phin mém quan ly mau quéc gia

= X4y dung chién lugc twong lai vé truyén mau

= Chiam séc va quan 1y ngudi hién mau
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- Dich vu quan 1y chit luong va y khoa
= Dich vuy khoa
= An toan san pham mau va nguoi hién méu
= Van dé dam bao chat luong
- Phit trién nghé nghiép va nghién ciru
= Nghién ctru chét lugng cao vé ngin hang mau, sy dau tu va hd trg cong
nghé nghién ctru ché pham mau
- Nghién ctru va phét trién — M6 hinh cdc kénh méi
= Nghién ctru diéu hanh, 1am thé nao dé cung cap mau da va tot nhat
= Nghién ctru vé 1am sang: sir dung méu an toan tai cdc co s diéu tri
= Nghién ctru khoa hoc vé truyén mau
- Nghién ctru va phat trién chién luoc moi
- Dich vu ghép quéc gia
= Van dé ngudi cho tang
= Labo xét nghiém mo (tissue typing service)
= Ngudi hién tuy
= Ap dung cong nghé moéi
= Ngin hang mau cudng ron
- Nhém nghién ctru chién luoc va xdy dung ké hoach
- Lién hé qudc gia va qudc té
- Xay dyng hé thong thong tin trong truyén mau
- Xay dyng nguén lyc
- Kinh té tai chinh doc lap cho truyén mau ( du trll hang nam, kinh phi dy
phong, don vi hoat dong)
Lién hé lai, chiing ta van dang & trong nhiing budc khoi dau, méi chi tap trung
giai quyét van dé nguoi hién mdu tinh nguyén, con cdc van dé khac van con bi tut hau
kha xa.

IV. KET LUAN

Trong vong 15 nam qua cong tic Huyét hoc Truyén mau ¢ Viét Nam da c6 nhiéu
¢ gang va c6 nhitg budc tién quan trong - nhat 12 viéc pht trién phong trao HMTN da
thu duoc két qua hét stc tot dep: tir chd ngudn mau cung cép tir nhing thap ky 50 dén
90, chii yéu Ia tir nhitng ngudi hién méu chuyén nghiép (tirc ngudi ban mdu) ty 16 ngudi
HMTN va ngudi nha hién mdu con rat it. Ty 168 HMTN di ngdy cang ting va chat lugng
mdu ngay cang tét qua sang loc, kiém tra nho céc tién bo khoa hoc ky thuat...Ty 1&
ngudi hién mau tinh nguyén tinh chung trong nam 2007 14 65%, nim 2008 ting 1én
72,97%. D6 1a con s6 rat ¢6 ¥ nghia, mot thanh cong to 16n ciia nganh HHTM Viét Nam
va cua toan xa hoi. Vai tro cua hé théng CTD cac cép tham gia rat tich cuc su chi dao
ciia Pang, Nha nudc hét stc to 16n. Tuy viy, ching ta méi té chirc dugc mot mang
ngudi hién méau, con mang to chitc md hinh dich vy truyén mau, ky thuat ngén hang
mdu, an toan truyén méu trén 1dm sang van 1a nhitng van dé 16n, con nhiéu khoang tréng,
con nhiéu cdch biét xa so v6i cdc nudc tién tién trong khu vyc va thé giéi.



104 HOI NGHI TIM MACH MIEN TRUNG MG RONG

LANTHU V

Tam nhin vé xay dung hé thong HHTM - nhit 12 dich vy truyén mau quéc gia
van la nhitng doi héi cap bach, phai nhanh chéng phuc vu cho 1¢i ich trudc mat va lau
dai ddm bao mdt cach hiru hiéu trong day chuyén phuc vu stcc khoé nhan dan.
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DINH NGHIA LAI NHOI MAU CO TIM
Huynh Vin Minh’, Tran V6 Vinh Sen™
: Truong Dai hoc Y Duwoc Hue, **Bénh vién da khoa tinh Khdnh Hoa

LOINOI PAU

Tai liéu nay dugc trién khai tai mot cudc hoi nghi d@)ng thuan dugc khoi xudng
boi Kristian Thygesen, Joseph S. Alphert, sau khi duoc sy chip thuan chinh thic cia
Lars Rydén, Chu tich Hiép hoi tim mach Chau Au (ESC), va Arthur Garson, Chu tich
Truong mén Tim mach Hoa ky (ACC). Tai li¢u nay da duogc duyét lai béi cdc thanh
vién ctua Ban Sdng kién Khoa hoc va Lam sang cia ESC va cédc thanh vién ctia Ban
Piéu hanh ESC va dugc chap thuan vao ngay 15/04/2000. Tiép theo d6 Hiép hoi Tim
mach chau Au (ESC)/ Truong mén Tim Mach Hoa ky (ACCF) /H6i Tim Hoa ky
(AHA)/ Lién doan Tim mach Thé gi¢i (WHF) hop lai vao 2007 va dua ra mot thong
nhit chung vé dinh nghia NMCT .

KHAI NIEM VA PINH NGHIA VE NHOI MAU CO TIM

Nhoi mdu co tim (NMCT) c6 thé duoc dinh nghia tir cdc géc do nhin khic nhau
lién quan dén dic diém 1am sang, dién tim do, sinh héa va bénh 1y. Thuét ngir “nhdi
mdu co tim” ciing mang cdc ¥ nghia xa hoi va tdm 1y, va ca 2 déu chi bio mot van dé
16n vé strc khoe va 1a thudc do tan sudt bénh tat trong thong ké dan sé va két qua thur
nghiém lam sang.

Trong cic nghién ciru vé thong ké bénh tat do WHO tién hanh, “Nhdi méu co
tim” dugc dinh nghia béng su két hop cta 2 trong sb 3 dic diém sau: céc tridu chung
dién hinh (ttc 12 khé chiu & nguc), lugng enzyme tang va kiéu dién tdm do dién hinh
lién quan dén viéc hinh thanh cdc song Q. Tuy nhién, viéc thyc hanh 1am sang hién
nay, céc hé théng cham séc y té, ciing nhu cdc nghién ctru dich té hoc, toan bd deu doi
hoi phai ¢6 dinh nghia chinh xdc hon vé nhdi mdu co tim. Thém vao d6, viéc xuét hién
cdc chi diu sinh hoc vé huyet thanh c6 d¢ chuyén va do nhay, cung cic ky thuat chup
anh chinh xdc da tao diéu kién cho viéc xem xét lai cdc dinh nghia da duoc thiét 1ap vé
nhdi mdu co tim. Céc tién bd k¥ thuat sau c6 do nhay cao trong vi¢c phét hi¢n cac con
nhdi méu rat nho 18 ra khong dugc coi 1a nhdi mdu co tim & mot giai doan sém hon. Ky
thudt hién nay c6 kha nang xic dinh bénh nhan cé cic vung hoai tir co tim nho can
nang dudi 1,0 g. Do d6, néu chiing ta chip nhan khai niém rang bat ky luong hoai tir co
tim nao do thiéu mdu cyc bd giy ra can phai xem 1a nhdi mau (theo kién nghi ctia hoi
nghi dong thuan nay), thi mot cd nhan ma trude ddy dugc chan dodn 1a bi dau that
nguc dir doi, on dinh hodc khong on dinh, nay cé thé dugc chan dodn 12 bi nhdi mau
co tim nhe. Tu d6, viéc tdng dd nhay cua tiéu chi dinh nghia nhdi mau co tim ¢6
nghia la s€ c6 thém nhiéu ca bénh dugc nhan dang; ngugc lai, viéc ting do dac hi¢u
s& lam giam sb lugng trudng hop nhdi mau co tim duong tinh gia. Nhirng thay doi
nhu trén vé dinh nghia c6 thé c6 tic dung sdu sic dén cdch theo doi 1au nay vé muc
dd va hau qua bénh tat.

Dé tra 101 cac van dé do viée thay ddi kha nang xdc dinh nhdi mdu co tim dit ra,
ESC va ACC da tridu tap mot hoi nghi dong thuan trong sudt thang 07/1999 dé ciing
xem xét lai dinh nghia vé NMCT. Céc y nghia khoa hoc va xa hgi cia mot dinh nghia
méi vé NMCT di dugc xem xét tir 7 quan diém: bénh 1y, sinh héa, dién tam dd, chan
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dodn hinh anh, thir nghiém 1am sang, dich t& va chinh sich xi hoi. Tir cdc ¥ kién can
nhic cta ban thong nhét ¥ kién, ro rang 12 khong nén sir dung thuat ngit “nhdi mdu co
tim” ma khong c6 thém céc ti€u chi khéc, du la vé thuc hanh 1am sang, vé miéu ta
nhimg nguoi chung quanh bénh nhén, hodc vé nghién ctru dan s6. Céc tiéu chi d6 can
phai dé cap dén luong té bao co tim bj mét (kich c¢& con nhdi mau), truong hop giy nén
con nhdi médu (tw phét hodc trong qud trinh chin dodn hodc chita bénh mach vanh), va
thoi gian hoai tir co tim so véi thdi gian quan st (nhdi mau co tim dang phat, dang
lanh hoac da chira lanh).

Tiéu chuin Nhéi mau co tim cip

Tir nhdi mdu co tim dugc ding khi ¢6 bang chtng hoai tir cO tim trong bdi canh
1am sang két hop véi thiéu mdu co tim. Theo d6 c6 mot trong yéu td sau cho phép
chan dodn nhdi mau co tim:

1) C6 sy tang va/hodc giam céc chit chi diém co tim (tSt nhat 1a troponin) v&i it
nhat mot gia tri > 99% béach phan vi ctia gi6i han trén kém theo bang chimg thiéu mau
co tim nhu ¢6 it nhit mot trong nhitng dau chtng sau:

+ Triéu chimg 14m sang thiéu mau.co tim.

+ Thay d0i ctia dién tim cho thay c6 d4u thiéu mau (ST-T mdi bién d6i doi hoic
bléc nhdnh trdi moi xuat hién) ;

+ Su xuét hién cua cdc séng Q bénh 1y trén dién tim.

+ Phuong phdp chan don hinh anh cho phép xdc dinh méi mat di sy séng cta
co tim hodc bét thuong véan dong vung.

2) Dot tir bao gdm nglng tim, thu:ong véi triéu chung gol y thiéu mdu, keém
theo su méi chénh 1én cua ST hoic bléc nhdnh trdi méi xuat hién, va/hodc bang
ching cta cyc mau dong mdi qua chyp mach vanh va/hodc khi phau thuat tr thi
nhung tir vong xay ra ldy mau hodc vao liic trude khi xudt hién cdc chat chi diém tim
trong mau.

3) Dbi voi can thiép mach vanh qua da dbi véi bénh nhan c6 tri sd troponin co
ban binh thuong, su gia tang chi diém tim trén bach phan vi thi 99 13 mot chi diém
hoai tir co tim khi tién hanh can thiép. Theo qui wdc sy gia ting chi diém tim trén 3 lan
béach phan vi thir 99 gi6i han trén c6 thé xem nhu 13 NMCT lién quan can thiép. Mot
nhém nho lién quan dén thuyén tic stent.

4) P6i voi phiu thuat cdu nbéi mach vanh ¢ bénh nhan cé tri sé troponin
binh thuong su gia ting céc chat chi diém tim trén 5 1an bach phan vi tha 99 gidi
han trén kem theo séng Q bénh 1y méi xuat hién hodc bldc nhanh trdi méi cé hodc
chup vanh cho théy tic 1o dong mach vanh méi hoac ciu nbi méi hodc chin dodn
hinh anh cho thdy mat tinh sdng co tim thi c6 thé x4dc dinh NMCT lién quan phiu
thuat cau ndi.

5) Céc dau chung bénh hoc cho thiy NMCT.

Tiéu chuin nhdi mau co tim ¢6 truéce (prior)

Khi c¢6 mét trong nhitng tiéu chuin sau:

1) C6 su Xuét hién séng Q bénh ly méi kem theo triéu ching hodc khong c6
triéu chung .

2) Chén doan hinh anh cho thiy c6 viing mat su song co tim, nhu moéng di hoic
co riit, ma nguyén nhan do thiéu mau.
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3) Cic bang ching bénh hoc cho thiy NMCT lanh hoic dang lanh.
BIEU HIEN LAM SANG

Quan diém chung la nhiéu ngudi chdp nhan re"mg thuat ngit “nhdi méu co tim”
phéan anh viéc mét céc té bo co tlm (hoai tu) do thiéu mau cuc bo kéo dal Thiéu mau
cuc b la hdu qua cua tinh trang mat can do6i gilra cung va cau cho nhu cau oxy co tim.

Vé lam sang, cO thé nhan dang duogc thiéu mdu cuc bo tur tién sir bénh cua nguoi
bénh va tir dién tim do. Cac triéu ching c6 thé c6 cua thiéu mau cuc bo 12 khé chiu ¢
nguc, thuong vi, canh tay, co tay hodc ham khi gang strc hodc lic nghi ngoi. Cam gidc
khé chiu gin v6i NMCT cép thudng kéo dai it nhat 20 phit, nhung c6 thé ngan hon.
Cam gidc khé chiu c6 thé hinh thanh & viing giita nguc hodc bén trdi nguc sau d6 lan
téa ra canh tay, ham, lung hodc vai. Cam giic khé chiu thuong khong dir ddi hodc
mang tinh khu trd cao va cé thé g'fm lién véi tinh trang kho thd, toat md hoi, budn non,
nén mira, hoic lo mo déu 6¢c. Cam gidc khé chiu c6 thé xuat hién & ving thuong vi
(thwong nham véi ching khé tidu), canh tay, ba vai, co tay, ham hodc lung, ma khong
xudt hién & nguc, nhung dang nay lai khéng dién hinh. Cam gidc khé chiu khong bi tac
dong boi viéc cur dong cdc co 6 vung bi kho chiu, va khi hit sau ciing khong thay khé
chiu hon. Cé the noi, cam giac kho chiu nay khong mang tinh chét vi tri. Céc triéu
chtng c6 thé gom ¢6 budn non, ndn mura khong ro 1y do, tho gap kéo dai do suy that
trdi, va cam gidc yéu 6t, vang vat, lo mo hoic ngat khong rd nguyén nhén, hoic két hop
clia tat ca cic tridu chung trén

Mic dit nhiéu bénh nhén c6 nhirng tri¢u chirng nhu vira mi€u ta trén day, nhung
c6 thé bénh nhan khéng cam nhan thy hodc cic tridu chimg d6 c¢6 thé bi gan nham cho
mot thé bénh khac, nhu khé tiéu hodc hoi chimg do vi rit gy ra. Hoai tir co tim ciing
c6 thé xay ra ma khong c6 triéu ching nao, va chi ¢6 thé phat hién thiy qua dién tdm
dd, chup hinh tim hodc bing cdc nghién ctru khéc.

Bing 1. Cdc biéu hién nhoi mdu co tim theo cdc phwong phdp chan dodn

Bénh hoc Chét t& bao co tim

Sinh héa Cic chi diu vé& ftinh trang chét té bao co tim
thu dugc tir cdc mau mdu

Dién tim do6 Chtng cir thifu mdu cuc bd co tim

(thay ddi doan ST — T)
Churng cu vé tinh trang mét hoat dong dién ctia mo tim
i (song Q) )
Chan doan hinh anh Giam hoac mat tudi mau mo tim
Cic bat thuong chuyén dong vach tim

CAC PHUONG PHAP PHAT HIEN HOAI TU TE BAO CO TIM

Viéc ¢6 hay khong c6 va khoi luong co tim ton thuong do thiéu mau cyc bd kéo
dai c6 thé ddnh gid duoc bang mot sb cic phuong ti¢n khdc nhau, bao gom xét nghiém
bénh 1y, dinh luong protein co tim trong méu, két qua dién tim dd (céc thay ddi séng
doan ST-T, séng Q), cdc phuong phdp chan dodn hinh anh nhu hinh anh tuéi mau co
tim, siéu 4m tim va chup c6 can quang budng that. Bi v6i mdi ki thudt ndi trén, c6 thé
phén biét dugc mot gradien tir lugng hoai tir co tim nho nhét dén nhé rdi dén 16n nhat.
Mot s6 nha 1am sang phan loai hoai tir co tim thanh: loai cuc nho, nho, vira phai va 16n,
dua vao dinh néng do ctia mot chi dau sinh hoc dic biét. PO nhay va d¢ dac hiéu cua
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mdi mot k¥ thuat néi trén — ding dé phat hién tinh trang mét té bao co tim, dinh luong
muc do mat va nhan ra trinh tu sy kién qua thoi gian — ¢6 nhiing khéc biét rat 1o rét .
1. Bénh hoc

Nhéi mdu co tim duoc dinh nghia la tinh trang chét t& bao co tim do thiéu mdu
cuc by kéo dai. V€ mat bénh ly, chét t&é bao dugc phan thanh hoai tir dong dac hodc
hoai tir co rit, hodc ca hai — thudng phit trién qua qu4 trinh tiéu hiy md, nhung c6 thé
dan vé mot mirc d6 thap hon tir tinh trang chét 1ap trinh. Can phai ¢6 chuyén gia quan
sdt ¢6 kinh nghiém phén tich can than céc 14t cit mé méi phan biét duoc cédc thé bénh
nay. Sau khi khot phat tinh trang thiéu mau cuc bd co tim, tinh trang chét té bao khong
dién ra ngay tic khic nhung phal c6 mot khoang thoi gian nhat dinh méi dién ra (c6
thé ngan dén 15 phtit & mot so stc vat lam mau thi nghiém, nhung thdm chi day ciing
c6 thé 1a con s6 wdc tinh qud cao). Phai mat 6 tleng moéi ¢ thé nhan dang duoc tinh
trang hoai tr co tim bang xét nghiém chuan dai thé va vi thé sau khi chét. Tinh trang
hoai tir hoan toan cia tat ca céc té bao co tim ¢6 nguy co hoai tr can dén 4-6 tiéng hoic
1au hon, tiy vao viéc c6 tuan hoan bang hé chdy vao viing thiéu mdu cuc bo, tinh trang
ngh&n mach vanh dai dang hodc khong lién tuc va d¢ nhay cam cua cac té bao co.

Nhoi méu thuong duge phan loai theo ¢& — vi thé (hoai tir 6), nho (<10% that trai),
trung binh (10-30% thét trdi), hodc 16n (>30% that tréi) — cling nhu theo vi trf (trudc, bén,
dudi, sau hoac vach, hoac két hop céc vi tri). Trong nglr canh bénh hoc, thuat ngir “nhoi
mdu co tim” nén ¢6 cdc tr * ‘cap”, “dang lanh”, hogc “da chia tri” bo nghia. Pic diém cua
mot con nhdi mau cap 1a sy hién dién céc bach cau da nhan. Néu quing thoi gian giita
khoi phat nhdi mdu va tir vong la ngan (vidu: 6 tiéng) 6 thé thay s6 bach cau da nhan rét
it hodc khong c6. Su hién dién céc té bao don nhan va nguyén bao s¢i va khong c6 céic
bach cau da nhan 12 dic diém cua mot con nhdi méau dang lanh. Mt con nhdi mdu d3 lanh
dugc thé hién bang md seo khong c6 hién tung tham nhiém té bao. Toan bd qud trinh dan
dén con nhoi mau da lanh can dén 5-6 tuan hoac hon. Thém vao d6, viéc tai twdi mau lam
thay d6i hinh dang tong thé va vi thé cta viing hoai tir qua viéc tao ra cic té bao co véi cic
dai co rut va lugng lon cdc hong cau tran ra. Vé thoi gian, con nhdi mau duoc phan loai:
cap (6 tiéng dén 7 ngay); dang lanh (7 dén 28 ngay); da lanh (29 ngay hodc hon). Can luu
y thoi gian 1am sang va dién tim d6 cia mot truong hop thiéu mau cuc bd cap c6 thé
khong c6 ciing chung khoang thoi gian bénh 1y ctia mot con nhdi mau co tim cap. Vi du:
dién tam dd c6 thé van c6 céc thay doi dang dién ra ciia doan ST-T va luong troponin tim
van c6 thé tang 1én (cho thdy c6 nhdi méu gan ddy) vao mot thoi diém khi ma vé mit bénh
hoc con nhdi mau & giai doan dang lanh.

2. Céc chit danh dau sinh héa hoai tir co tim
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Hoai tr co tim co thé phét hién qua viéc Xuét hién trong méu cac loai protein
khac nhau dugce phéng thich vao mdu do cdc té bao co bi ton thuong nhu myoglobin,
céc troponin T va I co tim, creatin kinaza, dehydrogenaza lactat, ciing nhu nhiéu loai
khac Nhoi mdu co tim duge chan dodn khi cdc murc chat ddnh déu sinh hoc nhay va dac
hiéu trong mdu, nhu troponin co tim va phan doan MB cua creatin kinaza (CK-MB)
tang 1én trong bdi canh 1am sang cua thiéu mdu cuc bod cip. Cac chi dau sinh hoc nay
cho thdy muc thuong ton co tim nhung khong biéu thi co ché ton thwong. Do d6, chi sé
tang 1én khi khong c6 ching cir 1am sang cua thiéu mau cuc b phai tim kiém thém céc
nguyén nhan khéic cua ton thuong co tim nhu viém co tim.

Chat chi diém sinh hoc dwoc miéu ta gan ddy nhat va duoc chudng nhat dbi ton
thuong co tim 12 troponin co tim (I hodc T), loai ¢6 tinh dic hiéu mé co tim gan nhu
tuyét dbi, ciing nhu ¢6 d6 nhay cao, phét hién dugc ngay ca cdc vung hoai tr co tim
cuc nho. Mot chi sb troponin co tim tang lén can phai xdc dinh la s6 do phai vuot qua
99% so v&i mot nhém ddi ching. Cac chi s6 tham khao phai dugc xdc dinh & mdi
phong thi nghiém bang cdch str dung nhirng thir nghiém ddi chtng chat lwong phit hop,
nhu dugc bdo cdo trong cac dac san dugc déng nghiép duyé¢t lai. Do khong chinh xac
6 thé chap nhan duoc (hé s bién thién) 099% d6i v6i moi thir nghiém can dugc xdc
dinh 12 < 10%. Mbi phong thi nghiém can phai xdc dinh chi sé tham khao trong bdi
canh cy thé ciia minh. Do céc chi s6 troponin co tim c6 thé duy trl 6 mirc tang I€n trong
vong 7-10 ngay hodc lau hon sau khi hoai tir co tim, cho nén can phai cén trong trong
viéc gan mirc troponin co tim ting 1én véi céc sy kién 1am sang rat gan d6 .

Bing 2: Cdc chi diém sinh héa trong phdt hién hoai tir co tim
Sau day la cic chi diém sinh héa dé phat hién hoai tir co tim:
1) Nong do tbi da troponin T hodc I vuot qua gidi han xdc dinh (bach phan vi thir 99%
tri s6 ddi v6i mot nhém ddi ching tham chiéu) it nhat 1 1an trong sudt 24 tiéng dau tién
sau biéu hién 1am sang.
2) Chi s6 CK-MB tbi da (tt nhit 1a tinh khdi lugng CK-MB) vuot quéi béch phan vi
thir 99% dbi voi mot nhém ddi ching tham chiéu & 2 mau lién tuc nhau, hodc chi s6 tdi
da vuot 2 14n gi6i han binh thudng trén d6i véi viéc quan sét cy thé mot truong hop
trong sudt cdc gio dau sau biéu hién 1am sang.
Céc chi s6 CK-MB phai tang rdi giam; céc chi s6 tang 1én va khong ha khong bao gio
12 do nhdi méu co tim.
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Trong trudng hop khong ¢6 sdn xét nghiém troponin co tim, phuong 4n thay thé
t6t nhat 1a CK-MB (do bang thir nghiém khéi luong). Chat nay it mang tinh ddc hiéu vé
md so voi troponin co tim, nhung dit kién ghi lai tinh dic hiéu 1am sang d6i véi ton
thuong khong dao nguoc thi cao. Ciing nhu dbi véi troponin co tim, chi s6 CK-MB
ting 1én (ttc 1a trén gidi han quyét dinh doi v6i nhoi mau co tim) dwgce xdc dinh 1a mot
chi s6 vuot qua bach phén vi tha 99% céc chi so CK-MB trong mdt nhém (101 ching
tham khao. Trong da s6 truong hop, cdc chi s6 chi diém sinh hoc ting 1én can phai
dugc ghi lai tir 2 mau mdu lién tiép dé chan dodn nhdi méau co tim.

Viéc do CK toan phan khong dugc khuyén céo khi chan dodn thong 1& nhdi mau
co tim cap do mirc phan bé md rong ciia enzyme nay. Tuy nhién, CK toan phan cé mot
lich str 1au dai, va mot sd béc si c6 thé chon tiép tuc str dung vao cdc muc dich dich té
va khoa hoc. Trong mot bdi canh nhu vay, CK toan phﬁn nén duoc Kkét hop thém véi
mot loai chi dau sinh hoc ¢6 dd nhay cao hon, nhu troponin co tim hodc CK-MB, dé
chan dodn nhdi mdu co tim cp chinh xdc hon. Cic ngudng ciia CK toan phan phai
tuong d6i cao hon troponin co tim hoic CK-MB (it nhat gip ddi gidi han trén déi voi
CK). Khong nén sir dung transaminaza glutamic-oxaloacetic (ASAT [transferaza
aspartat amin]), dehydrogenaza lactat, va isoenzym dehydrogenaza lactat dé chan doan
t6n thuong co tim. Clng vdi cdc yeu t6 1am sang khac (vi du: ton du chirc ning that
trai), do chénh 1én ciia mirc chi dau sinh héa c6 lién quan dén nguy co 1am sang. Nén
str dung phén loai mtrc do ton thuong co tim (cuc nhd, nho, trung binh hodc 16n), mic
du chua c6 mot h¢ théng dugc cong nhan chung vé Xép loai kich thuéc con nhdi méu.

Dbi véi da sb bénh nhan, can phai lay mau dé xét nghiém khi nhap vién, trong
khoang thoi gian tur 6-9 tiéng va lay mot 1an nita trong khoang 12-24 tiéng néu cic mau
trude d6 c6 két qua Am tinh va chi s6 nghi ngd 1dm sang cao. Pdi véi cdc bénh nhan
can chin dodn sém, thi khuyén cdo nén dung mot loai chit ddnh diu sinh hoc hién
nhanh (nhu chit dong dang CK-MB hodc myoglobin), cong véi mot chit ddnh dau
xuét hién cham hon (vi du troponin co tim) dé khfmg dinh két qua chan doén.

Viéc phat hién tdi nhéi mdu rat quan trong vé 1am sang vi né 1am ting nguy co
dbi v6i bénh nhan. T4i nhoéi mdu c6 thé gdy nén nhiéu khé khin dic biét cho viée chan
dodn, vi sy tang troponin co tim c6 thé kéo dai lau, va khi troponin co tim van & muic
cao, thi khé xdc dinh dugce quang thoi gian ton thuong co tim ban ddu. Néu miu dau
tién c6 chi sd troponin co tim cao, thi ¢6 thé st dung cdc mau chat danh diu sinh hoc
sau d6 c6 thoi gian ngin hon dé xdc dinh thoi gian con nhdi mau.

3. Dién tam d6

bién tam d6 c6 thé cho th?iy cdc dau hiéu thiéu mdu cuc bd co tim, cu thé 1a céc
thay d6i doan ST va séng T, ciing nhu céc d4u hiéu hoai tir co tim, cu thé 1a phirc bo
QRS. Mot dinh nghia hop 1y d6i v6i nhdi mau co tim cip hodc dang dién tién voi su
xudt hién hoi chtng phit hop vé 1am sang, nhu duoc minh hoa bang dién tim do chuan
v6i 12 dién cuc, da duoc thiét lap_ bang cdch st dung cdc dir kién tir cdc nghién ciru
tuong quan Ve 1am sang va giai phau bénh ly. Céc tiu chi dién tdm d6 sau (khi khong
¢6 céc yéu td trung gian QRS [tare Ta: bléc nhanh trdi, phi dai that trai, hoi ching
Wolff-Parkinson-White]) da xuét hién nhu l1a cac yeu t6 xdc dinh 6 rang tinh trang
thiéu mau cuc bd co tim (Bang 3). Cac thay d6i vé thiéu méu cuc bd nhu thé c6 thé do
nhdi mau co tim dang dién tién.

Bing 3. Cdc thay doi dién tam do thiéu mdu cuc bé c6 thé dién tién thanh

nhoi mdu co tim
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1. Bénh nhan c6 ST chénh Ién:

Do chénh 1én caa doan ST méi hodc cho 12 méi tai diém J tai 2 hodc hon 2 dién cuc ké
nhau c¢6 ngudng >0,2 mV tai cic dién cuc Vy, V, hodc V3 va >0,1 mV tai céc dién cuc

khéc (tinh lién ké nhau & mat phéng trudc duoc xac dinh béng chuyén dao aVL, I, aVR
ddo nguoc, 11, aVF, III).

2. Bénh nhan khong c6 ST chénh lén:

a. ST chénh xubng

b. Chi c6 céc bt thuong ciia séng T

Hién tuwong ST chénh xuong méi hodc cho la méi hodc cdc bat thuong séng T, hodc cd
2, can phdi dwoc quan sdt & 2 hodc hon 2 dién cuc ké nhau. Ciing thé, budc ddo nguoc
song T moi hoac cho la méi > 1 mm phai xudt hién o it nhat 2 dién cuc ké nhau.

Cic tiéu chi dién tdm d0 ¢ Bang 3 phan 4nh tinh trang thiéu mau cuc bo co tim
va ty ching chua du dé xdc dinh nhdi mdu co tim. Viéc chan dodn cubi cung vé hoai ttr
co tim phy thudc vao viéc phét hién ra mirc chénh 1€n cua céac chét ddnh diu sinh héa
trong mau, nhu da ban luan ¢ trén. DO chénh 1én ctia doan ST ¢ cdc bénh nhan nghi
ngo cd nhdi mdu co tim cép ¢6 thé mat di nhanh chéng mdt cdch tu nhién hodc sau khi
diéu tri. Hiéu qua cta liéu phép tii tudi mau d6i v6i céc thay d6i doan ST can duoc
xem xét khi sir dung dién tam dd dé chan dodn nhoi méau co tim. Hoai tr co tim khong
hinh thanh & mot $b bénh nhan c6 viéc ddo ngugc nhanh d¢ chénh 1€n ctia doan ST.
Bén canh d6, viéc ST chénh xuéng — dat tdi da & céc chuyén dao tir V, dén V3 ma
khong c6 ST chénh 1én ¢ cdc chuyén dao khic — can phai duoc xem xét 1a ddu hiéu
thiéu mau cyc bd phia sau hodc nhdi mau, hodc ca hai, nhung thudng cin c6 cic nghién
ctru chyp anh dé xdc nhan su hién dién cua tinh trang thiéu mdu cuc bd hodc nhdi mau
& timg bénh nhan. Khi ¢6 bldc nhanh trdi méi hodc cho 1a méi, do chénh 1én cua doan
ST c6 thé di kem bloc nhanh, gy kho6 khan hoac khién khong thé nhan ra tinh trang
nhdi mdu co tim cap, nén can phai nghién ctru thém dé xdc dinh cdc ti€u chi biéu thi
nhoi mdu co tim cap. Cac séng T cao va c6 dinh (song T t6i cAp) da duoc nhan thiy
trong sudt cic giai doan rat sém ciia nhdi mdu co tim cap.

Bing 4. Thay doi dién tam do ¢ nhéi mdu co tim da xdc dinh

1. Bat ky séng Q ¢ cdc dién cuc V; qua dén Vs, s6ng Q =30 ms (0,03 s) tai céc chuyén
dao I, II, aVL, aVF, V4, Vs, hoac V. (Céc thay doi song Q phai c6 ¢ 2 dién cuc ké
nhau bat ky, va phai > 1 mm vé chiéu sau.

Hién tugng ST chénh xuéng sém hodc duoc coi 1a sém hodc cdc bat thuong
séng T, hodc ca hai, can phai duoc quan st & 2 hodc hon 2 dién tim db lién tiép cach
nhau it nhau vai tiéng dong ho.

Hoai tr co tim hodc nhdi mau co tim da dugc thiét 1ap vé 1am sang co thé duogc
dinh nghia tir tiéu chi dién tim do 12 chuyen dao khi khong c6 céc yéu td nhiéu cua
QRS (vi du: bloc bo nhanh phi dai that trdi, hoi chirng Wolff-Parkinson-White) hodc
ngay sau khi mé ndi bic ciu mach vanh, bang cich dung céc thay d6i QRS . Mot dién
tam dd don 1¢ thoa cdc tiéu chi song Q ¢ Bang 4 biéu thi mot con nh01 mau co tim c6
truge do. Cdc séng Q < 30 ms gan voi hién tuong ST-T chénh xuong c6 thé biéu thi
nhéi mdu, nhung cic phat hién niy yéu cau phai nghién ctru thém dé khang dinh. Khi
¢6 duoc 3 hodc hon 3 két qua dién tam do, thi it nhat 2 dién tdm db lién tuc nhau phai
biéu thi bat thuong dang xem xét. Céc tiéu chi vé do siu séng Q can phai dugc nghién
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ctru thém, ciing nhu cic tiéu chi QRS dé xdc lap chan do4n nhdi mdu co tim phia sau.
Blbc b6 nhanh c6 kem theo céc song Q nam trong cic miéu ta nay. Bléc b6 nhanh phai
s& khong can thiép vao kha ning chin dodn céc séng Q; bldc b6 nhdnh trai thudng lam
mo cic séng Q; cac song Q madi véi su hién dién cua bléc b6 nhanh trdi cin phai xem
12 ¢6 tinh cht bénh ly.

Khong phai tit ca moi bénh nhan hinh thanh hoai tir co tim ciing déu thé hién
céc thay doi trén dién tim d6. Do d6, mot dién tim dd binh thudng khong loai trir kha
nang chan dodn nhdi méu co tim. Do cdc chat danh ddu sinh héa nhay, méi cho phép
phit hién hién twong hoai tif co tim qud nhé dé lién hé voi cdc bat thuong QRS, mot s6
bénh nhan s& c¢6 céc tri s& dinh nam trong quang phu (subrange) cua cac thay 601 QRS.
Chi nén xem cdc bénh nhin iy c6 nhdi mau cyc nho, nhung céc khia canh can phai
duoc lam sdng to thém.

4. Chan do4n hinh anh

Céc ky thuat hinh anh da dugc dung dé hd trg: 1) loai bé hodc xdc nhan tinh
trang nhoi mdu cap hodc thiéu mau cuc b tai Khoa Cap ciru; 2) xac dinh céc tinh trang
khong phai thiéu méu giy dau ngyc; 3) xac dinh tién luong ngan han va dai han; va 4)
nhan dang cdc bién ching ctia nhdi mau cdp. Co s& ctia chan dodn hinh anh chinh xéc
c6 st dung cac ky thuat siéu am tim hoac ky thudt hat nhan & bénh nhén nghi ngo bi
thiéu mdu cuc bd cép 1a thiu mau cuc bo dan dén tinh trang giam tudi mdu co tim, dua
dén sy cb c6 thé bao gdém rdi loan chirc ning co tim va cudi ciing 1a din dén chét té
bao. Trong tai lidu chi ban thao dén cdc phuong phdp quy wdc nhu siéu Am mit cit
ngang tim, chup phéng xa, va chup SPECT, chir khong ban dén cic phuong phép hién
dang duoc thtr nghiém trong cdc nghién ctru 1am sang.

Mot trong cdc thuén loi chinh cua si€u &m tim la phuong phdp nay cho phép
danh gid da s6 cdc nguyén nhin khong do thiéu mau cuc b 'gdy dau ngyc, nhu viém
mang ngoai tim, bénh van tim (hep ddng mach chu), thuyén tac mach phoi va cdc bénh
1y vé dong mach chu (phinh béc tach dong mach chu).

Céc k¥ thuat phong xa hat nhan cho phép bac si danh gid tinh trang tudi mau
vao thoi diém bat dau diéu tri bénh nhan. Viéc ddnh gid nay c6 thé tién hanh bang céch
ti€ém d@)ng V1 truc tiép, vi viéc ¢6 duge hinh anh c6 thé bi tré dén 60-90 phut. Phan tich
dinh lugng 1a mot thuan lgi cta k¥ thuat. Tinh chinh xdc trong cdc nghién ctru 1a cao
khi dugc dién giai boi nhitng nha quan sét c¢6 kinh nghiém. Céc nghién ctru nay dong
thoi ciing cho cic thong tin vé tudi mdu va chiic ning co tim.

Céc chét chi diém sinh hoc to ra nhay hon, dic hiéu hon va it ton kém hon cic
k¥ thuat hinh anh khi chan dodn hoai tir co tim. Trudc khi phét hién duoc bat thuong
trong rdi loan van déng viing bang siéu 4m tim, thi phai co ton thuong > 20% bé day
vach co tim. N6i chung, trudc khi c6 the giai quyét khiém khuyét tudi mau phéng xa
hat nhan, thi >10 g md co tim phai bi t6n thuong. Khong c¢6 k¥ thuét nao néi trén ¢ thé
phan biét duoc gifta thiéu mau va nhdi mau.

4.1 Thiéu mdu cdp va nhoA‘i mdu cdp hodc nhoi mdu dang tién trién. Vi kha
nang phat hién cic bat thudng rdi loan van dong vung trong vong vai phut sau khi bi
t6n thuong do thiéu mau cuc bo, siéu am tim 2 chiéu ¢ thé t6 ra hitu ich trong viéc
chan dodn nhdi mdu co tim cdp. Ca nhdi mdu khu trd va mirc d6 lan rong nhdi méu déu
¢ thé xdc dinh dugc. Mot hinh anh siéu 4m tim hodc nuclit phéng xa cé soém sau khi
khoi phét cédc triéu chung to ra c6 tac dung 16n trong viéc danh gid cdc bénh nhan nghi
ngd bi nhdi mau cap va cé dién tim dd khong chin dodn duoc hodc khong dién giai
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duogc. Vi viée chup anh chinh xdc ¢ cac bénh nhan nay, siu &m tim binh thudng hodc
mot nghién ciru SPECT binh thuong c6 st dung chat phéng xa technetium-99m t6 ra
hitu ich trong viéc loai trir nhdi mau cap, do ¢6 gid tri tién dodn am 95-98% khi CK-
MB dugc ding 12 tiéu chuén “vang”. Tuy nhién, van chua biét dugc 1a cdc ky thuat nay
c6 cling gid trj tién dodn Am & cdc bénh nhan c6 lugng troponin ting va mot tri s6 CK-
MB binh thudng.

Mot bat thudng chuyén dong véch tim trén hinh anh siéu am tim hodc nuclit
phéng xa c6 thé c6 nguyén nhén la nhdi mau co tim cip hodc do mot trong s céc dleu
kién thiéu mau co tim, bao gdm mdt con nhdi mau co tim cd, thiéu mau cuc bd cap,
choang hodc khong hoat dong, hoic két hop ca hai. Tri s6 tién dodn dwong cua siéu 4m
tim 1a ~50% dbi voi chan dodn nhdi mdu co tim, cdc diéu kién da néi trude va cdc
nguyén nhan bénh khic khong lién quan dén nhdi mdu cta cédc bat thudng chuyén dong
véch tim (vi du: bénh co tim gidn). Trj s6 tién dodn duong dbi v6i phuong phap Gated
SPECT ciing bi han ché, vi tinh trang tudi mdu cho ting ving bt thudng va/hodc mot
con nhdi mau co tim cii, thiéu mdu cuc bd cép, chodng va/hoac khong hoat dong c6 thé
gy 10i loan chiric ning tig ving. Dung cu giam nhiu va ngudi doc thiéu kinh
nghiém ciing c6 thé dan dén 1y giai két qua quét duong gia tao.

4.2 Nhoi mdu co tim da hinh thanh. Siéu Am tim c6 ich sau mot su cd dot xuat
can dén phan tich ton sét chirc nang that trai. Viéc xdc dinh chiic nang that tréi c6 gid
tri tién lugng. Chirc ning thit trdi c6 thé duoc ddnh gid bang nghiém phap gang stic
hodc stress dobutamine; cac két qua cua viéc xét nghiém nhu thé dua ra céc thong tin
vé kha nang co tim. So phan thuy c6 lién quan cho phép tinh toan diém sb chuyén dong
vach tim dung lam s6 do chuc nang tdn s6t that tral c6 gid tri tién lugng séGm va mudn
trong viéc tién dodn céc bién chiing va kha ning séng sét. Ciing dé dang nhan dang céc
triéu chirng cung Xuét hién nhu r6i loan chuc nang van 2 14, m¢ rong khu vuc nhdi
mdu, huyét khdi & thanh tim va cdc bién ching co hoc cia nhdi mau. Siéu 4m tim 1a
quy trinh dugc chon loc trong chan dodn dé nhan dang céac bién ching co hoc cua nhdi
mau co tim.

Cic k¥ thuat phéng xa hat nhan ciing c6 thé dugc ding trong céc giai doan nhdi
mdu dang lanh hodc d3 diéu trj lanh dé bdo trudc. Cung véi tap luyén hodc stress giin
mach, viéc do Iuong muc do kha nghich khuyét tat c6 thé nhan dang dugc muc do
thiéu mdu cuc bo. Phat hién céc khuyét tat tai hon 1 ving mach vanh c6 thé nhan dang
dugc bénh nhiéu mach. Nhiéu phat hién tién luong khic nhau c6 thé duoc nhan dang
(vi du: mic phdi dung nap chét thallium-201, gidn budng thét trai do thiéu mdu, kich
thudc khuyét tat trong tng kich thude khu vuc nhdi mau). Cudi ciing, mirc do vé kha
nang hoat dong ciia co tim c6 thé dugc wdc tinh bang cong nghé tao anh tap trung dinh
luong véi cdc chat phéng xa thallium-201 hodc technetium-99m.

Phan logi cdc type NMCT

- Type 1: NMCT ngiu phat lién quan thiéu mau do bién c¢6 mach vanh nguyén
phét nhu bong mang vira va’hoac nut, rach hoac béc tich mach vanh.

- Type 2: NMCT thtr phét sau thiéu mdu do ting nhu ciu tiéu thu O2 hodc giam
cung cép 02, vi du co that mach vanh, téc vanh, thiéu mau, roi loan nhip, taing HA,
hoac tut HA.

- Type 3: Dot tir do tim, bao gdm nging tim, thudng c6 diu hiéu goi ¥ thiéu
mau co tim, kém theo ST méi chénh 1én, bléc nhanh trai moi xuét hién, hodc bang
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chirng méi ¢6 cyc mdu dong trong mach vanh xac dinh nhd chyp mach vanh va/hodc
md tr thi, tuy nhién tir vong xay ra trudc khi 1dy méu hodc thoi diém truéc khi xudt
hién céc chi diém tim trong mau.

+ Type 4a: NMCT phbi hop can thiép qua da.

+ Type 4a: NMCT két hop tic mach trong stent xdc dinh bang chup mach hoic
md t thi.

- Type 5: NMCT phéi hop phiu thuat cau ndi mach vanh.
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TU BEO PHI PEN PAI THAO PUONG
Nguyén Thi Nhan
Truong Dai hoc Y Duoc Hué

P.Gross di néi rang “Néu béo phi 1am céi giudng cho déi thdo dudng, thi nguoc
lai béo phi canh gidc cdc nha chuyén khoa ddi thdo dudng phai tim hiéu né”. Tai sao
nguoi béo phi ¢ tiém niang thanh nguoi ddi thdo duong? Va tai sao nguoi bac si
chuyén khoa ddi thdo duong thuong bi that bai trong diéu tri? That vay khi bénh nhan
bi béo phi tirc ddng nghia véi sy qué tai lugng md trong co thé, nhat 12 m& bung va
thudng kéo theo sy rdi loan lipides mau, nhat 1 taing VLDL, giam HDL, ciing nhu
cuong insuline ldc doi va sau an va dé khang insuline.., tit ca duoc xem nhu la nhﬁ:ng
yéu to nguy co cao lam tién dé dai thdo duong. Hon nira, trong mot vai quan thé c6
tang huyét ap, rdi loan lipide mau, rdi loan dung nap glucose mau, ph01 hop v6i hoi
chtng chuyén héa. Nhiéu dir liéu dugc danh gla gan day trén quin the nguy co tién -
d4i thdo dudng nhat 12 c6 béo phi, thdy c6 su dé khang insuline xay ra rat sém.

Béo phi thudng kém c6 réi loan trung tAm cao gan nhan bung cua viing dudi doi
(VMH: ventral medium hypothalamus), noi xuat phdt ctia than kinh tu dong, va som
nhat giy cudng than kinh phé giao cam kich thich ting tiét insuline, sau d6 1a dé khang
insuline va dai thdo duong.

Nam 1921, Elliot P.Joslin 12 ngudi dau tién thong bao sy phdi hop giita DTD va
béo phi. Qua nhiéu nghién ciru nguoi ta da ghi nhan duoc sy lién quan giita béo phi va
su phdt trién cia DTD thé 2. Theo John H. Karam va Peter H. Forsham ¢6 hon 85%
DTD thé 2 bi béo phi. Theo Marie Laure Auciaux va cong sy thi ty 1€ nay la 70-80%.
Nam 1985, WHO ciing cho két luan twong ty: béo phi tir 1au dugc xem 1a yéu t6 nguy
co clia DTD thé 2.

I. MOI QUAN HE GIUA BEO PHI DANG NAM VA DAI THAO PUONG

Béo phi ¢6 vai tro khong nho trong co ché bénh sinh ciia DTD. Béo phi kem béo
bung, tc tang m& ¢ bung, ma té bao md hién nay dugc xem nhu 12 co quan ndi tiét,
tiét ra rat nhiéu hormone trong d6 c6 mot s hormone 1am tiang dé¢ khdng insuline va
mot sd cytokine gdy viém va chét té bao theo chuong trinh. Hau qua lic dau ting dé
khang insuline va ting tiét insuline, dan dan nhiéu nim sau néu khong diéu chinh céc
rdi loan do béo phi, béo bung thi s& dua dén thiéu twong d6i insulin ma chu yéu 1a do
giam sb lugng thu thé ¢ cdc to chiic phy thudc insulin, dan dén giam tinh thdm cia
mang té bao ddi véi glucose & to chiic co va to chitc md, gdy tc ché qud trinh
phosphoryl héa va oxy héa glucose, 1am cham qué trinh chuyén héa hydrate carbon
thanh m&, giam tong hop glycogen trong gan, ting tin tao duong mdi. Tat ca céc
nguyén nhan trén déu lam ting glucose méu la triéu ching co ban ciia bénh DTD.

Theo tac gia RC. Bonadonna va R.A Defronzo: Béo phi va BPTD thuong xdy ra
ddng thoi, ; nhung ciing ¢6 rat nhidu nghién cu:u cho thiy béo ph1 12 mot yéu td nguy
co di kém voi hoi chimg dé khang insulin, tién dé phat trién tién d4i thdo duong va
bénh DTD type 2.

Nong do acid béo cao trong mau c6 anh hudng téi khang insulin cia DTD thé 2,
trc ché qud trinh oxy héa glucose, giam nhay cam cua insullin véi t6 chitc m& va trc ché
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gan insulin véi thu thé dic hiéu o té bao dich. Acid béo tu do dugc san xudt nhiéu hon
c6 san, do su oxy hoa trong gan, su tin tao dudng va sy san xuat glucose toan phan sé&
dugc kich thich vuot qua gidi han sinh ly.

Nguoc lai voi nguoi gay, gan 0 nguoi béo ¢ dung nap glucose binh thuong néu
bi qué tai lipid thi vAn san xuét glucose va ngay ca trong truong hop c6 tang insulin
mdu. Vi vdy mot su ting glucose mau nhe va ting cung cip acid béo ti do c6 thé giai
thich cho su hién dién cta tam ching bién dudng hormone sau:

- Giam tiét insuline dugc kich thich boi glucose.

- Tang san xuat glucose & gan ngay ca & giai doan co ban va trong gidi han thap
cua tang insulin mdu sinh ly.

- Giam hép thu glucose qua trung gian insulin.

Chudi sinh 1y bénh nay c6 kha ning thic ddy va trd thanh mot vong xoan bénh
1y, cudi ciing ¢ thé dua dén mot sy ting duong méu 13 rét.

/T ACID BEO TU DO v\

leI dung glucose mau |l Tiét insuline | T San xuat glucose mau

A 4
\\| Téang glucose méu/

l TINH NHAY CAM INSULIN

So do 1: Chudi bénh sinh gdy ting glucose mdu & bénh nhén béo phi
tang acide béo ti do.

That vay, khi béo phi dang nam, m& bung qua nhiéu, gdy hau qua xau, vi té bao
m& dugc xem nhu 1a co quan ndi tiét. Tt 14u, m6 m& dwoc xem 12 noi duy trit nang
luong thu dong. Pén nam 1987: noi chuyén hod steroid sinh duc, san xuét adipsin., dén
nam 1994, phat hién leptin & mé md, va Leptine dugc xem nhu gen béo phi, mang ky
hiéu gen ob. Hién nay: autocrin, paracrin, endocrin, c6 thu thé dap tng hormon tir noi
khéc, va noi chuyén hod nang luong, than kinh- ndi tiét, mién dich, va ngay cang phat
hién nhiéu hormone noi tiét khac, ma da phan gy dé khang insuline 1am tién dé cho
tién d4i thdo dudng va déi thao duong (nhu hinh 2) :

- Protein hé RAS: tir m& noi tang, gy THA, néu tic ché RAS: giam khéng
insulin, giam HA

- IL-6: tir m& ndi tang, gay khang insulin, ting lipid, giam tiét adiponectin.

- TNF-o:: & m6 m& d/da, giy viém chét té bao theo chuong trinh, ning thém béo
phi, khang insulin

- MCP-1: (macrophages and monocyte chemoattratant protein): gay p/u viém,
khéng insulin, tdng sinh ndi mac mach mau gy xo vira.
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- PAI-1: (plasminogen activator inhibitor): tir mé m& ndi tang, wrc ché tiéu fibrin,
tang sinh mach gay xo vira, khang Insulin, béo phi, HCCH

- Adiponectin: tir m& dudi da, 1am giam khang insulin (giam DTD), tc ché dinh
monocyte, chéng viém, chdng xo vira

- Adipsin va ASP/acylation stimulating protein: tdng song song v&i béo phi,
khéng insulin, 1l lipid, nguy co TM

- Resistin: tr m& ndi tang gay khédng insulin

- Leptin: gene cua béo phi, 1a mét loai protein, duwgc ma hoa bang géne ob,
chi ¢6 trong mé md trang. Leptin ¢ Val trd diéu hoa thé trong, thong qua ving dudi
doi, leptin diéu chinh thdi do an uong va sy doi, than nhiét va sy ti€u hao nang
luong, leptine ciing diéu dinh sy hap thy thic in, G mdu, insuline médu. Theo
Catherine-Le Stunff, ¢ nguoi béo phi, Leptine tang 10 1an cao hon lugng Leptine &
ngudi binh thuong, va ti 1& véi khdi lugng md, do ¢6 su dé khang Leptine ¢ nguoi
béo phi, va hau qua 12 ting hiéu qua ciia cdc chit tién V1em tién thuyén tat, tang
phéng thich a.nitric, ting stress oxide héa va tac dung giéng giao cam lam ting dé
khéng insuline

Lactate

Cholesterolester F'rostaglandln

Transfer Protein (C ETPJ

Angmtenm nogen
Phospholipid Transfer

Protein (PLTP) \ Prostacyclin
Leptin ____.,... Mnnubutyrln
. . Cell FFA
Adiponectin /
/ Plasmlnogen activator
Galectin-12 / inhibitor (PAI-1)
TNF-o Adlpsm {ASP)
IL-6 (complement (5,;D)
Lipoprotein Lipase
(LPL)

Hinh 2. Té bao mé va cdc hormone noi tiét

II. LIEN QUAN HINH THAI VOI SU BIEN POI SO LUQONG VA CHAT
LUQONG MO O NGUOI BEO PHI

S.Lillioja da trinh bay thuyét vé lién quan hinh théi véi sy bién do6i s6 lugng va
chat lugng m& & ngudi béo phi.
2.1. Vé phuong dién sé lwrong mé:

Su gia ting khéi lugng m& ludn kéo theo mot sy gia ting khoi lugng co lién
quan dén ting duong kinh soi co. Hién twong nay c¢6 2 hiu qua:

- Thir nhét 12 giam cdc chat tai glucose qua mang.

- Thtt hai 12 s6 lwgng mao mach /mm2 cua md co gidm mot cach ti 1€ véi su gia
taing md md, diéu nay cang thiy rd hon vé su phan bd md & ngudi béo phi dang nam.
Nhu vay, mot mao mach sé& phu trdch nudi dudng mot vung rong hon ¢ nguoi béo phi
so voi nguoi khong béo phi, do vdy ving pha hoa tan cua insuline phu thugc cia mao
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mach nay s& rat quan trong va néng do insuline trong dich t6 chtrc ké (tirc 1a ndng do
sinh ly) s€ giam.
2.2. Vé phuong dién chit lwrong mé:

Bén canh bién d6i vé s6 luong, ciing c¢6 ton thuong vé chét lugng ctia méd co &
ngudi béo phi. Can nhic lai rang, trudc tién c6 3 loai soi co: 1, 2A va 2B. Ti 18 soi co
loai 1 duoc quyét dinh mot céch di truyén, khi ma sy phan b giita loai 2A va 2B dé bi
dao dong ¢ trén cung mdt bénh nhan. Nhitng soi co loai 1 co chdm va van hanh theo
cach oxy hod. Nhirng soi loai 2A co nhanh va ciling van hanh theo cich oxy hod, va
nhitng soi 2B van hanh theo ciach duong phan. O dong vat nhiing soi oxy hod (1 va 2A)
c6 tinh nhay cam va kha ning dap tng véi insuline 16n hon s¢i 2B. O ngudi béo phi, ti
1€ soi loai 1 giam, va ti 1€ sg¢i loai 2B tang. Song song, tinh nhay cdm véi insuline
dudng nhu twong quan thuan véi phan trim soi loai 1 va twong quan nghich véi phan
tram soi loai 2B (clamp ting insuline mau & bénh nhan c6 bat ky thé trong nao).

Ciling vay, ¢ nguoi béo phi, ngoai md co cta hg it nhay cdm véi insuline hon so
v6i ngudi khong béo phi, ngudi ta con thdy mo co khong dugc cung cép insuline mot
cich dé dang. Su giai thich nay vé su dé khang insuline & ngudi béo phi 1a hoan toan
duoc thuyét phuc.

Mit khdc, can chi y rang néu su giam tinh nhay cam cua insuline 13 tuong quan
v6i sy thiéu hut soi co loai 1, va trong khi d6 thi sé luong soi co loai 1 dugc quyét dinh
mdt cdch di truyén, nén ngudi ta duy tri giai thich thé bénh nguyén trong sy phat trién
béo phi va nhitng hau qua ctia né trén chuyén hod glucose.

III. TU PE KHANG INSULINE PEN DAI THAO PUONG

So dd vé tién trinh ty nhién cta DTD thé 2 & ngudi béo phi da duoc De Fronzo
dua ra. Nghién ctru dd duogc trinh bay so sanh gitra 5 nhém ddi twong: (1) ching binh
thuong, (2) BTD thé 2 c6 thé trong binh thuong, (3) béo phi khong DTD, (4) béo phi
c6 bTD véi tang insuline mdu va (5) béo phi c6 bTb voi gidm insuline mau (can chi y
rang tang va giam insuline méau duoc khao sat sudt 3 gio llen tiép v6i chuyén glucose)
O mdi nhém da duge thyc hién xét nghiém klch thich tang tiét insuline trong khi truyen
TM glucose) dong thoi véi do calo g1an tiép. Protocole nay cho phép danh gid vé
lwong, kha ning bét giit glucose ciia té bao va sy trd vé cua glucose duge bat giit, ¢d
nghia la danh gid kha ndng du trit va su oxy hod.

- Két qua dau tién:

+ O nguoi DTD thé 2 ¢6 thé trong binh thuong: giam sy bat gitt glucose cia té
bao; su du trir glucose ciing bang luong glucose oxy héa.

+ O ngudi béo phi khong DTD: ciing dugc nhan thdy nhu ¢ nguoi DTD thé 2 ¢6
thé trong binh thudng, nhung cé thém dé khang insuline. Vi nhitng ngudi béo phi ciia
nhém nay khong bi DTD, nén nhitng té bao béta dao Langerhans ctia ho ngugc voi
nhimng té bao béta cta nguoi DTD khong béo phi 1 c¢6 kha ning tiét nhiéu insuline,
bang céch bir s6 lugng do giam chét lugng.

Nhu vay, két qud ddu tién nay cho phép nhdan manh rang sw dé khdng insulin
ciia mod ngoqi bién ¢ nguoi béo phi khong thé mot minh né gdy DTD néu phdn ing té
bao béta con binh thuong.

- Két qua thir 2 ciia nghién ctru nay so sanh gitia 2 nhém béo phi c¢6 dai thdo
dudng voi insuline mdu cao va béo phi déi thao dudng voi insuline mau thap. Nguoi ta
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thdy rang sy bat giir glucose cia md giam so v&i ching va su bat giit nay cling thap
hon so vé&i nguoi déi thido dudng thé 2 ¢ trong lugng binh thudng va nguoi béo phi
khong ddi thao duong. Pidu ddng ngac nhién 13 khong c6 su khéc biét giita béo phi cé
d4i thdo duong ting insuline va giam insuline mau: giam su bat gitt glucose ctia md &
ca 2 nhém giéng nhau vé lugng.

Sy tang glucose mdu r6 nhat gip trong nhém giam insuline mdu, day chinh la
anh hudng xu ctia duong méu trén chuyén ho4 glucose. O d4i thdo dudng thé 2, giam
insuline mau thuong cé mirc chuyén hoa duong mau & muc cao > 2g/1 Iic déi.

- Hai két qua nay c6 thé dugc dua vao trong so d6 mé ta lich sur ty nhién cia
tién trinh bat thuong dicu hoa duong mau ¢ bénh nhén béo phi. So d6 nay khong giai
quyét rd rang cau hoi thiét yéu vé bénh sinh bt thuong nay, dac biét 1a tai sao ¢ su
giam tiét insuline xay ra? Phai chang c6 vai tro di truyén, trong d6 c6 1€ do bat thuong
vé luong cia té bao béta? Nguoc lai trong quan ni¢m doc nhit phai ching 1a do tang
glucose mau? Gia thuyét thir hai nay cé thé chap nhdn dugc, bdi vi quan ni¢m nhlem
doc duong “Glucotoxicité” dd duoc xdc dinh. Gan ddy ngudi ta da ching minh rang

tang glucose mdu man tinh & con chudt di bi cit tuy ban phan cé gy bat thudng vé sy
tiét insuline.

P.B. Arner da tudng trinh két qua nghién ctru vé tic dung cua insuline trén sy
thodi bién m& & ngudi béo phi va khdng béo phi, ldc d6i va 1 gio sau udng glucose:

+ O nguoi khong béo phi lic d6i, insuline trc ché sy thodi bién m& véi nong do
10uU/ml. Mot gio sau udng glucose, ¢ nhirng bénh nhéan khong béo phi nay, tinh nhay
cam cua tic dung khang — thodi bién md cua insuline trén té bao md ting rat cao, voi
noéng d6 insuline 1pU/ml 1a da c6 hiéu qua roi.

+ O ngudi béo phi ldc d6i thi ngugce lai, insuline c¢6 tic dung khang- thodi bién
md véi ndng do rat thap so voi ching binh thudng, tic dung nay c¢é dugc véi nong do
insuline 12 1uU/ml. Sau khi ung glucose, kha niang tc ché thodi bién m& cua insuline
cling giéng nhu khi d6i. T4c gia da két luan rang tinh nhay cam insuline ctia té bao m& &
ngudi béo phi dudng nhu khéng diéu bién theo diéu kién dinh dudng, va van con gia
tdng trong moi tinh huong, dic biét 1a lic d6i. Can nhic lai ring, & ngudi béo phi c6 tang
insuline mau va dé khang insuline, chi c6 lién quan trén chuyén hod dudng (sy gin
insuline trén té bao md c6 18 khong giam & ngudi béo phi so véi chimg khong béo phi
v6i moi 1tra tudi, gidi va vi tri ciia md md). Ciing vy, c6 sy lién két ciia 3 tinh hudng
lam duy tri kich thudc gia ting cua té bao md, dic biét 12 md bung, so véi mé ving dii
thi mé bung nhay cam hon nhiéu véi tdc dung khdng-thodi bién mé ciia insuline.

E. Ferrannini ciing di trinh bay nghién ctru gidng nhu J.P. Felber da trinh bay ¢
trén. E. Ferrannini da so sdnh nguoi binh thuong véi 4 nhém bénh nhan: (1) béo phi
vOi dung nap glucose mdu binh thuong, (2) béo phi véi khong dung nap glucose, (3)
béo phi v6i DTD thé 2 va (4) DTD thé 2 c6 thé trong binh thudng. Nghién ciru thyuc
hién do oxy-hod glucose va lipide bang calo ké gi4n tiép trong 3 tinh hudng: lic ddi,
giai doan dfmg duong va trong qua trinh lam nghiém phép tang glucose mau.

Két qua rat 1o rang 12 c6 su gia tang oxy-hoa lipide trong tat ca cdc nhém va
trong ca 3 tinh hudng so véi chimg. Piéu nay xic dinh rang chuyén hod & ngudi béo
phi dic biét bang sy st dung wu thé lipide, véi réi loan duong (cé sy twong quan
nghich gitra oxy-hod lipide va oxy-hod glucose). Mdc khéc, sy du trir glucose duoc
xem nhu bi ton thuong ¢ ngudi béo phi khong dung nap glucose, trong sudt thoi gian
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xét nghiém kep tang glucose méu (trc ngan chan su tang glucose) nhung binh thuong
trong sudt Idc 1am nghiém phdp ting duong mau: nhu vdy ting glucose miu déng vai
tro bu.

O ngudi béo phi bi DTP thi nguoc lai, sy du trit glucose ciing bi ton thuong
sudt thoi gian kep ting glucose mdu, nhung khong binh thudng trong sudt thoi gian
lam nghiém phép ting duong mdu: sy ting glucose mau bu trir d3 ngung, giébng nhu
vong luan quéin di duoc md ta boi Felber.

IV. KET LUAN

BEO PHI BPONG VAI TRO QUAN TRONG TRONG CO CHE BENH SINH DAI
THAO DPUONG. Béo phi gdy hau qua thiéu twong ddi insuline, chu yéu do giam sb
luong thy thé ¢ cdc t6 chtc phy thudc insuline. Do giam insuline té bao md, co, nén
giam tinh thim mang té bao ddi véi glucose ¢ to chirc co va md, (rc ché qud trinh
phosphoryl hod glucose giam hoat tinh men hexokinase...) va oxy hod glucose, lam
cham qu4 trinh chuyén héa (dudng thanh md, giam tong hop glycogene trong gan, ting
tan tao dudng mai). Tat ca nhitng nguyén nhan nay 1am ting glucose mau

Rdi loan chuyén hod glucose trong bénh DT D chu yéu do céc réi loan sau diy:

- Can trd van chuyén glucose vao to chirc co va md.

- Uc ché oxy hod glucose theo con dudng phosphoryl hod, vi 1am giam men
hexokinase, glucokinase.

- Giam tong hop glycogéne ¢ gan do giam hoat tinh ciia men glycogéne-
synthetase

Tang tan tao duong mdi (tao duong tir dam va mdo).

Hau qua nhing ri loan trén, s& lam cho glucose méu ting. Con dudng co ban
dé bién ddi glucose trong diéu kién sinh 1y 12 con dudng phosphoryl hod, thuc hién
duéi tic dung cia insuline. Ngoai ra trong co ché bénh sinh do thiéu insuline, con do
cac hormone khéng insuline hoac chat khang insuline ciing rat quan trong.

Tan suat DTD thé 2 ting song song v&i sy phét trién kinh té cang ngiy cang
tang, dleu nay goi y c6 sy lién quan gw:a béo ph1 va BDTD. Nghién ctru cua M. Reaven
va mot sd tac gia khac cho thay c6 sy tién trlen lién tyc tir béo phi dén déi thio duong,
tir cuong insuline mau, dé khang insuline rdi dén giam tiét insuline va giam dung nap
glucose. Su rbi loan nay c6 phan do gia ting oxy ho4 lipide dd c6 & giai doan sém cia
béo phi. N6 phan anh sy tang sir dung acide béo dé cung cap nang lugng & nguoi béo
phi. O nguoi béo phi khong BTD, sy dé khang insuline c6 thé chirng minh bdi sy tc
ché du trix glucose trong sudt giai doan quan binh glucose mau va ting insuline mau.
Sy khiém khuyét trong dy trit glucose khong dwoc nhan thiy trong khi 1am nghiém
phap dung nap glucose bang dudng udng, vi né dugc bii trir boi ting insuline mdu va
tang glucose mau trong khi lam dung nap glucose. Sy giam dung nap glucose xuat hién
do trc ché oxy hod glucose, bang su oxy hod lipide gia ting nita ching, diéu nay lam
giam su dung glucose ngoai bién, lam cham lai sy du trir glycogene do irc ché
glycogen phosphorylase, va dua dén DTD. Sau cung, tién trién tir béo phi dén rdi loan
dung nap glucose mau, dan dén giam tiét insuline, rdi dai tho duong.

Béo phi phu thuoc DTD, vé6i bang chimg ting acetyl-CoA md béo 1a nguyén
nhan dan dén su bat thuong vé té bao béta & ngudi béo phi khong PTP va két qua cudi
ciing dan dén béo phi phu thuoc DTD. Nhiéu cong trinh nghién ctu cho thdy giam
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nhay cam insuline & ca 2 nhém bénh nhan béo phi va DTD, diéu nay di duoc ching
minh sau mot thoi gian theo dbi sét trong ciing mot diéu kién ¢ bénh nhan béo phi
khong BDTD.

Két qua cudi ciing béo phi dugc xem nhu 1a thanh vién cia DTP thé 2. Béo phi
gia tang sy dé khang insuline, sy dé khang nay két hop véi tang insuline mau. C6 duoc
diéu nay do thay doi trong viéc phong thich insuline cua té bao béta hon 12 ngudng
kich thich glucose. Giam s6 lugng receptor gép phan trong dé khang insuline.

Kiéu gen tiét kiém

Béo phi

Tang insuline mau Tinh tai
va/hay la
dé khang insuline . Tuoi, tiét thuec...

Thiéu hut té bao Béta

Tang Glucose mau

ANV

“Nhiém doc Glucose” | Kiét qué té bao béta

———| Kich thich té bao-béta |<— N/
Giam insuline mau

- Con bu
+ 7 Di truyén DTD the 2

Hinh 3. Tién trinh tw nhién va cdch thirc chuyén tir béo phi thanh DTD thé 2
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ROI LOAN CHU'C NANG NOI MAC MACH MAU
VA PAI THAO PUONG
Nguyén Hai Thuy
Truong Dai Hoc Y Duoc Hué
SUMMARY

Endothelial dysfunction often marks an early stage in the development
atherosclerosis and can be observed in coronary and peripheral arterial beds.
Endothelial dysfunction comprises of abnormalities in vascular tone, balance in
thrombosis and fibrinolysis, control of inflammatory response and the growth of
smooth muscle. Data suggest that vascular endothelial dysfunction may contribute to
the pathophysiology of clinical ischemia, especially angina pectoris, ml, and sudden
cardiac death, as it emerges as one of the initial stages in the development of
atherosclerosis. Endothelial dysfunction has been documented in type 2 and type 1
diabetic patients and obese individuals with insulin resistance, particularity those who
have microalbuminuria. Recent data also showed its existence in individuals at high
risk for developing diabetes. Several therapeutic interventions have been tested both in
vitro and /or in vivo aim to improve endothelial function in patients with diabetes
mellitus. This includes insulin sensitizers, angiotensin converting enzyme inhibitor,
lipid lowering medications and antioxidants. Estrogen therapy has also been studied in
postmenopausal women. Finally, exercise and weight loss improve insulin resistance

and potentially improve endothelial function

I. PAI CUONG NOI MAC MACH MAU

No6i mac mach mau (vascular endothelium) 1a mdt 16p té bao nam & gifra long
mach mau va 16p té bao co tron mach mau. Vé phuong dién chuyén ho4 16p ndi mac
hoat dong va san xuat mot sd chat trung gian lién quan dén van mach trong dé chat
nitric oxide (NO) dan xudt tir t& bao ndi mac 1a chat co ban trong duy tri sy héng dinh
nd1 moi mach miu. NGi mac mach médu 1a mot co quan can noi tiét 16m, nd tiét ra nhiéu
yéu té diéu hoa truong luc mach méu, gitp phét trién cua té bao, cdc twong tic cia
bach ciu va tiéu ciu va dic tinh sinh dong. Nhirng nhan cam va ddp trng cua ndi mac
dbi voi vo s cdc kich thich bén ngoai va bén trong théng qua cdc phirc hop thu thé
mang t& bao va nhitng co ché truyén tai tin hiéu, dan dén su tong hop va phéng thich
cdc chat hoat mach, cdc yéu td phét trién va diéu hoa dong méu. Vai tro cua ndi mac
mach méu trong bénh 1y & nguoi gan ddy di trd thanh tim diém nghién ctu cia céc
nha khoa hoc. Suy giam chirc ning ndi mac c6 lién quan v6i mot sé tinh trang bénh 1y
nhu d4i thdo dudng, rdi loan lipid mau, ting huyét dp, béo phi ... Réi loan chirc ning
ndi mac la mgt trong nhirng dau hiéu chinh va sém cta bénh sinh xo vita mach, du bao
nhitng thay d6i xo vita dong mach ..

II. PAI THAO PUONG VA CHUC NANG NOI MAC

Trong diéu kién sinh 1y tic dung insulin trén té bao thanh mach bao gom su két
hop glucose thanh glucogen,van chuyén Acid amin, trinh dién Endothelin, trinh dién va
hoat hod eNOS, trinh dién VEGF trong té bao co tron thanh mach, phosphoryl hod
tyrosine cdc loai protein., Xuat bao (exocytosis) va van chuyén té bao (transcytosis) qua
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trung gian thy thé, tong hop mang co ban, ting yéu td trc ché hoat hod plasminogen-1
(PAI-1), trinh dién c-myc, c-fos, tong hop protein, tong hgp DNA va ting sinh té bao
2.1. Pai thao duwong type 1:

Trong DTD type 1, bénh nhan c6 thoi gian bénh 5-10 nam va nguoi c6 sy bai
tiét albumin niéu binh thudng so sanh voi nguoi khong DTD dac trung bdi su gia tang
ap luc mau, cing cac mach mau 16n va rdi loan than kinh tir 'dong va mot vai hodc hau
hét ri loan chirc ning ndi mac va gia ting phan Gng viém cap do thip. Cic bat thuong
nay xau hon khi trong giai doan microalbumin ni¢u. Cling chua r6 chiing tuong tic voi
nhau nhu thé nio hodc réi loan chiic ning ndi mac Ia tién de chung hay la hau qua,
nhung nhiéu nghién ctu ghi nhan chire nang tim mach bao gdm chtrc nang ndi mac rdi
loan trudc khi xuét hién microalbumin niéu dugc xac dinh khi microalbumin niéu >30
mg/24 gio. Réi loan chirc ndng ndi mac xay ra truéc microalbumin niéu. tuy nhién rdi
loan chtic ning ndi mac 1a biéu hién cia DTD type 1 khong va ting duong mau trung
binh du dé rdi loan chirc ning ndi mac khong? Nong do vWF khong ting ¢ bénh nhan
DTD type 1 khong c6 bién chiing sém va diéu chinh hop 1y dd dé xuét chic ning ndi
mac binh thuong. Ching c¢ khdc la sy gian mach phy thudc ndi mac qua trung gian
NO bi roi loan ¢ bénh nhan DTD khong bién chung ngan han va ting duong mau gay
rdi loan cép gidn mach phu thudc ndi mac cip & nguoi khong PTD khong c6 yéu tb
nguy co khdc.Cé mot s6 dé xuat: O bénh nhan DT type 1 kiém sodt tét, _gian mach
phu thudc va khong phu thude ndi mac ciia cic dong mach dé khang va dan di bj rdi
loan hodc khong gia ting. Bénh nhan DTD type 1 khong bién chimg sém thuong di
kem gian mach khong bi co mach tai cdic mach médu 16n va nhé va c6 su gia tang dong
mdu tai vi mach trén nguoi va sdc vat thi nghiém. Gién vi mach c6 thé gay ting dp luc
mao mach va di kém gia thiét vé huyét dong hoc ctia bénh 1y vi mach. Tang dp lyc mao
mach s& gy ton thuong noi mac vi mach va vi thé khéi dau cho céc giai doan bénh ly
vi mach nhu la Xuat hlen albumin ni€u. Trong giai doan nay, chitc nang ndi mac roi
loan toan thé bao gdm rdi loan gidn mach phu thudc ndi mac c6 thé ding dé quan sét rd
rang mic dau chirc ning ndi mac ddi khi binh thuong ngay ca nhimg ngudi c6
microalbumin. Déc biét cdc chét trung gian phy trach loai gian mach cua PTD type 1
som Van chua duoc xdc dinh va khong ro ndi mac c6 lién quan khong. Cac dir kién da
dé xuat rang rdi loan gidn mach phu thudc ndi mac <6 the xay ra som ¢ bénh nhan dai
thdo dudong DTD type 1 ¢6 1é phu thudc vao cic yéu to mdi trudng va di truyén khéc
nhu 12 gen da dang thu thé Ang II type L.

2.2. Pai thao duwong type 2

R&i loan chirc ndng ndi mac xac dinh béi 16i loan gian mach phu thudc ndi mac
qua sy gia ting ndng d6 huyét twong cua cdc chat chi diém cta chirc ning ndi mac
thuong gdp ¢ bénh nhan DTD type 2 s6m va khong bién chimg. Thi du: nong d¢ céc
chat vWF va VCAM-1 hoa tan deu gia tang va ghi nhan phéi hop véi sur gia tang nguy
co tr vong tim mach va phat trién va tién trién ctia microalbumin nudc tiéu. Dac biét
r01 loan chirc nang ndi mac thuong nang ¢ phu nir bi dai duong. Van chua ro sy phat
trién rbi loan chtrc nang ndi mac nay giy ra boi tang dudng mdu. DTD type 2 dién hinh
xay ra trong bdi canh ctia mot tap hop cic yéu td nguy co tim mach, déc biét sy béo
phi, ting huyét 4p, ting TG, giam HDL, bat thuong cau tric LDL, ting insulin mau, dé
khang insulin va phan tng viém cép do thip kéo dai, tat ca déu cé thé lam rdi loan
chtrc ndng ndi mac. Rbi loan chuc nang ndi mac trong PTD type 2 c¢6 vé doc 1ap voi
roi loan chtic nang gy ra boi béo phi nhung vai trd van chua xdc dinh. Mot diéu quan
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trong la gia tang tic dong ctia viém. Réi loan chu:c nang ndi mac, phan Ung viém va
thai albumin nudc tiéu & DTD type 2 thuong tién trién va lién quan chit ché véi nhau.
Tuy nhién, khdc véi DTD type 1, microalbumin trong DTD type 2 ¢6 thé xay ra khi
khong c6 rdi loan chirc ning ndi mac nang va vi thé du hau twong ddi tét.

2.3. Khang insulin va hdi chiing chuyén ho va roi loan chirc ning ndi mac

Khéng insulin thudng khoi ddu caa DTD type 2 va di kém theo mot chiim yéu t6
nguy co c6 tic dong dén khang insulin va 16i loan chirc nang ndi mac. Khang insulin
khoi dau BTD type 2, tang huyét dp va rdi loan lipid va roi loan chirc nang néi mac
hién dién trong bbi canh tang dudng mdu va cic yéu t6 hoi ching chuyén hod. Dua
theo sur ddng thudn nay, rdi loan chirc ning ndi mac trong cic dong mach 16n ma bién
cd som va uu thé trong bénh 1y xo vira dong mach, song song boi rdi loan chirc nang
ndi mac trong mach mau dé khang va vé phuong dién chuyén hod hé théng mao mach
quan trong gép phan vao phét trién hoi ching chuyén hod.

2.4. Réi loan chirc ning ndi mac giy réi loan sit dung glucose lién quan insulin
bang cach niao?

1. Insulin 12 hormone van mach, insulin 1am gia ting ludng mdu dén co diing ldc
va tao hinh phu thudc ndng d6 thong qua co ché lién quan lién két thu thé insulin trén
mang té bao noi mac. Tuy nhién tang thu nhan glucose do insulin va ludng mau toan
thé ¢6 cac duong cat (curves) vé nong do hiu qua khic nhau cling nhu thoi gian dong
hoc. Vi thé gia tang ludng méu toan thé do insulin c6 thé gia tang su dung gluose.

2. Trong tién trinh tap trung mao mach, insulin c¢6 thé dua luéng mau dén co
van tir cdc mao mach khong nudi dudng dén mao mach nudi dudng va vi thé gia ting
su dung glucose ngay ca khi khong tang luéng mdu toan thé. Ngoai ra tic dung gidn
mach cua insulin ghi nhén bi réi loan trong cic tinh trang khdng insulin c6 dién dic
biét DTD type 2, béo phi, ting huyét dp va bi giam di boi cdc chat trung gian phdi
hop chit ché véi khang insulin nhu 13 chat TNF alpha, NEFAs va rdi loan tic dung
phu thudc NO. Nhiéu nghién ctru ghi nhan r6i loan chirc ndng ndi mac va roi loan
phuc hdi mao mach c6 thé giy khang insulin kém lién quan st dung glucose khi noi
mac mao mach lanh manh nhung khong thé phan @ng vé6i insulin (khang insulin noi
mac) va khi ndi mac mao mach bi ton thuong do cic co ché khic nhu 1a giam mao
mach lién quan tudi tdc (giam dam do (rarefaction) vi du giam mat d¢ mao mach cho
don vi thé tich cta to chirc), dic biét giam dam d6 mao mach va rdi loan phuc hoi
mao mach c6 thé 1am giam thu nhan glucose qua trung gian insulin bang su gia tang
khoang cich phan phbi glucose va insulin chuyén ho4 glucose t6 chirc boi sy rdi loan
van chuyén insulin xuyén mang. néu ddy phai 1a dién tich bé mit phu thudc va boi rdi
loan tap trung t6 chirc co phéan phéi kém trudc d6. Giam mat d6 mao mach va rdi loan
tap trung mao mach co thé ¢ vai trd trong sy phat trién cdc thay ddi sinh xo vira
trong néng dd lipoprotein thong qua roi loan tic dung cua LPL (lipoprotein lipase)
lién két ndi mac. LPL 13 enzym lién quan dén han ché toc do cho sir dung
triacyglycerol va vi tri tic dung sinh 1y ching la bé mat néi mac mao mach. Giam bé
mit ndi mac mao mach c6 thé 1am giam tiép xic lipoprotein giau TG d6i v6i LPL. Co
ché trén c6 thé giai thich tai sao rdi loan lipid trong réi loan chuyén hod dwgc xic
dinh chi triaglycerol (TG) va HDL. Cac con dudng phén tir qua do6 insulin lam gia
tang tong hop NO, gidn mach phu thudc ndi mac, tap trung mao mach van chua hiéu
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mot cich ddy da. Lam thé nao TNF alpha, NEFAs va c6 1é ca cuong insulin ban thin
gdy r6i loan tac dung ndy cua insulin.

III. CO CHE ROI LOAN CHUC NANG NQI MAC TRONG PAI THAO
DPUONG

_Tang glucose mau gay rdi loan chirc ning ndi mac théng qua nhiéu hinh thirc
bao gdm: Hoat hod con dudng chuyén hod polyol, ting cdc san pham duong hod khong
enzyme, hoat hoa dong thac DAG-PCK, tang stress oxy hod, thic day chuyén hod qua
con duong hexosamine, viém thanh mach, bién d6i su trinh dién va tic dung cta yéu tb
phat trién va cytokine
3.1. San pham sau ciing ciia sy dwong hoa bic cao

Sy hinh thanh san pham cudi ciing ctia dudng hod bic cao (AGEs=Advanced
glycation end-products) hay con dugc goi su gan glucose khong cin enzyme ciia cic
protein (glycosylation non enzymatic) do tang glucose mdu man tinh.

Cic phan tng tao AGEs s& san xuat cic gbc ty do; AGEs phan tng v6i NO lam
mat di tdc dung gidn mach va chdng dong ctia NO; sy tuong téc giita AGEs véi té bao
ndi mac lam gia tang két dinh bach cau don nhan vao 16p té bao noi mac mach; su tich
lu§ AGEs tai cic soi collagen 1am xo hod va thay doi tinh chat cia thanh mach; su gin
glucose ctia apolipoprotein B va lipoprotein khdc sé& trc ché su thanh thai TG.

Hién tuogng lién két glucose véi fibrinogen va fibrin 1am chiing it nhay cam véi
plasmin, gan glucose v6i antithrombin III va heparin 1am gidam di hoat tinh cta chiing.
Su tuong tic gitta AGEs v6i LDL khién ching dé bj thuc bao thu nap tao thanh cdc té
bao bot.
3.2.Con duwong chuyén hoa sorbitol (Sorbitol pathway)

Chuyén hod glucose theo dudng polyol do thiéu hut insulin lam ting chuyén hod
glucose theo con duong sorbitol dudi tic dung cuia enzyme aldose reductase; sau dé
sorbitol s& tiép tuc bién d6i thanh fructose dudi tic dung cta enzyme sorbitol
dehydrogenase. Sorbitol ¢6 tac dung 1am ting dp luc tham thau, 1am giam lugng myo-
inositol ddn dén rdi loan chuyén hod phospholipid va giam hoat tinh ciia enzyme
Na+/K+ ATPase. Tang dp lyc thadm thau do tich luy sorbitol 12 mdt nguyén nhin giy
day mang ddy (membrane basale) ciia mao mach.

Mit khdc, chat fructose c¢6 kha ning gén v6i protein khong can enzym dé tiép
tuc tao thanh AGEs. Ngoai ra, con duong chuyén hod polyol con thé hién tinh nhiém
ddc qua cdc co ché can thiép vao tinh doc tinh cta cdc gde tu do vi con dudng chuyén
hod nay da su dung nicotinamid adenidine nucleotid phosphatasase (NATPH) la
enzyme quan trong dé chuyén hod cdc chét chéng oxy héa. Hién ‘tuong tang cac goc ty
do dan dén thodi bién cic protein té bao nodi mac va cac tiéu cau qua trung gian cua
hién tuong oxy héa lipid hodc tdn cong truc tiép 1én cic protein ddc biét 1a cdc protein
gin glucose.

Ngoai ra hién tuong tw oxy hoa ciia glucose vira mgi duoc kham phé gan day
glucose c6 thé bi oxy hod tur dang chuyén tiép dén dang di héa boi chit trung gian cia
glucose. NGi mot cach tong quit con dudng glucose tu oxy hoa la diéu kién dé gan oxXy
vao cdc phan tir nuwoc. Hién tuong nay s€ tao thanh cac gbc hydroxyl tu do gay tén
thuong cic protein va cdc té bao, dic biét 1a protein ciia mang ddy va té bao noi mac
mach mau. Nhirng chit trung gian cua phan Gmg tu oxy hod glucose nhu cdc gbc
hydroxyl va céc ceto-aldehyd tiép tuc cb dinh trén cdc protein dé tao thanh dang ceto-
aminomethylol. Chat nay c6 thé ty oxy hod va tao thanh cdc gbc hydroxyl tu do.
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O bénh nhan DTD hién tuong gidm chirc nidng cua té bao ndi mac mach méu 1a
dau hiéu sém nhét cua hién tugng xo vita dong mach va xay ra rat sém nay tu giai doan
tién 1am sang cuia DTD thé 2. Thuong ton té bao ndi mac mach trong TP thé 2 ¢6 18
lién quan dén ting glucose mau, ting huyét 4p, rdi loan lipid mau va dé khang insulin.
Vi thé rdi loan chirc nang té bao ndi mac mach la diu hiéu dic trung som cua bién
chirng vi mach va mach mdu 16n cua BPTD thé 2

Hién nay cé nhiéu phwong phép nham dadnh gid kha ning phan tng thanh
mach, nhu viéc khao sat chat NO (Nitric oxide) 12 dan chéit tir t& bao ndi mac mach.
Sy lién hé mat thiét trén 1am sang vé hoat dong sinh hoc bao gém khuynh huéng dan
mach qua trung gian cua ndi mac mach. Trong DTD thé 2, ton thuong sy dan mach
qua trung gian chat NO, giy ra su co mach, viém va tao huyét khdi trong bénh 1y xo
vita dong mach.

Nhiéu nghién ctru cling ghi nhan roi loan churc nang cua té bao noi mac mach
mdu xudt hién sém khi khoi dau xuat hién microalbumine niéu. Ngoai ra ¢ cdc dbi
tuong c6 rdi loan dung nap glucose, than nhin bic nhat ctia Bn DTD thé 2 ciing lai
dugc ghi nhdn qua siéu am mach mau dé danh gid sy dan mach ghi nhan hién tugng
giam ddp ung d6i voi chit acetylcholine khi khao sit sy bién d6i duong kinh dong
mach & vung cdnh tay qua trung gian khao sét luu lugng mau.

3.3. Con dwong chuyén hoa DAG/PKC

Tang glucose mau qua con dudng stress oxy héa, san xudt chat diacylglycerol
(DAG) hay céc san pham cubi cua su duong héa bac cao AGEs, ciing di cho thiy hoat
hod protein kinasa C (PKC). Con dudng chuyén hod CPK (protein kinase C) duoc dic
trung va phdi hop véi mot vai bat thudng chic ning té bio, bao gém gia ting co mach
va r6i loan chtc ning té bao ndi mac mach. Chirc ning niy qua trung gian cia
endothelin-1 (ET-1), Angiotensin II, enzyme tong hop NO ndi mac (enzyme
eNOS=endothelial NO synthetase). Trén thuc nghiém ghi nhdn mac du kiém sodt tot
noéng do glucose mau nhung ciing khong thé giam nong 46 DAG hoic hoat hod CPK &
dong mach chu cua chudt bi PTD, sy dot bién cia CPK nay lam cai thi¢n sy day mang
déy cau than, luu lugng mdu va hoat hod té bao don nhan. Ngoai ra viéc st dung céc
chat e ché enzyme chuyén ciing duy tri dugc su din mach phu thudc ndi mac mach &
bénh nhian DTD type 1 va 2 khong ting huyét ap.

3.4. Con dwdng chuyén hoa hexosamine.

Cac anh hudng mach médu ciia con dudng chuyén hod hexosamine trong d6
fructose 6-phosphate bién d6i thanh glucosamine nhd enzyme glutamine:fructose 6
phosphate amidotransferase. Trong té bao ndi mac dong mach chu, ting duong mau
lam gia ting ndong do hexosamine 6-phosphate va GlcNAc(N-acetylglucosamine). Do
su thém vao ctia GIcNAc dén serine va threonine gia tang sy dudng hod lién két O (O-
linked glycosylation) cua sy sao chép yéu té SP-1, 1am giam phosphoryl hod SP-1 va
gia tang hoat hoa SP-1.nguoc lai diéu nay c6 thé tang sao chep PAI-1 va TGF-B1. Céc
protein khic nhu PKC va NOS té bao ndi mac co thé bi bién d6i theo céch tuong tu. Vi
du bién ddi cta vi tri Akt ctia NOS té bao ndi mac cho thay giam hoat hod enzyme.

3.5. Cac cytokine

Rbi loan chirc nang ndi mac mach li€n quan dén su luvu hanh cac thanh phﬁn

cytokine viém. Qua mot sd nghién ciru su gia ting néng do cin ban cia cdc cytokine
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nhu chét Interleukine (IL-6) va CRP véi sy phat trién DTD type 2 va béo phi dang
nam. Nghién ciru gan day ghi nhan su bién d6i cytokines hodc 1a bang tic nhan duoc 1y
hodc lam giam lugng md bung, c6 két qua 1am cai thién o chirc nang t& bao ndi md va
giam ndng do6 cytokines luu hanh va cdc chit chi diém hoa tan cia hoat hod té bao noi
mac mach.

3.6. Mot s6 chit chi diém gay réi loan chirc niing ndi mac trong dai thao duong

Mot sb nghién ctru ghi nhan & bénh nhan BDTD type 2, bénh nhan 16i loan dung
nap glucose va than nhéan bac nhét cua bénh nhian DTD type 2 c6 sy hién dién trong
mau mot sb chit chi diém lién quan 16i loan chitc nang ndi mac mach nhu:

- Phan ti két dinh té bao thanh mach dang hoa tan (sVCAM=solube vascular
cell adhesion molecule).

- Phén tir dinh giita t& bao dang hoa tan (sSICAM=solube intercellular adhesion
molecule)

- Endothelin-1 va vWF (yéu t6 Von Willebrand).

Véi cdc dit kién trén ddy cho thdy cdc nguy co gdy ton thuong thanh mach méu
lon da xay ra truée khi xuat hién DTD type 2 1am sang. Sy dé khang insulin va/hay la
giai doan tién DTD gbp phan vao cdc nguy co mach mau kinh dién.

Vé phuong dién sinh hoc ¢ bénh nhan DTD type 2 co sy thay d6i chirc nang noi
mac mach mau twong dbi da dang bao gdm giam san xuét chat NO, gia ting bat hoat do
phan tmg oxy hod, ri loan sy sao chép...

Tém tit cac co ché vé réi loan gidin mach phu thudc ndi mac trong dai thao
dwong

Roi loan tong hop/ sw nhay ciia chat NO

- Giam hi¢u lyc cua arginine

- Réi loan Gi protein kiém sodt tin hiéu chuyén doi trong té bao ndi mac

-Giam hiéu lyc cua cdc dong yéu té cua tong hop NO (Ca++, calmodulin,
tetrahydrobloproteln NDPH)

U'c ché ndi sinh ciia NO synthase (ADMA=asymmetric dimehtylarginine)

Gia tiing bat hoat NO va /hoic phan huy

- Tang san pham duong hod khong enzym (AGE)

- Hoat hod chuyén ho4 duong polyol

- Hoat hoa DAG-PKC (diacylglycerol-protein kinase C)

- Khéng lién két eNOS

Gia ting san xuit yéu t6 co mach din xuét ndi mac

- c4c prostnoid co mach.

IV. PANH GIA ROI LOAN CHUC NANG CUA NOI MAC.

Chtrc nang nd1 mac khong thé ddnh gid truc tiép & nguoi, danh gid cic loai rdi
loan chtre nang n6i mac c6 thé dat duoc gidn tiép bang danh gid gian mach phu thudc
ndi mac, nong do huyét twong cua protein diéu hoa din chat tir ndi mac va c6 thé qua
microalbumine ni¢u. Mot vai thude tinh mach méau nhu cirng dong mach va day 16p ndi
trung mac (IMT) dong mach canh c6 1¢ mot phan phy thudc noi mac. Nhiéu nghién ciru
ngang ghi nhdn rdi loan gian mach phy thudc ndi mac va noéng do cao cua céc protein
diéu hoa dan chat noi mac & cdc bénh nhan c6 cic bénh lién quan dén ton thuong noi
mac nhu 13 xo vita- huyét khoi, tién san giat va viém mach méu ciing nhu nhiing c4
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nhén c6 cdc nguy co xo vira- huyét khéi. Ngoai ra nhimng bénh nhan c6 rdi loan gidn
mach phu thudc noi mac, nong do cua cdc protein diéu hoa dan chit noi mac hoic
microalbumin niéu cé du hau xau vé tim mach.

Bing ddnh gid réi loan chirc ndng ndi mac & nguwoi
Diénh gid Giai thich vé ton thwong rdi loan chiic
nang
R&i loan gian mach phu thugc ndi mac | Giam san xuat chat gian mach va/hay tang
san xut cht co mach
Tang ty thodt qua mang mao mach cua | Gia ting thim vé6i chat ¢6 phan tir 1on
albumin danh ddu phéng xa chich tinh
mach, microalbumin niéu va sCD146

1 Endothelin Tang san xuét chat co mach

TVWF Tang hoat tién huyét khéi va tién dong mau
1sThrombomodulin Giam hoat chéng déng

1t-PA va PAI-1 Giam hoat tién tiéu soi huyét

1sE-selectin va sVCAM-1 Tang dinh va thim dbi voi bach cau
1sICAM-1 Hoat hod phéan ing viém

tfibronectin té bao va collagen loai IV | Rbi loan tong hop co chat ngoai bao
Trong bang d4nh gid roi loan chiic ning ndi mac
1. Céc test danh gid gan mach phu thudc ndi mac qua trung gian NO déanh gid tic
dung ctia cic chét gian mach ndi mac nhu prostacyclin va EDHF (endothelium derived
hyperpolarizing factor) va c6 thé nham rdi loan chiic nang té bao co tron mach mau

2. Chap nhan ndng do cao trong huyét tuong cua cic chit trung gian dan chat
ndi mac phan anh roi loan chuc nang ndi mac trong cidc bénh mach méau (mach vanh,
mach canh) doi hoi

- Ciéc loai té bao khac khong 1a ngudn quan trong

- Tong hop quan trong hon 1a thanh thai trir phi chét sau phu thudc ndi mac

- Chtric nang ndi mac trong vi mach twong duong chtrc nang trong mach mau
16n, thanh phﬁn nay, do sy viéc l1a hé théng ndi mac vi mach véi dién rong va kha nang
téng hop, 12 quan trong khang dinh néng d6 huyét twong cta cic chit trung gian dan
Xuét noi mac. Luu y PAI-1 khong nhitng cé thé san xuét tir té bao ndi mac ma con té
bao gan, té bao md va té bao co tron mach mau.

3. Ty 1¢ xuyén mang cua albumin dugc khang dinh khong nhiing béi ndi mac
ma lai con boi thudc tinh hod hoc va co hoc cua co chat ngoai bao va boi ap lyc huyét
dong du liu gan day chat hoa tan CD146 thanh phan globulin mién dich lién quan den
kiém sodt lién két té bao va té bao (cell-cell cohesion) va tinh thAm noi mac, cung cap
nhiéu thong tin lién quan cta ndi mac véi tinh thim mach mau.

Tém tét cic diéu kién phéi hop roi loan churc ndng ndi mac, chién lugc can thiép
roi loan chuc nang ndi mac va chét chi diém rdi loan chirc nang ndi mac.

Cic diéu kién | Xo vita dong mach, ting cholesterol méu, ting LDL.C, giam
phéi hop véi rdi | HDL.C, tang Lp(a), tang LDL.sd, LDL.C oxy ho4, tang huyét dp,
loan chirc nang | tang homocystein, tudi, viém mach mau, tién san giat, hoi ching
ndi mac chuyén hod, dau thit nguc khong 6n dinh, déi thdo duong, hit
thudc 14 chii dong va thy dong, tdi twdi mau sau thiéu mdu, xo vira
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dong mach, bypass tim phoi, mén kinh, bénh Kawasaki, bénh
Chagas, tién sir gia dinh bénh mach vanh, nhiém khuan, trim
cam, it hoat dong, béo phi, suy than, ting CRP, suy tim sung
huyét, phi dai that trdi, sau an

Can thi¢p nham | Uc ché enzym chuyén, tc ché thu thé angiotensin, Uc ché
cai thién chutc | endothelin, statin, tetrahydrobiopterin, folate, tap thé duc, tang
nang ndi mac nhay insulin, gidam LDL, tang HDL, chong oxy hod, L-arginine,
desferoxamine, glutathione, gidm homocystein, giam CRP, gidam
FFA

Cic chat chi | CAMs, yéu t6 von Willebrand, nitrite, khong twong thich
diém hoa tan | (asymetric) dimethylarginine , CRP, tPA, fibrinogen, amyloid A
cia rdi loan
chitc ndng noi
mac

V. PANH GIA TON THUONG NOI MAC MACH MAU TRONG LAM SANG
Thir nghiém danh gia chirc ning ndi mac mach trén ngudi ddi hoi nhiéu thach
thirc. NOi mac mach phéng thich mdt s6 san phém, nhung van chua cé mot xét nghiém
mdu don doc nao chung minh dugc tinh hitu dung trong viéc xac dinh chirc nang ndi
mac binh thuong hay bat thuong, nhét 1a ¢ giai doan sém. Céc thir nghiém thudng
dugc dung nhét dé danh gid churc nang ndi mac trén co thé séng déu dya vao viée do su
gian mach phy thudc ndi mac khi mach mau dap ng voi nhiing kich thich bang dugc
chat hogc vat ly. Dic tinh nay dya vao kha ning cua noi mac phoéng thich NO, n6
khong chi la mot chét gy gidn mach ma con 1a mot yéu t6 chdng ngung tap tiéu cau,
su két dinh dai thyc bao, va sy tang sinh cua té bao co tron. Chirc nang ndi mac c6 thé
do dugc tryc tiép & dong mach vanh va dong mach ngoai bién bang cach do chic ning
van mach sau khi truyen vao trong 1ong dong mach mot sd chat lam gia ting phéng
thich NO ndi mac. Piéu bt tién ctia phwong phdp niy 13 ban chat xAm nhap ctia né. Vi
1y do nay, nhitng phuong phép khong xam nhap dé danh gia chirc ning ndi mac mac da
duoc hinh thanh. Phuong phép dugc st dung rong rdi nhat 1a dya vao siéu 4m 2D do
duong kinh dong mach khau 16n khi né ddp g véi dp luc d& ép trude d6 giy ra gidn
mach phu thudc ndi mac. Gian mach khong phu thudc ndi mac ciling cé thé danh gia
bang viéc do duong kinh dong mach sau khi diing nitroglycerin ngam duéi ludi. Trong
thap nién 90, véi siéu 4m tn s6 cao khao sit dong mach cdnh tay dé danh gid su gidn
mach qua trung gian dong chay (Flow Mediated Dilation) phu thudc ndi mac da phat
trién. Pay 12 mot k¥ thuat ddnh gid chirc nang ndi mac. Ky thuat nay kich thich phéng
thich nitric oxide (NO), gy ra gian mach. Muc d¢ gian mach cé thé tinh todn duoc nhu
mot chi s6 cua churc nang van mach (vasomotor function). Tham do khong xam nhap
cta k¥ thuat cho phép 1ap lai nhiéu 1an dé nghién ctru hiéu qua cta nhitng can thiép
khic nhau c6 anh hudng lén sy lanh 1an cua mach mdu. Mac du khong phai 1a tiéu
chuan vang dé danh gia chtic nang ndi mac hién hiru, do FMD & dong mach cénh tay
hodc dong mach diii qua siéu &m 2D 12 phuong phdp nghién ciru diing nhiéu nhat trén
lam sang
5.1. Gian mach qua trung gian dong chiay (Flow Mediated Vasodilation FMD):
Mach mdu c6 kha ning co gidn nham ddp tng v6i nhimng kich thich héa hoc va
vat Iy tdc dong trong long mach dugc goi 1a kha ning ty diéu hoa truong lyc nhim dé
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diéu chinh phan bd ciing nhu dong chiy ciia miu ddp Gng véi nhiing thay doi moi
truong tai chd. Nhiéu mach mau dép tng véi sy gia ting dong chay hodc dp luc chen
ép gay tdc hoan toan bang cach gidn ra. Hién twong nay dugc goi 1a FMD. NO ngudn
goc noi mac la chat trung gian co ban cuia hién tuong FMD. Co ché chinh x4c cua viéc
phét hién cip thoi cta luc d& ép va su dan truyén tin hiéu dén sau d6 dé diéu chinh
truong lyc mach mau van chua duoc biét dﬁy du. Mang té bao ndi mac cé chira cic
kénh ion chuyén biét, nhu cic kénh kali dugc hoat héa bdi calcium, né mé ra dé dap
ing voi ap lyc de ép. Hi¢u qua cua viéc mo kénh kali lam cuong phéan cyc té bao noi
mac, gia ting dong calcium di vao. Calcium tic dung nhu 1 enzyme tong hop NO, va
su hinh thanh NO sau d6 gdy ra FMD. T¢é bao noi mac mach bi ton thuong 1am mat kha
ning chong dong do giam giai phéng va giam tong hop thanh phan Prostacyclin (PGI-
2); giam tong hop va giam hoat tinh sinh hoc ciia protein C, protein S va
thrombomodulin; giam tiéu sgi huyét do r61 loan téng hop t-PA, PAI-I; tiép qud nhiéu
protein thuan loi cho su két dinh tiéu cau (yeu t6 VII-Willebrand); giam san Xuat
NO. - Mang ddy mach méu bi ton thurong dan dén hién tuong ting tong hop céc
protein co ban ngoai té bao ma chu yéu 1a collagen type IV. Proteoglycan, fibronectin
va lamilin ma hau quéa cua ching 1a 1am giam tinh dan ho6i va lam réi loan kha ning
loc cua mang day.

- Bn BT té bao co tron phdt trién manh, phi dai, tang sinh va loan san ciing
g6p phan 1am réi loan dong mdu va tang sinh huyét khoi.

- Hé thdng than kinh mat quén binh giira giao cam va ddi giao cam: kém nhay
cam véi céc chét trung gian hod hoc cua hé ddi giao cam nhu acetycholin, do d6 hién
tuong co mach chiém vu thé.

Phwong phap do FMD:

Do c¢6 nhiéu nghién ctru FMD ¢ nhiing vi tri ddng mach khic nhau trén co thé
cling nhu cdc cich tién hanh gdy dp luc d& ép voi khoang thoi gian khdc nhau. Nam
2002 . T6 chirc Tim Mach Pai Hoc My (American College of Cardiology Foundation)
da dong thuan vé ky thuat cua phuong phap do FMD. Trang thlet bi chinh 1a mdy siéu
am Doppler 2D mau ¢6 phan mém mach méu véi dau do tan sb cao (trén 7,5 MHz). Vi
tri duwoc chon dé do duong kinh trude va sau khi tao ra kich thich de ép la dong mach
cénh tay doan trén hé khuyu. Khi kich thich de ép gay tac dong chay duoc tao ra bang
mot mdy do huyet 4p voi bang do dugc quan & vi tri cénh tay trén cho dong mach dugc
do hoac ¢ vi trf cang tay dudi. Thoi gian dinh dé dat sy gidn mach t6i da 1a 50 gidy sau
khi lam ngung dong chay ¢ dong mach cang tay va 70 gidy d01 véi dong mach canh
tay. Do sy gidn mach dat dén muc tbi da khi dong mach bi de tat trong 5 phut, thoi gian
nay dugc chon lam thoi gian 1am ngung dong chay. Bom ép luc bang mdy huyét 4p 1én
murc vuot qud huyét dp tim thu 50mmHg dé 1am tic dong chay tao ra kich thich va git
trong 5 phit. Sau d6 x4 nhanh dp luc huyét 4p dé tao ra phan tng cuong mau. Puong
kinh dong mach canh tay dugc do trudc va sau khi xa ap luc dugc do tai cung vi tri. Ty
1¢ phan trim giita duong kinh sau khi tao kich thich va duong kinh trude dé goi 1a
FMD. Cong thuc tinh FMD = (D2 - D1)/D1* 100 (%)

C6 suy giam chtrc nang nd1 mac khi FMD < 5,0 %.

5.2. Khao sat bé day 16p ndi trung mac (Intima Media Thickness)

Sau phuong phdp danh gid ddp ung ndi mac qua trung gian dong chay, ton

thuong sém xo vita dong mach cé thé phat bang do bé day 16p ndi trung mach (IMT)
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bang siéu 4m 2D véi dau do c¢6 do ly gidi cao >7,5 MHz tai cdc dong mach noéng nhu
dong mach canh, dong mach chu, dong mach dui, dong mach kheo....Phuong phdp do
IMT bang siéu 4m 2D da dugc Pignoli P. (1986) l1an dau tién dé xuét. Vé phuong dién
hinh anh siéu 4m, hé thdng mach mau chia 1am 2 nhém bao gdm nhém A trong d6 vé
phuong dién dai thé 1ong mac binh thudng hodc ¢6 gidi md (fatty streak) va nhém B
trong d6 c6 ton thwong xo vira dong mach. Trong nhém A dic trung mach méu biéu
hién duéi hinh anh hai duong hdi 4m song song (parallel echogenic lines) duoc phin
cich nhau béi mot khoang giam hdi 4m hodc khong cé hoi am (hypoechogenic or
anechoic space). Biéu do mit cat dugc x4c dinh nhu 12 biéu dd 2 duong trong d6 dudng
bén trong (phia 1ong mach) thudng déu din, mém mai va méng hon so véi dudng bén
ngoai. Twong quan véi cdc hinh niy v6i mau tiéu ban 16n duoc chap nhan véi duong
bén trong 12 ndi mac, duong giam hdi 4m 1a trung mac va duong hoi 4m bén ngoai 1a
ngoai mac. Vi vdy khi do khoang céch tir duong hdi 4m bén trong dén khoang phan
gidi (interface) giita dudng giam hoi 4m va dudng hdi 4m thir hai goi 12 bé day noi
trung mac (IMT) cta thanh mach.

VI. PIEU TRI ROI LOAN CHUC NANG NQI MAC TRONG DPAI THAO
PUONG

Rbi loan churc nang ndi mac la giai doan sém cua xo vira dong mach néi riéng
va ton thuong mach mau néi chung. Khi xuét hién cdc ddu chirmg 1dm sang ctia bénh
x0 vira mach thuong la bénh da ¢ giai doan boc phat va khi d6 viéc xur tri thuong la
chi 1am giam nhe bénh hoic nham vao viéc bao vé thir phat. Vi vay phong ngu:a benh
X0 vita dong mach & giai doan sém c6 thé dat duoc bang cach phat hién va diéu tri r01
loan chirc nidng ndi mac, mot trong nhirng thay ddi quan trong nhit ¢ giai doan tién
1am sang cua bénh xo vira dong mach. Bénh nhan DTD dac biét 1a DTD type 2 1a mot
bénh 1y véi nhiéu yéu té nguy co phdi hop trén ciing benh nhan Vi thé song song v01
kiém sodt duong huyét viéc du phong va diéu tri cdc yéu td nguy co phdi hop rat
quan trong.
6.1. Thay doi 16i song va kiém soat ché do tiét thuc

Mot s6 nghién ciru ghi nhan thay dbi 16i song va kiém sodt ché do tiét thuc la
mot trong nhimng bién phap hd tro va gép phan cai thién tinh trang réi loan chirc ning
ndi mac, Lavrensic A va CS (2000) nghién ctru hiéu qua cua tap thé duc 1én FMD &
dbi twong 29 nguoi ¢ hoi ching chuyén héa tudi tir 40 dén 60. Két qua 3 lan tap thé
duc mdi tuan trong 12 tuan thi FMD gia ting dang ké so véi trude tap (5,3 + 2,8%
trudce tap so voi 7,3 + 2,7% sau tap, p < 0,05). Nicholas Tentoluris va CS (2008) nghién
ctru tic dung cua bita an gidu acid béo bao hoa va khong bao hoa ddi véi FMD ¢ bénh
nhan d4i thio duong type 2. Két qua sau bita dn giau acid béo bao hoa, FMD giam c6
¥ nghia thong ké&. Nguoc lai nhém diing bita an c6 acid béo khdng bao hoa (dau 6 liu)
thi FMD thay d6i khong ddng ké. Nghién ciru nay goi ¥ ché d6 dn véi chat béo khong
bao hoa c6 thé gitip cai thién réi loan chiic ning ndi mac.
6.2. Kiém soat dwong huyét

Tang du:ong huyet la mot trong nhirng nguy co giy rdi loan chirc ning ndi mac.
Vi the viéc kiém sodt tét dudong huyét dudi moi hinh thuc 1a diéu tri co ban nham han
ché ton thuong ndi mach & bénh nhan BDTD. Nhiéu nghién ctru ghi nhan ting ndng do
glucose mdu gy rdi loan gidn mach phu thudc ndéi mac. Giam ndng d6 glucose mau
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ngoai 1am giam nong do6 insulin con gép phan cai thién chiic niang ndi mac. Vi thé didu
trj can nhiam dén 13 ha duong huyét va ting nhay cua insulin. Cdc thudc ha duong
huyét nhu Metfomine ghi nhan cai thién chuc nang phy thudéc ndéi mac & dong mach
mac treo cua chudt bi khang insulin.

Sulfolnyl Urea trong d6 nhém gliclazide cai thién sy gian mach phu thudc noi
mac ¢ dong mach chu cua tho bi BTD (gy ra do alloxan). Tuy nhién cdc nghién ciru
lam sang danh gid tdc dung cua cdc thudc ha duong huyét trén chiic ning ndi mac
khong thiy c6 su khdc biét hodc giam phan tng véi acetyl cholin khi cdc thudc nay
ngung sir dung. Nhém Thiazolidinedione (TZDs) voi cac nghién ctru gan day cho thay
nhom TZDs cai thién chirc nang ndi mac va dé khang insulin & bénh nhan DTD type 2
béo phi, vi thé viéc dé nghi diéu tri dé khang insulin c6 thé cai thién tinh trang rdi loan
chtrc ndng ndi mac & DTD type 2 khang insulin.

Asnani S va CS (2006) nghién ctru su cai thién FMD & bénh nhan DTD type 2
dugc diéu tri bang insulin. Két qua, viéc st dung pioglitazone cung vo6i insulin ¢ bénh
nhan ddi thdo duong type 2 ¢6 anh hudng thuan loi dén chirc ning ndi mac mach mdu,
ngay ca & nhém sau nhiéu nim cé cudng glucose mau va dé khang insulin.

6.3. Uc ché PKC

Tang duong mau c6 thé gia ting hoat hod PKC trong d6 gia ting stress oxy hod.
Str dung cic chat e ché PKC c6 thé phuc hdi chirc ning mach mau va ciing lam gia
tang sy trinh bay mRNA ctia eNOS trong té bao ndi mac dong mach chu. Gan day, chat
trc ché PKC, LY33531 dd duoc st dung. Thudc niy lam binh thudng luu luong mau
vong mac, ty 1¢ loc cau than song song vdi tic dung e ché PKC.

Beckman va cong sy nhan thay c ché PKCB lam giam sy ri loan gidn mach
phu thudc ndi mac ¢ nguoi khoé manh dugc lam tdng duong méu.

6.4. Cac chit e ché tong hop AGEs.

San pham AGE la két qua r6i loan vé lau dai cia protein d6i véi ting dudng
mdu voi cdc tic dung lam giam NO tryc tiép va gia ting stress oxy hod. Chat
aminoguanidine, chat trc ché tong hop AGEs cho thay 1am giam ndng do AGEs va cai
thiét chlrc ndng ndi mac & dong vat thi nghi¢m.

6.5. Tetrahydrobiopterin

Tang duong méu lam tang stress oxy hod c6 thé 1am gia ting bién d6i NO thanh
peroxynitrite, chat 1am ton thuong chtic ning thanh mach. Giam stress oxy hoa c6 thé
phuc hdi chtc ning thanh mach hon 13 cung cap NO. Tang duong huyét kéo dai va
tang cholesterol mau gy ra su khong lién két cia eNOS va 1am giam san xuat NO.
Nghién ctru trén dong vat bi BPTD thuc nghi¢m va bénh nhan tang Cholesterol ghi nhan
stt dung chat Tetrahydrobiopterin 1am phuc hoéi gidn mach phu thudc ndi mac. Tuy
nhién chua khing dinh cc nghién ctru bénh nhan DTD.

6.6. L-arginine

L-arginine cung cap co chét cho NO, st dung L arginine to ra c6 hiéu qua cho
ngudi lan dong vat. Tiét thuc L arglmne trong 10 tuan cho thdy dy phong day ndi mac
d6ng mach vanh va giam phan tng tiéu cau & tho bi ting cholesterol. Dung L arginine
duong udng lam giam tan sinh ndi mac ton thuong sau khi nong béng ¢ tho ting va
khong tang cholesterol mau. O nguoi sir dung L arginine 1am giam sy tang hoat dong
tiéu cau ¢ nguoi ting cholesterol mau. Dung L arginine tinh mach giam dé khang mach
ngoai bién va giam huyét dp tdm thu va tdm truong, cai thién gidn mach vanh phu
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thudc ndi mac nham ddp ung acetylcholin trong mach vanh & ngudi ting cholesterol va
cai thién luéng mau & dong mach chi dudi bi thiéu mdu. Nhém Deanfield ghi nhan
cung cip L-arginine khong cai thién giin mach qua trung gian dong chay & bénh nhén
DTD phu thudc insulin.
6.7. Estrogen

Tan suat bénh dong mach vanh & phu nir tién man kinh thap hon nam gié6i ciing
d6 tudi trong d6 giai thich mot phan nhd anh hudng Estrogen. Estrogen ¢6 cic tic dung
quan trong trén chirc nang thanh mach ma khong hoan toan gidi thich dya trén sy cai
thién lipid m4u. Bénh nhin nt DTD c6 cung nguy co tim mach nhu la nguoi nam
khong BTD dugc dé xuét rang, ho dd bi giam tic dung bao vé tim mach cua Estrogen
nhu 1a ngudi phy nir tién man kinh khéc. Estrogen c6 nhirng tic dung c6 loi, khong
nhitng e ché ngung tap tiéu cau ma con c6 tic dung chdng oxy hod va tac dung chbng
tan sinh trén co tron mach mau. Nhiéu nghién ctru da ching t6 raing Estrogen cai thién
sy gian mach phu thudc ndi mac & dong vat bi cit buéng tring va phu nit hau man
kinh. Co ché c6 thé 1a do thic ddy san xuat eNOS hodc 12 do trc ché co mach phuy thudc
Prostaglandine H synthase prostanoid. Lim va cong sy dd ghi nhan rang liéu phdp
hormone thay thé cai thién céc phan @mg vi mach & phu nit sau méan kinh khoé¢ manh.
Téc dung nay c6 vé yéu & phu nit PTD type 2. Tuy nhién liéu phdp hormone thay thé
cai thién hoat hoa ndi mac duoc quyét dinh boi mot phan tir két dinh ndi bao hoa tan &
nhitng phu ntt DTD type 2.
6.8. Cic chit e ché enzym chuyén

Cic chat tc ché enzym chuyén cho thdy cai thién chirc ning ndi mac va lam
giam sy phat trién xo vira dong mach & cdc dong vat thi nghiém c6 ting cholesterol
mdu dya vao tac dung doc 1ap voi tic dung ha huyét ap. Tuong tw, nghién ciru HOPE
(Heart Outcomes Prevention Evaluation) da ching t6 rang chat ramipril (&c ché enzim
chuyén) trong du phong cac bién cb tim mach & bénh nhan DTD mic dii co ché ciia tic
dung nay chua . Céc thir nghiém 1am sang da chung to ring chat quinapril (rc ché
enzym chuyén) cai thién chic ndng ndi mac & bénh nhan khong PTD c6 bénh mach
vanh. Cic nghién ctru ddnh gi4 tic dung cta (rc ché men chuyén trén bénh nhian BTD
type 1 ¢6 nhitng két luan ban cii trong d6 mot sé nghién ctru chimg to rang e ché
enzym chuyén khong c6 tic dung trén chirc ning thanh mach & bénh nhan DTPD type 1
sau 6 thang diéu tri. Tuy nhién, O’ Driscoll va cong su ghi nhan cai thién chirc ning noi
mac do @rc ché enzym chuyén ¢ bénh nhan DTD phu thudc insulin. Uc ché men chuyén
cung cai thién chuc nang ndi mac phy thugc NO co ban va kich thich ¢ bénh nhan
DTD type 2 bao gdm bénh nhan bi tang huyét 4p va bénh than DTD. Tuy nhién, khong
thdy hiéu qua cia trc ché enzym chuyén trén bénh nhén c6 hoi chimg khang insulin.
Cic chat trc ché enzym chuyén c6 mot sb tic dung c6 1oi trén cdu triic va chiic nang
mach mdu. Dic biét, ching thic ddy hiéu qua sinh hoc ctia NO. Chit sau nay c6 thé 1a
do giam san xuit qua trung gian angiotensin II cua superoxides hodc thong qua trc ché
gidng hod bradykinin, mot chit c6 tiém nang kich thich NO phéng thich.
6.9. Uc ché HMG CoA Reductase

Nhiéu thtr nghiém Iam sang da khing dinh rang nhém Statins 1am giam ddng ké
ti 18 tr vong va mic bénh tim mach. Ngoai ra, diéu tri giam lipid méu ciing cai thién
chttc nang nodi mac. Cai thién roi loan gian mach phu thudc ndi mac xdy ra trén bénh
nhan DT c¢6 rdi loan lipid 1a rat it va phéi hop. Akalin A va CS (2008) nghién ctru tic
dung cia Atorvastatin 1én FMD ¢ nguol ddi thao duong type 2. Két qua cho thiy
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Atorvastatin cai thi¢n c6 y nghia chirc ndng ndi mac (thong qua FMD) ¢ bénh nhan dai
thdo duong type 2. Réi loan gidn mach phy thudc ndi mac ¢ bénh nhan DTD type 2 ¢
ri loan lipid mau dugc ghi nhén 1a cai thién voi diéu tri fibrate (chat 1am giam nong do
triglyceride huyét thanh) nhung khong phai véi statins.

6.10. Arginine nghich ly (Arginine paradox)

Cdc tdc dung c6 loi cua L-Arginine ngoai sinh trén mach mau cua mot s6 tinh
trang bénh ly voi su gia tang ndéng do “nitrate va cGMP huyét twong trong qud trinh diéu
tri L-arginine da dé xuat su cung cap nhiéu L-arginine c6 thé kich thich hoat dong
NOS. Tuy nhién dleu dang thic méc 12 str dung arginine ngoai sinh s& dwa dén san xuét
nitric ox1de khi ndng d6 arginine ngoai bao ludn phit hop trong sy gia tang qua mirc
nhu cau ciia NOS, mot hién twong goi 12 arginine nghich 1y. Diéu nay 1an dau tién duoc
chiing t6 ¢ thd bi tang cholesterol mdu va cling dugc quan st trén bénh nhan tang ap
phéi. nhiéu giai thuyét doi véi hién twong nay. Pay 1a ¢6 thé 1a do chét e ché ndi sinh
cia NOS,ADMA, c6 thé dbi khang véi nong do ndi bao binh thuong cua L-arginine.
Va cung cap thém arginine dugc ddoi hoi dé khic phuc su khiém khuyét cta co chat
NOS. Thir hai. Vi eNOS dinh vi uu thé vi trf ndi bao dic biét duoc biét 1a caveolae,
ndng do tai chd cua L-arginine trong vi mdi truong ndy c6 thé khdc voi ndi mach. Van
chua 16 1am thé nao sy dinh vi dac hiéu caa eNOS béi caveolae co thé anh hudng dén
co chét tai chd thich hop, nhung co ché lién quan sy dong dinh vi cia eNOS ciia mot
vai chit van chuyén arginine (vi du van chuyén acid amine cation -1 (cationic amino
acid transporter-1). Sy thanh 13p cta phtre hop caveolar nhu thé ¢6 vé thuan loi chuyén
giao arginine tir Enos. Diéu quan trong de nhan biét 1a tic dung giin mach cua L-
arginine khong hoan toan trung gian tryc tiép béi nitric oxide. L-arginine c6 thé tic ché
truong luc giao cam ngoai bién dua dén gidn mach qua sy chuyén ho cua né, chit
abmatine, kich thich thu thé alpha2 trung wong. Thém vao d6 arginine ciing kich thich
phéng thich nhiéu hormone nhu glucagon, prolactin va growth hormone c6 thé giy tic
dung gian mach. Ngoai ra mdt vai mach mdu va tdc dung khéc cua argnine bi phan chia
boi loai dong phan hinh thdi cia ching, D-arginine, khéng phéi co chét cia NOS. Co
ché phirc tap qua d6 L-arginine c6 thé cai thién chirc ning mach mau trong mot vai tinh
huéng ddng duoc thim do sau nay.

6.11. Nitrovasodilator/Nitric oxide donor

Céc loai gian mach nitro (Nitrovasodilator) nhu amyl nitrite, glyceryl trinitrate,
sodium nitroprusside va molsidomine 12 tién chét va c6 tic dung sau khi chuyén hod
thanh nitric oxide. Vi thé duogc goi 1a cho nitric oxide (nitric oxide donor). Dya trén cac
thudc tinh gidn tinh mach cdc thuéc duoc st dung trong suy tim va dau thit nguc.
Nitrosoglutathion 1a phttc hgp ctia nhém nitrosothiol da nghién ctru rong rai trén nguoi.
thubc c6 tic dung khdng ngung tap tiéu cau, can bang gidn dong va tinh mach hon nitrate
hiru co. Nitrosoglutathione rc ché hoat hod tiéu cau trong dong mach vanh sau khi nong
vanh va 1am cdu ndi. Vi thé nitrosothiol ¢6 thudc tinh dugc hoc trong diéu tri thiéu NO
va c6 thé chat cho nitric oxide loai c¢6 thé dugc trién khai khac hon thudc hién tai.

6.12. Nitric oxide dang hit ( Inhalation of nitric oxide)

Nitric oxide dang hit cai thién mot sé truon hop mao mach phoi, bao gom ting
ap ph01 dai ding & tré so sinh, ting ap phéi thir phéi sau thiéu khi man, hoi chimg suy
hé hip ngudi 16n. Thube con cé tiém ning trong cai thién phit phdi cip va ching
methaemoglobinaemia.
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6.13.Ch6ng oxy hoa ( Ant10x1dants)

Tur khi stress oxy hoa gy bién chtng rdi loan chiic ning ndi mac, nhidu nghién
ctru vé vai trd thudc chdng oxy hod trén chirc ning mach mau va dy phong bién ching
tim mach. Réi loan chirc nang ndi mac trong BTD type 1 va 2 la do bat hoat chat NO
boi cdc gbc ty do dan xuat oxy. C6 mot su giam nong do chat chdng oxy hod noi sinh
bao gém chat superoxide dismutase va catalase & dong vat DTD thi nghiém. Ngoai ra
nhiéu nghién ctru 14m sang da ghi nhan c¢6 sy giam ndng do vitamin C va E noi sinh ¢
DTD type 1 va type 2. Bét ct cdc phuong tién 1am giam stress oxy hod déu c6 tiém
nang cai thién gian mach phu thudc ndi mac. Timimi va cOng su, Ting va cOng sy ghi
nhan khi truyén vao trong vitamin C vao trong dong mach cai thién sy gian mach phu
thudc ndi mac & bénh nhan DTD type 1 va type 2. Ngoai ra, truyén vitamin C céi thién
rdi loan chirc ning ndi mac ¢ nhitng nguoi khoé manh duoc giy ting dudng mau.
Chinh vitamine C (ascorbic acid) duong tinh mach cénh tay cai thién gian tinh mach
phu thudc ndi mac & bénh nhian DTD type 2, nguoi hidt thudc 14 va ting cholesterol
mdau. Tuong tu dung vitamin C & bénh nhan bénh mach vanh cai thién gian mach qua
trung gian dong chay. Tdc dung nay c6 loi xay ra nhanh sau 2 gio va kéo dai 30 ngay.
Ngoai ra dung vitamin C con cdi thién gian mach phu thudoc ndéi mac & dong mach
thuong tim mac bénh nhan ting huyét 4p khéng c¢6 bénh mach vanh. O bénh nhin bénh
mach vanh phi hop vitamin C va L-arginine gy gia ting gian mach dang ké. Ngoai ra
vitamin C ¢6 mét s tic dung tién oxy hod (pro-oxidant effects) trong mot sé tinh
hudng.

6.14. Chuyen ddi gen (Gene transfer)

Chuyén ddi tryc tiép gen NOS dong dang den thanh mach bi rbi loan van mach
va c6 vai tro trong diéu tri cdc bénh tim mach . Su tiép can nay cho thay hiéu qua trong
céc thir nghiém ve€ bénh mach mdu cua céc dong vat thi nghiém. Diéu tri gen mach mau
ctia dan chat eNOS dén t6 chirc dic biét thic day san xuat NO & vi trf can ‘quan tam.
Chuyén gen NOS thyc hién 1an dau tién nim 1995, khi eNOS cDNA, di lay tir dong
mach canh cta chudt sau khi ton tuong do nong béng. trong mot phirc hop vai virus
ngung két ciia Nhat Ban. Diéu nay da tao ra mot sy giam tin sinh ndi mac & ngay thi
14. Sau d6 mot két qua twong tu duoc khang dinh boi mot nhém nghién ciru khic &
dong mach va tinh mach chéu va vanh ghép. Gen tri liéu cing lan rong tr chuyen giao
tai chd cho dén hé théng. Pua mot lidu eNOS cDNA cua ran vao hé thong tuan hoan
qua tinh mach dudi ctia chudt bi tang huyet ap tu phat két qua tang san Xuat va bai tiét
cGMP va nitrite/nitrate, va giam ddng ké huyét dp tim thu kéo dai 12 tudn.

6.15. Uc ché NOS

Dung e ché iNOS cho thdy cai thién thay d6i huyét dong qua trung gian voi NO trong
thuc nghiém ctia chodng nhiém khuan. Piéu trj tinh mach L-NMMA dan chét arginine
(arginine analogue I-NMMA) lam cai thién sy giam de khidng mach mdu ngoai bi€n va
giam huyét ap dong mach ¢ ché nhiém noi doc t6. Cdc tic dung twong tu véi L-
NMMA ciing dd khang dinh & nguoi. Tuy nhién tang ap phdi va giam cung luong tim
cling ghi nhan sau khi ding @c ché NOS. Trong tuong lai phat trién thude trong lanh
Ve nay nhim vio dang NOS dong dang dac hiéu cling nhu cap d6 cua tc ché doi hoi
san xudt cdc dugc pham c6 hiéu qua tdi wu.
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MOT SO VAN DE CAP NHéT SINH BENH HOQC VA PIEU TRI DUY
TRI BENH PHOI TAC NGHEN MAN TINH
NGOAI CON CAP
Nguyén Viin Thanh
BVDKTW Can Tho
TOM TAT
Bénh phdi tic nghén man tinh (COPD) 12 bénh 1y viém man tinh ctia phoi véi su
tham gia dong thoi ctia nhiu yéu td. Cdc yéu té thanh phan trong sinh bénh hoc COPD
két hop v&i nhau mot cach phirc tap, tir d6 tao ra cdc bién ddi vé chirc ning ph61 triéu
chtng ho hap, cdc dot cap, anh huong toi tinh trang strc kho¢ chung va cu6i cung la
lam tang tir vong. Cdc tiép can diéu tri hop 1y can tic dong vao cdc yéu t6 thanh phan
nay. Két hop ICS va mot hay nhiéu thudc dan phé quan tic dung kéo dai dang hit 1a
phuong phap mang nhiéu hira hen cho COPD.
Tur khéa: Bénh phéi tic ngh&n man tinh ; Sinh bénh hoc; biéu trj duy tri.

Abstract:
UPDATES IN PATHOGENESIS AND CONTINUOUS THERAPY FOR
STABLE CHRONIC OBSTRUCTIVE PULMONARY DISEASE.

Chronic obstructive pulmonary disease (COPD) is chronic inflammation in the
lung with participating of a lot of factors. The components in pathogenesis of COPD is
complicated combination and caused lung dysfunction, respiratory symptoms, acute
exacerbation and affected patients health and increased the mortality. A new approach
has to intervent these components. The inhaled combination therapy with corticosteroid
and one or more long-acting bronchodilator agents is potential therapy in continuous
management for stable COPD.

Key words: Chronic Obstructive Pulmonary Disease; Pathogenesis; Continuous
therapy.

I. SINH BENH HQC COPD

Mac du bénh phéi tac ngh&n man tinh dang 14 mot trong nhitng van dé stc khoe
chinh, mang tinh ton cau va dang c6 xu hudng gia ting (1) nhung cho dén nay ching ta
con chua hiéu biét vé sinh bénh hoc bénh 1y nay mot cich thdu ddo va chua c6 cich
tiép can diéu trj hiéu qua nhim lam chdm tién trinh x4u di cta bénh (2). Nam 2001, lan
dau tién trong dinh nghia, GOLD (Global Initiative for Chronic Obstructive Lung
Disease) dé cap khai niém viém man tinh cua phéi trong COPD (3). COPD bao gém ca
viém céc tiéu phé quan tic ngh&n man tinh véi xo héa, thu hep dudng thé nho va khi
phé thiing véi mo rong cic khoang khi ngoai vi, phd hity cdu tric phdi, mat ¢ dan hoi
phéi va déng cdc dudng thd nho (4). Hau hét bénh nhan COPD déu c6 day du cdc dang
ton thwong nhu vy va nguyen nhan chu yeu 1a do thudc 14. Tuy nhién & timg bénh
nhan, cdc biéu hién nay c6 the tréi hon & ton thuwong khi phé thiing hodc troi hon & tén
thuong viém tiéu phé quan tac nghén. Ban chit qué trinh viém trong COPD va hen phé
quan khic nhau vé loai té bao tham gia, cdc chat trung gian hé hoc, cich ddp ung
viém, vi trf ton thuong, do vy ma cach dép tmg véi thudc khdng viém ciing khédc nhau
(5). Mot s6 bénh nhéan c6 biéu hién bénh 1y két hop vira nhu hen, vira nhu COPD. Tuy
nhién, nhiéu kha ning ddy khong phai 1a tinh trang ning cia mot bénh 1y nao ma 1a sy
két hop ddng thoi ca hai bénh 1y nay (4). Hién tuong hep duong thd cb dinh, khi phé
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thiing va bit tic 1ong dudng thd do qud tiét dich nhay 1a cdc yéu td tham gia dong thoi
tao ra hoi chung tic nghén khi do chiic ning phdi. Tuy nhién co ché nao 1a chinh,
ching déng vai trd nhu thé nao trong sy thay doi giita bénh nhan nay voi bénh nhan
khac va giira cdc giai doan cia sy tién trién bénh. Cho dén nay chiing ta chua c6 céu tra
161 chinh x4c.

Nghién ctru vé md bénh hoc trong COPD cho thiy c6 biéu hién uu thé ton
thuong & duong thd ngoai vi va nhu mé phdi. C6 hién twong tic nghén cua céc duong
tho ngoai vi (bronchioles) vi cac biéu hién xo hda, thAm nhiém dai thuc bao va cic T-
lymphocyte. C6 biéu hién pha huy cau tric nhu md phéi v6i ting 6 lugng cdc dai thue
bao va cdc T-lymphocyte, trong d6 CD8" (T gy doc té bao) tang nhiéu hon CD4" (T
hd trg). Trén cac truong hop COPD nang, sinh thiét phé quan ciing cho thay cO cac
bién d6i tuong ty . Trong dom va trong dich rira phé quan bénh nhan hit thudc 14 va
COPD c¢6 biéu hién tang ro rét dai thuc bao, bach cu da nhan trung tinh. Khong tang
bach cau 4i toan trir trong giai doan cap hodc c¢6 biéu hién hen nhu 12 mot bénh dong
phat. Phan tich té bao ¢ phé nang va cic dudng tho nho cling cho thdy c6 sy ting 1én
cla tat ca cdc dang té bao c6 lién quan trong COPD, gdm: dai thyuc bao, T- lymphocyte
B-lymphocyte va bach cau da nhan trung tinh. Mic di sy bat thuong vé s6 luong cdc
dang té bao viém da dugc ching minh trong COPD nhung cho dén nay su ton tai ciing
nhu mdi lién quan cia ching nhu thé nao ching ta cﬁng con chua biét r5.

MO&i mét hoi khéi thude chira khoang 10" cdc manh oxy phan tng (reactive
oxygen species — ROS). Dong thoi cdc manh oxy phan tng ciing dugc tao ra ndi sinh
tir cdc té bao viém (bach cau da nhan trung tinh, dai thye bao). Cac manh oxy phan ing
c6 lién quan trong sinh bénh hoc COPD gdm: superoxide anion (O,), hydrogen
peroxide (H,0,), gbc hydroxyl (OH), peroxinitride (ONOQO"). Tinh trang oxy héa qud
muc (oxidative stress) xay ra khi ma cdc manh oxi phan ting dugc sinh ra vuogt qua kha
ning diéu hoa cia co ché bao vé chéng oxy héa. Hau qua 1a tao ra sy pha hily cau tric
lipid, protein, ADN. Cang ngay ngudi ta cang c6 bang ching vé vai trd quan trong ciia
tinh trang oxy hdéa qud muc trong sinh bénh hoc COPD. Tinh trang oxy héa qua muc
lam giam chirc nidng cua cdc men chong phin hay protein (nhu oy antitrypsin). Céc
manh oxy phan tng, c6 thé 1a peroxinitride, lam giam sy két hop ciia corticosteroid
receptor voi ADN va 1am giam kha ning dich chuyén cua cdc receptor niy tir bao
tuong téi nhan té bao. O nguoi hit thude 14 va bénh nhan COPD, ngudi ta nhan thay c6
hién tugng giam hoat tinh cua histone deacetylase (HDAC), giam HDAC2 ¢ dai thuc
bao phé nang va md phdi ngoai vi. Viéc giam hoat tinh HDAC2 s& dan dén giam tc
ché qua trinh viém va giam hiéu qua khang viém cua corticosteroid. Tinh trang oxy hoa
qua muirc cling lam thuc day qu4 trinh chét theo  chuong trinh (apoptosis) cua cac té bao
cau tric ph01 nhu té bao ndi mac mach méu, té bao biéu md va lam ting huy hoai ciu
tric phoi, nhat 13 & ngoai vi.

Cé4c men phan huy protem (protease) lam pha v3 mo lién két ph01 va hinh thanh
khi phé thiing. Elastin c6 thé 1a protein cdu tric phdi quan trong nhét trong viéc tao ra
d6 dan hoi ctia phdi va protein nay la dich cia cdc men phan huy protein. Méac du lic
dau nguoi ta chi y nhiéu t6i elastase ctia bach ciu da nhan trung tinh nhung hién nay
ngudi ta ciing da biét nhiéu men phan huy protein khdc c¢6 vai trd trong sinh bénh hoc
COPD nhu Serine protease, Cysteine protease, Matrix metalloproteinase (95).
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Cic gia thuyét vé co ché nao duy tri va mé rong qud trinh viém & phdi da duge
nhiéu nghién ctru dé cap dén. Hut thudc lién tuc 1a tic nhan kich thich duy tri cdc phan
mg viém ¢ phoi. Nhiém virus tiém tang lam tang ddp Gmg viém cua phoi. Trén thuc
nghiém nguoi ta cling thiy nhiém Adenovirus tiém tang lam ting ddp ung viém cuta
phéi véi kich thich cua khoi thudc. Giam hoat tinh HDAC 0 dai thuc bao phé nang va
tang hoat tinh yéu t6 nhan chiu trach nhiém dich ma di truyén (NF-kB) lam ting cudng
tong hop céc protein viém TNF-o, IL-8. Mic di khéi thude 1a tidc nhan chinh trong
sinh bénh hoc COPD nhung & COPD giai doan ning, ngung hit thudc 14 cling khong
cham dit duoc cdc phan Gng viém & phoi. C6 thé phan ng viém cua phdi di hinh
thanh mét co ché nhé vinh vién.

II. HIEU QUA CUA VIEC DUNG THUOC DAN PHE QUAN VA
CORTICOSTEROID PIEU TRI DUY TRI:

Muc tiéu cta viéc diéu tri COPD ngdi con cdp 1a cai thién tinh trang stc khoe,
giam céc dot cp va giam ty 1& tir vong. Cdc thudc hién nay dang duogc sir dung diéu tri
cho COPD bao gdm: céc thude kich thich S tic dung ngan (short-acting 3 agonists —
SABASs) (thi du salbutamol, terbutalin), cac thubc kich thich B> tic dung dai (long-
acting [ agonists — LABAs) (thi du formoterol, salmeterol), khdng cholinergic tdc
dung ngan va tic dung dai (thi dy ipratropium, tiotropium), theo phyllin, corticosteroid
dang hit (Inhaled-corticosteroid - ICS) (thi du beclomethasone dipropionate,
budesonide and fluticasone propionate), cic dang két hop ¢ dinh lidu ICS/LABA va
SABA/khdng cholinergic va glucocorticosteroid ton than. Trudc ddy dé dénh gid hiéu
qua diéu tri nguoi ta thuong tap trung trén hiéu qua chirc nang ho hap va lam giam
triéu chirng. Hién nay nguoi ta chi y ngay cang nhiéu hiéu qua diéu tri trén tinh trang
stc khoe va giam tu vong. V6i mong muon nay, c6 ve nhu la ICS, nhit 12 ICS két hop
voi LABA s€ dem lai nhiéu hira hen.

Cho dén nay chiing ta con thiéu bang chimg tir cdc nghién ciru 1Am sang ngau
nhién xdc dinh hi¢u qua cua ICS trén ty 1¢ tr vong. Chung ta chi méi c6 céc thong tin
tir cdc nghién ciru hoi ciru/ mod ta cho rang ICS c6 hiéu qua lam giam ty 1¢ tr vong
trong COPD. Sy hiéu blet thém vé hiéu qua cia ICS dugc cung cap tir cc nghién ciru
1am sang tién ctu ngdu nhién. Nghién ctru ISOLDE (Inhaled steroids in Obstructive
lung disease) 12 nghién ctru mi d6i, kiém chting ngau nhién fluticasone propionate voi
placebo trén 751 bénh nhan COPD tir mtc d6 trung binh dén ndng. Trong nghién ctru
nay, fluticasone propionate giam mot cich c6 y nghia cic dot cap va tic dong c6 y
nghia trén chat lugng cugc song. Tuy nhi€n nghién ctru khong chirng minh dugc diéu
tri cai thi¢n dugc toc do giam FEV,. Briggs AH va cs (2006) véi fluticasone propionate
cling khong ching minh dugc hi¢u qua giam cé y nghia ty 1€ tr vong. Mot phan tich
hdi ctru 3 ndm (nghién ctu EUROSCOP) trén bénh nhan COPD nhe t6i trung binh cho
thdy nguy co thiéu mau cuc bd co tim giam c¢6 y nghia vdi diéu tri bang budesonide so
v6i placebo. Tuy nhién loi ich giam tir vong chua ching minh dugc. Nghién ctu
TORCH (toward a revolution in COPD health) dianh gid hi¢u qua fluticasone
propionate sau 3 nam trén 6000 bénh nhan COPD trung binh t6i nang khong cho thy
giam tir vong chung. Mic di v6i diéu tri bang ICS s6 1an viém phdi nhiéu hon nhung
ty 1& tr vong do viém phdi khdng ting mot cich ¢6 ¥ nghia.

LABA c6 vai trd quan trong trong diéu tri triéu chimg COPD. M6t phan tich
meta-analysis ngau nhién c6 kiém chimg ddnh gia hiéu qua sir dung LABA thoi gian it
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nhat 3 thang di cho thiy diéu trj nay da lam ting tir vong do ho hip so vdi placebo.
Tuy nhién céc nghién ctru ngiu nhién gan day cho thy céc thuéc LABA dugc bénh
nhan COPD dung nap tét va an ton trong diéu tri. Nghién cru TORCH ctng cho rang
LABA (salmeterol) an ton, khong lam ting tic dung phu va con cho thdy khuynh
huéng giam tir vong khi diéu tri bang salmeterol trén 3 nim so véi placebo (hazard
ratio 0.879, 95% CI 0.729-1.061).

Thudc khdng muscarinic tic dung kéo dai (long-acting muscarinic antagonist—
LAMA) tiotrpium ciing ¢6 kha ning kiém so4t triéu ching va giam dot cap COPD.
Mot phén tich post hoc trong thdi gian 1 nim cho thiy tiotropium c6 kha ning giam tdc
d6 suy giam FEV,. Néu hi¢u qua nay la thyc thi LAMA c¢6 kha nang lam giam tu vong.
Bang mot nghién cru so sanh ngau nhién, mu do6i, Casaburi R va cs (2005) da két luan
tiotropium két hop véi tap phuc hoi chirc nang ho hap lam ting kha ning ging stic va
cai thién tinh trang stc khoe so véi tap don thuan. Hiéu qua nay con duy tri sau khi
ngung tap 3 thang. Nam 2004, mot thiét ké nghién ciru thir nghiém lam sang 16n, c6 dbi
ching vdi tiotropium nham danh gid hiéu qua trén chirc ning phdi, tinh trang stc khoe,
tdc dong trén s dot cip, duoc thuc hién kéo dai trong 4 nim va di duoc cong bd cubi
2008, nghién cttu UPLIFT (Undstanding the potential long-term impact on function
with tiotropium). Nghién ctru nay két ludn: két hop tiotropium Vvéi céc thudc diéu tri
khac khong khang cholinergic gitp cai thién chirc nang phoi, cai thién chat luong cudc
song, giam so dot cap trong thoi gian nghién ctru. Tuy nhién tri liéu nay lai khong giam
duoc toc do giam FEV, hang ndm c6 y nghia (10).

Két hop ICS va LABA 1a mét diéu tri mang nhiéu hira hen sau khi céc nghién
ctru thir nghiém 14m sang da chirmg minh két hop thuéc mang lai hiéu qua hon bat ky
thudc nao ding don doc. Khi c6 céc dang bao ché két hop két hop ICS va LABA liéu
c¢d dinh thi tuong lai cho viéc diéu tri 1au dai COPD tré nén c6 nhiéu trién vong tot.
Mot nghién ctru ngau nhién c6 kiém chtng trén 812 bénh nhan cho thay két hop thude
budesonide/formoterol trong 12 thang lam giam sb 1an c¢6 cdc dot cp nang (dot cip
can sir dung corticosteroid va/hodc khang sinh va/hoic nhap vién vi triéu ching ho
hap) 24% so véi placebo, 23% so voi formoterol don thuan, cai thién mot cich cé y
nghia chat lugng cugc song so voi placebo. Trong mot nghién ctru khdc, trén 1022
bénh nhan diéu tri bang budesonide/formoterol cho thay thoi gian xuét hién dot cip
nang dau tién dai hon, s6 1an xuit hién dot cép nang it hon, chat lugng cudc séng cai
thién hon so véi nhém placebo. Két qua thu duoc ciing twong tu nhu vay dbi véi cédc
nghién ctru TRISTAN (trial of inhaled-steroid and long-acting beta-agonists), nghién
ctru TORCH. Trong mot nghién ctru khac, nghién ctru VIVACE, so sanh hi¢u qua ket
hop salmeterol/fluticasone propionate va salmeterol don thuan cho thdy lam giam sd
lan dot cap trén bénh nhan COPD nang.

Ciing nhu dbi véi ICS, cho dén nay, trong khi mot sé nghién ctru hdi ctru cho
thay két hop ICS/LABA lam giam dugc ty 1é tir vong thi chua c6 nghién ciru tién ciru
nao cong bd khing dinh duoc két luan nay. Mot nghién ctru hdi ciru /mé ta so sanh trén
3620 bénh nhan trong 3 nim khang dinh két hop salmeterol/ fluticasone propionate 1am
giam tir vong so voi nhém diéu tri khéng ICS, hodc so v6i LABA hay ICS don doc.
Mot phan tich két hop (pooled analisis) trén 1800 bénh nhan diéu tri voi hoac
budesonide/formoterol hodc budesonide hay formoterol don ddc hoac placebo trong 1
nam. Phén tich nay cho thay budesonide don ddc hoic két hop véi formoterol 1am giam
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c6 y nghia (p=0.039) nguy co ti vong do tit ca cdc nguyén nhan trong mot nim so voi
formoterol hodc placebo. Hiéu qua nay dugc nhan thiy trén tit ca cic nhém khic nhau
vé FEV,, gi6i va tudi. Nhém nghién ciru TORCH ciing thiét ké tién ctru theo hudng
ching minh hiéu qua nay trong mot nghién ctru so sianh ngau nhién trong 3 nim. Bang
mot thiét ké duoc danh gid 1a chit ché, nghién ctru nay di cho két luan 1a két hop
salmeterol /fluticasone propionate gidm nguy co tir vong 17.5% so véi placebo, nhung
so sanh nay lai khong thuc su c6 ¥y nghia théng ké (p=0.052). Su khéc biét vé hiéu qua
diéu tri d6i v6i ty 1é tir vong giita nghién ctru TORCH va céc nghién ctru trude d6 duoc
1y giai theo nhiéu cdch, dic biét 1a sy khdc nhau trong thiét ké nghién cru. Tuy nhién
cling ¢6 céc tdc gia bang phan tich thir phét tién chuyén biét (prespecified secondary
analysis) cho thay tir vong giam mot cich c6 y nghia, hazard ratio 1a 0.811 (95% CI
0.670-0.982; p=0.03) va cho rang hiéu qua lam giam tir vong cta két hop LABA/ICS 1a
thuc su.

Hiéu qua diéu tri cta corticosteroid uéng trong COPD khéng rd rang nhu trong
hen phé quan. Mot s6 khuyén cdo cho rang sir dung corticosteroid udng trong hai tuin
gitp tién luong duoc bénh nhén s& c6 hiéu qua tét véi didu tri 1au dai ICS. Co s cia
khuyén cdo nay dua tren két qua nghién ctru ctia Callahan CM et al (1991) nhan thay
corticosteroid uong ngin ngly gidp tién lugng dlmc dién bién cua FEV, voi dleu tri
corticosteroid udng dai ngay. Nguoi ta ciing cho rang véi tri liéu corticosteroid uéng
ngan ngay s& giip xdc dinh mot sé truong hop hen phé quan ma tinh trang téc nghén
chi cai thién véi thudc dan phe quan sau khi da sir dung cortlcostermd uong ngan ngay.
Tuy nhién, ngay cang nhiéu bang chimg cho thay corticosteroid udng ngin ngay c6 gia
tri rat thip trong viéc tién luong sir dung ICS kéo dai dbi v01 COPD. C6 hai nghlen cuu
héi ctru phan tich hiéu qua cta viéc st dung corticosteroid udng trén su thay doi 1au dai
FEV, cho rang véi liéu 10mg/ngay trong 14-20 nim véi COPD trung binh va liéu trén
7.5mg/ngay trong 14-18 nam véi COPD ning cho thay diéu tri 1am cham tdc d6 giam
FEV, Tuy nhién thiét ké ctia hai nghién ctru nay 13 hdi ctru, khong dbi ching va thiéu
dinh nghia COPD mdt cich rd rang 1am cho nhimg két ludn khéng nhiéu tinh thuyét
phuc. Bén canh do, nhiéu doc tinh do st dung corticosteroid uéng kéo dai da duoc biét
1d nén cdc thiét ké nghién ctru tién ctru nham xdc dinh hiéu qua diéu trj 1au dai d6i véi
thudc nay 1a rat han ché.

Theophyllin dwgc sir dung tir 1au trong 1dm sang bénh phdi tic nghén mic du
co ché tic dong phan tir cua thudc con chua duoc biét rd rang. Bén canh tic dung dén
phé quén, theo phyllin con cé céc tic dung ngdi din phé quan. Bing mot thiét ké
nghién ctru so sanh ngau nhién va mu ddi voi placebo, Sarah V va cs (2002) cho rang
sau 2 tuan sir dung theophyllin 150-300mg/ngay tinh trang viém va phd huy & phoi
thong qua vai trd cia bach cau da nhan trung tinh s& giam véi bang ching 13 ¢6 hién
tuong giam bach cau da nhan trung tinh ciing nhu giam s6 lugng va hoat tinh cc yéu
t6 héa hudng dong trong dom va trong mau ngoai vi. Pa c¢6 bang chimg véi lidu thap
theophylline 1am giam cédc dot cdp. Cho dén nay tré ngai chinh khi sit dung
theophylline van 14 van d& doc tinh nén thudc khéng dugc khuyén cdo nhu 1a lya
chon dau tién trong COPD. Tuy nhién day la thudc ré tién, dang udng, nén can c6
nhirng nghién ctru thém vé kha ning va hiéu qua str dung thubc nay trong diéu kién
kinh té — x4 hoi cia ching ta hién nay.
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III. KET LUAN

COPD 12 mét bénh 1y viém man tinh cta phdi véi sy tham gia dong thoi cia
nhiéu yéu t. Céc yéu td thanh phéln trong sinh bénh hoc COPD két hop véi nhau mot
cach phc tap, tir d6 tao ra cdc bién d6i vé chuc nang phoi, triéu ching hd hép, cic dot
cip, anh hudng t6i tinh trang suc khoe chung va cudi cing lam tang t&r vong. Mot tlep
can diéu tri hop 1y can tic dong vao cédc yéu t6 thanh phan nay. Dya trén cdc bang
chang, GOLD khuyén cdo viéc tiép can diéu tri theo bac ting dan cua muc do ning.
Cho dén nay, chua c6 bang chimg vé diéu tri bang thudc c¢é thé thay doi dugc su suy
giam FEV,. Tuy nhién, thuéc dan phé quan van Ia thudc chinh 1am giam triéu chimg
trong COPD. Trong sb cdc thudc dan phé quan hién nay, thuc dan phé quan tc dung
kéo dai 1a thudc c6 nhiéu tién ich nhat. Mic dit vdy, nhiéu bénh nhan van con triéu
chung khi da dung thuéc dan phé quan mot cach t6i uu. Trong truong hop nay, két hop
nhiéu loai thubc 12 can thiét. Nhiéu bang ching cho rang Kkét hop thudc s& lam ting
hiéu qua va giam tic dyng phu so voi tang lidu cua mot thudc dé dat duoc hiéu qua
tuong duong. GOLD c6 nhitng dé nghi rt than trong vé viéc dung corticosteroid dang
hit duy tri. Chi dinh nay chi dugc dat ra voi COPD ndng va rat ning (bac I va IV) néu
c¢6 nhiéu dot cép tai dién. ICS c6 the lam giam nguy co tir vong do tat ca cdc nguyén
nhan, tuy nhién két luan nay con can phal ¢6 céc nghién ctru tién ciru khang dinh. ICS
két hop LABA s& c6 hiéu qua diéu trj t6t hon viéc dung thudc riéng 1¢é.
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i ~ NHAN MQT TRUONG HQP )
VIEM TUYEN GIAP NUNG MU CAP CO NHIEM PQC GIAP

Nguyén Thi Nhan
Truong Dai hoc Y Duoc Hué

Tém tat: Viém tuyén gidp cap nhiém khuan 12 mot bénh it gap. Vi khuan gay
bénh thuong xam nhép theo nhiéu dudng nhu duong mdu, bach huyét, dudng truc tlep
tir hdu hong, hodc do chan thwong xuyén thung tuyén gidp hay ¢ nguoi suy giam mién
dich. Triéu chimg chinh 12 sdt, dau cd, nuét dau, néi dau, tuyén gidp 16n lan téa néng
d6 va hiém khi c6 nhidém doc gidp. Nhan mot truong hop nhap vién tai khoa noi BV
Tru:ong Dal hoc Y Duoc Hué, bénh nhan nir 21 tudi, khoi phat benh gan 15 ngay, thl
dau véi sot nhe, mdi co, mét, nuot dau hong gin 5 ngay, sau d6 sbt cao ting dan, nudt
va néi rat dau. Nhap vién voi tuyén gidp 16n, nong do dau nhiéu, kém hoi chting nhiém
doc gidp tuong d6i rdé voi nhip nhanh 150 1an/phit, run tay, kich thich khé chiu, hdi
hop. Can 1am sang: BC ting cao 18.800c/mm’, Neutro 76%; CRP = 96.8mg/1 (0.1 — 5);
VS: T1h: 37mm; 2h: 83mm. TSH= 0.1uIU/ml (0.4 - 6); FT4 = 2.5 ng/dl (0.8 - 2), chup
nhip nhdy tuyén gidp (-), I"°": 2h 1a 11%; 24h: 15%.

Siéu 4m tuyén giap trude khi nhap vién: thuly phai kich thudc binh thu:ong, thuy
trai: 25x47x20 mm, két luan 1a viém tuyén gidp. Siéu 4m tuyen gidp sau diéu tri khang
sinh tinh mach 4 ngay: thuy trai ciu tric giam am, khong dong nhat nhiéu héc dinh,
hach doc PM canh. Két luan siéu am: viém dap xe hoa thuy trai tuyén gidp. Pugc hoi
chan khoa ngoai choc hit dan luu, cdy tim vi khuidn nhung chua thuc hién. Tiép tuc
diéu tri noi khoa bang khdng sinh TM, propanolol, bénh nhan khoe, hét sét, mach 76
lan phit, tuyén gidgp nho khong so théy 16n. CLS: BC, CRP, TSH, FT4 tr6 lai binh
thuong.

Summary: Acute bacterial thyroditis is rare. Bacteria can get into the gland by
hematogenous, lymphatic route, or by direct spread, penetrating trauma or in
immunosuppressive individuals. The main symptoms of thyroiditis: local pain, fever,
chill, odynophagia, and dysphonia. Gland is enlarged, tender, firm, and the symptoms
of thyrotoxicosis are rare.

A presentation case: A 21 year-old female have been hospitalized at Internal
Medicine Deaprtment of Hue College of Medicine and Pharmacy’s Hospital. 15 days
admission, prodrome had been pharyngitis, generalized myalgias, mild fever, and
fatigue; then symptomes had become more severily: high fever and severe neck pain,
swelling neck, chill, tired, odynophagia and dysphonia. On clinical examination:
thyroid gland is enlarged, tender, and firm, with the symptoms of thyrotoxicosis:
palpitation, heart rate: 150 beats/min. W.B. counts 18.800/mm’ with N: 76%, and
erythrocyte sedimentation rate is elevated. Suppurative areas appear “cold” on
scintigraphy. The 24-hour "*' T uptake is low: 15%. The CRP concentration is elevated.
TSH= 0.1pIU/ml (0.4 - 6); FT4 = 2.5 ng/dl (0.8 - 2). Thyroid echography on
admission: thyroiditis, second echography (4 days later): abscess on the left of thyroid
gland. Treatment: antibiotics pIV and propanolol. Result: patient gets better, pulse and
temperature turn back to normal; the thyroid gland returns normally in size and other
laboratory tests are normal.
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I. PAT VAN PE

C6 nhiéu loai viém tuyen giap nhu:

- Viém tuyen gidp tu mién Hashimoto

- Viém tuyén gidp ban cip De Quervain (do virrus), (con goi 1a viém TG dau
bén cap)

- Viém tuyen gidp khong dau sau sinh

- Viém tuyén gidp nhiém khuén cip con goi 1a viém tuyén gidp nung mii cap

- Viém xo tuyen gidp Riedel

- Viém tuyen gidp do thudc

Va viém tuyen gidp duoc phan loai nhu sau: Cip, bdn cap va man

Viém tuyén gidp nhiém khudn cdp (Acute Bacterial Thyroditis) con goi 1a
viém tuyén gidp nung mu/Acute (suppurative) thyroiditis. Puong xdm nhap vi tring
c6 thé gap: theo dudng mdu, bach huyét, theo dudng tryc tiép hau hong (viém hong),
chén thuong xuyén thing tuyén gidp hay & nguoi bi suy giam mién dich. Vi triing gay
bénh thuong gdp la Streptococcus pneumonia, Staphylococcus aureus, S. pyogenes,
ky khi, ndAm. Viém TG nhiém khuan hiém xay ra do nhiéu 1y do: tuyén gidp duoc bao
boc bai 16p v, trong tuyén chira ddy chat iode, giau hé thdng mach mdu, va duoc trai
rong xung quanh nhiéu hé bach huyét nén rat khé xay ra nhiém tring. Lam sang dic
hiéu la dau ¢ rit nhiéu, sdt, run lanh, nudt dau, noi cling dau, tuyén gidp 16n lan toa,
néng dau. Dlén tién tén thuong tai gidp 12 dé 4p xe héa; nhung bénh 1y nay it gip so
v6i viém tuyén gidp cip De Quervain. Chirc nang glap thuong 1a binh thuong, tuy
nhién theo Elizabeth N. Pearce va cs thi c6 mot s6 nhiém ddc gidp hay suy gidp duoc
ghi nhan.

Sau day chiing toi xin trinh bay mot trudng hop viém tuyén gidp nhidém khuan
cip khd dién hinh:

Bénh nhén G. Thi T. N. 21 tudi, tién sir khong cé budu gidp, nhap vién ngay 29
thang 11 nam 2008, s6 nhap vién 8757, khoi phat ¢ nha gan 10 ngay trudc khi nhap
vién vdi st lic dau nhe, moi mét, nudt dau rét ¢ trong 5 ngay dau chua ding thudc
gi, sau d6, dau gia ting khi nudt, khi néi, dong thoi cling thdy cd to ra, bénh nhan di
kham tai phong kham noi ngay 23/11/08 voi sot 38°C, mach nhanh 150 lan/ phiit, run
tay, tuyen gidp 16n ca hai thuy, sung, néng dau rat nhiéu, nubt dau dugc chan dodn véi
viém tuyen gidp cap nhiém khuan, gidm bi¢t v4i viém tuyén gidp cap De Quervain, va
dugc diéu trj bang hai loai khdng sinh udng, trong khi cho XN thém TSH, FT4 vao
ngay 25/11/08, két qua TSH = 0. 3ulU/ml (0.4 - 6); FT4 = 2.1 ng/dl (0.8 - 2), v6i két
qua siéu am TG ngay 23/11/08 la tuyén gidp 16n ca hai thuy theo doi viém tuyén gidp;
ECG ngay 25/11/08 nhip nhanh xoang, tan s6 140-150 lan/phiit, ngay 29/11 bénh nhan
con s6t cao, nén nhap vién voi sdt 40°C, mach 150 lan/phit, HA 110/70mmHg. Dién
tién can 1am sang theo dai:

CTM: BC:  16.600/mm’; N: 74%, L 26% (24/11/08)
18. 800/mm N: 78%, L 22%, E; 0.3% (29/11/08)
8.300/mm’; N: 64%, L 36% (6/12/08)
7.400/mm’; N: 58%, L 42% (16/12/08)

CRP: 96.8mg/l (0.1 — 5) (ngay 1/12/08); 0.9 mg/l (12/12/08), VS: 1h: 37mm; 2h:
83mm
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ECG: nhip xoang 140 1an/phiit (ngay 25/11/08) = 100 lan/phit (ngay 29/11/08) > 80
lan/phiit (ngay 12/12/08)
SA tim: binh thuong
TSH: 0.3ulU/ml (0.4 —6) FT4: 2.1 ng/dl (0.8-2) (ngay 25/11/08)
0.1uIU/ml FT4 2.5 ng/dl (ngay 1/12/08)
0.4uIU/ml FT4 2.0 ng/dl (ngay 16/12/08)
Scintigraphy TG (23/11/08): tring khong ghi hinh duogc.
D¢ tap trung iode phong ca tai tuyén gidp: thap; 2h 11%; 24h: 15%.
Siéu am tuyén gidp:

Siéu am TG (23/11/08): Thixy phai kich thiedc binh thuong. Thity trdi: 25 x 7 x 20mm.
Viém tuyén gidp

Siéu am TG (5/12/08): Thixy trdi cdu triic giam dm, khong dong nhat, nhiéu hoc dinh,
hach doc DM canh. Vlem ap xe hoa thuy trdi tuyen gidp

Siéu am TG (10/12/08): Viém dp xe héa thiry trdi tuyén gidp
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Siéu am TG (18/12/08): Viém thixy trdi tuyén gidp dp xe héa

Diéu tri bang khdng sinh dudng TM: Cephalosporine thé hé 3, Likacine,
propanolol, khang viém.

Dién tlen sau 1-2 tudn dleu tri bénh nhan hét s6t dan, hét dau cd, tuyén gidp nho
lai dan, hét d6, an hét dau, nuét binh thudng, nhip tim tro lai binh thuong 80 lan/phit.
Can lam sang chire nang gidp trd lai binh thuong, bach cau va CRP tré lai binh thudng,
tuy nhién 6 4p xe van con khu trd, dich mi khd dan, cho chuyén diéu tri ngoai dan luu.

IL. BAN LUAN:

Bénh nhan nhdp vién voi bénh Iy tuyén gidp c6 hoi ching nhiém doc gidp
thuong gap nhat la Basedow, lam sang goi y khi ¢6 hoi ching nhiém doc gidp ram ro
13 rang, tuyén gidp 16n lan toa, rd nhat 1a c¢6 tiéng thdi tAm thu tai budu, mat 16i hodc
sang long lanh. Tuy nhién cting c6 mot sd bénh khéc c6 hoi chimg nhiém ddc gidp nhu
u tuyén gidp doc, hoac da u tuyen gidp doc, viém tuyén gidp ban cép De Quervain...
nhung viém tuyén gidp nhiém khuan cap thi hiém gip.

Truong hop bénh nhan nay khi moi dén khdm, 1am sang glong nhu viém tuyen
gidp cap De Quervain, ma theo nhiéu téc gia con goi 1a viém tuyén gidp dau: nhu sot,
moi mét, ho, nudt dau cd; tuyen gidp sau 5 ngay 16n nhanh, lan téa, néng va dau tang,
siéu 4m c6 hinh anh viém tuyén gidp, scintigraphy tuyén gidp khong ghi hinh duoc vi
do tap trung iode phong xa qud thip; 1am sang c6 hoi chimg nhiém doc gidp 1a bénh
nhan hoi hop, néng nay khé chiu, da rin md hoi, run tay, nhip tim 140-150 lan/phiit,
TSH gidm ©. 1ulU/ml); FT4 tang (2.5 ng/dl), VS tang cao (1h: 37mm; 2h: 83mm);
nhung c¢6 diém khong phit hO’p 1a cong thirc mdu ¢ bach cau ting cao dan, chi yéu Ia
neutrophile (BC: 18. 800c/mm’; N: 78%,), CRP tang cao (CRP = 96.8mg/l); va dién
tién siéu am la mu ¢ thuy trdi tuyen gidp, diéu nay khang dinh xdc dinh chan dodn 1a
viém tuyén gidp nhiém khuén cap 4p xe héa hoic viém tuyén gidp cip nung mu.

Vé chi dinh diéu tri: ¢6 3 chi dinh chinh :

- Khang sinh

- Khang viém

- Giam ngudng nhiém doc gidp (néu c6) bang chen béta:

+ Propanolol 40mg/vién hoac Propranolol (Inderal ®) LA: 60-320 mg/ngay
+ Atenolol (Tenormin ®): 50-100 mg/ngay

+ Metoprolol (Lopressor ®): 50-100 mg ngay 2 lan

+ Néu chdng chi dinh chen béta thi sir dung Verapamil (Calan ®) 40-80 mg
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* Chdng chi dinh dung thudc khang gidp, vi nhiém doc gidp trong trudng hop
nay khong do ting hoat tuyén gidp.

- Dén luu 6 mu.
Vé tiéu diém nhiém tring: truong hop nay rat goi y tir hong, vi trude khi tuyén gidp
16n bénh nhan c6 dau hong nhiéu ngay. V& chon khang sinh: tot nhat duva vao khéng
sinh dd tir dich mu, nhung do chua thyc hién duogc (phai dugc tién hanh & Khoa
Ngoai); do vy ching t6i da sir dung khang sinh phd rong; va bénh di cai thién tot vé
vé phuong dién 1am sang va can 14m sang: nhu tuyén gidp nho lai rd, hét néng, do, dau;
bénh nhan khoe, nhip tim trd lai binh thudng; chirc ning tuyén gidp binh thuong; BC,
VS, CRP ciing hoan toan binh thuong. Riéng két qua siéu 4m van con it dich ¢ thity trdi
TG, Sau d6 chiing t6i cho chuyén diéu tri ngoai trd va theo ddi, va két qua siéu am cai
thién dan. Sau ddy chiing t6i trinh bay mot biéu do cho thiy sy thay d6i TSH, T4 huyét
twrong va I'*' ¢ bénh nhan viém tuyén gidp ban cip De Quervain

Ting . | T4 HTh | | TSH HTh | | pTTI"™
Binh thuong Pt
| . - -
Giam -
0 2 3 4 ; P : ;
Théang

Hinh 1: So do vé su thay doi TSH, T4, va I'” & bénh nhan viém tuyén gidp bdn cdp De
Quervain (theo Jeffrey Medland, Andrews AFB, 6/2007)

Nhu vay dién tién cia VTG bédn cip De Quervain khong bao gid ¢6 dp xe héa,
pha dau c6 nhiém doc gidp kéo dai trong 3 thang dau voi TSH giam, T4 ting, do tap
trung iode phéng xa giam; theo sau 1a suy gidp khoang chimg 3 thang, va roi thuong
tré vé binh gidp. Nhu vay truong hop bénh nhan ching toi trinh bay ngoai nhitng diém
khéc biét vé can 1am sang da néu, con c6 sy khdc biét vé dién tién: tré vé binh gidp rat
nhanh sau chua day 2 tuan diéu tri.
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KHUYEN CAO MOI 2009 CUA HQI SIEU AM TIM HOA KY (A.S.E) VE
ROI LOAN CHUC NANG TAM TRUONG THAT TRAI VA UOGC
LUQNG AP LUC LAM DAY THAT TRAI

Nguyén Anh Vii
Truong Dai hoc Y Duoc Hué
I. Chirc nang tim truong thét trai

R6i loan chiic ning tim truong dugc chia lam 3 d6: nhe (giam thu gian), vira
(gia binh thuong) va nang (han che) Luu y khi lugng gia phai chd y t6i tu01 va tan s6
tim (van tde song E, ti E/A, van toe e’ (m6 vong van hai 14) s& giam khi tan s6 tim tang
1én. Pic biét & nguoi gia khong ¢6 bénh tim phai can nhic khi két luan giam chiic nang
tdm truong d6 I boi vi thudng khi >60 tudi hay c6 ti E/A<] va Dt >200ms. Trong
nhitng truong hop nay néu nhu khong c6 chi diém bénh tim mach (tirc day that trdi) chi
nén coi d6 12 binh thudng theo tudi.

Trong thé giam nhe chirc ning tim truong c6 ti 1& E/A<0,8, DT>200ms va
IVRT:100ms. Doppler dong chay tinh mach phoi ¢ trdi séng S (tiic S>D), e’ vong
van hai 14 <8 va E/e’<8 (véach va bén). Tuy nhién gidm ti 1¢ E/A nhung c6 Doppler md
binh thudng c6 thé gidp & ngudi binh thudng cé giam thé tich mau vi vay ti 18 E/A<0,8
cling khong nén sir dung dai tra dé két luan giam chirc ning tdm trwong. N6i chung khi
ti 1¢ E/A<0,8 thi dp luc trung binh nhi khong tang ngoai trir khi gidm nang kha nang
thu gidn that nhu trong bénh co tim phi dai hodc ting huyét dp qua lau.

thét trai
F =

nhi trai

|
Ry

Einh thwing ALNT binh theong ALNT tang
Giam thar gisn

Hinh 1: Méi lién hé giiva ti 1é E/A, thoi gian gian dong thé tich (IVRT), thoi gian giam
t6¢ Dt va dp luc nhi trdi.

Dbi voi bénh nhan c6 giam chirc nang tim truong mirc d6 vira (gia binh thuong)
c6 ti 1€ E/A 0,8-1,5, thao tic Valsalva gidm van toc >50%, ti 1¢ E/e’ (trung binh) 9-12
va e’<8 cm/s. mot sd thong s6 khéc phy thém nhu van téc séng Ar >30cm/s (tinh mach
ph01) ti 1& S/D<1. O mot sd bénh nhén réi loan vira chic nang tim truong chi c6 ap luc
cubi tAm truong thét trai ting 1én (c6 nghia 1a dp lyc trung binh nhi trai binh thudng) va
c6 Ar-A 30ms. Réi loan chirc ning tim truong do II ¢6 suy giam kha ning thu gidn
that va ting nhe-vira dp luc 1am day that trai.

Trong loai giam chirc nang tam truong do III ¢6 hién twong han ché lam day that
véi ti 18 E/A= 2, Dt<160ms, IVRT<60ms, phan suat 1am day tim thu <40% (tinh dya
trén séng S va D dong chdy tinh mach phéi: VTIg / (VTIs+ VTIp)), thoi gian séng A
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ngén hon Ar, ti 1€ E/e’ trung binh >13 (hodc E/e’ vach =15 va E/e’bén >12). Co thé
chia 1am hai phan nhém : hdi phuc 1am day thit trdi sang thé giam thu gidn sau khi diéu
tri (IITa) va han ché khong hoi phuc IIIb. Loai IIIb néi 1én nguy co cao méic bénh va tir
vong do tim. Tuy nhi€n khong nén néi d¢ IIIb chi dua trén mgt tham kham ma phai dua
vao nhiéu tham kham sau khi da sir dung céc bién phép diéu trj thich hop. Thé tich nhi
trdi tang 1€n vdi do 11 va I nhung binh thuong trong do 1.

PHAN PO ROILOAN CHITC NANG TAM TRUGNG THAT
(A.S.E 2009)

Einh tlrimg, tim
vin B5ng vién hoje
VMHT co that

Hinh 2: Phan dé réi loan chirc ndng tam trieong theo khuyén cdo méi ciia A.S.E 2009

Ghi chu: ti 1€ E/e’ 1a ti 1€ trung binh cua e’ vach va e’ bén.

Thé tich nhi trai: do & mit cat 4 budng hodc 2 budng mom cudi tim thu. Cic
nghién ctru cho thiy nhi trdi = 34ml/m2 12 yéu t6 nguy co doc 14p néi 1én ti 1¢ tir vong,
suy tim, rung nhi va dot quy do thiéu mdu cuc bd. Tuy nhién nhi trdi c6 thé 16n & nguoi
bénh ¢6 nhip cham xoang, 16n 4 budng tim, thiéu mdu, suy tim cung luong cao, bénh
van hai 14, rung nhi, cuéng dong nhi ma chirc ning tim truong binh thudng. mat khic
nhi ¢6 thé 16n & tim véan dong vién khong c6 bénh tim mach. Chinh vi vay phai két hop

v6i tinh trang 14m sang, thé tich cdc budng tim khéc ciing nhu céc thong sé Doppler dé
nhan dinh.

Yad SE4Em
¥mod 84.20m
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Do thé tich nhi trdi cudi tam thu (16n nhat) trén mdt cdt 4 buong mom (hodc 2 buong)

II. APLUC LAM DAY THAT TRATI:

Mot s6 van dé vé ky thuat va y nghia ciia cac ky thuat

Thao tac Valsalva:

- Thyc hién bang cdch bao ngudi bénh thd ra ging strc toi da khi bit miéng va
mili. Nguoi 1am siéu 4m phai ¢ giir cong 1dy mau Doppler nam giita dinh 14 van hai 14.

- Bénh nhén bénh tim c6 giam = 50% ti 1€ E/A 1a chi dan rat dac hiéu noi 1én
tang dp lyc lam ddy that trdi. Tuy nhién véi bién d6 thap hon khong phai ludn chi din
chtrc ndng tam truong binh thuong.

Dong chay tinh mach phéi:

- Cong lay mau 2-3mm dat >0,5cm trong tinh mach phdi tai mat cét 4 budng dé
thu dugc phd Doppler tdt.

- LAy céc thong sb van toc séng S va D, ti 1& S/D, phan suit lam ddy tdm thu,
van tdc va thoi gian séng Ar, hi¢u Ar-A.

- Khi ting dp lyc cudi tAm truong that trai c6 ting bién do va thoi gian séng Ar
cling nhu hi¢u thoi gian cdc song Ar va A hai 14 (Ar-A).

- Bénh nhan giam EF va phan sudt 1am diy tdm thu giam <40% c6 giam sic
chtra (compliance) nhi trdi va tang &p luc trung binh nhi trdi. Khi c6 rung nhi, bénh van
hai 14, bénh co tim phi dai, EF>50% thi mbi lién hé trén gidm dg chinh x4c.

Van tdc lan truyén dong chay M-mode mau:

- Dung mat cét 4 budng dong chay mau.

- Thanh cit M-mode dit ¢ trung tdm dong chay xudi dong tir van hai 14 t6i
mom. gat thanh quét mau (baseline) sao cho giam ngudng Nyquist dé van tdc cao nhat
¢ trung tam c6 mau xanh.

- Vp 1a déc do tir van hai 14 t6i 4cm trong thét trai hodc 1a dbc dich chuyén tir
khong mau sang c6 mau.

- Vp > 50cm/s coi nhu la binh thuong.

- & nguoi ¢6 EF giam, giam Vp véi E/Vp = 2,5 néi 1én dp luc mao mach phdi
(4p luc bit) > 15mmHg v6i do chinh xac chép nhan duoc.

- & nguoi ¢6 EF va thé tich that trdi binh thuong nhung c6 dp luc 1am ddy that
tang c6 thé c6 thong s6 Vp binh thudng 1am nham 1an.

Doppler mo:

- Doppler m6 xung ldy & mom mit cit 4 budng do van téc vong van hai 14.

- L4y van tdc ca vong van vich va bén ciing nhu trung binh ctia hai thong s6
nay.

- Po & cudi ky thd ra va trung binh cta 3 chu chuyén tim ké tiép. van téc quét
50-100cm/s.

- Ngudi ¢6 bénh tim thi e’ ding dé chinh lai két qua do E dong chay qua van hai
14 va E/e’ ding dé danh gid 4p luc 1am dy that trdi.
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- Ti 1& E/e’ khong chinh xdc dé du bdo 4p luc 1am day mau ¢ nguoi binh thudng
hodc bénh nhan c6 v6i héa ndng vong van hai 14, bénh van hai 14, viém mang ngoai tim
co thét.

UdC LUQNG AP LUC LAM PAY THAT O NGUOI CO EF GIAM

i

15 /A < 2 hoic EiA<1
E/A <1v E < 50cmis = va E=S0cms itz Dilelolons

Efe’ < 8, EVp < 14 Eie’=15, EVp:=2,5
SD=1 5/D=1
AR-A=0ms AR-A= Fms
Valsala AF/A = 0,5 Valsalva A4 E/A = 0,5
PAS =30mmHg PAS =135 mmHg

IVRTT Ee’=2 IVRT/TE-e’ <2 |

O ngudi bénh ¢ giam thu gidn that voi Ve<50cm/s ¢6 dp luc 1am day that binh
thuong. Néu nhu ti E/A ndm trong khoang 1-2 thi can ¢ cic dir kién sau dé néi c6 ting
ap luc lam day that trdi: thao tdc Valsalva thay d6i = 0,5, S/D dong chay tinh mach
phéi <1, Ar-A =30ms, E/Vp= 2.5, E/e’ (st dung trung binh e’) = 15, IVRT/Tg <2, 4p
Iwc tAm thu dong mach phéi = 35mmHg (néu khong c6 bénh phdi). Nguoc lai néu nhu
thao tic Valsalva thay doi < 0,5, S/D dong chay tinh mach phdi >1, Ar-A<Oms,
E/Vp<1,4, E/e’ (st dung trung binh e’) <8, IVRT/Tg.->2, dp luc tdm thu dong mach
phéi <30mmHg thi ¢6 dp Iyc 1am day binh thuong.

UGC LUQNG AP LUC LAM DAY MAU KHI EF BINH THUONG

\ vich Ele’ > 15

hoiac
1

a
htigﬁuihtﬁit Ele' 9-14 hin  Efe’ » 12

trung hinh) T
t!mgl-inll = 13

Thi tich NT < 34 ml/m? Théfich HT =34 mifm?
Ar=A <0 ms Ar = A =30 ms
Valsalva & E/A < 0.5 Valsalva A E/A = 0.5
PAS 230 mmHg PAS »35 mmHg
IVRTIT, . »2 IVRTIT,,. <2

ti 1¢ E/e’. Ti 1¢ trung binh < 8 ni 1én 4p lyc 1am day that trdi binh thudng trong khi néu
ti I¢ nay = 13 ndi 1én tang dp luc lam day that trdi. Néu ti 1¢ nay nam gitra 9-13 thi can
thém nhitng thong sd khic dé danh gid. Tang dp lyc 1am day khi: Ar-A =30ms, thay doi
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ti 18 E/A véi Valsalva =0,5, IVRT/Tg <2, dp luc tim thu dong mach phoi = 35mmHg

(néu khong c6 bénh phoi), thé tich nhi trdi cuc dai : 234ml/m?. o chinh x4c ting khi c6

=2 trj sb do bflt thuong. )
KHUYEN CAO 2008 SUY TIM CAP HQI TIM MACH CHAU AU
Nguyén Anh Vii
Truong Dai hoc Y Duoc Hué

I. PINH NGHIA

La bénh canh khoi phét hodc bién d6i nhanh chong céc triéu ching va dau
ching gay ra do suy chirc nang tim can thiét phai diéu tri cap cuu kip thoi.

Pay 1a tinh hudng ning né cé thé gay tir vong vi thé can cap ctru. Nguoi bénh
6 thé ¢6 hodc khong c6 bénh tim trude do. Rbi loan chirc nang tim c6 thé do rdi loan
chtrc ning tim thu hodc tim truong, bat thudng nhip tim hodc ting tién ganh hodc
hau ganh.

Suy tim cdp do
ting huyét ap

Suy tim man
mat bl cap

Phu phéi cép

Phan loai lam sang cua suy tim cdp

II. LAM SANG

= BN Iii 14n, chi lanh, tiéu it c¢6 cung luong tim thap, dp luc 1am day mdu cao,
tang sirc can mach hé théng. Hay kém choang tim.

= Nghe phéi + xem tinh trang phéng tinh mach c6 danh gid nhanh thé tich mau
va dp lyc lam day mdu, _phén biét suy that trai va phai. Quan trong vi diéu tri khac nhau
(truyen dich hoac loi tleu)

= Khim moém tim, nghe tiéng tim bénh 1y (ngua phi, hé van, T2 )

III. CAN LAM SANG

3.1. ECG
» Chan doan rdi loan nhip tim
= Hoi ching mach vanh cép
» Trang thai tai cia tim

3.2. X quang va KT hinh danh khac
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= Chyp phim x quang: danh gia kich thuéc tim, tinh trang & mau phdi. Theo
ddi két qua diéu tri.

= Phan biét suy tim va viém phoi

= CT va xa hinh phoi: tic DMP

» CT, TEE va MRI : phinh tach dong mach chu.

= Siéu 4m tim: 1a thim do nhét thiét phai c6 dé danh gia cau tric chiic ning that
cling nhu h/c mach vanh cdp. Thong sé: hinh thai tim, chirc ning thit va van tim, dich
mang ngoai tim, ap lyc dong mach phoi, bién ching co hoc NMCT, cung luong tim.

IV. CHAN DoAl}I
4.1. Cac buéc chan doan

CHAN POAN KHI NGHI SUY TIM CAP

Panh gia triéu chimg va diu chning

+

Biit thwong ECG?

Khi mau bét thirong?

U huyét trén X quang?
Tiang Natriuretic peptides

R . s . khéng
Biét bénh tim hofc suy tim man ™\

\ Xem xét bénh phéi
co i /
Panh gia bang siéu dm <binh thwong
bt thwong|
Xiac dinh cé suy tim

'L Ké hoach chién lwge diéu tri

Banh gia thé, d§ ning va nguyén
nhén biing cac phwong tién diéu
tra chon luya

4.2. Phan loai 1am sang
(Dya vao tuan hoan ngoai vi tirc sy tudi mau va nghe phoi)
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Twéi mau mo

A
KHO VA AM AM VA AM
KHO VA LANH AM VA LANH
U huyét phbi

= Loai I: kho va 4m

= Loaill: 4m va Am

= Loai III: kho va lanh

» Loai IV: 4m va lanh
V. PIEU TRI
1. Muc tiéu diéu tri:

1. Tuc thi:

- Cai thién tri€u chiing

- Phuc hoi oxy

- Cai thién huyét dong va tudi mdu céc co quan

- Han ché cdc ton thuong cua than va tim

- Giam thoi gian diéu tri tai don vi diéu tri ting cuong.

2. Trung hgn (tgi bénh vién):

- On dinh bénh nhan va hop 1y héa chién luoc diéu tri

- Khoi dong diéu tri thude thich hop

- Can nhic st dung céc thiét bi diéu trj & nhitng bénh nhan c6 chi dinh thich hop

- Giam thoi gian nam vién
3. Piéu tri trude khi xudt vién va dai han

- Dinh ké hoach chién lugc theo déi

- Gi4o duc va khoi dong diéu chinh 16i séng

- Phong tdi nhap vién s6m

- Pat tot ché d6 phong bénh thir phat

- Cai thién chat lugng cudc sdng va séng con.

2. Piéu tri cu thé:
2.1. Oxy va théng khi hé tro: yéu cau dé do bio hoa oxy trong khoang 95-98% dé c6
thé chu cép oxy day du cho to chuc.

- Thong khi hd trg khong dit éng nodi khi quan: ¢6 2 phuong cdch d6 1a dp luc
duong lién tuc duong thd (CPAP-continuous positive airway pressure) va thong khi 4p
lyc duong khong xam nhdp (NIPPV-noninvasive positive pressure ventilation) gép
phan 1am giam nhu cau dat ong ndi khi quan.

- Pit bng ndi khi quan: chi nén thuc hién néu nhu suy hd hip cap khong dap
ung voi thuoc gian mach, liéu phdp oxy va/hodc CPAP hoac NIPPV.

2.2. Loi tiéu quai: taing thai mudi natri, nudc va céc ion khac 1am giam thé tich huyét
tuong va dich ngoai bao, giam 4p lyc 1am day mdu that trai va that phai vi vay bot xung
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huyét ngoai vi ciing nhu b6t phit phdi. Tiém tinh mach loi tiéu ciing giy gidn mach
nhung véi liéu cao (>1mg/kg) lai gdy co mach phan xa. Furosemide 20-40mg t&i 40-
100mg tiém bolus va truyén 5-40mg/h. Thube duoc ua chudng tiém tinh mach. C6 thé
phéi hgp Dobutamine, Dopamine va/hoic Nitrates.

2.3. Uc ché beta: suy tim cip xem nhu chdng chi dinh. Chang c¢6 nghién ciru nao cho
thay cai thién suy tim cap véi tic che beta.

Trong nhdi mau co tim cdp, e ché beta tic dung lam giam kich thudc nhoi
madu, loan nhip tim va dau nguc. Giam ti 1¢ méc bénh va tir vong ¢ bénh nhan cé xung
huyét phéi.

Cich str dung: néu c6 suy tim man cho sau khi 6n dinh suy tim cap(>4 ngay).

Than trong trén bénh nhan suy tim cip ro va nhiéu ran ddy phdi. Can nhac Metoprolol
néu thiéu mdu cuc bd tién trién, nhip tim nhanh. Bénh nhan nhdi mau co tim cép suy
tim cép On dinh c6 thé khai dong tc ché beta som.
2.4. Cdc thuéc tang co bop co tim: dugc chi dinh trong truong hop giam tudi mau
ngoai vi (ha huyét 4p, chirc nang than giam). Tuy cdc thudc nay cé thé rat ich loi cai
thién huyét dong nhung lai d& sinh loan nhip, ¢6 thé gy thiéu mau cyc bo co tim, mat
khéc khi sir dung 1au dai ¢6 thé c6 rdi loan chirc ning co tim do ting qua muec tiéu tén
nang luong. Ti 1€ nguy co-c6 o1 khac nhau tuy theo thudc, nhing thudc tic dung qua
co phe kich thich B1 giao cam lam ting néng d6 canxi trong twong bao cé nguy co cao
nhat.

- Dopamine: 12 mot cathecholamin néi sinh, tién chét ctia Norepinephrine. N6
tac dong 1én cam thu quan cdc hé dopaminergic, p adrenergic, o adrenergic. Véi liéu
thip < 2 pg /kg/phiit tic dung trén cam thy quan dopaminergic gdy gian mach troi 6
mach than, mach vanh, mach néo, mach lach. O liéu nay thudc 1am ting dong méu
than, tang loc cau than, loi tiéu thai mudi natri, tang dap Gng voi thude loi tiéu & bénh
nhan c6 giam tudi mau than, suy than. Lidu >2 pg /kg/phiit gy ting co bop co that va
cung luong tim do kich thich hé B giao cam tryc tiép va gian tiép. Liéu >5 pg /kg/phit
tac dong Ién ca hé o gdy co mach lam tang stc can ngoai vi va vi thé c6 ich néu huyét
ap tut. Ung dung thyc tién: Dopamine dung lleu >2 pg /kg/phut néu suy tim cdp c6 ha
huyét 4p, lidu < 2-3 ug /kg/phit néu suy tim mat bit ¢6 huyét dp thap va thiéu niéu.

- Dobutamine: 1a thudc co co kich thich cam thu quan Bl va p2 véi ti 18 3:1.
Hay duoc dung dé ting cung luong tim. Khoi dau 2-3 ug /kg/phiit khong c6 lidu nap.
Tang t61 20 pug/kg/phut. O nguoi bénh dang dung trc ché B c6 thé can lidu cao hon (15-
20ug/kg/phut). Co the ding phdi hop v6i PDEi. Thudc thai nhanh chong sau khi ngung
truyén. Luu y 1a truyen kéo dai (>24-48h) s& dan t&i dung nap thudc va mat mot phan
hiéu qua 1én huyét dong.

- PDEi (trc ché phosphodiesterase): thudc nay c6 co ché tic dung théng qua tc
ché chuyén AMP vong thanh AMP. Khi st dung thudc 1am ting co co, gidn mach
ngoai vi, tang cung luong tim, thé tich tong mau, giam dong thoi dp lyc dong mach
phoi, mao mach phdi, sttc can mach phdi va hé thong. Pho tic dung ctia né trung gian
giita thudc gidn mach nhu Nitroprusside va thudc co co nhu Dobutamine. Chi dinh: khi
giam tudi mau ngoai vi voi ¢6 hoac khong ¢6 1 tré tro voi diéu tri loi tiéu, gian mach &
lidu thich hop va huyét ap bao t6n. Thudc nay wa sir dung hon Dobutamine trong
truong hop diéu tri tc ché B dong thoi va/hodc dap tmg khong day du véi Dobutamine.
Tiém liéu nap 25-75ug/kg trong 10-20 phiit, Enoximone 0,25-0,75mg/kg sau d6 truyén
(Milrinone 0,375-0,75 pg/kg/phiit, Enoximone 1,25-7,5ug/kg/phuit).
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- Levosimendan: tdc dung tang co co (lam protein co bép tang nhay cam voi
canxi) va gian mach ngoai vi (mo kénh Kali). Thudc chi dinh trong suy tim cung luong
thap c6 triéu chimg thir phat sau giam chirc nang tdm thu nhung khong c6 tut ap huyét
ning (khong cho khi huyét dp tdm thu <85mmHg). Liéu truyén lién tyc 0,05-0,1ug
/kg/phit, trude d6 co lidu nap 12-24ug/kg trong 10 phit.

2.5. Chéng dong: chi dinh trong hoi chirng mach vanh cap hoic rung nhi véi c¢6 hodc
khong c6 suy tim cap. N6i chung it c6 bang ching bién minh cho sir dung thudc nay
trong suy tim cap v&i bénh canh khéc.

2.6. Thuéc giin mach:

- Nitrate ¢6 tic dung lam nhe bot xung huyét phdi nhung khong lam giam thé
tich tbng mdu va ciing khong lam ting nhu cau oxy co tim trong suy tim tréi cap, dac
biét la ¢ nguoi bénh c6 hoi ching vanh cap. O lidu thap no chi gy gian tinh mach. Tuy
nhién véi liéu ting 1én thi né gidn ca dong mach bao gom mach vanh. Voi lidu thich
hop thudc tic dong can bang gidn ca dong mach tinh mach 1am giam tién ganh 1dn hau
ganh cua that trdi ma khong 1am giam tudi mau mo. Néu nhu huyét dp on dinh thi c6
thé cho Glyceril trinitrat (20-200ug/phiit) hodc IDN 1-10mg/h.

- Nitroprusside liéu 0,3-5pg/kg/phiit. Chi dinh: suy tim ning c6 ting hau ganh
(tang huyét dp, hé van hai 14). Khi diing phai diéu chinh liéu can than c6 theo doi huyét
ap lién tuc cling nhu gidm sat chat ché bénh nhan. Tranh dung ¢ bénh nhan c6 suy gan
than ning. Trong hoi ching mach vanh cip, Nitrates t6t hon do khong gdy hoi ching
trOm méau mach vanh nhu Nitroprusside.

- Nesiritide: 12 thudc giin mach méi, té hop peptide ndo nguoi (BNP) co tac
dung gian tinh mach, dong mach, mach vanh qua d6 lam giam tién ganh va hau génh,
tang cung luong tim. Chi dinh trong suy tim mét b1 cdp (lidu tiém nap 2uglkg + truyén
0,015-0,03 pg/kg/phiit. Pang con it kinh nghiém st dung 1dm sang thudc nay.

- Morphine: chi dinh trong giai doan sém cta suy tim nang nhat 13 néu c6 kém
triéu chimg bat an va kho tho. Thudc ¢6 tic dung gidn tinh mach cing nhu gidn nhe
d6ng mach, giam tan sb tim. Liéu ding 3 mg tiém tinh mach c6 thé nhac lai neu can.
2.7. Thuéc vdn mach: khi ph01 hop thudc ting co co tim va dich truyén ma van khong
cai thién cung lugng tim, khuéch tan céc co quan thi can sir dyng thudc van mach.
Ngoai ra trong mot s6 tinh hudng séng con thi thuéc van mach duy tri twéi mau do
chéng lai hién tuong ha ap. Vi 18 choang tim thuong phéi hop voi tinh trang suc can
mach mdu cao cho nén thudc van mach phai sir dung than trong va chi nhét thoi do né
lam tang hau ganh (Iam ndng thém tim da suy) va lam gidm lugng mdu tdi cic co quan.

- Epinephrine: c6 4i lyc cao voi cam thy quan B1, B2 va a. Liéu ding 0,05-
0,5ug/kg/phit khi c6 hién twong tro véi Dobutamine huyét 4p thap.

- Norepinephrine: ¢6 dp lyc cao v6i cam thu quan a va dugc dung dé tang strc
can mach mau hé thong. Téan s tim it tang voi Norepinephrine hon la Epinephrine, lidu
st dung twong ty. Chon lya hai thudc nay tuy thudc tinh huong lam sang.
Norepinephrine (0,2-1ug/kg/phat) wa dung trong truong hop huyét 4p thap c6 sirc can
mach hé thong giam nhu chodng nhiém tring. Norepinephrine hay phdi hop véi
dobutamine dé cai thién huyét dong.
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PIEU TR] STC THEOQ HUYET AP TAM THU

|

Oxygen, NIV
Furosemide + Gianmach
Panh gia lam sang
[sBP>100mmHg|  [sBP 90-100 mmHg|  [SBP < 90 mmHg |
!
GIAN MACH Gitin mach va/holic ting co b Cénahd difu chinh
1411 mach va/nodac tang c¢o bo sh . L .
NTG, Nitroprusside, Nesiritide, d b t L F"g DEi P tén gaﬂh bang dich.
Levosimendan) ( obu amlne’ 1 Thube ting co bop
: - levosimendan) (Dopamine)
PAP UNG TOT PAP UNG TOI
Khéi dong digu to1 loi Thuéc ting co bop, co mach, nang d&
tifu, ACEIARB, UC co hoc, cin nhic PAC
beta

Khuyén cdo 2008 ciia Hoi tim chdu Au diéu tri suy tim cdp dia vao huyét dp tam thu
2.8. Digitalis: c6 1€ trong suy tim cap chi dinh thudc nay khi nhip nhanh gay suy tim
(rung nhi kiém sodt tan sb that khong du bang thudc khic chang han trc ché beta).
Chong chi dinh: nhip tim cham, bldc nhi tht do 2 va 3, hoi chirng nit xoang bénh 1y,
hoi chung WPW, ha kali, tdng canxi mdu, hoi chung xoang canh, bénh co tim phi dai.
N6i chung digitalis khong khuyén trong suy tim cép, nhét 1a trong nhdi méau co tim.

U huyét phdi va SBP : Gizan mach, lgi tiéu néu
=90 mmHg e &) qua tii thé tich
Ap hre lam déy tot > KHONG - Dich truyén
Eg‘
= Téng co hop
B Liond Giian mach
E ang lrgng tim dit /v Néng d@ co hoc
3 Hét toan mau Cén nhic PAC
2 8SVO2 =65%
S Twéi mau co quan da \A o TG
5 thirémg xuyén

Khuyén cdo 2008 cia Hoi tim chdu Au diéu tri suy tim ccfp dva vao dp lyc
lam day that trdi
2.9. Thuéc vrc ché men chuyén: khong cé chi dinh nham 6n dinh sém tinh trang bénh
trong suy tim cap. Tuy vdy & nhirng bénh nhan c6 nguy co cao, thudc ¢ vai tro trong
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diéu tri sém bénh nhéan suy tim cdp va nh6i mau co tim cap. Hién nay vin con tranh
luén vé chon lya bénh cling nhu thoi diém bat dau cho thude. Thudc cho duong uéng
(khong cho tinh mach) liéu khéi dau thap ting dan c6 theo doi huyét 4p va chirc ning
than. Can than str dung thudc ¢ bénh nhan c¢6 cung luong tim ¢ ngudng thap vi c¢6 thé
lam giam loc cau than.

2.10. Dung cu ndng di' co hoc va thay tim: st dung dung cuy tro gitp tudn hoan can
thiét trong trudng hop suy tim cip khong dap ing voi cac phuong tién kinh dién nhung
co tim c6 kha nang phuyc hdi hodc 1a bién phéap cau ndi v6i thay tim hodc can thiép c6
thé 1am phuc hdi chirc nang tim.

- Boéng ndi dong mach chu: tré thanh phuong tién chuin dé diéu tri bénh nhan
chodng tim hodc suy tim trdi cap ning khong dap ng nhanh véi truyén dich, thudc
gidn mach, thudc ting co bép co tim. Chéng chi dinh: phinh tach dong mach chii, hé
van chu quan trong. Cling khong nén dung & bénh nhan c6é bénh mach mau ngoai vi
ning, suy tim khéng diéu chinh duoc nguyén nhan, suy da phu tang.

- Dung cu hd tro that: 12 bom co hoc thay thé hoat dong that. Chi nhiing bénh
nhan c6 co may cao phuc hdi chirc ning tim méi nén st dung phuong tién nay: nhdi
mau co tim, séc sau phau thuat tim, viém co tim cép, loan chirc ning van tim, ngudi
cho thay tim.

2.11. Suy tim cdp va cdc bénh Iy nén:

- Ho6i ching mach vanh cip: bién chimg suy tim ¢6 chi dinh chup mach vanh
ngay va néu ti théng mach vanh s& 1am cai thién rd hodc phong ngira suy tim. Néu nhu
can thiép mach vanh khong thyc hién duoc hodc lam dugc nhung cham tré thi c6 chi
dinh thudc tiéu soi huyét sém.

- Bénh van tim: hé cdp van hai 14 va van cha nang nén phau thuat nhanh chéng.
Tuy nhién néu da c6 thoi ky hé cép kéo dai va chi s6 tim <1,51/phiit/m’, phan suét tong
mau <35% thi phau thuat cap ctru chang cai thién tién lugng. Liic nay bong ndi mach
chu c6 gid tri 16n dé 6n dinh bénh nhan. Bénh nhén viém noi tim mac nhiém tring bién
ching ho cap nang van chi ¢6 chi dinh mé cip ciru.

- Tic van nhan tao: diéu tri con chua thong nhat. Thudc tiéu soi huyét voi van
tim bén phai va bénh nhan nguy co cao, wa chugng phau thuat véi tic van tim bén tréi.
Liéu thudc: rTPA tiém TM 10mg sau d6 truyén 90 mg trong 10 phut. Streptokinase
250.000-500.000 UI trong 20 phiit sau d6 1-1,5 triéu Ul truyén 10 gio. Sau liéu phip
tiéu soi huyét str dung Heparine khéng phan doan cho moi bénh nhan (PTA 1,5-2 lan
chtng). C6 thé dung Urokinase 4.400UI/kg/h trong 12h khong c6 Heparine hoic
2000UI/kg/h voi Heprine trong 24h.

- Loan nhip tim: nhip nhanh that néu khong 6n dinh thi séc dién con néu 6n
dinh thi thtr ding Xylocame Amiodarone. Nhip nhanh kich phat trén tht gdy suy tim
va tut huyét 4 dp cuing can soc dién dé cat con nhanh. Bénh nhén rung nhi c6 suy tim cp
can cho thubc chéng dong. Neu rung nhi kich phat phai chuyen nhip bang thuoc hodc
sdc dién. Néu rung nhi >48h can cho thudc chong dong va kiém sodt tan sO that thich
hop trong 3 tuan trude khi chuyén nhip. Néu nhu huyét dong khong 6n dinh thi can
chuyén nhip céap ctru nhung trude d6 phai lam si€u am tim qua thyc quan dé loai trir c6
cuc mdu dong (gdy tic mach sau khi da chuyen Ve nhip xoang). Thuéc Amiodarone va
rc ché B c6 tic dung kiém sodt tan sb that tét trong rung nhi. Can nhic st dung
digitalis ddc bi¢t néu nhu rung nhi thtr phat sau suy tim.
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- Bién ching co hoc trong nhdi mau co tim cap:

+ Réch thanh ty do thit: thuong tir vong trude khi chan dodn. C6 thé 1am huyét
dong 6n dinh nhét thoi bang choc hdt médu mang tim, truyén dich, thudc ting co co tim
sau d6 nén phau thuat ngay.

+ Thong lién that: da s6 can phiu thuat vé thong do hién twong khuyét véch lan
rong gy chodng tim. Ciing c6 thé vd bang dung cu qua thdng tim.

+ Ho van hai 14: do dat mot phan hay hoan toan co nhd, loan chiic ning co nhd.
Bénh nhan ho cip ning van hai 14 ¢6 phi phéi chodng tim can phau thuat cap ciru.
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SILDENAFIL TRONG DPIEU TRI SUY TIM

Huynh Vian Minh
Thanh vién Hoi Tim mach Hoa ky (ACC)
Thanh vién Hoi Tim mach Déng nam A (ASCC)

Co ché tac dung
Sildenafil 1a chat tc ché chon loc ciia phosphodiesterase type 5 (PDES5), ¢6 tic
dung dan mach qua viéc tao thanh nitric oxide & nhitng bénh nhan c6 hoac khong cé
suy tim bang su trc ché thodi giang GMP vong, 1a chia khod thong tin thtr hai noi bao.!"
Viéc e ché cyclic AMP vong —phosphodi esterase type 3 dic hiéu (PDE3, bao gom
cic thudc ting co bép tim nhu milrinone, vesnarinone, va enoximone) s& ting murc ndi
bao AMP vong va gia ting tir vong & bénh nhan suy tim,"” sildenafil ¢6 tic dung chon
loc cao (>4000-1an) d6i voi PDES5 nguoi, khong 1am ting AMP vong, va khong c6 tic
dung [03]() bép tim; do d6 khong dugc xem phan chia doc tinh két hop voi sy e ché

PDE3.

Phosphodiesterase Type-5 Inhibitors: Mechanism
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Humbert M et al. N Engl J Med. 2004;351:1425-1436.
Hinh 1: Co ché tdc dung ciia thuoc irc ché PDES

Téc dung 1én mach mdu cua PDES 10 khi n6é da dugc thira nhan nhu 1a myc tiéu
diéu tri ban dau. Uc ché PDES5 té bao co tron cua tinh mach thé hang duong vat dugc
xem nhu 12 tic dung chinh trong diéu tri réi loan dwong cuong ! Tuy nhién, nhiéu di
liéu cho thdy PDES ciing c6 mit trong té bao co tim va ¢ thé cé tac dung trong diéu
hoa hoat tinh GMP vdng trong bénh 1y tim mach."”! That vy diéu hoa ngugc GMP
vong di duge bdo cdo trong modt s6 tinh hudng tim mach nhu ting dp phdi,'® suy tim
sung huyét,"” va phi dai that phai,”® cho thiy kha ning diéu tri suy tim bang sildenafil
cling nhu céc bién ching.

Sildenafil va suy tim

Mot s6 nghién ctru can 1dm sang va 1dm sang ngan han tng ho vai trd sildenafil
trong diéu tri suy tim.

Tac dung cuia Sildenafil 1én sirc can mach phéi. Su thich tng that phai
(performance) 1a chi s6 quan trong trong tién luong va kha ning ging stc cta bénh
nhén suy tim, tr d6, giam sirc can mach phdi 12 muc tiéu quan trong cta diéu tri. O
bénh nhén ting 4p phdi, sildenafil c6 tdc dung dan mach chon loc trén mach phdi twong
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tw khi hit nitric oxide (NO)."”! Qua d6 sildenafil cho thdy cai thién kha ning géng sirc,
huyet dong khi nghi, va chirc nang ¢ bénh nhan c6 tang dp ph01 (TAP) vo6 can va TAP
phdi hop bénh mé lién két hodc bénh tim bam sinh ndi tat hé thdng- phdi c6 sira
chira.'” Céc dir liéu tir nhirng nghién ctu huyet dong nho, cap tinh goi y trong suy tim
man (c6 hodc khong ¢6 phdi hop tang ap phoi), sildenafil giam suc can ph01 khi nghi
va ap luc phdi bo, lam tang chi s6 tim ma khong tang ha huyét ap toan thé M Caj
thién cap thoi chi s6 tdng mdu that phai va hiéu qua thong khi khi gang strc s€ ndi bat o
bénh nhan suy tim k&m véi dp luc phdi trung binh > 25 mm Hg."* Mic du céc dit lidu
lau dai vé st dung sildenafil trong suy tim con gidi han, cdc hiéu qua trén dp luc phoi
va hiéu qua ky khi cho thdy duy tri dén 6 thang.!"’

Endothelin pathway Prostacyclin pathway |

Endothelial Nitric oxide pathway

en
el
Arachidonic acid == Prostaglandin I
Pre-proendathelin —» Proendothelin
ginine —3 Leitrull
Endaothel i
R (prostaglandin I}
. Endothelin-1
% itric oxide 4
P rostacyclin
Endothelin- i ‘ -
receptor s | Exogenous 4
€GN nitric oxide i 7

o feceptor
Vasoconstriction "
and proliferation

Smoath-muscle —=—

Hinh 2: Tdc dung giam dp lwc mach phéi véi PDES

Tac dung Sildenafil 1én dap Gmg tim d6i véi Stress. Cac dif liéu cho thay trc
ché PDE5 c¢6 thé ¢6 vai trd quan trong trong viéc chong phi dai, chéng chét t& bao
chuong trinh, va tdc dung tién thich nghi do thiéu mdu c6 thé 1am gi6i han téi cdu tric
co tim ddp tmg véi stress va giam di sy phat trién tién chit suy tim. Trong md hinh trén
chudt cua tang ganh 4p luc co tim gdy ra do chen dong mach chi, rc ché PDE-5 phoi
hop sy giam phi dai co tim va tim, gidm xo hod md ké, duy tri chirc ning tim, va bat
hoat su phi dai khac nhau biéu thi su thodi giéng.“ﬂ Su trc ché PDES5ciing gy ra su m&
kénh KATP ty lap thé (mitochondrial),""” dich dwgc cho 1a ciia didc chat oxygen phan
tmg gy nén su ca thiéu mdu/ twéi mdu va didu tri bang doxorubicin, va giam
doxorubicin hodc chét chuong trinh giy ra do thiéu méau/tai tuéi mau .'*" Theo do,
cho sildenafil c6 ca tic dung giéi han kich thudc nhdi méu co tim gy ra trong khi
thiéu mau/tudi mau, va giam su phat trién réi loan chirc nang that trdi trong md hinh
trén chudt ctia nhiém doc tim do doxorubicin 151920

Tac dung Sildenafil 1én d4p g tim d6i véi hoat tinh than kinh noi tiét.
Stic can ddi v6i hoat tinh cta peptides 1¢i tiéu 12 mau chét cua tinh trang bénh 1y cua @
mudi nhu trong X0 gan, suy tim, va hdi ching than hu. Su gidng hod cua GMP vong do
PDES5 dép tmg véi kich thich angiotensin II ¢6 thé 1a co ché quan trong cua sy giam
déap ung peptide loi tiéu ! Ti 18 luvu hanh peptide loi tiéu huyét tuong type B dbi véi
GMP vong, mot chat ddnh dau su giam nhay cam peptide loi tiéu, gia ting ddng ké
trong suy tim, nhung duy tri & mirc binh thudng sau khi rc ché PDES. Theo d6, trong
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mo hinh trén ché bi suy tim, tiép xidc voi thude e ché PDES 1au dai cho thdy cai thién
su ddp ung than cip véi peptides loi tiéu. Mic di nhitng nhan xét con doi két qua trén
ngudi nhung da goi ¥ su trc ché PDES véi sildenafil c6 thé bat chude hodc gy nén tic
dung peptide 1oi tiéu trong suy tim.

Sildenafil: Change from Baseline
in 6MW Test

£ *P<0.001

60

40
Mean change
from baseline 20
(m)
(0]
Week 12
-20
Hl Placebo (n=65)
-40 Sildenafil 20 mg tid (n=65)
i Sildenafil 40 mg tid (n=63)
B Sildenafil 80 mg tid (n=65)

Galié N et al for the Sildenafil Use in Pulmonary Arterial Hypertension (SUPER) Study Group. N Engl J Med.
2005;353:2148—2157.

Hinh 3: Tdc dung cdi thién kha nang gang sitc qua TN di bé 6 phiit theo liéu

PDES5 ¢6 thé gilr vai tro trong blen d6i ddp tng kich thich giao cam . Uc ché
PDES5 cép tinh c6 thé két hop su suy yeu dap mg co bép tim va lusitropic ddi véi
nhitng kich thich beta-adrenergic cip tinh bang dobutamine & ngudi va trén chd.”! Mic
dit d3 ¢6 bdo cdo nay nhung sildenafil khong 1am bién d6i co bép tim khi nghi hodc khi
thu gidn & bénh nhan suy tim va cai thién kha ning tim khi gang strc & bénh nhan réi
loan chtc nang tam thu. ' Céc bdo cdo nay 1a bang ching chdng lai bt ky tic dung
lam sang ndi bat nao trén dy trit co bop tim.

Tac dung Sildenafil trén chirc ning mach mau. Bit thuong chiic ning noi
mac 12 mot biéu hién suy tim va c6 thé déng gép vao viéc co mach toan thé, giam dy
trit giam mach, va tudi mdu co xuwong bt thuong do d6 kha nang lam bién d6i som
thanh chuyén hod ky khi va l1am tang dép ung thong khi voi gang strc. Gia tang thong
khi va khé thd bénh nhan thuong kem tién lugng xau trong suy tim doc 1ap chi sd tong
mau . Uc ché PDE5 ph01 hop su cai thién chirc nang ndi mac ¢ bénh nhan suy tim do
r6i loan tAm thu thuong lién hé chac ché véi su cai thién sy tudi miu co xuong, giam
tang thong khi khi ging sirc (VE/VCO2), va 1am gia ting hiéu qua hiéu khi. Viéc giam
phéi hop d6 cting dong mach 16n duoc quan sit khi diéu tri bang sildenafil gép phan
cai thién vé sau chtic ning thu thé va sé& tao ra su hoi phuc nhip tim ¢ bénh nhan suy
tim. Sy cai thién chirc ndng mach médu va sy co mach phoi c¢6 thé gép phan vao kha
ning ging sic va chat lwong cudc song khi cho lau dai thudc sildenafil trong diéu tri
suy tim.

Két luin

Nhiéu bang chting ung ho vai trd diéu tri trc ché PDES bang sildenafil trong suy
tim. Tuy nhién, nhing thir nghiém trén ngudi van con han ché vé cic nghién ctru sinh
ly 0 bénh nhan suy tim va giam chi s6 tong mau (thuong kem tang ap phdi) di keém
thoi gian twong ddi ngan. Do nhiéu nghién ctru ¢6 ich cta thude tc ché PDES lién quan
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dén phi dai that trdi, sy cirng mach mau-tim thét, suy than, va ting 4p phdi c6 thé dic
biét ndi bat & bénh nhédn suy tim c6 chi sé téng mau duy tri, ¢6 sy hop 1y khi mé rong
tdc dung c6 loi trong diéu tri suy tim tim thu sang nhém suy tim tim treong. Nghién
ctiru RELAX dang tién hanh nham tra 16i cAu héi trén bang chon ngiu nhién 190 bénh
nhan duoc chan dodn suy tim va chi s6 tong mdu that trdi >50% diéu tri bang sildenafil
hodc placebo trong 24 tuan, v6i muyc tiéu 12 kha ning gang sic. Tuy v@y hién nay viéc
sir dung 1au dai nham danh gid an toan, su chiu dyng, hiéu qua 1 rat can thiét.
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VAI TRO CUA ROSUVASTATIN
TRONG PIEU TRI XO VUA PONG MACH

Tran Hiru Dang
Truong Dai hoc Y Duoc Hué

Summary

The HMG-CoA reductase inhibitor (statin) rosuvastatin is widely available for
use in the management of dyslipidemia, and was recently approved in the US to slow
the progression of atherosclerosis as part of a strategy to lower low-density lipoprotein-
cholesterol (LDL-C) and total cholesterol (TC) to target levels. Rosuvastatin has
greater lipid-lowering efficacy than any of the other currently available statins, and
significantly more patients receiving rosuvastatin than other statins achieve LDL-C
goals. Rosuvastatin delayed theprogression of carotid atherosclerosis in patients with
subclinical carotid atherosclerosis, moderately elevated cholesterol levels, and a low
risk of cardiovascular disease in a primary prevention trial (METEOR). The results of
METEOR suggest a possible role for the earlier use of rosuvastatin in primary
prevention. Significant regression of atherosclerosis was seen with rosuvastatin 40
mg/day in patients with established coronary heart disease (CHD) in the ASTEROID
trial, supporting the use of intensive lipid lowering in secondary prevention patients.
Rosuvastatin is generally well tolerated, with a similar tolerability profile to that of
other currently available statins.

Thus, rosuvastatin is an important lipid-lowering treatment option that has been
shown to cause regression of atherosclerosis in secondary prevention patients, and has
a potential future role in delaying atherosclerosis in primary prevention patients.

Tom tat

Rosuvastatin thudc rc ché men HMG-CoA reductase (statin), duwgc dung phé
bién hién nay dé diéu tri ri loan lipid mau, gan ddy thudc da dugc cong nhan & Hoa
ky con c6 tac dyng lam cham qua trinh xo vira thong qua tdc dung giam LDL-C va
Cholesterol toan phan. Rosuvastatin ¢6 tdc dung cai thién rdi loan lipid mdu t6t hon
moi loai thudc statin khac, nhiéu bénh nhan dung Rosuvastatin dat dugc két qua
giam LDL-C hon céc thuéc khéc. Rosuvastatin 1am cham dién bién xo vita dong
mach canh & nhitng bénh nhéan bi xo vita dugc phét hién qua cén 1am sang, tang
cholesterol vira, va nguy co bénh tim mach thap trong thir nghiém phong ngtra ban
dau (METEOR). Nhitng két qua cia METEOR cho thay Rosuvastatin ¢é thé diing
sém trong dy phong ban dau. Tdc dung lam giam mang xo vita _ghi nhan dugc voi
liéu rosuvastain 40mg/ngay trén nhirng bénh nhin da bi thwong ton mach vanh trong
thir nghiém ASTEROID, goi ¥ nén ding thudc giam lipid manh & nhitng bénh nhan
phong bénh budc 2. Rosuvastatin dugc dung nap tdt twong dwong so véi cdc statin
khéc.

Nhu vay rosuvastatin 12 mot phuong tién diéu tri giam lipid quan trong lam
thodi lui ming xo vita & nhitng bénh nhan phong bénh budc 2, va cé trién vong lam
cham lai tién trinh xo vita & nhitng bénh nhan du phong ban dau.
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Thudc trc ché men HMG-CoA reductase (statin), dugc dung pho bién hién nay
dé diéu tri ting LDL-C. Diéu tri tich cuc tinh trang r6i loan lipid mau 12 yéu ciu can
thiét trén nhitng bénh nhin bi bénh mach vanh ma muc dich quan trong la lam giam
LDL-C. Lién quan dén phong ngira ban dau, viéc ding thudc cin cir trén nong do
LDL-C va nguy co bénh mach vanh. Vi nhitng bénh nhan ¢6 nguy co bénh mach vanh
thap va LDL-C chi ting nhe thi chua can ding thudc. Tuy nhién mét s bénh nhan ¢
nguy co tim mach thap nay thuc té da c6 xo vita dong mach qua thim do can 1am sang.
Phét hién va diéu tri sém trén nhirng bénh nhan nay gidp cai thién tién lugng déng ké
céc bién chimg tim mach.

Rosuvastatin, mot loai statin duoc ding phd bién hién nay dé diéu tri réi loan
lipid mdu, gan day thudc da duoc cong nhan & Hoa ky con c6 tic dung lam chdm qué
trinh xo vita théng qua tic dung giam LDL-C va Cholesterol toan phan. Rosuvastatin
c6 tac dung cdi thién r6i loan lipid mau tdt hon moi loai thudc Statin khdc, nhiéu bénh
nhian ding Rosuvastatin dat dugc két qua giam LDL-C hon cdc thudc khic.
Rosuvastatin 1am cham dién bién xo vita dong mach canh & nhitng bénh nhan bi xo vira
dugc phét hién qua cén 1am sang, tang cholesterol vira, va nguy co bénh tim mach thap
trong thtr nghiém phong ngua ban dau (METEOR). Nhimng két qua cta METEOR cho
thiy Rosuvastatin c6 thé ding sém trong du phong ban dau, tuy thudc can dugc tiép
tuc thir nghiém dé c6 thém thong tin. Téc dung lam giam mang xo vita ghi nhan dugc
v6i lidu rosuvastain 40mg/ngay trén nhitng bénh nhan da bi thwong ton mach vanh
trong thir nghiém ASTEROID, goi y nén dung thudc giam lipid manh & nhitng bénh
nhan phong bénh budc 2. Rosuvastatin dugc dung nap tdt twong duong so véi céc
statin khéc.

Nhu vay rosuvastatin 12 mot phuong tién diéu tri giam lipid quan trong lam
thodi lui ming xo vita & nhitng bénh nhan phong bénh budc 2, va cé trién vong lam
cham lai tién trinh xo vita & nhitng bénh nhan du phong ban dau.

Rosuvastatin tuong ddi hdo nude va c6 tinh chon loc cao trén té bao gan. Su thu
nap rosuvastatin qua trung gian chit van chuyén anion co hoc dic thit & gan OATP-C,
in vitro, di lyc cua rosuvastatin vdi OATP-C manh hon pravastatin hodc simvastatin.

O nhiéu thir nghiém 16n, rosuvastatin c¢6 tic dung lam giam LDL-C manh hon
nhiéu so vé&i simvastatin, pravastatin, hodc atorvastatin & nhitng bénh nhén ting
cholesterol mau, ké ca nhitng bénh nhin c6 nguy co cao bénh 1y mach vanh nhu Hoi
ching chuyén héa, hodc rdi loan lipid & bénh nhan d4i thdo dudng, bénh nhan ngudi My
gbc Phi, ngudi My gdc Tdy ban nha cé nguy co bénh 1y mach vanh cao hodc trung binh,
va bénh nhian Nam A c6 nguy co bénh mach vanh cao. Rosuvastatin lam giam
cholesterol toan phan nhiéu hon so véi tac dung cua simvastatin, pravastatin, hodc
atorvastatin, ciing nhu 1am cai thién HDL-C t&t hon so véi simvastatin, pravastatin, hodc
atorvastatin mot cach ¢é y nghia & hau hét cic nghién ciru, ¢ mot sd nghién ctru con cho
thdy hiéu qua hon cuia rosuvastatin trén tic dung dbi voi triglyceride. Can ctr trén chuan
diéu tri cia NCEP ATP III (National Cholesterol Education Program Adult Treatment
Panel II), chuan ciia Chau Au ndm 2003, hogc chuan vé LDL-C cua Chau Au nam 1998
Rosuvastatin to ra hiéu qua hon trén s doéng bénh nhan véi lidu 10mg/ngay so véi
atorvastatin 10 mg/ngay, simvastatin 20 mg/day, hodc pravastatin 40 mg/ngay. Hon nita
nhitng nghién ctru thay déi diéu tri cho thdy chuan LDL-C ctia Chau Au 1998 hoic ATP
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IIT n6i chung dat duge dé dang khi chuyén diéu tri v6i rosuvastatin 10 hodc 20mg/ngay
so voi duy tri atorvastatin, simvastatin, hoac pravastatin.

Ngoai tic dung lam gidm lipid mdu, rosuvastatin con c6 nhirng tic dung khéc
hiru ich hon nhu tic dung khang viém trén nhirng bénh nhan c6 rdi loan lipid mau hozc
bénh 1y mach vanh, thudc 1am giam rd Hs-C-reactive protein, fibrinogen, cdc cytokine
tién viém nhu TNF-a, interleukin-6, va interferon-y. Rosuvastatin cling da dugc chung
minh c6 tic dung chdng oxy héa va mot sd tac dung c6 1oi 1én chirc nang ndi mac mach
méu va tiéu cau

Changes in lipids and Hs-CRP*
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Hiéu qua diéu tri

Két qua tu ba nghién ctu (METEOR, ORION, va ASTEROID), danh gi4 hi¢u
qua cua rosuvastatin trén xo vira.

METEOR 1a mét thir nghiém phong bénh ban dau, duoc tién hanh qua 2 nim,
da trung tAm, c6 so s4nh véi gia duge, mi doi, ngau nhién. Chon ngau nhién 984 bénh
nhan & Itra tudi trung nién di bi xo vita dong mach canh dugc phdt hién bang can 1am
sang, kém ting cholesterol trung binh va muc do nguy co tim mach con thip.
Rosuvastatin 40mg/ngay duoc ding, dd 1am cham dién bién xo vita dong mach canh
mot cich c6 y nghia. B9 day 16p 4o gitta giam 0,0145mm/ndm so véi nhém chung.
Mot nghién ctru trén 129 bénh nhén diéu tri rosuvastatin so v&i nhém dung gia duogc
két qua cho thay thay ddi c6 y nghia 16p 4o gifia ctia dong mach canh chung.

ORION la mot thir nghiém nho (33 bénh nhéan), ngﬁu nhién, mu do6i, da trung
tam, thoi gian 2 ndm, thir nghiém phong bénh ban dau trén nhitng d6i twong >18 tudi
v6i thuong ton mach canh chua c6 triéu chimg kém ting cholesterol vira. Lic dau céc
bénh nhan duoc chon ngau nhién cho diing rosuvastatin liéu thap (Smg/ngay) hoic liéu
cao (40mg/ngay dén 80mg/ngdy) trong 2 nim, tuy nhién sau d6é nhiing truong hop
ding 80mg/ngay dugc diéu chinh con 40mg/ngdy. Nhém ding rosuvastatin 5 va
40mg/ngay thé tich vach dong mach canh khong thay dbi c6 ¥ nghia. Tuy nhién phan
16i hoai tir giau lipid ctia mang xo vita giam c6 y nghia dén 41,4% va mo soi gia ting
¢6 y nghia dén 1,8%.
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ASTEROID la m¢t thtr nghiém khong so sanh, da trung tam, thoi gian 2 ndm,
thir nghiém phong ngura bude hai. Thir nghiém dugc sang loc tir 1.183 bénh nhén, 507
bénh nhén >18 tudi, tat ca di dugc chi dinh 1dm sang chup mach vanh, va da c6 it nhat
mot vi tri tic mach vanh véi muc do hep > 20% duong kinh mdi duge chon nghién
ctru, ¢6 158 bénh nhan duoc rit khoi nghién ctru do khong dong ¥ tham gia, do mot s6
1y do khic hoac do tic dung ngoai y. 349 bénh nhan con lai dugc dung rosuvastatin
40mg/ngay. Bénh nhan duoc danh gid ming xo vita bang siéu 4m ndi mach sau 2 nam.
Két qua cho thdy: Ming xo vita giam c6 ¥ nghia véi lidu rosuvastatin 40mg/ngay ¢ thir
nghi¢ém ASTEROID. C6 63,6% bénh nhan dung rosuvastatin di gidm mang xo vita.
Thé tich trung binh mang xo vita giam tir 212,2mm’ lic dau xubng con 197,5mm’ |
nhu thé trung binh da giam dwoc 14,7mm’.

ASTEROID Trial: Secondary Endpoint

Mean Normalized Total
atheroma volume (mm3)

240 212.2 At follow-up, total
210 197.5 atheroma volume was
180 | reduced from 212.2
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90 - -14.7 mm?).
60
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0 |

Baseline Follow-up
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ASTEROID Trial: Principal Findings

Mean LDL level decrement and HDL level
LDL Levels were

increment reduced from 130.4
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i to a mean of 60.8
mg/dL at 2 year
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(p<0.001), with 75%
of patients
achieving an LDL
<70 mg/dL.

HDL levels were
increased from
43.1 mg/dL at
baseline to a mean
of 49.0 mg/dL at
follow-up
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m Baseline u Follow-up (p<0.001).
Presented at ACC 2006
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ASTEROID Trial: Primary Endpoint cont.

Regression vs. progression change in %
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Cic ghi nhan khic qua thir nghiém nay cho thdy LDL-C trung binh ban dau 1a
130,4mg/dL sau 2 nim di giam xudng con 60,8mg/dL, HDL-C trung binh ban dau 12
43,1mg/dL tang 1én 49,0mg/dL sau 2 nam diéu tri.

Ngoai cdc thir nghiém trén day, mot thtr nghiém khic mang tén JUPITER do Paul
M. Ridker, MD, MPH (Brigham and Women's Hospital, Harvard Medical School,
Boston, Massachusetts) thuc hién trén 17.802 ngudi c6 bé ngoai khoe manh voi LDL-
C < 130 mg/dL (3.4 mmol/L) nhung hsCRP > 2,0 mg/L, diéu tri voi rosuvastatin qua 2
nam, két qua cho thay da lam giam ty 16 méi méc cua nhdi mdu co tim, dot quy va tir
vong do tim mach 47%, va gidm ty I¢ t&r vong chung 20%.

Dung nap thu(')c

Phan tich két qua tor nghiém 14m siang trén 16.876 bénh nhan di ding
rosuvastatin 5 — 40mg/ngay, c6 khoang 2% bénh nhin c6 céc tic dung khong mong
mudn, thuong gap la dau co, dau dau, viém miii hau, dau khép, budn ndn, viém duong
hé hap trén. ALT ting ( >3 lan trén mirc binh thuong qua it nhat 2 1an dinh lugng) ghi
nhan ty I¢ 0,6%, 0,2%, 0,2%, va 0,4% trén nhitng bénh nhan dung 5, 10, 20, va
40mg/ngay. ALT ting thuong chi tam thoi s& giam hodc tré vé binh thudng sau khi
ngung diéu tri. Creatinekinase tang ghi nhan ty I¢ 0,4%, 0,2%, 0,3%, va 0,6% trén
nhitng bénh nhan dung 5, 10, 20, va 40mg/ngay. Tri¢u chung dau co gdp khoang 3,5%,
Protein niéu tir m tinh dén dwong tinh >2+ chi gip khoang <1% & cic bénh nhén diing
rosuvastatin tir 5 — 20mg/ngay va 1,5% & nhém dung 40mg/ngay.

Rosuvastatin 40 mg/ngay néi chung dung nap tt & céc thir nghiém METEOR
va ASTEROID. Tri¢u chiing thuong gap ¢ thu nghiém METEOR la dau co (12,7%
nhém ding thude so voi 12,1% nhom gia dugc). O thtr nghiém ASTEROID cic tac
dung khong mong mudn thudng gip 12 dau co hoic yéu co chiém ty 1& 3,7% c6 khi
phai ngimg diéu tri. Khong c6 trudng hop nao bi tiéu co. ALT tang >3 lan qua 2 lan
dinh luong, creatinekinase ting > 10 Ian, protein niéu tir 4m tinh dén duong tinh >2+
lan luot ghi nhan véi <0,6% & nhém rosuvastatin va <0,7% & nhém gia dugc trong
tht nghiém METEOR va <0,2% ¢ nhom dung rosuvastatin trong tir nghiém
ASTEROID. Nhiéu phan tich hdi ctru trén cdc nghién ciru 16n cho thdy khong cé su
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khéc nhau c6 y nghi thong ké vé ty 1€ phai nhap vién vi bi€u hién tiéu co, dau co, thay
dodi chirc nang than, thay doi churec nang gan trén cdc nhém dung rosuvastatin so vdi cac
statin khéc.
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CO CHE THIEU MAU CUC BQ NAO
LIEN QUAN DIEU TRI NOI KHOA HIEN NAY
Hoang Khanh
Truong Pai hoc Y Duoc Hué
I. CO CHE SINH BENH

Khi thiéu mau cuc bd thdy mot viing trung tdm bi hoai tir ¢6 luu lwong mau 10 -
15 ml/100g ndo/phit va khu vyc bao quanh vung hoai tir ¢6 luu luong mau 23
ml/100g/phut, vo6i luu lugng nay du cho té bao khong chét nhung khong hoat dong
duoc goi la vung tranh t6i - tranh sang hay con goi 1 ving diéu tri vi néu hdi phuc luu
lwrgng mau thi té bao ndo hoat dong trd lai binh thuong. Trong ving trung tim céc té
bao hinh sao ton thwong sém nhat, phit ndo xuit hién vao khoang 3 gid sau tai bién va
tién toi toi da 4 gio, ton tai hon 72 gid, con noron bi tén thuong cham hon chi thiy sau
6 gio va dac biét rd sau 24 gi¢ va kéo dai khoang mgt thang. Ké d6 1a thuc bao do bach

cu da nhan v céc dai thuc bao kéo dai mot thang hodc hon.

Thiéu mau cuc b nao

Ngtng cung cip Hoat héa Giai phong Khong tong hop
02 va glucoza phospholipase glutamate AND va proteine
Ngung phosphorin héa Giai phong axit béo Téc dong vao
va tong hgp ATP axit arachidonique thu the NMDA
va AMPA
v
Phan hiy glucoza Tang Tang ~ Tang Ca"™" trong
yeém khi prostaglandine hoat dong men t€ bao va hoat hoa
1 oxy héa .= NO

Tao axit lactique Co mach e Téang tong hop

| huyét khéi™ goc tu do

T Giam PH trong Thiéu mau l
te bao

; T~

Ca'™* vao té bao > Tén thwong va hiy hoai té bao «——

NMDA=N-methyl-D-aspartate;
AMPA=cc-amino-3-hydroxy-5-methyl-4-Isoxazolepropionic acid.

So do 1. Co ché thiéu mdu cuc bé ndo

Ngay nay biét ro c6 hién tugng tai lap tudn hoan & viing thiéu mau do cuc mau
tac dugc giai phong hay trdi di, cho phép tuan hoan bang hé tudi bu qua da gidc Willis
hodc cdc nhdnh ndi tan. Piéu nay nguy hiém vi 1am lam cho bénh canh 14m sang ning
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1én do sy lan rong viing nhdi mdu. Ngoai ra mach mdu trong ving thiéu mdu da bi ton
thuong khi t4i 1ap tuan hoan d& giy xuat huyét thir phat, phil ndo ning. Nguoi ta d
chttng minh vai trd ion canxi kich thich men phospholipase loai A l1am ton thuong
mang té bao. Ving tranh tdi tranh sdng ton tai 2 - 3 gio.

g
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So do 2. Luu lwgng mdu ndo cdc ving binh thirong, tranh 16i tranh sdng va hoai tir
S6 luong té bao than kinh udc luong bi mat trong nhdi miu ndo trén 1éu dién
hinh do t6n thwong mach mau 16n lién hé dén thoi gian sau dot quy rat rd rét nén goi
“thoi gian 1a ndo”.
Bing 1. Lurong ton thwong than kinh theo thoi gian

Thoi gian Té bao than Xindp mat Mat soi ¢6 Gia tang lao
kinh chét myélin héa
Mot gidy 32.000 230 triéu 200m 8,7 giv
Mot phuit 19 triéu 14 ty 12km 3,1 tuan
Mot gio 120 triéu 830 ty 714km 3,6 nam
Mot lan dot 1,2ty 83tyty 7140 km 36 nam
quy

Ngoai ra con thay trong nhdi mau ndo hoat héa qua mirc m-Calpain nén khong
thé nao kiém sodt sy phan huy va tdi cau tric ciia protein dé tao nén khung té bao tir d6
lam giam céc yéu té dudng than kinh nén kha ning tinh mém déo tuyét ddi cua hé than
kinh bi sa stt. Tai viing nhéi méu ndo c6 phan tng viém giy ting cytokin ma dic biét
la interleukin, tir d6 lam gia tdng thu thé két dinh bach cau CD-18 va thu thé phan tir
két dinh té bao (ICAM-1, Intercellular Adhesion Molecular) gdy hdu qua nghén vi tuan
hoan tai noi ton thuong tir &6 1am tram trong hon ton thuwong.

IL PIEU TRI

Nhiam bdn muc tiéu: duy tri doi séng, giéi han ton thuong, han ché di chimg va
bién ching

Trén thuc té c6 hai loai bién phép sau day:
2.1. Cac bién phap tdi 1ap tuin hoan nio
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2.1.1. Cdc thuéc tiéu huyét khoi
Giai phéng tic mach c6 tic dung néu ding trude 6 gid tot nhat 1a trudc 3 gioy
moéi ¢6 hiéu qua, tuy nhién c6 nguy co chay méau. Céc thudc trong nhém nay dé la
streptokinase 1,5 triéu U; plasminogene (rt-PA)1,1mg/kg va nay con ¢6 pro-rt-PA.
Bing 4.15: Mot sé thir nghiém lam sang diéu tri tiéu huyét khoi.

MASTE 1,5 tri¢u UI streptokinase da khdong duoc tiép tuc sau 270 bénh
nhan vi c6 ty 1€ cao ciia chdy méu ndo.

ASK 1,5 triéu UI streptokinase trong 4 gid, duoc tiép tuc sir dung.

MASTI 1,5 triéu UI streptokinase trong 6 gid, dugc tiép tuc st dung.

ECASSI rtPA trong 6h, liéu 1,1mg/kg trong lwong co thé (liéu tdi da), 10%

tiém tryc tiép trong 2 phiit, nghi trong 1 gio, su sdng duoc cai thién
trong nhom nghién cuu.
NINDS 1291 bénh nhan, rtPA trong 3 gio, 0,9mg/kg trong lugng co the,
ding t6i da 90mg, 10% tiém tryc tiép trong 1 phiit, nghi trong 1
2i0, khong dung heparin trong 24 gio.

bé nghi diéu tri tiéu huyét khoi trong thiéu mdu cuc b ndo theo Hi¢p hoi Théan
kinh Hoa Ky (AAN):

- Tiéu chudn nhén diéu tri

TUr 18 — 80 tudi (néu diéu kién sinh hoc tét thi c6 thé trén 80 tudi).

Dot quy thiéu mau cyc bo ndo trén 1éu.

Céc triéu chimg khoi dau tdi da 3 gid trude khi diéu tri tiéu huyét khoi.

Murc 6 nang cua triéu ching: liét nhin tap trung khong kéo dai, khong c6 con
co giat , khong bi hon mé.

- Xem xét

HA: 185/110mmHg hoic thip hon cho dén khi diéu trj tiéu huyét khoi.

Glucoza méu t6i da 22,2 mmol/L cho dén khi tiéu huyét khi.

Hematocrit trén 25%.

CTscan khong c6 chay mau néo.

Ving nghi ngd dot quy ti da bang mot phan ba cua khu vuc dong mach nio

gitra.

- Tiéu chuan loai tru:

Loai trir néu bénh nhan trudc dé c¢6: chady mdu dudi nhén, chay mdu trong nio,
di dang dong — tinh mach, u ndo, chay mau thén.

Loai trir néu trong 3 thang cubi c6 dot quy thiéu mdu cyc bd ndo, chin thuong
s0 ndo, phau thuat ndi so hodc noi tuy song.

Loai trir néu trong thang cudi c¢6 phiu thuat 16n bat ky vi tri nao trén co thé,
chan thuong, sinh thiét, chay mau sau choc ven ma khé cAm méu, chdy mau da day -
rudt hodc duong ni¢u.

Loai trir néu trong tuan cudi ¢6 choc sdng lung, tiém trong dong mach.

Loai trir néu gﬁn day hodc hién tai c6 suy tim xung huyét méat bl (CHF), loan
nhip 4c tinh, ho ning, mang t2, ¢ khuynh hudng chay méu, nhdi mau co tim gan day,
diéu tri chong dong véi thoi gian prothrombin INR trén 1,7; ding heparin, 1am sang hdi
phuc nhanh.

Céc triéu chirng khong rd thoi gian khéi phét khi bénh nhan ngu.

Theo David O.Wierber goi ¥ chong chi dinh ding tiéu huyét khoi:
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Pang diing chéng dong, c6 thoi gian prothrombin INR trén 1,7.

Nhan heparin trong sudt 48 gid vé6i thoi gian PTT dat 60 — 70 gidy.

C6 tiéu cau dusdi 100.000.

Dot quy hodc chén thuong so trong 3 thang gan day.

Phau thuat 16n trong 14 ngay gan day.

HA trén 185/110mmHg, mac du diéu tri ha HA van dugc dung cho dén khi tiéu cuc
huyét dugc dé nghi.

Phuc hoi 1am sang nhanh trudc khi diéu tri tiéu cuc huyét.

Chay mdu trong nao trugc do.

Glucoza mau duéi 2,75mmol hodc trén 22,2mmol/L thoi ky diing tiéu cuc huyét.

Con co giat dong kinh.

Chay méu da day hodc tiét niéu trong 21 ngay gan day.

Nhoi méu co tim gan ddy.

- Quy trinh diéu tri

Trudc khi tién hanh diéu trj tiéu huyét khéi can tién hanh khan cip: Chup
CTscan khén cép, xét nghiém sinh héa mau va dong mau, CTM, nhom madu.

Ngay tiép theo: chup lai CTscan sau 24 gio, xét nghiém mau dic biét dong mau,
theo ddi HA, tinh trang tim, tinh trang ho héap.

Liéu dung: 0.9mg rtPA (actilyse)/kg trong luong co thé (heu t6i da 90mg), lo
50mg/50ml dung dich nuéc dé tiém (Iml = Img). Tiém tryc tiép 10% cua tong lidu
trong 1 — 2 phit, tinh mach, 90% con lai, truyén trong 60 phit. Heparin liéu thip duoc
bat dau ding ngay (2 x 5000 UI). Heparin day du sau 24 gid néu c6 chi dinh (xem chi
dan diing heparin).

Khong tién hanh trong 24 gi¢ duong tinh mach trung tam, choc vao dong mach,
ludn sonde mili, choc song that lung.

Bién chting chu yéu cia dung rtPA 1a chay méu. Theo théng ké, co mot ty 1€ 5 —
10% nguy co cua chay mau trong so hodc chét. Néu xay ra t6i té than kinh hodc dau
dau méi xuét hién, ting huyét dp cip, non hoic buon non do nghi ngd mdt chdy mau
trong so, rtPA s& dugc dung lai ngay 1ap tc va tién hanh chyp CTscan, xét nghiém
thot gian prothombin, thoi gian thromboplastin mot phan, dém tiéu cau, fibrinogen s&
dugc xédc dinh lai ngay. Xt tri khi ¢6 bién chimg chay mau bang chuyén huyét twong
tuwoi dong lanh, Aprtinin (trasylol) 500.000 KIU (don vi kallikrein khong hoat dong),
truyén tinh mach truée, sau d6 200.000 KIU mdi 4gid (Sml/phit). Tranexamic acid
(cyclo caprol), 15mg/kg trong luong co thé, truyén tinh mach sém, nhéc lai mdi 6 gio.

Thong thuong, chi khoang it hon 10% bénh nhan cé du diéu kién cho diéu tri
tiéu cuc huyét khdi. Can luu ¥, heparin tinh mach s& khong duoc dung trong 24 gio,
huyét 4p (HA) s& duoc git thip hon 180/105mmHg va duoc theo ddi thudng xuyén.
Urokinase va streptokinase do c¢6 nhiéu tai bién chay mau nén céc tic gia gan day chu
truong ding lidu nho dua tryc tiép
vao vi trf ddng mach bi tic trong 6 gid dau khoi phat bénh.

2.1.2. Chéng dong

O céc bénh nhan v6i nhéi mdu ndo muc vira va nhe hodc kha ning xau 1én cia
cic thiéu hut ban dau viéc dung heparin tinh mach ngay lap tic s€ dugc xem xét. Co
ché hoat dong chu yeu ctia heparin 12 gin két vé6i antithrombin III, su gan két nay 1am
tang hoat tinh trc ché cta khong chi thrombin ma ca yéu td Xa, IXa, Xla, va XIIa.
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- Chi dinh diéu tri.

+ Luya chon 1: heparin truyén tinh mach.

Khoi dau tiém tryc tiép 5000 Ul/kg, tinh mach; tiép theo truyén nho giot
1000U1I/gi0d, muc dich dat dugc sy duy tri thoi gian PTT 1a 1,5 — 2 lan so véi binh
thudng hodc PTT dat 60 — 70 gidy, kiém tra PTT hang ngay la can thiét.

+ Lya chon 2: heparin trong luong phan tir thip (fragmin, lovenox, warfarin)
hai 1an, hang ngay, 100UI/kg trong luong co thé, tiém dudi da (hodc lovenox 0,4 x 2
1an/24 gid, dudi da x 5 — 7 ngay).

- Cdc chdng chi dinh dac biét.

+ Chdy mdu trong so, chay mdu dudi nhén.

+ To6n thuong rong.

+ Bénh than, gan hodc tuy ndng, thiéu médu nang.

+ Bénh nhén c6 phiu thuat than kinh hodc phiu thut mat.

- Bién chitng va xir tri

Néu xay ra hau qua chay mdu lién quan dén heparin thi str dung vitamin K voi
mot lidu 5ml dung dich 1% pha 1an véi 20ml dung dich mudi dang trwong tiém tinh
mach cham, khong qud 50mg trong 10 phut hodc 200mg trong hai gio. Nguy co chay
mdu ctia heparin 12 ¢ bat ky vi tri ndo, nhung thudng xay ra & duong tiéu héa, c6 thé &
mang bung va ca hai than.

- Ghi chi

Heparin trong lugng phén tir thip (enoxaparin), thuong duoc dung dé du phong
huyét khdi tinh mach siu va cdc bénh tim mach khéc nita bao gom dot quy.

Enoxaparin dung dé hon heparin nhiéu do liéu dung don doc hang ngay
(0,4mg/24 gio, moi 12 gio), theo doi la khong nhat thiét. Mot s6 nghién ctru gan day da
két luan rang & cdc bénh nhan va&i dot quy thiéu mau cyc bo nhod va vira, mot IRN cia
2,0-3,01ahop ly.

2.1.3. Chéng ngung tdp tteu cau

Céc thudc chdng tiéu cau bao gom: aspirin, dipyridamol, ticlopidin, clopidogrel,
abciximab...

Hiéu qua cta aspirin trong giam nguy co dot quy, nhdi mau co tim so véi gia
dugc dd dugc xdc dinh ro. Trong nghién ciu dy phong dot quy chau Au 2 (ESPS2),
néu ding aspirin don dc, nguy co cua dot quy da giam c6 y nghia (21,2%); 19,4% voi
dipyridamol; néu diing két hop aspirin va dipyridamol, sy giam c6 y nghia nguy co dot
quy toi 37%; ticlopidin giam xap xi 33%, clopidogrel giam xap xi 34%. Tai Trung tam
Dot quy ndo Bénh vién Trung wong Quan doi 108 thuong dung phic do ph01 hop
(aspirin 0,1g + dipyridamol 250mg/24 gio) hodc plavix 75mg/24gio dé diéu tri du
phong dot quy c6 két qua, khdng c6 tai bién.

2.1.4. Lam loang mdu

Nham giam d6 nhét ciia mau nén ting luu lwong mdu 1én ndo (pentoxifiline,
dextran) nhung nhiéu nghién ctru gan dy cho thiy khong c6 hiéu qua.
2.1.5. Cdc thuéc gian mach ndo

Naftidrofuryl (praxilene) 1a c6 hiéu qua véi lidu 600 mg/ngay.
2.2. Cac bién phap bao vé té bao nio

Céc chat chen Ca*™ (kénh Ca*™* phu thudc) nén cho trong 12 gio dau sau tai bién
nhit 12 nhém nimodipine véi liéu 120mg/ngay, ngoai ra c6 thé sir dung nicardipine,
lifarisine.
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Cic thudc khdng glutamat 1am nghén su giai phong glutamat hodc phong toa cdc
thu thé NMDA nhu aptiganel, YM9OK, tuy nhién céc thudc nay giy ao gidc.

Thudc bao vé mang (monoganglioside) tac dong 1én sy giai phong glutamat.

C6 thé dung ddi khang morphine nhu naloxone vi né can tro dong canxi qua
mang, peroxy héa lipit, chbng oxy héa, tang luu lugng mau nio, chéng ngung tap tiéu
cau va chong phu ndo.

Cic thudc e ché gbe tu do nhu tirilazad, clomethiazole, superoxide dismutase
dang con trong giai doan dénh gia.

Diéu bién con duong NO: lubeluzole (dang con thir nghiém)

Magnesium sulphate voi liéu ban dau 12 16mmol chuyén trong 15 phit sau dé
duy tri 65 mmol trong 24 gio.

Vinpocetine (Cavinton) ngay nay duoc sir dung rong rai vi thuoc nay dat dugc
ba muc tiéu do la tai lap tudn hoan théng qua chéng ngung tap tiéu cau chbng viém,
chng phi né, giam d6 nhét mau va gian mach tai chd; hai 1a bao vé té bao ndo vi 1am
bén mang té bao, giam tich lily gdc tu do va giam huy mo; ba 1a khéi phuc lai qud trinh
chuyén héa nho st dung tot O, va glucoza nén 1am giam lactat tai chd nhdi mau. Vién
5 mg, 3 vién ngay trong 2 - 3 thang; 6ng 10 mg ngay 2 dng chuyén tinh mach trong 10
- 14 ngay. Khong dung khi ¢6 2, thiéu mau co tim cyc bd va loan nhip.

Cerebrolysin chiét suat tir protein ndo lon ¢6 vai tro thir nhat 13 diéu bién chuyén
héa bang cich tang hiéu qua chuyén héa niang luong trong moi trudng yem khi, tac
dong 1én qua trinh tong hop protein va déc biét lam giam axit lactic, trc ché m-calpain,
khu cac goc ty do; thir 2 1a 6 vai tro gidng yeu t6 tang truong than kinh (Nerve Grow
Factor -NGF) va cudi cung 1a ¢6 tic dung diéu bién than kinh. Liéu thudng ding dng
10 ml ngay 2 - 3 6ng tiém tinh mach trong thoi gian 2 - 4 tudn. Hau nhu khong c6 tic
dung phu nao.

Ngoai ra c6 thé sir dung Tanakan 40 mg ngay 3 vién hay Nootropyl 400mg ngay
3-6 vién trong 2 - 4 tudn.

Xu huong moi trong diéu tri nhoi méu ndo 1a st dung khang ICAM-1, chbng két
dinh bach cau bang doxycycline 10mg/kg can nang vi thudc nay gan vao cdc ion duong
ctia thy thé CD-18 1am cho bach cau khong két dinh véi phirc hop bo thé.
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PHAT HIEN SOM XO VUA PONG MACH QUA KHAO SAT
ROI LOAN CHU'C NANG & CAU TRUC NOI MAC MACH MAU

Nguyén Hai Thuy
Truong Dai Hoc Y Duoc Hué

I. ROI LOAN CHU'C NANG NOI MAC

No§i mac mach mdu (vascular endothelium) hoat dong va san xuit mot sd chat
trung gian lién quan dén van mach trong d6 chét nitric oxide (NO) dan xuét tir t& bao
ndi mac 12 chit co ban trong duy tri su hang dinh ndi m01 mach mdu .N6i mac mach
mdu la mot co quan cén noi tiét 16n, né6 tiét ra nhiéu yeu tb dleu hoa truong lyc mach
mdu, gidp phdt trién cia té bao, cdc twong tic ciia bach cau va tiéu ciu va dic tinh sinh
dong. Nhing nhan cam va dap (mg ctia ndi mac d6i Vo1 vO s6 céc kich thich bén ngoai
va bén trong thong qua cac phirc hop thu thé mang té bao va nhiing co che truyén tai
tin hiéu, dan dén su tong hop va phéng thich cdc chat hoat mach, cdc yéu té phét trién
va diéu hoa dong mau.

Ca2+

Tén thuong

P Pratain Pratein
Té bao PIPZ  F3 {Inativa) (Active) Ca2+
chat /
H¢ vong
ndi mo y CaZ+ 4+ 5 Calmodulin

+

\_ L-Arginine 0 Sy » NO _

Hinh 1: Co ché ton thirong ndi mac va vai tro NO
Trong t6n thuong thiéu mau/ti twdi méu, 6 sy rdi loan phéng thich NO do
khiém khuyét tin hiéu chuyén d6i qua mang. Té bao ndi mac duy tri kha ning
clia san xuét va phéng thich NO.

Vai trd ctia ndi mac mach mau trong bénh 1y & nguoi gan ddy da trd thanh tim
diém nghién ctru cta cdc nha khoa hoc. Suy giam chtrc nang ndi mac c6 lién quan voi
mot s6 tinh trang bénh 1y nhu dai thdo dudng, rdi loan lipid mau, ting huyét 4p, béo phi

. Réi loan chirc ndng ndi mac la mot trong nhitng dau hiéu chinh va sém cua bénh
sinh xo vita mach, dy bdo nhiing thay doi xo vita dong mach ..
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Nb6i mac mach méu diéu hoa truong lyc va tinh thAm thanh mach, gitip cAn bang
giita d6ng mdu va tidu soi huyét, tic dong céu thanh co chét 16p dudi ndi mac, lién
quan dén su két dinh va xuyén mach bach cﬁu va hoat dong viém cua thanh mach.
Ching cling tdc dong trén chirc nang cua mot s6 té bao khac nhu té bao co tron mach
mdu, tiéu ciu, bach cau, bleu md gidc mac, t& bao trung md than va dai thyc bao dong
mach 16n, nguoc lai cic té bao nay cling tdc dong tro lai trén té bao ndi mac.

Dé thyc hién chirc ning trén té bao ndi mac mach san xuat mot sd céc céu thanh
clia co chat ngoai bao nhu l1a collagen va san pham diéu hoa bao gém chat NO,
prostanoids, endothelin-1 (ET-1), angiotensin II (Ang II), hoat hod plasminogen t6
chtic (tissuse type plasminogen activator = t-PA), rc ché hoat hod plasminogen-1
(plasminogen activator inhibitor -1 = PAI-1), von Willebrand factor (vWF), phan tir
két dinh va cytokine.

Céc chat ty noi tiét va can noi tiét phéng thich tir ndi mod

Téc dung Céc chat tu noi tiét va cin noi tiét

Gian mach NO, prostacyclin, yéu to ting khir cuc din xuat ndi mo,
bradykinin, adrenomedulin, yéu t6 loi niéu C

Co mach ET-1, angiotensin II, thromboxane A2, géc oxy hoa,
prostaglandin H2.

Chéng tan sinh NO, prostacyclin, yéu t6 phét trién chuyén giao B, heparin
sulphate.

Tién tan sinh ET-1, angiotensin II, goc oxy hod, yéu tb phat trién dan xuat tur

tleu cau yéu t6 phét trién nguyén bao soi co ban, yéu td phat
trién gidng insulin, interleukin

Chong huyét khdi | NO, prostacyclin, hoat hod plasminogen, protein C, yéu té tic
ché t6 chuec, yéu t6 von Willebrand.

Tién huyét khoi ET—l, géc oxy hod, PAI-1, thromboxane A2, fibrinogen, yéu to

td chuic
Chi diém viém | CAMs (P va E-selectin, ICAM,VCAM) chemokine, yéu t6 nhan
k-B
Tinh thAim Thu t}}é cho sér} phém sau cung duong hod bac cao (AGEP).
Tan sinh mach Yéu to phat trién ndi mac mach

Binh thuong hoat dong té bao ndi mac mach lam gidm truong lyc mach mdu,
han ché sy két dinh bach cau ciing nhu cdc phan tng viém trong cdc thanh mach, duy
tri tinh thAm mach mau dbi v6i chat dinh dudng, hormone, cic chét trong lugng phéan
tr 16n khéc, bach cau, (rc ché két dinh va ngung tap tiéu ciu bang cich san xuit
prostacyclin va NO, han ché hoat dong cua qud trinh dong médu boi
thrombomodulin/protein C, heparan sulfate/antithrombin va yéu t6 to chirc/twong tic
tic ché con dudng yéu td t6 chirc va diéu hoa tiéu soi huyét bang san xuét t-PA va chat
Gic ché PAI-1 cua chiing.

Mot trong cdc phén tir quan trong dugc tong hop tai té bao ndi mac 1a NO ¢6 tic
dung giy gian mach, chong ngung tap tiéu cau, chong tan sinh, giam tinh tham va
thudc tinh khang viém. Chat NO e ché két dinh bach cau va lién quan trinh dién chat
VCAM-1(vascular cell adhesion molecule-1) do cytokine va chat MCP-1 (monocyte
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chemotactic protein-1), cic hau qua ma c6 it nhat mot phan tham gia (rc ché sao chép
yéu t6 NF-xB (nuclear factor kB).

Tén thuong ndi mac c6 thé gay r6i loan chirc nang ndi mac dugc biéu hién khi
thudc tinh bi thay ddi theo chiéu huéng khéng twong thich trong trang thai co ban hoic
sau khi kich thich. Réi loan chtrc ning ndi mac c6 vai trd quan trong khong nhiing
trong khoi dau xo vita dong mach ma con trong tién trién va hiu qua 1am sang. Céc
nguy co nhu ting cholesterol mau, rdi loan lipid mdu, hdt thudc 14, d4i thio duong déu
lién quan dén hoat hoa ndi mac va 16i loan chuc nang ndi mac. Vi thé hoat hod ndi mac
dugc chip nhan nhu la sy chuyén di (transducer) cua cic yéu td nguy co xo vira.

Céc yeu t6 nguy co xo vita thudng lam cho NO ndi mac giam sut hodc la do
giam san xuat hodc 1a do ting gidng hod.. Vi dy nong d6 cao LDL ting san xuat san
pham oxy phan tmg ROS ( reactive oxygen species) va cic NO don dep nhung cng
gia tang tuong tac gitta NOS (NO synthetase) va caveolin-1 chat 1am giam san xuat
NO. Chat angiotensin II lam gia ting NAD(P)H oxidase mach mdu, sin xuAt
superoxide va NO thu don va nhu thé giam hiéu lyc NO. Cdc tién trinh trén dan dén
hoat hoa ndi mac biéu hién bai gia tang trinh dién cdc phan tir két dinh

IV. PANH GIA ROI LOAN CHUC NANG CUA NQI MAC.
Bang danh gia roi loan chirc ning ngi mac ¢ nguwoi

Dénh gia Giai thich vé ton thuong rdi loan chirc ning

R&i loan gidn mach phuy thu¢c ndi mac | Gidm san xuét chat gian mach va/hay ting
san xudt chit co mach

Tang ty thodt qua mang mao mach cua | Gia ting thAm véi chat ¢6 phan tir 1on
albumin danh dau phéng xa chich tinh
mach, microalbumin niéu va sCD146

1 Endothelin Tang san xuét chit co mach

TVWF Tang hoat tién huyét khéi va tién d6ng mau
1sThrombomodulin Giam hoat chéng déng

1t-PA va PAI-1 Giam hoat tién tiéu soi huyét

tsE-selectin va sVCAM-1 Tang dinh va thim dbi voi bach cau
1sICAM-1 Hoat hod phéan tng viém

tfibronectin té bao va collagen loai IV | Rdi loan tong hop co chat ngoai bao

Chutrc nang ndi mac khong thé danh gid tryc tlep & ngudi, danh gid cac loai rdi
loan chtre nang ndi mac c6 thé dat duoc gidn tiép bang danh gid gian mach phu thudc
ndi mac, ndong do huyét twong cua protein diéu hoa din chit tir ndi mac va cé thé qua
microalbumine niéu. Mot vai thude tinh mach mau nhu cung dong mach va day 16p ndi
trung mac (IMT) dong mach canh c6 1€ mot phan phu thudc ndi mac.

Nhiéu nghién ciru ngang ghi nhén rdi loan gidn mach phy thugc ndi mac va
néng dd cao cua céc protein diéu hoa dan chat ndi mac & cac bénh nhan c6 cac bénh
lién quan dén ton thuong ndi mac nhu 13 xo vita- huyét khoi, tién san giat va viém
mach mau cling nhu nhitng c4 nhin c6 cic nguy co xo vita-huyét khoi.

Ngoai ra nhitng bénh nhan cé r6i loan gian mach phu thudc ndi mac, néng do cua cac
protein diéu hoa dan chat noi mac hoac microalbumin niéu c¢é du hau x4u vé tim mach

Trong bang d4nh gid rbi loan chiic ning ndi mac
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1. Céc test danh gid gian mach phu thud¢c ndi mac qua trung gian NO déanh gid
tdc dung cua cdc chat gidn mach ndéi mac nhu _prostacyclin va EDHF (endothelium
derived hyperpolarizing factor) va c¢6 thé nham rdi loan chirc nang té bao co tron mach
mau

2. Chap nhan ndng d6 cao trong huyét twong ctia cdc chit trung gian dan chat
ndi mac phan anh roi loan chuc nang ndi mac trong cidc bénh mach méau (mach vanh,
mach canh) doi hoi

- Ciéc loai té bao khac khong 1a ngudn quan trong

- Tong hop quan trong hon 1a thanh thai trir phi chét sau phu thudc ndi mac

- Chuc nang ndi mac trong vi mach tuong duong chic ndng trong mach méu
16n, thanh phan nay, do sy viéc 1a hé théng noi mac vi mach voi dién rong va kha nang
tong hop, 12 quan trong khing dinh néng do huyet twong cua cdc chét trung gian dan
Xuat noi mac. luu y PAI-1 khong nhiing c6 thé san xuat tr t& bao ndi mac ma con té
bao gan, té bao md va té bao co tron mach mau.

3. Ty 1¢ xuyén mang cua albumin dugc khang dinh khong nhiing béi ndi mac
ma lai con boi thudc tinh hod hoc va co hoc cua co chét ngoai bao va boi dp lyc huyét
dong dir liu gan day chat hoa tan CD146 thanh phan globulin mién dich lién quan den
kiém sodt lién két té bao va té bao ( cell-cell cohesion) va tinh thAm nodi mac, cung cip
nhiéu thong tin lién quan ctia ndi mac véi tinh thim mach mau.

Tém tét cic diéu kién phéi hop 16 loan churc ndng ndi mac, chién lugc can thiép
roi loan chuc nang ndi mac va chét chi diém rdi loan chirc nang ndi mac.

Céc diéu kién
phdi hop véi rbi
loan chtrc ndng
ndi mac

Xo vita dong mach, tang cholesterol mdu, tang LDL.C, giam
HDL.C, ting Lp(a), ting LDL.sd, LDL.C oxy hod, ting huyét dp,
tang homocystein, tudi, viém mach mau, tién san giat, hdi chiing
chuyén hod, dau thiat nguc khong 6n dinh, ddi thdo duong, hut
thudc 14 cha dong va thu dong, tdi tw6i mdu sau thiéu mau, xo vira
dong mach, bypass tim phdi, man kinh, bénh Kawasaki, bénh
Chagas, tién st gia dinh bénh mach vanh, nhiém khuan, trim cam,
it hoat dong, béo phi, suy than, ting CRP, suy tim sung huyét, phi
dai thét trdi, sau an

Can thi¢p nham
cai thién chic
nang ndi mac

Uc ché enzym chuyén, c ché thy thé angiotensin, c ché
endothelin, statin, tetrahydrobiopterin, folate, tap thé duc, tang
nhay insulin, giam LDL, ting HDL, chdong oxy hod, L-arginine,
desferoxamine, glutathione, giam homocystein, giam CRP, giam
FFA

Cac chat chi
diém hoa tan
cia rb6i loan

chicc nang nodi
mac

CAMs, yéu td von Willebrand, nitrite, khong tuong thich
(asymetric) dimethylarginine , CRP, tPA, fibrinogen, amyloid A

V. PHAT HIEN SOM TON THUONG XO VUA PONG MACH QUA PANH
GIA TON THUONG NOI MAC TRONG THUC HANH LAM SANG
1. Panh gia roi loan chirc ning ndi mac mach
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Thir nghiém danh gi4 chtic ning ndi mac mach trén ngudi ddi hoi nhiéu thach
thirc. NOi mac mach phéng thich mdt sb san phém, nhung van chua cé mot xét nghiém
mau don ddc nao chung minh dugc tinh hitu dung trong viéc xac dinh chirc nang ndi
mac binh thuong hay bét thuong, nhit 12 ¢ giai doan sém. Céc thr nghiém thudng
duoc dung nhét dé danh gid chtrc nang ndi mac trén co thé séng déu dua vao viéc do su
gian mach phy thu¢c ndi mac khi mach mdu dap ng voi nhiing kich thich bang dugc
chat hodc vat ly. DPic tinh nay dya vao kha ning cua noi mac phong thich NO, n6
khong chi la mot chét gy gidn mach ma con la mot yéu t6 chdng ngung tap tiéu cau,
sur két dinh dai thuc bao, va sy tang sinh cua té bao co tron.

Chtrc nang ndi mac cé thé do duogc truc tiép 0 dong mach vanh va dong mach
ngoai bién bang cdch do chirc ning van mach sau khi truyén vao trong 1ong dong mach
mot s chat 1am gia ting phéng thich NO noi mac. Diéu bat tién ctia phwong phép nay
12 ban chat xdm nhap cta né. Vi Iy do nay, nhitng phuong phdp khoéng xam nhap dé
danh gid chic nang ndi mac mac da duogc hinh thanh.

Phuong phdp duoc st dung rong rdi nhat 1a dwa vao siéu am 2D do dudng kinh
d6ng mach khau 16n khi né dap ung véi dp luc d& ép trudc d6 gy ra gidn mach phu
thudc ndi mac. Gidin mach khong phu thudc ndi mac cling c6 thé danh gia bang viéc do
duong kinh dong mach sau khi dung nitroglycerin ngam dudi ludi.

Trong thap nién 90, v&i siéu 4m tan s6 cao khao sat dong mach canh tay dé danh
gid su gian mach qua trung gian dong chdy (Flow Mediated Dilation) phu thudc noi
mac da phét trién. Pay 12 mot k§ thuat danh gia chic ning ndéi mac. Ky thuat nay kich
thich phéng thich nitric oxide (NO), gdy ra gidn mach. Mirc d6 gidn mach c6 thé tinh
toan dugc nhu mot chi sb cua chire nang van mach (vasomotor function).

Thiam do khong xAm nhap cia k¥ thuat cho phép lap lai nhidu 1an dé nghién ciru
hiéu qua cua nhitng can thi€p khac nhau c6 anh hudng 1én sy lanh 1an cua mach mau.
Mic dit khong phéi 1a tiéu chuan vang dé danh gid chirc ning ndi mac hién hiru, do
FMD ¢ dong mach canh tay hodc dong mach dui qua si€u am 2D la phuong phap
nghién ctru diing nhiéu nhét trén 1am sang
Gian mach qua trung gian dong chiay (Flow Mediated Vasodilation FMD):

Mach mau c6 kha ning co gidn nham dap ing v6i nhimng kich thich héa hoc va
vat ly tac dong trong long mach dugc goi 1 kha ning ty diéu hoa truong lyc nham dé
diéu chinh phan bd ciing nhu dong chdy ciia miu ddp Ung v6i nhitng thay doi moi
truong tai chd. Nhiéu mach mdu ddp tng véi su gia ting dong chay hodc dp luc chén
¢p gay tac hoan toan bang cdch gidn ra. Hién twong nay dugc goi 1a FMD. NO ngudn
gbc ndi mac 1a chit trung gian co ban cia hién twong FMD.

Co ché chinh xéc cia viéc phat hién cip thoi cua luc d& ép va sy dan truyén tin
hiéu dén sau d6 dé diéu chinh truong lyc mach méu van chua dugc biét day du. Mang
té bao ndi mac c6 chura cdc kénh ion chuyén biét, nhu cac kénh kali dugc hoat hda boi
calcium, né mé ra dé ddp Gmg véi dp luc de ép. Hiéu qua cua viéc mé kénh kali 1am
cuong phan cyc té bao ndi mac, gia ting dong calcium di vao. Calcium tic dung nhu 1
enzyme tong hop NO, va sy hinh thanh NO sau d6 gy ra FMD.

Té bao noi mac mach bi t6n thuong 1am mét kha niang chong dong do giam giai
phéng va giam téng hop thanh phan Prostacyclin (PGI-2); giam tong hop va giam hoat
tinh sinh hoc cua protein C, protein S va thrombomodulin; giam ti€u soi huyét do r01
loan tong hop t-PA, PAI-L; tiép qud nhiéu protein thuan loi cho sy két dinh tiéu cau
(yéu td VIII-Willebrand); giam san xuat NO.
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- Mang ddy mach méu bi tén thuong din dén hién twong ting tong hop cic
protein co ban ngoai té bao ma chi yéu 1a collagen type IV. Proteoglycan, fibronectin
va lamilin ma hau qua cta ching 13 1am giam tinh dan hoi va 1am rdi loan kha nang loc
cua mang day.

- Bn DPTP té bao co tron phat trién manh, phi dai, ting sinh va loan san ciing
g6p phan 1am réi loan déng méu va ting sinh huyét khoi.

- Hé thdng than kinh mét quan binh giita giao cam va ddi giao cam: kém nhay
cam véi cdc chét trung gian hod hoc ctia hé dbi giao cam nhu acetycholin, do d6 hién
tuong co mach chiém uu thé.

Phwong phap do FMD :

Do c6 nhiéu nghién ciru FMD ¢ nhing vi tri ddng mach khéc nhau trén co thé
cling nhu cdc cdch tién hanh giy 4p luc de ép véi khoang thoi gian khac nhau. Nam
2002 . T6 chtc Tim Mach Pai Hoc MY (American College of Cardiology Foundation)
da dong thuan vé k¥ thuat ctia phuong phap do FMD.

Trang thiét bi chinh 12 mdy siéu 4m Doppler 2D mau c¢6 phan mém mach méu
v6i dau do tan sb cao (trén 7,5 MHz).

Vi tri dugc chon dé do dudng kinh trudc va sau khi tao ra kich thich de ép 1a
d6ng mach cénh tay doan trén hd  khuyu.

Khi kich thich de ép gay tac dong chay duoc tao ra bang mot mdy do huyét 4 ap
v6i bang do dugc quan & vi tri canh tay trén cho dong mach dugc do hodc ¢ vi tri cang
tay dudi. Thoi gian dinh dé dat sy gian mach t6i da 1a 50 gidy sau khi lam ngung dong
chay ¢ dong mach cang tay va 70 gidy ddi v6i dong mach cénh tay.

Do sy gian mach dat dén muc t6i da khi dong mach bi de tat trong 5 phut, thoi
gian ndy dugc chon lam thoi gian lam ngung dong chay.

Bom dp luc bang may huyét dp 1én mirc vuot qua huyét dp tim thu 50mmHg dé
lam tic dong chay tao ra kich thich va giit trong 5 phit. Sau d6 xa nhanh 4p luc huyét
4p dé tao ra phan ng cudng mau.

Puong kinh dong mach cénh tay dugc do trude va sau khi xa ap luc duoc do tai
ciing vi tri. Ty 1& phan trim gitra duong kinh sau khi tao kich thich va dudng kinh trudc
dé goi 1a FMD. Cong thirc tinh FMD = (D2 — D1)/D1* 100 (%)

C6 suy giam chtrc nang nd1 mac khi FMD < 5,0 %.

45-60 sec
after cuff 4 min after

release nitroglycerin

Baseline
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ung dong chay trich dan theo Corretti, M. C. et al. J Am Coll Cardiol 2002;39:257-265

2. Khio sat bé day 16p ndi trung mac ( Intima Media Thickness)

Hinh 4 va 5: siéu am 2D bé day I6p IMT binh thwong (phdi) va day lén (trdi)

Sau phuong phdp dénh gid ddp ung ndi mac qua trung gian dong chay, ton
thuong s6m xo vira dong mach c6 thé phét bang do bé day 16p ndi trung mach (IMT)
bang siéu 4m 2D véi dau do c¢6 do ly gidi cao >7,5 MHz tai cdc dong mach noéng nhu
dong mach canh, dong mach chu, dong mach dui, dong mach kheo....Phuong phdp do
IMT bang siéu 4m 2D di dugc Pignoli P. (1986) 1an dau tién dé xuat

Vé phuong dién hinh anh siéu am, hé thdng mach mdu chia 1am 2 nhém bao
gém nhém A trong dé vé phuong dién dai thé long mac binh thuong hodc c¢6 gidi md
(fatty streak) va nhém B trong d6 c6 ton thuong xo vira dong mach.

Trong nhém A dic trung mach mau biéu hién dudi hinh anh hai dudng hdi 4m
song song dugc phan cich nhau boi mot khoang giam héi 4m hodc khong ¢6 hdi 4m .
Biéu dd mit cit duoc xdc dinh nhu la biéu d6 2 duong trong d6 dudng bén trong (phia
long mach) thuong déu din, mém mai va mong hon so voi dudng bén ngoai.

Tuong quan v6i cdc hinh ndy v6i mau tiéu ban 16n dugc chdp nhan véi dudng
bén trong 12 ndi mac, duong giam hoéi 4m 1a trung mac va duong hdi 4m bén ngoai 1a
ngoai mac. Vi vdy khi do khoang céch tir duong hoi 4m bén trong dén khoang phin
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gidi (interface) gitta dudng giam hdi 4m va dudng hoi 4m thir hai goi 1a bé day noi
trung mac (IMT) cua thanh mach.

VI. KET LUAN

R6i loan chic ning va ciu tric ndi mac mach 1a nhirng thuong ton dau tién cua
tién trinh xo vira dong mach. Ngoai sy han ché va kiém sodt céc yéu t6 nguy co giy roi
loan vé chuc nang va ciu tric cua ndi mac,viéc phat hién sém ton thuong xo vira dong
mach bang 2 thim do khong xAm nhap nhu ddnh gia dép (mg gian mach qua trung gian
dong chay (FMD) dong mach cénh tay va do bé day 16p ndi trung mac (IMT) cia cdc
dong mach ndng nhu dong mach canh hodc dong mach dui gép ph'?ln cai thién tién
Iuvgng bénh nhan cé nguy co cao bi xo vira dong mach.
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PIEU TRI ROI LOAN CHU'C NANG NOI MAC MACH
Nguyén Hai Thuy
Truong Dai Hoc Y Duoc Hué

I. BENH NGUYEN ROI LOAN CHUC NANG NOI MAC

No6i mac mach mau (vascular endothelium) 1a mot 16p té bao nam & gifra long
mach mdu va 16p té bao co tron mach mdu.Vé phuong dién chuyén hod 16p ndi mac
hoat dong va san xuat mot sd chat trung gian lién quan dén van mach trong dé chat
nitric oxide (NO) dan xuét tir t& bao ndi mac 1a chat co ban trong duy tri su hé.l’lg dinh
ndi moéi mach mau .

No6i mac mach méu la mot co quan can ndi tiét 16n, né tiét ra nhiéu yéu t6 diéu
hoa truong luc mach méu, gitp phét trién cta té bao, cdc twong tic cta bach cau va
tiéu cau va dic tinh sinh déng. Nhitng nhan cam va dép tng cua ndi mac dbi Vi vO 5O
cac kich thich bén ngoai va bén trong thong qua céc phirc hop thu thé mang té bao va
nhiing co che truyen tai tin hiéu, dan dén su tong hop va phéng thich céc chat hoat
mach, céc yéu t6 phat trién va diéu hoa dong mau.

Vai trd ctia ndi mac mach mau trong bénh 1y & nguoi gan ddy da trd thanh tim
diém nghién ctru cta cdc nha khoa hoc. Suy giam chirc ning ndi mac c6 lién quan véi
mot s6 tinh trang bénh 1y nhu dai thdo dudng, rdi loan lipid mau, ting huyét 4p, béo phi

. Réi loan chirc nang ndi mac la mot trong nhitng diu hiéu chinh va sém cua bénh
sinh xo vita mach, dy bdo nhitng thay doi xo vita dong mach
Nguyén nhan giy rdi loan chiic ning ndi mac

Céc diéu kién phoi
hop v6i r6i loan
chirc nang ndi mac

Xo vita dong mach, tdng cholesterol mdu, tang LDL.C, gidm
HDL.C, tang Lp(a), tang LDL.sd, LDL.C oxy hoa, tang huyét
ap, tang homocystein, tudi, viém mach mdu, tién san git, hoi
chting chuyén hod, dau thit nguc khong on dinh, déi thdo
duong, hit thudc 14 cha dong va thu dong, tdi twdi mau sau
thiéu mau, xo vita dong mach, bypass tim phéi, man kinh, bénh
Kawasaki, bénh Chagas, tién sur gia dinh bénh mach vanh,
nhiém khuén, trAm cam, it hoat dong, béo phi, suy than, ting
CRP, suy tim sung huyét, phi dai thét trdi, sau an

Can thi€p nham
cai  thién chuc
nang ndi mac

Uc ché enzym chuyén, trc ché thy thé angiotensin, tc ché
endothelin, statin, tetrahydrobiopterin, folate, tap thé duc, tang
nhay insulin, gidam LDL, tang HDL, chong oxy hod, L-
arginine, desferoxamine, glutathione, gidm homocystein, giam
CRP, giam FFA

Céc chat chi diém
hoa tan cua rdi
loan chutrc ndng noi
mac

CAMs, yéu td von Willebrand, nitrite, khong twong thich
(asymetric) dimethylarginine , CRP, tPA, fibrinogen, amyloid
A

IL PIEU TRI ROI LOAN CHUC NANG NQI MAC
RGi loan chttc nang ndi mac Ia giai doan sém cua xo vira dong mach néi riéng
va ton thuong mach mau néi chung. Khi xuat hién cdc dau chung 1am sang cua bénh xo
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vita mach thuong 1a bénh da ¢ giai doan bdc phét va khi dé viéc xur tri thuong 1a chi
lam giam nhe bénh hodc nhdm vao viéc bao vé thi phét. Vi vay phong ngua benh X0
vita dong mach ¢ giai doan sém c6 thé dat duoc bang cich phat hién va dleu trj rdi loan
chtre ning ndi mac, mot trong nhitng thay doi quan trong nhét ¢ giai doan tién 14m sang
cua bénh xo vita dong mach.

Bénh nhan DTP dic biét 1a DTD type 2 1a mot bénh 1y v6i nhiéu yéu tb nguy co
phdi hop trén ciing bénh nhan. Vi thé song song véi kiém sodt dudng huyét viéc dy
phong va diéu tri cdc yéu td nguy co phdi hop rit quan trong
1. Thay déi 16i song va kiém soat ché dp tiét thue

Mot s6 nghién ciru ghi nhan thay doi 16i song va kiém sodt ché do tiét thyc 1a
mot trong nhimg bién phap hd tro va gép phan cai thién tinh trang réi loan chirc ning
ndi mac, Lavrensic A va CS (2000) nghién ctru hiéu qua cua tap thé duc 1én FMD &
dbi twong 29 nguoi ¢ hoi ching chuyén héa tudi tir 40 dén 60. Két qua 3 lan tap thé
duc mdi tudn trong 12 tudn thi FMD gia ting ding ké so voi trude tap (5,3 + 2,8%
trudce tap so voi 7,3 + 2,7% sau tap, p < 0,05). Nicholas Tentoluris va CS (2008) nghién
ctru tic dung cua bita 4n giau acid béo bao hoa va khong bao hoa ddi véi FMD & bénh
nhan dii thdo duong type 2. Két qua sau bira n giau acid béo bao hoa, FMD giam c6
y nghia thdng ké. Nguoc lai nhém diing bita dn c¢6 acid béo khdng bdo hoa (dau 6 liu)
thi FMD thay d6i khong ding ké. Nghién ctru nay goi y ché d6 an vai chat béo khong
bao hoa c6 thé gitip cai thién rdi loan chiic ning ndi mac.

2. Kiém soat dwong huyet

Tang du:ong huyet la mot trong nhirng nguy co giy rdi loan chirc ning ndi mac.
Vi the viéc kiém sodt tt dudong huyét dudi moi hinh thuc 1a diéu tri co ban nham han
ché tén thuong nodi mach & bénh nhan PTP. Nhiéu nghién ctru ghl nhan ting nong do
glucose mau gay r01 loan gian mach phu thudc ndi mac. Giam noéng do glucose mau
ngoal lam glam nong do insulin con gép phan cai thién chic ning ndi mac. Vi thé diéu
tri can nham dén 1 ha duong huyét va ting nhay ciia insulin.

3. Uc ché PKC

Tang duong mau c6 thé gia ting hoat hod PKC trong d6 gia ting stress oxy hod.
Str dung cic chat e ché PKC c6 thé phuc hdi chirc ning mach mau va ciing lam gia
tang su trinh bay mRNA ctia eNOS trong té bao ndi mac dong mach chi. Gan day, chat
tic ché PKC, LY33531 da dugc sir dung. Thudc nay lam binh thudng luu lwong mau
vOng mac, ty 1€ loc cau than song song voi tdc dung e ché PKC.

Beckman va cng su nhan théy {rc ché PKCB 1am giam su roi loan gidn mach
phu thudc ndi mac & ngudi khoé manh dugce lam ting dudng mau.

4. Ciac chit e ché tong hop AGE.

San pham AGE la két qua r6i loan vé lau dai cia protein d6i véi ting dudng
mdu voi cdc tic dung lam giam NO tryc tiép va gia ting stress oxy hod. Chat
aminoguanidine, chat trc ché tong hop AGE cho thay lam giam nong d6 AGE va céi
thiét chlrc ndng ndi mac & dong vat thi nghi¢m.

5. Tetrahydrobiopterin

Tang dudng méau 1am ting stress oxy hod c¢6 thé 1am gia ting bién d6i NO thanh
peroxynitrite, chat 1am ton thuong chirc nang thanh mach. Giam stress oxy hoé c6 thé
phuc hdi chtic ning thanh mach hon Ia cung cap NO. Tang duong huyét kéo dai va
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tang cholesterol mau gy ra su khong lién két cia eNOS va 1am giam san xuat NO.
Nghién ctru trén dong vat bi ddi duong thuc nghiém va bénh nhan tang Cholesterol ghi
nhan s dung chét Tetrahydrobiopterin 1am phuc hoi gian mach phu thugc ndi mac.
Tuy nhién chwa khang dinh cdc nghién ciru bénh nhan DTD.

6. L-arginine

L-arginine cung cap co chét cho NO, st dung L arginine to ra c6 hiéu qua cho
ngudi 1an dong vat. Tiét thuc L arglmne trong 10 tuan cho thdy dy phong day ndi mac
d6ng mach vanh va giam phan tng tiéu cau ¢ tho bi tang cholesterol. Dung L arginine
duong udng lam giam tan sinh ndi mac ton thuong sau khi nong béng ¢ tho ting va
khong tang cholesterol mau. O ngudi st dung L arginine 1am giam sy tang hoat dong
tiéu cau & nguoi tang cholesterol mau. Ding L arginine tinh mach giam dé khang mach
ngoai bién va giam huyét 4p tdm thu va tdm truong, cai thién giin mach vanh phu
thudc ndi mac nhim dap ung acetylcholin trong mach vanh & nguoi tang cholesterol va
cai thién ludng mdu ¢ dong mach chi duéi bi thiéu mau. Nhém Deanfield ghi nhan
cung cip L-arginine khong cai thién giin mach qua trung gian dong chay & bénh nhén
DTD phu thudc insulin.

7. Estrogen

Tan suat bénh dong mach vanh & phu nir tién man kinh thap hon nam giéi ciing
d6 tudi trong d6 giai thich mot phan nhd anh hudng Estrogen. Estrogen ¢6 cic tic dung
quan trong trén chirc nang thanh mach ma khong hoan toan gidi thich dya trén sy cai
thién lipid m4u. Bénh nhan nit BDTD c6 cung nguy co tim mach nhu l1a ngudi nam
khong BTD duoc dé xuit rﬁng, ho da bi giam tdc dung bao vé tim mach cua Estrogen
nhu 12 ngudi phy nir tién man kinh khc.

Estrogen c¢6 nhiing tic dung c6 loi, khong nhitng e ché ngung tap tiéu cau ma
con ¢6 tic dung chdng oxy hod va tac dung chéng tin sinh trén co tron mach mau.
Nhiéu nghién cuu da chiing to réng Estrogen céi thién su gian mach phu thugc nd1 mac
& dong vat bi cat budng trang va phu nit hau mén kinh. Co ché ¢ thé 1a do thic day
san xuadt eNOS hodac la do tc ché co mach phu thudc Prostaglandine H synthase
prostanoid. Lim va cong su di ghi nhéan rang liéu phdp hormone thay thé cai thién céc
phan g vi mach ¢ phu nit sau mén kinh khoé manh. Tdc dung nay c¢6 vé yéu & phu ni
DTD type 2. Tuy nhién lidu phap hormone thay thé cai thién hoat hod ndi mac dugc
quyét dinh boi mot phan tir két dinh ndi bao hoa tan & nhitng phu nit DTD type 2.

8. Céc chit trc ché enzym chuyén

Cic chat trc ché enzym chuyén cho thay cai thién chirc ning ndi mac va lam
giam sy phit trién xo vita dong mach & cdc dong vat thi nghiém c6 ting cholesterol
mdu dya vao tac dung doc 1ap voi tic dung ha huyét ap. Tuong tw, nghién ciru HOPE
(Heart Outcomes Prevention Evaluation) da chung to rang chat ramipril (e ché enzim
chuyen) trong du phong cac bién ¢b tim mach & bénh nhan DTD mac du co ché cua tic
dung nay chua . Céc thir nghiém 1am sang da chung to rang chat quinapril (rc ché
enzym chuyén) cai thién chirc nang ndi mac ¢ bénh nhan khong DTD c6 bénh mach
vanh. Céc nghién ctru dénh gid tic dung cua tc ché men chuyén trén bénh nhan DTD
type 1 c¢6 nhimng két luan ban cdi trong d6 mot sd nghién ciru ching to rang wc ché
enzym chuyén khong c6 tic dung trén chirc ning thanh mach & bénh nhan DT type 1
sau 6 thing diéu tri. Tuy nhién, O’Driscoll va cdng su ghi nhan cai thién chiic nang ndi
mac do trc ché enzym chuyén & bénh nhan TP phu thudc insulin.
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Uc ché men chuyén ciing cai thién chirc nang ndi mac phy thugc NO co ban va
kich thich & bénh nhan BTD type 2 bao gdm bénh nhan bj tang huyét 4p va bénh than
DTD. Tuy nhién, khong thiy hiéu qua cua uc ché enzym chuyen trén bénh nhén c6 hoi
chimg khang insulin. Céc chat rc ché enzym chuyén c6 mét so tic dung c6 1oi trén cu
trdc va chirc nang mach mau. Bac biét, chung thic day hiéu qua sinh hoc ctia NO. Chat
sau nay c6 thé la do giam san xuét qua trung gian angiotensin II cua superoxides hodc
thdng qua tic ché giang hod bradykinin, mot chat c6 tiém ning kich thich NO phéng thich

ACE-independant pathways

[l i A Angictensin [l -+— Angiotensin | -+— Angictensinogen

bed
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fragments

Bradykinin
Endothelial

L-arginine

AT 1.\ iction 4. Extracellular matrix formati 1. Vasodilati

L ;
[ 2 Cardiac hypertrophy 5. Smoocth muscle cell proliferation 2, Platelot inhibition
3. Augmentation of peripheral noradrenargic activity 3. inhibition of vascular growth

So do co che tdc dung rc che enzyme chuyén trén ngi mac mach

9. Uc ché HMG CoA Reductase

Nhiéu thtr nghiém Iam sang da khing dinh rang nhém Statins 1am giam ddng ké
ti 18 tr vong va mic bénh tim mach. Ngoai ra, diéu tri giam lipid mau ciing cai thién
chttc nang ndi mac. Cai thién roi loan gian mach phu thudc ndi mac xdy ra trén bénh
nhan DTP c6 rbi loan lipid 1a rat it va phdi hop.

Akalin A va CS (2008) nghién ctru tdc dung ctuia Atorvastatin 1én FMD & nguol
d4i thiao duong type 2. Két qua cho thdy Atorvastatin cai thién c6 y nghia chirc ning
ndi mac (thdng qua FMD) ¢ bénh nhan dai thdo dudng type 2.

R&i loan gian mach phu thudc ndéi mac ¢ bénh nhan DTD type 2 c6 r6i loan lipid
mau duoc ghi nhan 12 cai thién véi diéu tri fibrate (chat 1am giam ndng do triglyceride
huyét thanh) nhung khong phai véi statins
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10. Arginine nghich ly (Arginine paradox)

Céc tic dung co lgi cua L-Arginine ngoai sinh trén mach méu cia mot sb tinh
trang bénh 1y v&i su gia ting ndng do nitrate va cGMP huyét tuong trong qud trinh diéu
tri L-arginine da dé xuét su cung cAp nhiéu L-arginine c6 thé kich thich hoat dong
NOS. Tuy nhién diéu dang thic méc 1a st dung arginine ngoai sinh s& dwa dén san xuét
nitric oxide khi ndng d¢ arginine ngoai bao ludn phit hop trong sy gia ting qud mirc
nhu cau ciia NOS, mot hién tuong goi 1a arginine nghich 1y.

Diéu nay lan dau tién dugc chimg to & tho bi ting cholesterol mau va ciing dugc
quan sat trén bénh nhan ting dp phoi. nhiéu giai thuyét ddi véi hién tuong nay.

Day 14 c¢6 thé 1a do chat tic ché ndi sinh cia NOS,ADMA, c¢6 thé ddi khang véi
noéng d6 nodi bao binh thudng cua L-arginine. Vi cung cp thém arginine duoc doi hoi
dé khac phuc sy khiém khuyét cia co chat NOS.

Tht hai. Vi eNOS dinh vi uu thé vi tri ni bao ddc biét dugc biét 1a caveolae,
ndng do tai chd cua L-arginine trong vi mdi truong ndy c6 thé khdc voi ndi mach. Van
chua ré 1am thé nao su dinh vi dic hiéu caa eNOS bédi caveolae c6 thé anh hudng dén
co chét tai chd thich hop, nhung co ché lién quan su déng dinh vi ciia eNOS cta mot
vai chat van chuyén arginine (vi du van chuyén acid amine cation -1 ( cationic amino
acid transporter-1). Sy thanh 1ap cua phirc hgp caveolar nhu thé c6 vé thuan loi chuyén
giao arginine tu eNOS

Diéu quan trong dé nhan biét 1a tic dung giin mach ciia L-arginine khéng hoan
toan trung gian tryuc tiép boi nitric oxide. L-arginine ¢4 thé (e ché truong lyc giao cam
ngoai bién dua dén gian mach qua su chuyén hod cua né, chit abmatine, kich thich thu
thé alpha2 trung wong. Thém vao d6 arginine ciing kich thich phéng thich nhiéu
hormone nhu glucagon, prolactin va growth hormone cé thé giy tic dung gian mach.
Ngoai ra mot vai mach mau va tic dung khic cua argnine bi phan chia boi loai dong
phan hinh thdi cua chiing, D-arginine, khong phai co chit ctia NOS. Co ché phirc tap
qua d6 L-arginine c6 thé cai thién chirc ning mach mau trong mot vai tinh hubng ddng
dugc tham do sau nay.

11. Nitrovasodilator/Nitric oxide donor
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Céc loai gian mach nitro (Nltrovasodllator) nhu amyl nitrite, glyceryl trinitrate,
sodium nitroprusside va molsidomine 12 tién chat va c6 tac dung sau khi chuyén hod
thanh nitric oxide. Vi thé duoc goi la cho nitric oxide (nitric oxide donor). Dya trén céc
thudc tinh gian tinh mach cdc thudc dugc sir dung trong suy tim va dau thit nguc.

Nitrosoglutathion l1a phttc hgp ctia nhém nitrosothiol da nghién ctru rong rai trén
ngudi. thude c6 tic dung khang ngung tap tiéu cau, cin bang gidn dong va tinh mach
hon nitrate hitu co. Nitrosoglutathione trc ché hoat hod tiéu cau trong dong mach vanh
sau khi nong vanh va Iam cau ndi. Vi thé nitrosothiol c6 thudc tinh dugc hoc trong diéu
tri thiéu NO va ¢6 thé chat cho nitric oxide loai c6 thé dugc trién khai khdc hon thube
hién tai
12. Nitric oxide dang hit ( Inhalation of nitric oxide)

Nitric oxide dang hit cai thién mot sd trudng hgp mao mach phdi, bao gom ting
ap ph01 dai dang ¢ tré so sinh, ting ap phdi thir phéi sau thiéu khi man, h01 chiing suy
hé hdp nguoi 16n. Thudc con cé tiém ning trong cai thién phi phdi cdp va ching
methaemoglobinaemia.

13. Chuyén doi gen (Gene transfer)

Chuyén doi tryc tiép gen NOS dong dang dén thanh mach bi rbi loan van mach
va c0 vai tro trong diéu tri cdc bénh tim mach . Su tiép can nay cho thay hiéu qua trong
cac thir nghiém ve€ bénh mach mdu cua céc dong vat thi nghiém. Diéu tri gen mach mau
ctia dan chat eNOS dén t6 chirc dic biét thic day san xuat NO & vi trf can quan tam.
Chuyén gen NOS thyc hién 1an dau tién nim 1995, khi eNOS cDNA, di lay tir dong
mach canh cta chudt sau khi ton tuong do nong béng. trong mot phirc hop vai virus
ngung két ctia Nhat Ban. Piéu nay da tao ra mot sy giam tin sinh ndi mac & ngay thi
14. Sau d6 mot két qua tuong ty dugc khéng dinh bdi mot nhém nghién ctru khic &
dong mach va tinh mach chau va vanh ghép.

Gen tri liéu cling lan rong tur chuyen giao tai chd cho dén hé théng. Pua mot lidu
eNOS cDNA cua ran vao h¢ thong tun hoan qua tinh mach dudi cua chudt bi tang
huyet ap ty phat két qua ting san xuat va bai tiét cGMP va nitrite/nitrate, va giam déng
ké huyet ap tam thu kéo dai 12 tuan.

14. Uc ché NOS

Ding trc ché iNOS cho thiy cai thién thay d6i huyét dong qua trung gian véi
NO trong thyc nghiém ciia choang nhiém khuan. Diéu tri tinh mach L-NMMA dan
chat arginine (arginine analogue -NMMA) lam cai thién sy giam dé khang mach médu
ngoai bién va giam huyét 4 ap dong mach ¢ cho nhiém noi doc t6. Céc tic dung twong tu
v6i L-NMMA ciing dd khang dinh ¢ nguoi. Tuy nhién ting dp phdi va giam cung
lugng tim ciing ghi nhan sau khi ding ¢ ché NOS. Trong tuwong lai phat trién thude
trong lanh vyc nay nham vio dang NOS dong dang dac hiéu cling nhu cap do cua uc
ché ddi hoi san xuat cdc duoc phadm c6 hiéu qua tdi uu.

15. Chong oxy hoa (Antioxidants)

Tur khi stress oxy hod gy bién chimg rdi loan chirc ning ndi mac, nhiéu nghién
ctru vé vai trd thudc chdng oxy hod trén chirc ning mach mau va dy phong bién ching
tim mach. Chinh vitamine C (ascorbic acid) duong tinh mach cdnh tay céi thi¢n gian
tinh mach phu thudc ndi mac & bénh nhan DTD type 2, nguoi hit thude 14 va tang
cholesterol mdu. Tuong tu dung vitamin C & bénh nhan bénh mach vanh cai thién gian
mach qua trung gian dong chay. Tac dung nay c6 lgi xay ra nhanh sau 2 gio va kéo dai
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30 ngay. Ngoai ra dung vitamin C con cai thi¢n gian mach phu thudc ndi mac ¢ dong
mach thuong tim mac bénh nhan ting huyét 4p khong c6 bénh mach vanh. O bénh
nhan bénh mach vanh phdi hop vitamin C va L-arginine gdy gia tang gian mach dang
ke Ngoai ra vitamin C ¢6 mot s tic dung tién oxy hod (pro-oxidant effects) trong mot
s6 tinh hudng.

Vitamin C

Réi loan chirc ning ndi mac trong DTD type 1 va 2 1a do bat hoat chat NO boi
cic gbc tu do dan xuét oxy. C6 mot sy giam ndng d6 chit chong oxy hod noi sinh bao
gdm chat superoxide dismutase va catalase & dong vat DTD thi nghiém. Ngoai ra nhiéu
nghién ctru 14m sang dd ghi nhan c6 su giam ndng do vitamin C va E ndi sinh 6 DTD
type 1 va type 2. Bat cit cdc phuong tién 1am giam stress oxy hod déu c6 tiém ning cai
thién gian mach phu thudc ndi mac. Timimi va cong su, Ting va cong sy ghi nhan khi
truyén vao trong vitamin C vio trong dong mach cai thién su gidn mach phu thudc noi
mac & bénh nhan DTD type 1 va type 2. Ngoai ra, truyén vitamin C cai thién réi loan
chtrc ndng ndi mac & nhitng nguoi khoé manh dugc gy taing duong mau.

Vitamin E

Vitamine E (a- tocopherol) tan trong md, trong thién nhién gém 8 dang khic
nhau cua hai hop chit d6 1a tocopherol va tocotrienol. (1)Tocopherol dugc phin bd
rong rai nhat trong thién nhién, né ¢ cdu triic vong véi mot chudi dai bén canh, va co
bbn dang 1a a-toco, B-toco, y- toco, va d- tocopherol (ching duoc phén biét bang )
lwong va vi trf ging ciia nhanh methyl trén vong). Trong d6 o-tocopherol 12 chat c6
hoat tinh sinh hoc nhiéu nhét va (2) Tocotrienol ciing c6 bon dang nhu vay va duoc
phan biét v6i tocopherol bang chudi dai khong bio hoa.

Dang vitamin E c6 ngudn gbc tong hop chinh 1a tit ca cic racemic-o-tocopherol
12 mot hdn hop gdom 8 ddng phan quang hoc. Ca hai dang ty nhién va tong hop cia
vitamin E déu ¢6 cling cong thirc phan tir, nhung khic nhau vé cau tric khong gian ba
chiéu. Chirc ning chinh ciia Vitamin E trong co thé 1a tdc dong nhu 1a chit chéng oxy
hoa - n6 dugc xem la hang phong thu trude tién chéng lai qua trinh peroxyd hoa lipid.

O mirc te bao Vitamin E tdc dong dé bao vé mang té bao khoi su tin cong cla
gbc ty do 1am ton hai dén mang té bao — né thuc su hdi nhap vao 16p lipid kép xung
quanh té bao. Nhu 12 mot chét thu don gbc ty do, Vitamin E bao vé cdc acid béo khong
bdo hoa (PUFA) va cholesterol trong mang té bao.

Céc té bao hong cau (RBCs) c6 ham lugng PUFA cao va Vitamin E ¢6 nhiém
vu béo vé hong cau khoi bi huyét tan. Nhu 1a mot chit chéng oxy héa ndi té bao,
Vitamin E tiét kiém selenium, chat nay chua trong enzym glutathlon peroxydase. Day
1a thanh phan khac cua hé thdng phong thi chdng oxy héa ciia co thé va bao vé nhing
chat twong tu chit béo khdc nhu Vitamin A khoi bi phan hiy.

Vitamin E gitr vai trd 12 mot chat thu don va chdng oxy héa, né cai thién dugc
chtc ning té bao ndi mac, biy cic gdc oxy tu do, e ché su két dinh va phéng thich
cytokine cua cac té bao don nhan & 16p ndi mac.

Mot so nghién ciru ghi nhan Vitamine E c6 tic dung uc ché su két dinh va
ngung tap tleu cau qua co ché phu thudc protein kinase C. Vitamin E con diéu hoa su
ngung tap tiéu cau bang tic dong trc ché hoat dong ciia cyclooxygenase va lam giam su
sinh tong hop prostaglandin (throm boxan).

Trén thi nghiém ciing nhu trén thyc té, nhiéu bang chung cho thiy khi diéu tri
bang vitamin E c6 thé 1am dao nguoc hoat dong ctia protein kinase C ma ching ta biét
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hoat dong nay chiu trdch niém chinh trong r6i loan chuc nang ndi mac mach miu &
bénh nhan BDTD.

Ngoai ra, vitamin E con cai thién dugc chirc nang gy gidn dong mach qua NO
va duy tri su toan ven, tinh 6n dinh protein cia mang té bao. Theo Pathania va cs
(1998) va Lang va cs (2000) da c6 nhitng minh chirng vé€ vai tro cua vitamin E ¢ dong
mach chu, & phdi va nhiéu co quan khéc

Vitamin E 13 chit dau tién chdong lai hién tuong peroxy héa cua acide béo da
khong bdo hoa (polyunsaturated) chtra trong phospholipid cua mang té bao va mang
ndi bao bdi vi né gan két véi cic gdc peroxyl tu do. Vitamin E con két hop voi hang
loat cdc san pham oxy hoat dong nhu oxy don dang, céc gbc peroxy tu do. NO c6 thé
tuong tac vdi cac anion superoxide (O,), tao ra nhan peroxynitrite oxy doc (ONOQO™).
Peroxynitrite do su nitrat héa cdc residues tyrosine 1am thay ddi ca chic ning va ciu
tric protein trong nhitng con duong tin hi¢u.

Trudc ddy, nguoi ta dd biét c6 tinh trang ting peroxynitrite va su hién dién qud
muc cua nitrotyrosine trong protein ¢ bénh nhan DTD. M6 phan ung duong tinh véi
nitrotyrosine da duoc ding nhu 1a chat chi diém gidn tiép cta stress oxy héa. Trong Y
van ciing da cho thay vai trd huéng than kinh manh cua vitamin E & nhiing dong vat bi
tinh trang thiéu mau. Do vay né c6 tic dung giam stress oxy héa & bénh nhan suy tim
xung huyét, co ché thi chua duoc ré nhung c6 thé né tham gia mot phan vao viée cai
thién dp luc trong coporal. Tém lai, ¢6 nhiéu bang ching cho thiy tic dung tot cia
vitamin E trong quan thé bénh nhan DTD.

Evans va cs (2002) ghi nhan tdng dudng méu cé thé dua dén hoat héa cdc kinase
va cdc protein kinase hoat tinh stress chiu trdch nhiém trong nhiéu thay d6i bénh ly
dugc biét trén quan thé nay. Vitamin E duong nhu cai thién tdc dong cua insulin &
nguoi bi dai thdo duong. Nhu la tic dong cua mot chét chdng oxy héa, né c6 thé bao vé
ciu tric mang té bao long 1éo khoi sy gia tang peroxy hoa lipide va ngan can sy hu
hong chirc nang cua céc tic nhan van chuyén glucose.

Céc cong trinh nghién ctru vé tic dong cua Vitamin E trén bénh nhan DTD da
sir dung licu tir 100 TU dén 900 IU. Trong mdt thir nghiém 1dm sang, nhém bénh nhén
DTD da diéu tri nhan 100 IU Vitamin E két qua giam 10% luong HbA |C va giam 24%
ndng d6 glucose mau trén céc bénh nhan nay.

Ngoai vitamin E mot sb chat cling dugc dé cap c6 tiac dung chéng oxy hod da
duoc trinh bay nhu vitamin C, Betacaroten, selenium, magnesium...

Chit irc ché PDE type 5

Nhirng két qua nghién ctru gan ddy vé Vardenafil, Tadalafil, Sildenafil cho thiy
tdc dung cuia cdc chat trén c6 thé giam stress oxy héa lién quan véi tic dung ha duong
m4u va ha lipid méu cia ching ¢ bénh nhan DTD, bén canh d6 nhu mot yéu t6 xic tac,
ching c6 thé 1am giam hién tuong peroxy hoa lipid. Viéc dleu tri phdi hop chéng OXy
héa va chat e ché PDE type 5 1a mot tiép can diéu tri rat hiru ich. Mac du c6 nhiéu
nghién ctru cho thay chbng oxy héa trén DTD khong két qua, nhung van con qui sdm
dé khang dinh diéu nay. Alpha lipoic acid c6 két _qua trong bénh ly than kinh. Bénh
nhan DTD c6 nguy co stress oxy hoa nhleu hon quén thé chung.

Dya trén nhiing hiéu biét méi vé sinh ly bénh cua stress oxy hoa, can c6 nhirng
nghién ctru vé chat e ché thanh 14p céc gc phan tng. Céc tic nhan du kién 1a ty thé
trong lwong phan tir thip, SOD bao twong, dong van catalase, L-prropionyl carnitine,
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PKC- beta inhibitor LY-333531, peroxynitrite catalyst FP15 va DNP khong gin ty thé.
Két luan nhiéu ching c& vé tac dung c6 hai cua stress oxy héa trén chiic ning
mach mau va lién két voi co ché bénh sinh di voi bién chimg DTPD rat thuyét phuc.
Trong khi d6 thiéu cdc ching cd vé tac dung c6 loi chdng oxy héa ciia céc vitamine.
Vi thé hoi DTP Hoa Ky nhin manh vai trd vitamine chdng oxy héa véi bénh 1y
tim mach chua du thuyét phuc. Vi thé can c6 nhiéu nghién ctru vé sinh Iy bénh cia
stress oxy héa va vai trd ciia diéu tri chdng oxy héa s& dugc tiép can trén 1am sang.
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BENH SINH XO VUA VA BENH MACH MAU
TRONG PAI THAO PUONG TYPE 2

Nguyén Thi Nhan
Truong Dai hoc Y Duoc Hué

PE KHANG INSULIN LA GI?

Vai trd chii yéu cta insulin 13 1am d& cho glucose vao té bio co, han ché tin sinh
glucose tir gan. O trang thdi binh thudng, lwong insulin can thiét dé duy tri mirc
glucose phu thudc vao khéi co va luong glucose tin sinh tir gan. Tuy nhién, mirc
insulin huyét twong d6i khi duoc tiét nhiéu hon gap hai 1an binh thuong méi duy tri
dugc muc glucose mau binh thuong (Hollenbeck and Reaven, 1087). Sy thay doi luong
insulin nay dugc goi 1a dé khang insulin, nhu vdy & ngudi can lugng insulin cao hon so
ngudi can lugng insulin thap hon thi goi ngudi d6 bi "dé khang insulin".

Bénh sinh dé khang insulin 12 diém dic trung chinh cia DTD type 2, va dé
khang insulin di truéc phat trién 14m sang ciia bénh DTD tir 10 dén 20 nam (Warram et
al, 1990). Pé khang insulin 12 do giam tinh dung nap cia md dich ngoai bién (md co,
gan) dbi v6i muc insulin binh thudng. Pau tién tuy ting tiét insulin 1a dé chdng lai su
dé khang insulin va nhu vay duy tri glucose binh thuong. Tuy nhién, luong dy trir cia
tuy giam so vdi nhu cau ngoai bi€n, va nhu vay glucose mau tang cao, nguy co dua dén

r0i loan glucose mdu déi, roi loan dung nap hay dai thdo dudng type 2
A

Dbai thao
duong typ 2

.
N
N N

Tén thwong MM lién
quan dén ting Glucose
mau chi lam tidng nhe do
déc cua neuv co

Nhiing yeu t nguy co lién
quan dén d& khéng insulin,
béo phi, dwa dén tién-
DbTD: -RL lipid, -THA
-R1 d6ng mau

-RL chtrc ndng ndi mac
-Viém

Pé khang

Neouv co bénh tim

Nhay cam

e

v

Thoi

Hinh 1: Dé khdng insulin tang dan theo tuoz tuy thuong tiét tang lwong insulin trong
nhiéu nam, d@é duy tri glucose mdu. O mot so bénh nhan, tuy lam viéc dén «kiét Sie,
nén sau dé glucose mdu cao & nguong tien PTD hay DTP. Tuy nhién, nhiéu yéu t6
nguy co khdc nhiw tang TG, THA... thuong lam ndng thém tinh trang dé khdng insulin.
Chinh cdc réi loan nay la nguy co bénh tim mach va diéu nay ciing gidi thich tai sao
nguy co bénh tim mach thdt sy cao ngay khi chan dodn PTP type 2. Tuy nhién ting
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glucosse mdu chi la mét trong nhiéu yéu té nguy co tim mach, do dé néu chi diéu tri
ting glucose mdu théi, thi chi méi giam nhe nguy co tim mach mét phan.
VAI TRO CUA INSULIN

C6 sy lién két giira nhiéu thong sb6 nguy co va su gia ting nguy co cho ddi théo
duong type 2. Trong do6 insulin tic dong trén mo6 co, m6é md, m6 gan, ndi mac mach
méu va ca té bao mién dich (Ritchie va cs 2004, Bloomgarden 2005, Reaven 2005).
Nhu véy insulin khong chi gitip dua glucose vao té bao, chuyén héa, ma con ¢ nhiing
chtrc ndng sau:

- Ngin can phéng thich acide béo tu do tir mé md, nén duy tri lugng thap a.béo
tu do, binh thuong héa lipide

- Han ché tong hop triglyceride & gan, nén giam TG va ting HDL-C

- Duy tri huyét dong ndi mac, tic dung din mach, ngan nghén mach

- Giam cytokines, nén diéu hoa viém

20 ATHEROSCLEROSIS AND VASCULAR DISEASE IN TYPE 2 DIABETES

Monocyies Cytokines?

Pancreas o

Insulin Endothelizm High blood pressure’

adhesion molecules! - PA

adiponectin

Adipose PALL
e H-6, TNF-

T FFAs

TT6 =4 HOL-C

FAl- .|'

Hinh 2: Hoat dong cua insulin trén mo co, mé maé, mo gan, va anh hwong trén ca trén
noi mac MM, chirc nang 1é bao mién dich. 0} nguoi khoe manh, tinh nhay cam insulin
161, gitip duy tri diegc mirc acide béo tw do (FFAs) mdu thdap, nhiw vdy binh thwdng hoa
dwoc lipids, 10p ngi mac binh thuwong, muc cytokine thap Trdi lai, & ngueoi cé dé khdng
insulin, mo ddp ieng kém véi insulin, thi tdt ca yéu té trén sé dao nguoc

ROI LOAN LIPIDS VA PAI THAO PUONG TYPE 2

Véi su gia ting béo phi, nhit 12 béo bung, té bao m& gia ting va tré nén it nhay
cam voi insulin. MG tang gia tang 6 nguoi béo phi s& tang phong thich nhiéu acid béo
tu do vao tudn hoan cira, gy tang tich tu va ting tong hop triglycerid (TG) ¢ gan, dudi
dang VLDL (VLDL c6 lugng TG cao nhat), hiu qua ting néng d6 TG huyét twong. RS
rang rang trong tién trinh tlen DTD type 2, ngoai glucose mdu, su gia tang TG huyét
tuong 12 ching cr rd nét tién sinh héa ctia nguy co mic bénh DTD type 2 (Freeman et
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al.2002). Thuc vay, Theo Wilson va cs (2005) su tang TG la nguy co cao BDTD type 2
hon 1a bénh tim mach.

Nguoc lai, sy gia ting TG dudi dang VLDL, lam thic ddy cdc phan tir lipids
khéc sinh xo vita. Pdc biét VLDL trao d6i TG cho ca LDL va HDL-Cholesteryl ester,
day 1a co ché chinh giy giam HDL-C va ting TG trong mau. Dic biét cdc phan tir LDL
sinh xo vita, trong khi d6 HDL 1a yéu t6 bao vé tim. Céc rdi loan sinh xo vita trén
thuong dugc lam nang thém sau khi an, do lam gia tang cic remant VLDL giau
cholesterol trong huyét twong, cang lam giam HDL va giam kich thudc cdc LDL thém.
Khong dung nap TG (tén thuong thanh thai lipid mdu sau an) 1a dg bdo doc 1ap cua sy
Xuét hién bénh tim mach (Eberly et al. 2003).

N6i chung, ting acide béo tir do va TG, giam HDL-C va ting wu thé LDL dam
déc, nho; thi thuong phéi hop rit cao véi ddi théo dudng typ 2 va dé khang insulin. C6
nhiéu co ché, bang nhing co ché nay, lipid ¢6 thé lam gia ting bénh sinh xo vita, nhur
nhiéu nghién ctru gan ddy da mé ta chi tiét trong Bang 2.1 (theo Sattar et al.1990). Pic
biét, cac phan trt LDL dam déc, nhé (small, dense LDL particles) di vao ndi mac mach
mdu dé dang hon do kich thudc né nhé hon. N6 dugc giir lai hodc két dinh bang céch
két dinh v&i mot protein, va nhu vdy né dugc oxyde hoa, va roi thi ching tré thanh
khang nguyén va s& phéng thich tin hiéu dé 16i kéo don bao (monocyte) va dé& dang
bién chuyén thanh té bao bot (foam cell) do gan vao chit thu thé trung gian. Mic khéc,
oxyde héa LDL Ia tin hiéu chia khéa ddu tién ctia ming xo vita. Oxyde héa phén tir
LDL ciing cho thdy c6 vai trd doc té bao, mot phan do ddp ing ddi véi té bao ndi mac
bi ton thuong va thodi héa dai thuc bao tai mang xo vira.

Diéu ddng chi y hién nay 1a nhiéu nghién ctru cho thiy ti Apo B /ApoAl cao
tien doan bénh tim mach manh hon ti cholesterol/HDL-C (Walldius et al. 2001;
Siniderman 2004). Apolipoprotein B 1a mdt protein chia khéa véi phan toe LDL, ngugc
lai, Apolipoprotein Al 1a mot protein chia khéa véi phan tir HDL, tic dung chong xo
vira. Gan ddy, ngudi ta chirmg minh rang Apo B ¢6 tuong quan rd véi khang insulin
hon 1a LDL, va Apo B ting & & bénh nhan déi thiao duong va Ia tién t6 gay bénh 1y tim
mach.

Bing 2.1. Su lién két ro rang giita bénh sinh xo vita (theo Sattar et al.1990)

Phén tir Co ché ton thuong
Lipoprotein giau Triglyceride va phan | Tang oxide hda
tr manh thira Gay doc truc ti€p dén 16p ndi mac

C6 thé can tr& hang rao ndi mac

Kich thich té bao ndi mac san xuét PAI-1
Hoat héa yéu t6 VII

Gia ting sy két dinh vao ndi mac

LDL nho, dam déc Tang tinh nhay cam ton thuong oxyd héa
Tang thoi tri nghi cia dong mach

Tang tinh thim ndi mac mach mau

Tang két dinh protein vao 16p ndi mac
Acid béo tu do (FFA) Tang stress oxyd hoa

Gidp LDL va manh thtra giau choplesterol
dé dang di vao 16p ndi mac

Giam dac tinh bao vé albumin, do dé lam
biéu 16 VLDL ddc.
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Giam té bao ndi mac san xuat prostacyclin
va nitric oxide

Ton thuong kha ning {rc ché tiéu cau cia té
bao ndi mac

HDL (hight-density lipoproteins) Chong oxyde héa

Men chéng oxyd héa noi sinh

Han ché ndi mac nhiém doc béi manh thira
VLDL

TANG HUYET AP:

Nhiéu nghién ctru va tai liéu ciing cho rang ting HA 1a yéu t6 nguy co bénh sinh
xo vira. Theo nghién ctru cua UKPDS (United Kingdom Prospective Diabetes Study),
hon 1/3 bénh nhan DTD luc chan dodn da c6 tang HA (Mattheww, 1999). Bénh sinh
bénh tim mach do ting HA theo nhiéu cdch, yéu t6 nguy co sinh xo vita bang cich lam
bién dang cdc mang va do d6 lam cho cdc mang khong 6n dinh. THA Ia nguyén nhan
phi dai thét trdi, ting nhu cau dong mdu co tim, va t6n thuong lam day that trai ky tim
truong, va do do6 cing la yéu td ‘nguy co suy tim. Xo quanh mach méu (Perivascular)
trong THA 1am ton thuong chuyen van oxy xuyén qua thanh mach.

Da tir 14u nguoi ta biét rang: rat c6 thé ting HA nguyén phét 1 do ting insulin
mdu, c6 bat thuong dung nap glucose, va do dé c6 dé khang insulin. Nhung theo M.
Reaven 2006, sy lién két giira ting HA va dé khang insulin thi it gap hon 12 ting HA, r6i
loan lipid va béo phi. Tuy nhién nguoi ta danh gia hon mot nita bénh nhan c6 dé khang
insulin 1a c6 tang HA chu yéu Theo Freeman va cs 2002, ting HA ca tam thu va tam
truong 1a dy bao kha nang dé c6 bTb. Gan day, siéu phén tich, nguoi gia va trung nién,
huyet 4p lién quan tryc tiép va rat manh dén tir vong tim mach, tot nhét dudi ngudng
thap 115/75mmHg (Lewington et al, 2002). Do vy, mot su gia ting HA rat nhé ¢ pha
tién DTP ciing 12 nguy co cao cho tim mach. Co ché ting HA trong DTD va tién DTD
khong duoc dinh nghia chinh x4c, nhung chic chan 1a do nhiéu yéu td: réi loan chirc
ning ndi mac, md md phéng thich cc chat hoat mach nhu angiotensin, cuong insulin do
than kinh giao cadm va ting ti hap thu sodium & 6ng than (Mlinar et al, 2007) .

ROI LOAN CHU'C NANG NQI MAC VA PAI THAO PUONG TYP 2

L6p ndi mac dong vai trd quan trong trong diéu hoa truong lyc mach mau va trc
ché két dinh bach ciu va ngung tap tiéu cau, do né phéng thich chét trung gian héa hoc
nhu nitric oxide va prostacyclin.

Nitric oxide (NO) din xuat tir L-Arginine thong qua hoat dong cia enzyme
nitric oxide synthetase (eNOS) (Schram and Stehouwer, 2005). NO trc ché ngung tap
va két dinh tiéu cau, diéu hoa sy phi dai cua té bao co tron, san sinh endothelin, va
giam két dinh bach clu vao noi mac. Do do, 1ol loan chirc nang ndi mac déac thu béi ton
thuong tinh thAm mao mach, ting két dinh cdc phan tir, cac bach cau, ton thuong dép
u:ng dan mach. Réi loan chirc ning ndi mac ciing phdi hop véi tang nghen mach
PANH GIA CHUC NANG NOI MAC NHU MOT TIEN TO CUA PAI THAO
PUONG HOAC TIEN- PAI THAO PUONG

Nhiéu yéu t6 dan xuat tir ndi mac, cdc phan tir két dinh té bao va t-PA 1a tién
nguy co DTD typ 2, doc 1ap vdi céc tién t6 khac (Meigs va cs, 2006), Steinberg va cs
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(1996) cho thay rang bénh nhan béo phi ning (BMI=34) c6 d¢ khang insulin, dung nap
glucose binh thuong, ¢6 ciing mic d6 ton thuong dong chay va phan (mg mach mau
nhu nhitng nguoi da bi ddi thdo duong typ 2. Ciing tuong tu, Caballero va cs da khao
st chirc nang ndi mac va phan ing mach mau ¢ 2 nhém cé nguy co phat trién DTD typ
2: d6 1a nhém c6 réi loan dung nap glucose va nhém dung nap glucose binh thudng
nhung gia dinh c6 ngudi bi DTD; ho thdy rang phan ng vi mach va mach mau 16n déu
bi giam & ca hai nhém so v6i nhém ching khoe manh, nhung van tét hon so v6i nhém
bénh nhan bi DT typ 2 (xem so dd sau). Pidu nay ching t6 rang ton thuong chic
nang ndi mac c6 sém ngay & giai doan c6 hoi ching dé khang insulin

16 T
14 4
12 4

i

Chung Gb bi BDTD

13.7

canh tay
o]
L

% tang trén duong can ban cia PK bM

Hinh 3: Ton thiong dan mach 16p néi mac ¢ bénh nhan cé nguy co bi PTP typ 2.
Puong kinh DM cdnh tay thay doi theo phan irng ciia tang glucose mdu, cd 3 nhém cé
sw giam dwong kinh DM cdnh tay so chitng p<0.0 (Theo Caballero AE 2003. Obesity
Research 11, 1278-89)

ROI LOAN CHU'C NANG NQI MAC TRONG PAI THAO PUONG

Hién nay véi nhiéu k¥ thuat khic nhau dugc diung trong nghién ctu vé DTP,
t6n thuong cimg PM ¢ nhiéu vi tri bao gdm mach vanh, PM cdnh tay, mach mdu dudi
da (Hinh 2001). Nhiéu dang cua hoi ching chuyén héa c6 thé tham gia vao réi loan
chie néang n6i mac 6 bn BTDH, gdm ting acide béo ty do, dic biét Ia tang lipide, béo phi
va tang HA, céc yéu t6 viem. 'Ngoai ra, tang glucose méu cing lam tén thuong chirc
ning mach méu thém nita. Cudi cling, gan day nguoi ta thy rd rang, chinh insulin kich
thich ca co mach va dan mach anh huong dén 16p nodi mac.

Piéu hién nhién 12 c6 nhidu yéu t6 nguy co lién két nhau, anh huong bét loi dén
chttc ndng ndi mac & bénh nhan DTD theo nhiéu con duong khéic nhau
ALBMINE NIEU VI THE CO PHAI LA DAU CHI PIEM LAM SANG CUA ROI
LOAN CHUC NANG NOI MAC TRONG DPTD?

Albumine niéu vi thé 12 tin hiéu nguy co 16n cho bénh tim mach & bénh nhan c6
hay khong c6 déi thdo duong. Albumine ni¢u vi thé dugc dinh nghia khi muc tiét
albumin nudc tiéu thap khodng 30-300mg/ngay. O quan thé bénh nhan tang huyét dp
hay d4i thdo duong, tan suat albumine niéu vi thé duong tinh 12 10-40%. Diéu dang chi
¥ 12 & nhitng nhitng ngudi trong bé ngoai ¢ vé khée manh, ciing c¢6 khoang 5-7%
albumine ni¢u duong tinh. Réi loan chirc nang ndi mac mach mdu dugc xem la yéu td
quan trong trong bénh sinh vi mach va mach mau 16n dai thdo duong (Basi and Lewis
2006).
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VIEM

Nhitng ndm gan day, viém la yeu t6 nguy co méi va quan trong trong bénh sinh
bénh mach mau. Dau chi diém pha cap nhu tang bach cau, amyloid A va C-reactin
(CRP) huyét thanh. Ngoai ra, nhiing yéu t6 nhu tudi, thudc 14, va dic biét 1a béo phi
cing quan trong, cic yéu t6 tién viém cling déng gép vao bénh 1y mach méau. O bénh
nhan c6 hoi chimg chuyén héa, CRP c6 tuong quan voi bénh Iy mach vanh

Ngoai CRP, cdc cytokins ciing gy ton thuong mach mdu; cytokins diéu hoa ddp
Ung mién dich, anh huong dén chuyén héa nhu réi loan lipids, dé khdng insulin ngoai
bién, roi loan chirc nang ndi mac
CAC DAU CHi PIEM TANG TRONG PHA CAP & BENH NHAN CO NGUY
CO DAI THAO PUONG TYPE 2

Hién nay, c6 nhiéu dir kién cho thay cdc dau chi diém viém ting 1& & bénh nhan
nam, nir va tré em c6 béo phi. Ngoai ra, nhiing nhom khéc ¢6 nguy co déi thdo duong
bao gdm phu nit c¢6 hoi chimg buong trang da nang (PCOS/polycystic ovarian
syndrome), nam nir c6 nguon gbc nam A, An Pimas, phu nit ¢6 tién sir gia dinh DTD
typ 2, tinh tai déu c6 cdc chat viém ting, va doc 1ap voi BMI (Ziegler, 2005; Stattar,
2006). Céc chat chi diém viém tuong quan véi dé khang insulin, tién t6 DTD type 2.
Do vay, réi loan viém c6 trude ddi thao dudng nhidu ndm, va nhu Ia chat lién quan ting
X0 vira.
ADIPOKINES-ADIPONECTIN

C6 su lién quan gitra adiponectin voi cd ddi thdo duong type 2 va bénh tim
mach. Adiponectin la mgt protein cé 244 acid amin, méc du chi dugc tiét ra tir md md,
nhung lai giam mot cich nghich 1y & nguoi béo phi (Greenberg va Obin, 2006). O
ngudi, ndng d6 adiponectin tir 0.5-30ug/ml, cao hon 1000 lan mic leptin va insulin.
Nghién ciru vé dich té cho thay nong d6 adiponectin giam, phdi hop voi dé khiang
insulin cao hon, va tang nguy co déi thao duong type 2, duong nhu doc 1ap vdi béo phi
(Lindsay et al.2002). Do vay, muc adiponectin cao dugc xem nhu l1a muc ti€u dé cai
thién tinh nhay cam insulin va dung nap glucose, va c6 thé ngdn chan bénh tim mach.
O bénh nhan dai thdo dudng, adiponectin c6 vai tro bao vé chéng lai bénh tim mach
bang nhiéu co ché khac nhau. Adiponectin chdng viém, giam két dinh cédc phan tir & té
bao ndi mac va lam tang d¢ thanh thai lipids. O chudt thiéu hut ApoE, adiponectin
ngoai sinh cho vao s& bao vé chéng lai sy phat trién mang xo vira (Greenberg and
Obin, 2006). Két qua nghién cru trén 266 bénh nhin nhdi mau co tim cip, cho thay
rang giam adiponectin la mot lién két chinh giita ddi thio dudng va bénh tim mach va
13 rang rang mot sy giam adiponectin & bénh nhan DTD s& lién quan dén ting xo vira
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CAP NHAT MOQT SO TAC DUNG CUA NHOM STATINS

Nguyén Hai Thuy
Truong Dai Hoc Y Duoc- Dai Hoc hué

L. DUQC PONG HQC CA STATINS

HMG CoA (3-hydroxy-3-methylglutaryl coenzyme A) reductase la enzyme han
ché toc do cua con dudng mevalonate thong qua céc te bao tong hop cholesterol tur
acetate. Uc ché enzyme HMG CoA reductase va giam tong hop cholesterol 1am té bao
gan gia tang trinh dién thu thé LDL & bé mat té bao gan, vi thé ting thu nhan LDL lam
giam LDL huyét tuong va giam cholesterol huyét twong d6 1a tic dung chinh ciia nhém
statins. Ngoai tdc dung giam toc do tiét ApoB tai gan, Statins con c6 tac dung thong
qua kha ning lién két chii yéu HMG-CoA reductase hon 13 HMG-CoA. Tuy nhién
nhimng khic biét ton tai _gitra cdc thudc trong nhém statins 12 kha nang lién két cua
ching véi HMG CoA, tiém nang cua ching va uu thé thu hit chat m& (lipophilic) hodac
thu hit nudc (hydrophilic) va diéu nay c6 thé anh huéng dén céc tic dung nhidu hudng
cua statins.

Mot s6 thudc thudc nhém satins hién nay thuong sir dung trén 1dm sang bao
gom:

Rosuvastatin (Crestor)

Fluvastatin (Lescol)

Lovastatin (Mevacor)

Simvastatin (Zocor, Lodal,Vida)

Pravastatin (Elisor, Vasten, Pravachol, Lipostat)

Atorvastatin (Lipitor)

Ngoai giam tong hop cholesterol, sy can thiép con dudng chuyén héa
mevalonate ciing dy phong tong hop chét trung gian cua isoprenoid bao gdm FPP
(farnesylpyrophosphate) va GGPP (geranylgeranylpyrophosphate).

Geranylgeranyl va farnesyl 1a nhitng lipid quan trong trong bién d6i hau van
chuyén cta céc tin hiéu protein, bao gdm protein GTPase Rho nhd, Rac va Ras va
protein G.

GTPase Rho nho hoat dong nhu 12 phan tir chuyén mach nguoc dong ctia nhiéu
duong dan truyén c6 thé anh huong dén té bao co vén (cell cytoskeleton), tinh chat té
bao, van chuyén mang va hoat héa yéu t6 sao chép,

Sy isoprenyl h6a (Isoprenylation) thuan loi lién két ciing hod tri, dinh vi trong té
bao va van chuyén qua mang ciia cic protein bao tuong vi thé déng vai trd chu dao
trong hoat dong sinh hoc cua chiing. Vi thé trc ché hién tuong isoprenyl héa gay tich
lay Rho va Ras bao tuong dua dén thay doi té bao co van mot cach ddng ké. Dleu nay
da lam rdi loan tin hiéu té bao, van chuyén qua mang, sao chép gen va tinh 6n dinh
mang.

Trong té bao noi mac mach mau, su chuyén ddi Ras phu thudc vao su farnesyl
héa, nguoc lai sy geranylgeranyl héa lién quan chuyén d6i Rho. Céc ching cé trén cho
thy céc tic dung khong phu thudc vao cholesterol cua statins qua trung gian tic ché sy
isoprenyl hoéa Rho (Rho isoprenylation)
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IL. STATINS VA CHUC NANG TE BAO NOI MAC MACH

Céc bat thudng man tinh cia chirc ning té bao ndi mac mach méu gy ra do cic
yéu td nguy co bao goém thudc 14, ting lipid, ting huyét dp, d4i thdo dudng hoic ting
homocystein c6 vai tro bénh sinh xo vira dong mach. RLCN ndi mac mach c6 thé ¢6
thé khao st bang ddnh gia sy rdi loan giin mach qua trung gian dong chay (FMD), day
1a biéu hiéu sém cua bénh sinh xo vita va ciing 1a biéu hién ciia mot so cdc bénh 1y
viém nhu lupus ban do, thip khép va hoi chimg Behcet.

Tang néng do LDL thuong phdi hgp RLCN noi mac va sy giam LDL do statins
hodc trich huyét twong c6 thé hdi phuc hién twong nay.

Tuy nhién céc tdc dung c6 1g¢i trén ndi mac mach sau khi diéu trj véi pravastatin
va simvastatin d4 ghi nhan trong vong 1 thang ké tir sau diéu tri va khong st dung giam
lipid méu. Cdc tic dung nay bao gdm cai thién su tudi mau co tim, tinh thAm vi mach
vanh va ciu tric mach nudi mach ciia mach vanh. Diéu nay chung to sy cdi thién churc
nang ndi mac mach sau st dung statins khong nhitng lién quan dén tic dung giam lipid
mdu ctia thudc ma thudc con cé céc tic dung khong phu thudc giam lipid mau. Gia
thiét trén dugc ciing ¢d sau 2 thir nghiém
1/Téac dung ngén han cua cerivastatin trén chirc ndng ndéi mac mach & nguoi gia PTD
v6i 27 bénh nhan TP 16n tudi khdng va cé ting nhe ndng d6 cholesterol duoc diéu tri
trong 3 ngay. Sy gian mach qua trung gian dong chdy phu thudc ndi mac mach da cai
thién do cerivastatin trong khi khong thay doi nong lipid mau. Cic tic dung lién quan
mot phan dén gia ting kha nang sinh hoc ctia NO.
2/Thir nghiém thi hai thtic hién trén 8 ddi twong nam gidi ¢ ndng do cholesterol mau
binh thudng, ding 80 mg atorvastatin hang ngay. C6 su gia ting ludng mau & cdnh tay
phu thudc ndi mac (FMD) da dugc ghi nhén trong vong 24 gid va hién tugng nay da
xay ra trudc khi giam nong do cholesterol va CRP. Tuy nhién ngung atorvastatin sau
30 ngay diéu tri, dong méu lai trd lai nhu liic ban dau.

IIL. STATINS VA VAI TRO NO (NITRIC OXIDE)

NO c6 vai tro quan trong trong duy tri chirc ndng ndi mac binh thudong va duogc
tao ra nham ddp Ung cic stress tic dong dén 16p mong thanh mach (laminar shear
stress). Chit NO noi mac la mot chét c6 tic dung gian mach, trc ché su tan sinh té bao
co tron, Uc ché ngung tap tiéu cau, trinh dién phan tir két dinh v6i ndi mac va tuong tic
gitra bach cdu-ndi mac (leucocyte-EC interaction). Chumng to statins ¢6 kha nang thic
day san sinh NO tai chd trong té bao ndi mac bang su gia ting thoi gian nira doi cua
mRNA cua enzyme NO synthase ndi mac (eNOS) 1a minh chiing co ban vé cdc hiéu
qua khong phu thudc vao lipid cua statin..

Statin c6 kha nang lam gia tdng eNOS trong su hi¢n di¢n LDL bi oxy héa va
trong diéu kién thiéu oxy. Ngoai ra statins ¢ cic tic dung c6 loi trén ndi mac thong
qua uc ché su trinh dién chit co mach endothelin-1. Cac tdc dung nay ghi nhan trén
nhirng loai thudc khéc nhau bao gém simvastatin, lovastatin, atorvastatin, pravastatin
va fluvastatin in vivo 1an in vitro.

Phén tich chi tiét cia cdc tham do qua d6 statins anh huong 1én trinh dién eNOS
va endothelin-1 dugc ghi nhdn GGPP, nhung khong vé&i FPP, squalene hodc
cholesterol, dugc thém vao tic dung cua statins
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Uc ché cta sy Rho geranylgeranyl héa 1am thiic ddy tinh 6n dinh eNOS mRNA,
nhung khong hi¢u qua trén sy sao chép gene eNOS. Nghién cuu in-vivo trén dong vat
da ghi nhan sy diéu hoa ngugc eNOS do statins €0 y nghia 1am sang, lam giam sy thiéu
mau ndo va bao vé than kinh va han ché sy réi loan chiic ning co bép co tim trong
trang thdi thiéu mau/tai tuéi mau. Khang dinh statins 1am gia ting sy sinh tong hop NO
do tdc dung ching trén eNOS cling dugc ghi nhan in vivo.

Tuy nhién tim quan trong cua NO lai dugc ching t6 qua sy that bai cua statins
dé bao vé chong lai thiéu mdu ndo hodc uc ché su tuong tac bach cau-ndi mac mach &
meo bi gidm eNOS.

IV. STATINS VOI HUYET KHOI VA TIEU SOI HUYET (THROMBOSIS AND
FIBRINOLYSIS)

Chét trc ché enzyme HMG-CoA reductase c6 nhiéu tic dung trén sy 6n dinh noi
mdi (haemostasis) va huyét khdi, thuan loi cho dy tiéu soi huyét qua cdc co ché tién
huyét khoi, mot chirc ndng ma dac biét quan trong & cdc vi tri cila mang xo vita bi nat.

Statins c6 téc dung chéng huyét khéi béng ngan ngua trinh dién va hoat hoa yéu
t6 t6 chirc (TF=tissue factor). T4c dung ndy dau tién ghi nhan [y té bao don nhan va dai
thue bao in vitro va in vivo. Két qua twong ty ciing ghi nhan té bao ndi mac dong mach
cht ngudi va té bao co tron mach mau trong d6 simvastatin ngin ngira sy cam tng TF
bdi thrombin, it nhat mot phan thong qua tc ché su khir phosphoryl ctia Akt phu thudc
Rho-kinase (Rho-kinase-dependent Akt dephosphorylation).

Su trc ché TF cua statins cling ghi nhan in vivo véi thudc fluvastatin 1am giam
trinh dién TF & cdc ton thuong dong mach canh ¢ tho dugc nudi bang cholesterol.
Nghién ctru 1am sang ciing ho tro cho tdc dung chéng huyét khéi cia statins khong phu
thudc céc tic dung giam cholesterol.

Mot tac dung chéng huyét khdi quan trong khéc 1a tic ché sy hoat héa va chirc
ning cua tiéu cau phan anh ca sy anh huong va khong anh huong cua statins 1én lipid.
Co ché nay bao gom tang eNOS va NO tai cho, giam tong hop thromboxane A2 va
thay ddi trong thanh phan cholesterol ctia mang tiéu cau.

Cic nghién cru gan diy ghi nhan lovastatin lam tang hoat hoa va trinh dién
mang cua Ecto-5"-Nu (ecto 5’- nucleotldase) trén té bao ndi mac mach, vi thé thiic day
tic ché ngung tap tiéu cdu & bé mat té bao ndi mac thong qua tic dung cia ecto-5’-Nu
product adenosine. Tac dyng nay khong phu thudc vao cdc thay dbi vao luong
cholesterol mang. Sy wc ché chtc ning tiéu ciu da ghi nhan in vivo ca nghién ctru trén
dong vat 1an nguoi.

Ngoai ra atorvastatin va rosuvastatin thong qua tac dung cua ching trén eNOS
va hoat héa tiéu cau, bao vé chong lai thiéu mau ndo va tai bién mach ndo & chudt c6
ndéng do cholesterol binh thuong.

Thém vao céc tdc dung trén sy hang dinh ndi moéi va huyét khdi, statins c6 tic
dung thuan loi trén sy tiéu soi huyet St dung Lovastatin, fluvastatin, atorvastatin va
simvastatin cho thay tang yeu t6 tién tiéu soi huyet tPA (tissue plasminogen activator),
trong khi urc che téng hop chat chdng tiéu soi huyet chat tic ché hoat héa plasminogen-
1 (PAI-1) do té bao ndi mo, dai thuc bao va té bao co tron.

Cic tic dung nay dugc bit chudc boi C3 exoenzyme e ché RhoA (RhoA
inhibitor C3 exoenzyme) va dugc du phong boi GGPP nhung lai khong du phong ddi
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v6i chat FPP, ching to tic dung cua statins qua trung gian (¢ ché su geranylgeranyl
hoéa.

Trong khi cho rang céc loai statins tdc dong nhu nhau, diéu quan trong ghi nhan
rang mic dit phan 16n cdc nghién ctru ho tro tic dung chdng huyét khdi uu thé, mot vai
tac dung dbi nghich hoic trung 1ap cling dugc ghi nhén.

Ngoai ra khong phai tat ca statins déu tic dong tiéu soi huyet trén cung cap do
va ¢6 khdc biét qua mot s6 nghién ciru. Vi thé cac két qua trén dé xuat statins co thé
gdy tiéu huyét khoi ¢ vi trf mang vira ran nGt va can nhiéu thir nghiém l1am sang vé sau
nham khang dinh diéu nay

V. STATINS VOI TON THUONG MACH MAU VA DI CHUYEN BACH CAU

Xo vira dong mach dugc chép nhan la mot thé bénh viém nhiém va céc ching
cé vé cdc tic dung khong phu thudc cholesterol cua statins dat ra ciu hoi liéu chat e
ché HMG CoA reductase c6 tic dung khdng viém khong?. Day 12 van dé khong nhiing
danh cho diéu tri xo vita dong mach ma con cho viém nhiém mach mdu mot céch téng
quét va sy lan rdng cia cdc bénh 1y nhu la nhu viém khop, lupus, viém mach mdu,
viém cau than, ddi thio duong va xo climg rai ric. C6 nhiéu Vén dé quan tAm hién nay
trong lanh vuc nay VOl nhimng dir kién tim thdy in vitro va mot s6 minh ching in vivo.

Diéu tri cic té bao ndi mo trong mdi truong cay voi pravastatin, simvastatin,
fluvastatin va cerivastatin dd 1am giam su tong hop cdc chat tién viém cytokines nhu
IL-1 beta, TNF, IL-6 va cic thé quy nap cua cyclo-oxygenase.

Tuong tu két qua ghi nhan dugc ¢ te bao co tron mach mau sau khi diéu trj voi
thudc atorvastatin va trong té bao bach ciu qua cic bdo cdo ghi nhin c6 su giam tiét
céc chat TNF, IL-1 beta, IL-6, IL-8, MCP-1 (monocyte chemotactic protein -1) va
MMP (matrix metalloprotease). Diéu nay gy ra céc thay dbi su trinh dién cc phan tir
két dinh bao gém {rc ché chét P selectin ndi mac mach, phan tir két dinh gian bao loai 1
(ICAM-1=intercellular cell adhesion molecule 1) va diéu hoa nguoc phan tir két dinh té
bao thanh mach (VCAM-1=vascular cell adhesion molecule) va giam bach cau trung
tinh va giam trinh dién va hoat héa bach ciu trung tinh va té bao don nhan.

Nghién ctru gan ddy ghi nhan khi sir dung chat simvastatin 18 gio trudc khi
diing noi doc 6 (endotoxin), két qua ting 50% chit eNOS mach mdu rudt cua chudt,
giam dang ké trinh dién chat P selectin ndi mac mach va giam van chuyén va di trd
bach ciu vao mach mau rudt cia chuot.

Ngoai ra, sy phén tich vi thé dang duoc bat diu dé nhan ra sy sip xép gen ¢6 thé
dugc diéu hoa boi diéu tri véi statins. Mot nghién ctru & nam giéi voi nong do
cholesterol trén 5 mmol/l va/hay triglycerides trén 2 mmol/l va diéu tri véi chét
Atorvastatin da ghi nhan c6 trén 200 gen dugc diéu hoa boi statins, trong cic gen niy
phdi hop voi phan tmg viém bao gom cic gen lién quan dén chuyén héa lipid, thu nhan
bach cau, huyet khéi, hién tugng chét theo chuong trinh va xo vira dong mach.

Diéu tri bang simvastatin hodc fluvastatin cho thdy giam dang ké su két dinh
bach cau vao té bao ndi mac cia mao mach cua tinh mach rudt & chudt voi néng do
cholesterol tang hodc binh thuong.

Trong céc nghién ciru vé sy twong tic gitra bach cau va ndi mach dudi luu luong
mau ¢ muc sinh ly, diéu tri trudc d6 chat U937 té bao don nhan voi cerivastatin hodc
atorvastatin 1am giam sy két dinh.
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Diéu nay 1a két qua cia diéu hoa xudng cia ty tap bach cau, trc ché chuyén vi tri
ctia chat RhoA va giam thanh phan chét F actin. Nguoc lai simvastatin ghi nhan c6
tiém ning giy cam ung chat E-selectin, ICAM-1 va VCAM-1 trén chat TNF hoic IL-1
beta té bao ndi mac in vitro.

Co ché tac dung

Co ché lién quan tic dyng cia statins trén sy trinh dién phén tir két dinh té bao
do cytokine va két dinh bach cu duoc xdc dinh day du va c6 18 nhidu yéu td.

Su trc ché cua statins véi yéu t6 nhan kB (NK (nuclear factor) xkB) c6 18 quan
trong dé diéu hoa nguoc cdc thu thé nhan PPAR alpha va beta. Tuy nhién, diéu hoa cia
su san xuat eNOS va NO do statins 1am giam két dinh bach ciu vio té bao ndi mac va
diéu nay c6 thé mot phan phan dnh su (e ché qua trung gian NO vé chirc ning va trinh
dién phan tir két dinh.

Co ché duoc nghién ciru gan ddy trong d6 chét atorvastatin, cerivastatin va
pravastatin e ché trinh dién CD40 kich thich boi TNF alpha/interferon gamma do té
bao ndi mac, 1am giam su trinh dién IL-12 do lién két CD40. Phan tich yéu tb sao chép
dé xuét rang day 1a két qua cua su e ché NFkB va tong hop phu thudc chuyén di tin
hiéu cta sao chép loai 1 (STAT-1 = signal transducer of transcription-1) cta yéu té 1
diéu hoa interferon

Sau cling mot su quan tim dic biét duge quan st thiy lovastatin 13 chit trc ché
allosteric vé& chtic ning cta B2 integrin LFA-1 (leucocyte function antigen-1,
CD11a/CD18). Lovastatin, simvastatin va mevastatin lién két vao vi trf trong phan I
ctia LFA-1 locking thy thé trong cdu tao bat hoat, vi thé dy phong lién két véi thu thé
dbi 1ap ICAM-1 cua ching, mot co ché két dinh quan trong dbi véi két dinh bach cau
d6i véi ndi mac va sy kich thich phu ctia lympho T.

Céc nghién ctru in vivo

O md hinh thé bi xo vita dong mach, atorvastatin lam gidm sy viém ndi mac
mach méi kem uc ché su hoat h6éa NF-xB, su téng hop MCP-1 va su tham nhiém dai
thuc bao vao thanh mach.

Cic nghién ctru gan day sir dung chat simvastatin va chat pravastatin di khang
dinh rang céc tic dung nay khong phu thudc vao giam cholesterol. Ton thuong xo vira
¢ dong mach duoc diéu tr1 voi statin chra it IL-1 beta, VCAM-1 va TF va giam tham
nhap dai thyc bao. Vai trd cia NO qua trung gian tic dung chdng viém cuia chat statins
cling da chimg to trong cdc nghién ctru in vivo sir dung chat rosuvastatin, cerivastatin
va pravastatin.

Cac minh ching ciing dé xuit rang chat statins c6 cic tic dung khdng viém
quan trong trong nhitng moi trudng khéc bao gdm viém do carregeenan, viém do viém
khép va ton thuong thiéu mau/ tai twdi mau than va co tim.

Ngoai ra, thuong tén viém hé théng than kinh trung wong, lovastatin va cdc cht
tic ché cuia protein prenylation déu cai thién viém ndo thuc nghiém.

Tiém ning cua statins khi diéu tri cic bénh 1y viém trong cdc nghién clru gan
day ghi nhan viéc st dung atorvastatin trong viém nao tg mién thuc nghi¢ém, xo cung
rdi rdc qua trung gia chét Th-1. Atorvastatin & liéu diéu tri duong udng c6 kha ning du
phong va hdi phuc liét.

Chat Atorvastatin tao ra Th2 bias bao gém phosphoryl hod STAT-6 va tiét
cytokine Th2, trong khi trc ché STAT-4 va tong ‘hop cytokine Thl. Diéu tri statins cling
giy biét héa té bao ThO thanh Th2 va van chuyén cdc t& bao nay chong lai bénh.
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Két qua tir cdc mo hinh bénh tat dé xuat rang chat statins c6 tiém nang chéng lai
viém cap va mén tinh ma khong phu thudc cholesterol va ngin can véi dong thac két
dinh bach cau.

Diéu quan trong hién nay 1a xdc dinh chét statins ndo c6 cic tic dung chdng
viém 6 nghién ctru nguoi khong. Tdc dung nhanh c6 loi cua chét statins ¢ mot vai
nghién ctru 1am sang dé xuét rang day co thé 1a trudng hop, khi cac nghién ctru gan day
vé nodng do chat CRP giam do chét statins khéng phu thudc vé tic dung cua chiing trén
chat cholesterol

VI. STATIN VOI PIEU HOA MIEN DICH VA SU GHEP CO QUAN

Tang cholesterol mau thuong ghi nhan ¢ bénh nhan ghép co quan va sir dung
thuoc {rc ché mién dich bao gdm cyclosporine va corticoid déu c6 khuynh huong tang
nong do lipid. Vi vay phdi hop tiém nang giam lipid, chdng viém va trc ché mién dich
da dé xuat thudc statins c6 kha ning str dung ¢ nhiing bénh nhan ghép ndi tang va gan
day trong lanh vuc ghép ndi tang di nhan manh van dé nay.

Tuy nhién khong nghién ctru nao vé sir dung thudc statins trong ghép ndi tang
kiém sodt nong do cholesterol 1am cho khé khan khi giai thich tic dung quan trong
khong phu thudc vao lipid nay.

Co ché tac dung

Kha ning cua statin gdy trc ché chirc niang té bao don nhan/ dai thuc bao, hoat
hod va tan sinh té bao lympho B, lympho T va doc t té bao giét tw nhién (natural killer
cell cytotoxity) dd goi y vé du phong trong thai manh ghép.

Ngoai ra pravastatin, lovastatin va atorvastatin cho thay trc ché su trinh dién gay
ra do IFL gammma cua MHC loai II trong dai thuc bao, té bao ndi mac va té bao co
tron nhung khoéng c6 trong té bao B hoic té bao soi nhanh (dendriticcell).

Co ché cua tic dung nay dugc thong qua {rc ché cua tic nhan IV cia CIITA
(MHC class II transactivator = chat van chuyén MHC loai II) dé diéu hoa sao chép
gene MHC loai 11

Mac dau sy ddp ung nay doi hoi liéu cao statin va van con duoc khang dinh in
vivo, van con biéu hién c6 mot tac dung quan trong cua cdc thudc nay. Giam trinh dién
MHC loai II trén té bao ndi mac mach mdu, té bao co tron va thAm nhiém dai thue bao
la do gidm tan sinh va biét hod té bao T. Su boc 10 quan trong cua hé thong mién dich
trong bénh sinh Xo vira dong mach day 1a mot anh hudng quan trong trong qua trinh
tién trién cua bénh.

Tuy nhién céc 1¢i ich c6 thé tic dong dén cédc bénh 1y viém khac nhu 12 viém da
khép, xo cirng rdi rac va thai manh ghép man tinh.

M0 hinh thuc nghiém trén dong vat

Simvastatin va pravastatin cho thdy giam sy thai manh ghép man tinh va su gia
ting xo vita ddng mach ctia mach mau manh ghép tai tim va gan ctia chudt. Cic thudc
nay di lam giam bét cic tdc dung c6 hai ctia thiéu mdu, tdi tudi mdu trong co tim cia
chudt c6 cholesterol mau binh thudong va trong than, trong dé ghi nhén c6 sy gia tang
chét eNOS.

Ngoai tdc dung diéu hoa mién dich va khdng viém duge mo ta & trén, kha ning
ctia statin e ché tan sinh t€ bao co tron c6 vai trd quan trong trong lam giam Xo cimg
dong mach phdi hop trong ghép. Céc nghién ctru In vitro ghi nhan statin 1am ngimg
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chu ky t& bao & G1 dén giai doan di chuyén S trong té bao co tron dugc diéu tri voi yéu
t6 phat trién dan xuat tiéu cau (PDGF)

Téc dung trén sy tan sinh t& bao co tron dugc hdi phuc boi GGPP nhung khong
bai FPP hoic cholesterol. Ngoai ra tic ché ctia Rho béi C3 exoenzyme tdi hién tic dung
cua statin. Cdc nghién ctru nay dé xuit co ché khong phu thudc cholesterol gép phan
céc tac dung bao vé cua statin sau ghép, nhung can phai khang dinh trén nghién ctru in
Vivo
Thtr nghiém 1am sang

Mot sb thur nghiém trén bénh nhin ghép tim ghi nhan cai thién tién lugng vé
sdng s6t va xo cing mach mdu co quan ghép. So sanh bénh nhan diéu tri véi
pravastatin v61 nhom ching nhén thudc e ché mién dich don doc cho thay gia tang 1
nam song sot va giam thai ghép. Tuong ty dung simvastatin cai thién 4 nam song sot,
giam phéng cytokine tién viém tai chd bao gdom TNF alpha, giam bénh 1y mach mau va
ci thién chirc ning ndi mac. két qua nghién ctru ban dau ciing ghi nhén statin cai thién
doi séng 24% sau khi ghép than.

VIL STATINS VA CHONG OXY HOA

Téang cholesterol thuong két hop ting oxy hod LDL va thanh lap gbc tu do. Té
bao ndi mac 1a ngudn san xuét cic superoxide lam bat hoat NO gdy r6i loan chirc nang
ndi mac. Giam lipid huyét twong bang thudc hay tiét thuc c6 thé hdi phuc hién tuong
trén bang giam stress oxy hod va thay d6i thanh phan LDL.C, 1am giam di sy man cam
v6i oxy héa.

Téac dung khong phu thudc giam lipid cua statins cling ¢6 vai tro trong van dé
nay bang cich gia tang sinh tong hop NO ndi mac, giam sinh san pham oxy phan (g
thong qua uc ché hoat hoa NAD(P)H oxidase.

Két qua nay 1am giam LDL oxy hod va stress oxy hod ndi bao. Mot co ché tiém
nang thém vao la hoat hod Ecto-5-Nu thic déy bédi statin (statin enhanced Ecto-5-Nu)
gia ting do thiéu khi. Piéu nay ciing ching to in vitro & lidu pravastatin khong 1am
giam cholesterol, 1am gia tang hoat dong ctia Ecto-5-Nu trong co tim thé bi thiéu méu
va giam kich thudc 6 nhdi méu.

San xuit adenosine ngoai bao do Ecto-5-Nu ¢6 vai trd quan trong trong bio vé

thanh mach chéng lai stress do thiéu khi.
Kha ning don dep céc gbc tu do dan chat tir oxygen dugc dugc tham dy sé bdi mot sd
thudc nhém statin bao gom simvastatin, fluvastatin, atorvastatin, pravastatin va
cerivastatin va cling dugc biéu hién trén mot sb loai té bao bao gom dai thuc bao, bach
cau trung tinh, té bao ndi mac va té bao co tron.

Cdc tic dung chuc nang cua giam stress oxy hoa thay dbi. Simvastatin,
fluvastatin va pravastatin e ché stress oxy hod gdy ra boi lysophosphatidylcholine
trong moi truong cay té bao co tron va ddy 1a sy phan anh boi kha ning cua cdc thude
nay trén su (e ché sy di chuyén té bao co tron in vitro. Atorvastatin dy phong thanh lap
superoxide do ting dudng mau ¢ dong mach vanh. In vivo, simvastatin c6 thé lam yéu
di stress oxy hod va thiéu khi trong thanh dong mach vanh, duy tri chitc ning ndi mac
mach ¢ thugng tam tdm mac va mach nho cua dong mach vanh khong lién quan dén
giam cholesterol.

Bao vé té bao da dugc ching to vdi rosuvastatin 1am tang san xuét eNOS mach
mdu va giam di hoai tir co tim sau thiéu mdu va tdi tuéi mdu & mic do nhe nhung
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khong thay & chudt bi giam eNOS. Ngoai ra rit lui diéu tri statin gy stress oxy hod va
1o loan chtrc nang ndi mac ¢ chudt. Co ché nim bén dudi lién quan hoat hod cua
gp91phox chira NAD(P)H oxidase do Racl 1am san sinh superoxide, chat don dep
eNOS.

Racl thanh vién cta dong Rho 12 mot thanh phan diéu hoa cia NAD(P)H
oxidase va su trc ché su isoprenyl hod Racl do statin lam trc ché phéng thich cic san
pham oxy phén g trong té bao ndi mac mach.

Statins c¢6 tic dung thuong tu trén té bao co tron va co tim, rc ché cdc san pham
oxy phan tmg do angiotensin II thong qua trc ché geranylgeranyl héa Racl. Cic tic
dung nay co két qua quan trong dé chung t6 kha nang cua statin trc ché phi dai co tim ¢
chudt diéu tri véi angiotensin II hodc & d6i tugng co thit dong mach chu.

Téc dung cia statin trén céc ddp Ung qua trung gian angiotensin II c6 thé do ca
gidm lipid mdu va tdc dung ngoai gidm lipid méu cua statin.

LDL c6 thé 1am AT1 (Ang II type 1 receptor) diéu hoa ngugc 1én té bao co tron
mach méu in vitro va ca trong ting cholesterol tho va nguoi déu lam ting trinh dién
AT1. Tuy nhién cdc nghién ctru sau d6 ghi nhan su giam lipid do statin diéu hoa xudng
trinh dién ATI. Statin cling ghi nhén gidm trinh dién AT1 va vi vy ngdn can vdi cdc
co ché tin hiéu cta thu thé khong phu thudc giam cholesterol mau.

VIII. STATINS VA BAO VE TE BAO MACH MAU CHONG LAI TON
THUONG QUA TRUNG GIAN BO THE

Chudi bd thé déng vai trd trong tim trong su dé khdng chéng lai nhiém khuén
va diéu hoa vé ddp ing mién dich. Tuy nhién bo thé ciing lién quan dén bénh sinh cta
nhiéu bénh 1y viém bao gdm viém cau than, viém khdp, lupus va xo vira dong mach.

Pé du phong tén thuong bén ngoai dén vai to chirc vat chii sau hoat hod bo thé,
mot s6 chit hoa tan va protein diéu hoa phtc hop lién két mang té bao ciing bi lién
quan. Bao gém protein bé mit té bao DAF (decay-accerelating factor, CD 55), CD44
(membrane cofactor protem) CD59 (protectin) va CD35 (complement receptor 1)

Chat DAF tir trén bé mit té bao ndi mac va thic day su bao vé té bao chéng lai
ton thuong qua trung gian b thé trong viém, huyet khéi, tdn sinh mach mau. Ngoai ra
viéc diéu tri té bao ndi mac cua ciia tinh mach rén nguoi, vi mach da va dong mach chu
v6i atorvastatin hodc simvastatin dua dén gia ting déng ké sy trinh dién DAF va e ché
huy hoai té bao qua trung gian b6 thé.

Co ché tac dung

Téc dong nhiéu hudng cua statins trén ndéi mac mach mdu phéi hop uwu thé véi gia
tang NO dan chit eNOS va/hay 1a hoat ho4 cta PI3K (phosphoinositide 3-kinase)/Akt.
Nguoc lai, sy diéu hoa ngugc 1én cia DAF boi statin khong lién quan véi con duong
nay.
Sy diéu hoa nguoc DAF doi hoi sao chép gen, gia ting déu din mRNA va tong hop
protein méi, nhung khong bi giam sau khi trc ché cia NOS hodc PI3K/Akt.
Diéu hoa nguoc 1én khong phu thudc vao cdc tic dung tc ché trén tong hop cholesterol
va dugc tao ra boi C3 exoenzyme va chat trc ché geranylgaranyl transferase (GITT286)
va duogc cai thién nho GGPP ma khong phai 1a FPP.

Mic dir diéu hoa nguoc gy ra boi statin cia DAF van con duoc kiém chung in
vivo, hién tuong nay duoc biéu thi phuong thirc qua d6 vé phuong dién diéu tri, noi
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mac mach mau cé thé 1a diu kién cho diéu tri va dy phong xo vira dong mach va céc
bénh 1y viém mach méu khéc lién quan hoat hod bo thé.

Vai tro bo thé trong bénh 1y mach mau

Vai trd bd thé trong bénh sinh ciia xo vira ddng mach, nhdi méau co tim va gia
tang xo vita sau khi ghép co quan dd dugc md ta va mot s6 co ché qua d6 bo thé cé thé
bi hoat hod trong thanh mach da dugc xac dinh. Bao gém hoat hod boi CRP, cung dinh
vi v6i C5b-9 MAC (C5b- 9 membrane attack complex) trong thanh mach xo vira va
cho thiy hoat héa b6 thé in vivo 13n in vitro.

Vi thé ndng d6 CRP c6 thé dai dién 1a mot trong nhitng phuong thiic qua d6
phan g viém man c6 thé tin cong trén thanh mach mau. Nong do CRP trén murc ngii
phan vi ctia gi4 tri binh thudng thudng phdi hop véi gia ting nguy co cao nhdi mau co
tim va bénh mach vanh trong ngudi binh thuong.

Tuy nhién tinh da dang cua statin va cho that giam nong d6 CRP khong phu
thudc tadc dung statin trén cholesterol va dy phong bién c6 mach vanh & bénh nhan cé
ndéng do cholesterol thip nhung lai ting CRP.

Giam hoat hod b thé trong thanh mang vita c6 thé 1a yéu t6 gép phan cho van
dé nay. Piéu nay c6 thé qua trung gian 2 dudng (1) qua su diéu hoa nguoc 1én trinh
dién DFA va (2) giam hoat hod b6 thé qua trung gian CRP.

Su tic dong nay c6 thé quan h¢ ddc biét dén diéu tri bénh nhéan voi bénh Iy viém
hé thong phéi hop hoat héa bo thé nhu 1a lupus va viém khop trong d6 gia ting tan
suat chét tré do nhoi mau co tim duoc ghi nhan. Thém vao tic dung c6 loi trén churc
nang ndi mac c6 thé do tir giam ndng d6 CRP, chit c6 céc tic dung tién khdng viém
truc tiép trén ndi mac mach mau.

IX. STATINS VA TAN SINH MACH MAU

Cic két qua gan ddy vé tic dung trén mach mdu khong lién quan giam lipid cia
statins bao gém cdc bdo cdo vé tic dung tién va khang tin sinh mach (pro-anti
angiogenic effects). Dau tién ghi nhan chat simvastatin hoat hod con duong PI3K/Akt,
gay hién twong phosphoryl hod eNOS, rc ché hién tuong chét té bao theo chuong trinh
va gia tang tan sinh mach in vivo va in vitro.

Nghién curu sau d6 theo cach thirc murin (murine model) phat hién ddp tng tan
sinh mach in vivo it nhat mot phan lién quan dén két qua cta sy di chuyén phu thudc
PI3K/Akt cua cdc thanh phan nguyén thuy ndi md tuy xuong (bone marrowendothelial
progenitors) va mot su gia ting lwu hanh té bao ndi md nguyén thuy (EPC=endothelial
progenitor cell). Sy gia ting nay trong té bao nguyén thuy ndi mo luu hanh ciing dugc
ghi nhan ¢ bénh nhan bénh mach vanh dung statins.

Kha ning cua statins 1am gia ting lvu hanh té bao ndi mac nguyén thuy luu
hanh dwa dén gia thuyét 1a ching c6 thé lam thuén loi tdi tao ndi mac hod (re-
endothelialization) va 1am giam bé day ndi mac tin sinh & phia thanh mach tén thuong
thong qua sy di chuyén va thu nhan thém té bao nguyén thuy ndéi mac. Cic nghién ciru
gan ddy ciing minh ching diéu nay.

Tuy nhién ngugc lai voi nhirng bdo cdo cac tic dung tién tan sinh mach cua
statins, mot chit statin c¢6 tic dung thu nhan chat md, chét cerivastatin duoc ghi nhan
tic ché tan sinh mach méu in vitro qua cic co ché khdc, goi 1a trc ché cta Rho.
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Cic nghién ctru tiép theo ghi nhan cerivastatin 1am ngirng phat trién trong té bao
ndi mac ¢ céc giai doan G1/S theo sau su gia ting chat {rc ché kinase phu thugc cyclin
p21 WACPl y3 e ché tan sinh mach in vivo.

Tac dung 2 pha cua statins

Cic giai thich vé sy khdc biét lién quan dén tic dung 2 pha cua statins trén su
tan sinh mach. C4c nghién ctru ghi nhan nong do thap (0,002-0,05 uM dbi cerivastatin
va 0,002-0,2uM dbi voi atorvastatin) cua céc thudc nay tic dyng tién tan sinh mach,
trong khi ndng d6 cao tic dung tién chét té bao theo chuong trinh (pro-apoptotic) va 6n
dinh mach méu (angiostatic).

Vi thé diéu tri liéu thap va trung binh ciia céc thudc nay & ngudi c6 tic dung tin
sinh mach va & liéu cao c6 tic dung 6n dinh ndi mach.

Nghién ctru in vitro ghi nhan lidu thap thic day tan sinh va di chuyén té bao ndi
mac thong qua phong thich cua yéu td phat trién ndi mac mach, nguoc lai lidu cao lam
giam yéu td phit trién ndi mac mach va két qua gy hién tugng chét té bao theo chuong
trinh.

Cic tac dung liéu thip qua trung gian boi su hoat hod ctia PI3K/Akt va tic dung
lidu cao lién quan dén tc ché sy geranylgeranyl hod. Ngoai ra sy on dinh ctia eNOS
mRNA chi dat duoc béi lidu cao.

Céc tac dung phu thudc lidu diing nay dua ra trong cdch thirc murine cia sy tan
sinh mach trong d6 cerivastatin giam phat trién khdi u va mach mau trong chimg ung
thu phdi dang Lewis.

Tuy nhién nghién ciru gan day dé xuét rang cach thirc nay khong dung trong moi
tinh hubng. Céc tic gia ghi nhan rang lidu thép cerivastatin (0,005 uM) e ché tan sinh
mach do cdc san pham dudng hod bac cao in vitro thong qua co ché phy thudc vao su
tic ché ciia FPP va khong lién quan GGPP.

Tiém ning diéu tri

Kha nang statins diéu hoa sy tan sinh mach da dua ra mot tiém nang diéu tri cua
thudc ddi v6i bénh tim mach, K, viém khép, bénh vong mac DTD. Mic du nhiéu dé
Xudt hap dan, ching can duoc nghién ciru ky trude khi tmg dung lam sang do chua r6
rang liéu giam lipid hién nay cua statin & ngudi hién dang & muc tién hodc mirc chong
tan sinh mach.

Ngoai ra trong bénh XVDM c¢6 nhiéu tiém ning ¢6 loi cua cdc tic dung on dinh
mach mdu, dan dén réi loan phat trién hé vi mach trong mang xo vira, cling nhu sy tac
d6ng tién tan sinh mach thuan loi cho phat trién mach mau phuy.

Thém vao d6 khong c6 két qua dua ra vé gia tang dc tinh ¢ bénh nhan dleu tri
v6i lidu statins khuyen cdo hién nay c6 thé dién dich rang bét ct tic dung nao vé tién
tang sinh mach invo déu rét yéu.

Tuy nhién can xdc dinh mot cach than trong cic hi¢u qua trén sy tan sinh mach
ctia lidu statin hién nay, dé giai thich mot cach ddy du hon cic tic dung c6 loi va cdc
nguy co tiém tang.

X. STATINS VA ON PINH MANG XO VUA PONG MACH o
Vé phuong dién chup mach médu qua cac thir nghiém phén tich vé di€u tri giam
lipid mdu do6i véi bénh mach vanh ghi nhan giam cdc bién ¢0 tim mach trong tuong lai
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qud muc hon sy mong mong doi tir sy gia tang ti thiéu cua duong kinh dong mach
vanh. Diéu nay dan dén su dong thuén su 6n dinh mang vira dugc md ta qua su thay
do6i sinh hoc cua méang vira, bao gdém nip xo collagen day hon, kho chira lipid it hon,
tang té bao co tron va té bao viém it hon. Két qua cic cic thay d6i nay 1am cho nguy co
v& méng vira va hau qua huyét khdi dua den hoi chimg vanh cap duoc giam di.

C6 chung c6 quan trong la giam ndng do lipid duoc khao sit bang cach phuong
phdp bao gdm tiét thyc, ding hay khong dung statins, thuc day tich luy té bao co tron
thanh thuc, gidm di sy viém mach mdu tai chd, tich lily cholesterol trong dai thuc bao
va sinh téng hop co chit MMP (matrix metalloproteinase) boi cac dai thuc bao va té
bao co tron, tat ca cdc khia canh 1am cho mang vira on dinh.

Kha nang cua statins tao thuan lgi cho on dinh mang vira dugc thyuc hién trén thi
nghiém dong vat, két qua diéu tri 1am giam tich luy va hoat hoa dai thyc bao kéem giam
trinh dién yéu t6 phat trién, sinh tong hop chét trung gian tién viém va co chat MMP &
tho duoc nudi chét béo

Ngoai ra ¢c6 mot vai ching cé ¢6 1gi twong ty & bénh nhan dung pravastatin va
simvastatin. Phan tich méng vira mach canh ghi nhéan gia ting ling dong collagen, giam
thanh phan lipid, thAm nhiém bach ciu va co chdt MMP.

Mic du cdc tdc dung c6 lgi cua viée diéu tri statins da khong con ban cai, Céc
tdc dung nhanh cia chiing da dé xuat vé hiéu qua khong phu thudc lipid 1a rat quan
trong trong su 6n dinh mang vira. Diéu nay gidi thich khd ndng cda statins bao vé
chéng lai thiéu mdu bénh mach vanh, mic du néng d6 LDL.C 1a dau hiéu ngheo nan
khi dy bdo bién cb do.

Pravastatin ching to cai thi€n gian mach do acetylcholine cua dong mach vanh
0 dong vat linh truong va tic dong tai t6 chirc mang vira bi ro1 loan chuyén sang 6n
dinh, khong phu thugc vao thay d6i nong do lipid huyét twong

Mot nghién ciru gan ddy da cho thay pravastatin va simvastatin c6 tic dung
giam va tic dong trén mang vita theo chidu huéng on dinh bao gém ting thanh phan
collagen va té bao co tron va giam téng hgp MMP.

Tuong tu ghi nhan chudt thiéu apolipoprotein E trong d6 simvastatin 1am cho 6n
dinh manh vira khong phu thudc vao gidm lipid mdu

Van con sy hoai nghi vé ¥ nghia 1am sang cia tac dung khong phu thudc lipid
cua statin trén su on dinh mang xo vira con lai boi vi sy khé khan phan cach véi céc tac
dung trén v&i cdc hi¢u qua do gidm lipid mau.

Tuy nhién cdc nghién ctu thyc hién nghiém tic da ghi nhén tic dung giam
cholesterol va nhiéu hudng tic dong khic cua statins da gép phan vao sy 6n dinh mang
vira va giam tai bién 14m sang ¢ bénh nhan sir dung véi céc thude trén

XI. KET LUAN

Vai trd statins trong diéu tri bénh 1y viém hién dang duoc quan tim. Bénh 1y
viém hé thong nhu 12 bénh viém khdp va Lupus ngodi tdc dung thir phét con giy xo
vira dong mach sdm va ting tir vong tim mach. Diéu nay da dua ra cu hoi liéu Statins
c¢6 st dung du phong cho bénh nhan khéng, khéng chd y dén bdi canh Lupus dé 1am
giam nguy co tir vong tim mach. Pay 1 van dé ma céc bdo cdo lién quan dén khing
viém khong phu thudc cholesterol va tdc dung bao vé mach mdu.

Str dung bisphotphonate dé du phong loang xuong do corticoid cho bénh nhén
duoc xem nhu 13 bdi canh twong ty. Tuy nhién, cic phan quyét chua dit ra va qud
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nhiéu diéu khong chic chin dé ddi hoi sir dung rong rdi ¢ nhitng bénh nhin c6 ndng do
cholesterol méu binh thuong.

Khi st dyng statins nhirng bénh nhan c¢6 bénh ly viém maén tinh cdc thdm do
phai dugc chi y dén hau qua bénh ly bén dudi nhu 1a nguy co tim mach, dai thdo
duong. Mot diéu quan trong dé chap nhan do céc tic dung khéc nhau cua statins cling
c6 tiém nang c6 hai va c6 thé c6 bénh 1y do qua lidu. Vi vay can phai x4c dinh liéu
statin duoc chi dinh c6 khac so vai liéu c6 két qua dat dugc ha lipid méu ly tuong.

Ngoai ra, mat dau cdc thudc nay tuong dbi an toan nhung sy rut lui gan day cua
cerivastatin van con luu y tiép tuc can duoc canh giic. V1 vy, tiép tuc nghién ctru dé
chon mot thuéc méi dic hiéu dya trén nhém Statin va can xdc dinh muc ti€u 1a quan
trong. Ngoai ra, cdc két qua kiém so4t tinh cd thir nghiém 1am sang doi hoi phan biét
tac dung phu thudc va khong phu thudc cholesterol ctia Statin hién nay va thiét 1ap tiém
nang su dung trong cdc tinh trang bénh ly khac nhau dang dugc mong doi.
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KIEM TRA MAY TAO NHIP THAT VOI PIEN TAM PO

Tran Thong

Division of Biomedical Engineering, Oregon Health & Science University

Tom tat

Muc tiéu: Trong bai nay, chung t6i s€ ban vé mot sd nguyén tic co ban dé mot
béc sT tim mach, khong chuyén vé dién sinh ly tim, c6 thé ding dé chan dodn mot bénh
nhan da dwuoc cay mot mdy tao nhip ¢ budng that. Phuong phdp: Phuong tién chan
dodn béc s tim mach thuong c6 san la dién tim d6. V&i mot nam cham manh va hiéu
biét co ban vé hoat dong ctia may tao nhip, bdc si s& co thé quyet dinh la mdy tao nhip
hoat dong chuan hay bénh nhan can tré lai kham véi bdc si cay mdy. Két qua: Chiing
t6i s& giai mot sd trudng hop dién hinh ciing véi cic dai biéu. Két luan: Béc si tim
mach véi mdy di¢n tam dd va mot nam chAm manh c6 thé chan dodn hau hét cdc su
kién mot mdy tao nhip budng that.

Abstract

Objective: In this paper we would like to review some basic principles for the
practicing cardiologist, without extensive cardiac electrophysiology experience, to be
able to diagnose a patient with a basic ventricular pacemaker implant. Method: The
main tool available to such a cardiologist is the electro-cardiogram. With a strong
magnet and some basic understanding of the operation of the pacemaker, the
cardiologist can, in most cases, determine whether the pacemaker is operating
satisfactorily, or further consultation with the implanting cardiogist would be required.
Results: We will go over a number of examples of troubleshooting with the audience.
Conclusion: A cardiologist with his electrocardiogram machine and a magnet can
diagnose most ventricular pacemaker problems.

I. PAT VAN DE

Ching t6i uéc dodn 1a s6 bénh nhan cay mdy tao nhip ¢ Viét Nam nam 2009 s&
1én dén khoang 1000 nguoi. Cdc trung tim cay may déu & cac thanh phd 16n. Mot sb
khd 16n cac BN cdy mdy sé tlr cdc tinh 1én. Vi vay, sau khi cay may, cac BN nay s tro
vé tinh va khi BN ¢6 su kién, cic BS tai tinh 1a tuyén dau de quyét dinh mdy tao nhip
ctia BN ¢6 hoat dong chuan hay BN can phai di kham BS cdy mdy ¢ BV ¢ thanh pho
dé duoc kiém tra v6i cdc mdy chuong trinh cia cong ty san xudt. Vay BS khong c6
mdy chuong trinh cta cong ty san xuat c6 thé nao chan doén tinh trang hoat dong cia
mdy tao nhip dugc khong ?

II. PHUONG PHAP

Céc BS tim mach déu c6 mdy dién tam d6. M4y nay, cting véi nam chAm manh,
du dé gidp BS chan don cdc BN duoc cay mdy tao nhip mot budng that dugc tao
nhip theo phuong cich VVI. Trong phan nay ching toi s& trinh bai mot s6 khai niém
co ban vé mdy tao nhip dé gitp béc si hiéu hoat dong ctia mot mdy tao nhip VVL
2.1. Co ban tao nhip VVI [1]
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Tao nhip VVI 1a tao nhip budng that bang nhitng xung véi nhip ¢ dinh, thudong
l1a 70nhip/phit. Dé tranh tao nén loan nhip, mdy tao nhip cé chirc ndng nhan cdm cic
song R, ding hon 1a séng khur cyc dugc phat hién tai dau day dién cuc 6 mdm tim hay
thanh lién thit. Néu mdy phét hién séng khtr cuc ndy, mdy s& khong phat xung, va s¢
bat dau chu ky cho tro lai, thuong la 850 ms (70 n/p). V6i nhan cam t6t, mdy s& khong
canh tranh v6i nhip ndi tai, néu nhip nay >70 n/p.

2.2. Nhin cam lim (Oversensing)

Vi mdy ding dién tim nén cic séng mdy phat hién dugc khong nhat thiét 1a
tuong Ung véi séng R trén dién tim dd. Thi du céc séng khic dugc may phat hién 1am
la song R:

® Ngoai tim thu that

® Soéng dién tir cdc co xung quanh tim, thi du séng phat tir co hoanh, hoac
séng tir cic co nguc.

® Séng nhiéu tir bén ngoai, thi du khi BN dimg gan mot may On 4p dién manh.

Trong hai truong hop dau, mdy s& bi i ché va chu ky thoi gian (850 ms) s& bi
1ap lai tir dau. Neu cdc séng nay tiép tuc, mdy s& khong hoat dong duogc va BN tiy
thudc mdy s& ngat. Trong trudng hop thir ba, khi cdc séng téi véi nhip cao hon 360 n/p
(100 ms), mdy s€ phat xung theo nhip ¢ dinh (70 n/p) ma khong bi nhip ndi tai cia BN
{rc ché, c6 thé dua dén loan nhip néu xung ddnh vao séng T cta nhip ndi tai ciia BN.

Trong trudng hop céc séng tir cdc co ngodi tim trc ché may, thi BN cin phai tro
lai BS cdy mdy dé diéu chinh do nhay ctia may.

Mot truong hop oversensing nira la khi day dién cuc bi doan mach (open circuit),
2.3. Khong nhan cam (undersensing)

Maiy dung mdt mach dién ngudng (threshold) dé phat hién s6ng R cua dién tim.
Vi vdy song R trong di¢n tim phdi cao hon d¢ nhay (sensitivity) da dugc 1ap trinh.
Thong thuong thi cic may dwoc lap trinh dé phét hién séng trén 2,5 mV. Séng R trén
dién tam do c6 thé rat cao, ma séng R trong dién tim nhiéu khi lai dudi 2,5 mV, nén
mdy s€ khong phat hién dugc nhip ndi tai. Trong truong hop nay, mdy s€ phat xung
ding chu ky (850 ms sau séng R trudc, hay sau phat xung trudc) mac du da cé mat
phue bo QRS ngay trudce do!

Néu undersensing xay ra thuong xuyén, BN can tr& lai BS cay mdy dé diéu
chinh d6 nhay cta mdy. Ngoai séng R qua nho, undersensing ciing ¢6 thé xay ra do:

® Day dién cuc bi doan mach (dut) hodac chap mach

® Dién cuc bi sut
2.4. Thoi gian tro (refractory)

Hau tranh phat hién cdc séng phu, sau khi mdy phat hién mot séng R, hay sau
khi phét xung, may s& 1o di mot khoang thoi gian, thudng 1a 300 ms. Vi vdy néu c6 mot
ngoai tdm thu that hodc mot phic bd QRS xay ra trong khoang thdi gian 300 ms sau
modt xung, may s€ 10 di ma khong 1ap lai chu ky. Ngoai thoi gian tro mdy, cic co tim
cling c6 thoi gian tro. Vi vy mot thoi gian ngin sau mot phiic bd QRS, ~200-300 ms,
tao nhip s€ khong thanh cong.

2.5. Tao nhip khong thanh cong

Khi cay mdy, bién d¢ xung dugc lap trinh tu 2X dén 3X ngudng tao nhip (bién
d6 xung thap nhét c6 thé tao nhip thanh c6ng). Tuy nhién ngudng c6 thé thay ddi do tdc
dung phu ctua thuéc BN dung dé diéu tri mot bénh khdc, thi du cam, bénh bao tir, hodc
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do xo héa & dau dién cuc. Vi vay khi mdy khéng tao nhip thanh cong, can phai hoi xem
c6 thay doi gi trong tinh trang suc khoe cua BN. Néu BN chi méi c6 triéu ching do
tinh trang sirc khoe thay doi, thi trong trudng hop triéu ching khéng trim trong 1dm, ¢
thé chd cho qua con bénh. Lﬁn tai khdm sau voi BS cdy mdy, BN can luu y BS vé su
cd dd qua d6, dé BS ting bién d6 xung 1én ddi chiit. Mot 1y do khéc tao nhip khong
thanh cong la do su cb véi day dién cuc: dién cyc stt, day dién cuc bi doan mach hoac
chap mach, vo ddy dién cuc bi ntt hodc rach. Truong hop ndy can trd lai BS cdy mdy
dé diéu chinh.

2.6. Co hoanh bj kich thich

Néu bién do xung qud cao, co hoanh c6 thé bi kich thich. BN can phai duoc 1ap
trinh bién d xung tré lai.

2.7. Hién twong nam cham [2]

Khi nam chdm manh duoc dét trén may, mdy s€ tao nhip ¢d dinh, khong bj trc ché.

® Biotronik: nhip co ban ctia mdy. Néu pin yéu, thi nhip s& giam 11% (70 n/p
-> 62,3 n/p)

® Medtronic: 85 n/p. Néu pin yéu thi 65 n/p.

2.8. Nhlp qud thdp

Néu nhip BN qud thap, thi ngoai trir nguyén nhan di duoc ban ¢ phan I1.2, con
c6 cdc nguyén nhan sau day:

® Mdy dugc 1ap trinh nhip vé&i hién tugng tré (hysteresis). Thuong nhip
v6i hién twong tré duoc ding véi BN ¢6 nhip ndi tai khong qua 10-20 n/p thap hon so
v6i nhip mdy. Ma day 1a nhip néi tai, khong phai nhip may!

® M4y dugc 1ap trinh voéi nhip dém. Néu BN bdo cdo 1a nhip trudc khi nga
thap hon nhip co ban, d6 1a nhip dém! Thuong la 45-50 n/p.

® May sip hét pin. Can tré lai BS cdy mdy va sap s€ phai thay may.

o Mady Biotronik s€ giam nhip 11% khi pin yéu (70 n/p -> 62.3 n/p). Thong
thudng may duoc 1ap trinh véi nhip véi con sé chan 70, 65, 60! Con sé 1¢ nhu 62,3
la bat thuong!

o Mdy Medtronic s& tao nhip 65 n/p. Néu c6 nam chadm manh dit trén mdy,
s& thdy mdy tao nhip 65 n/p ¢d dinh ma khong bi e ché. Néu pin tot, thi voi nam
chdm may s€ tao nhip ¢6 dinh 85 n/p!

2.9. Huéng dan klem tra mdy

1. Yéu cau BN trinh gidy mdy (Patient ID card). Luu ¥ tén mdy va ngay ciy

may.
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ZE BIOTRONIK PATIENT I.D. CARD
Bui thi Anh Sao Mai - 1945
Taloes DK 123456878 11272005
Ao B o) B 123465 7F QOGEZI000
VoSenon S5 23456789 D3EZ000

Physicianfacilty to contact in Vielnam
+84 90 123 4567 TRAMN VAN BIEN HOA, MD

IMPLANTABLE PACEMAKER

Ghi thong s6 mdy tir s6 theo ddi ciia BN, néu cd.

..........

TRANG THIET B| G4EU TRI HHIP Ti

CHUIMOPHG TRINH MY
- Phwongthiictao nhip
- HNhip dwge [Eptinh

- Bién didva 86 mng Kun@ R oo P L

- Hhip higntai cla bEnhnhEn ... Thude S0 RRIE: oree e oeeene

2. Nhan dang phuc bd QRS, xung tao nhip, ngoai tdm thu, nhiéu.

3. Tai mdi xung, do ngugc lai khoang thoi gian co ban (thudng: 1000 ms (60
n/p), 850 ms (70 n/p)). Pay 1a thoi gian mdy cho dé phat xung. Néu c6 phirc bd QRS
hay ngoai tam thu

that trong khoang thoi gian ndy, can tim hiéu nguyén nhédn tai sao mdy
khong phat hién va trc ché xung.

4. Sau mdi xung/QRS dugc nhan cam, c6 khoang thoi gian tro, ~200-300 ms.
Trong khoang nay céc séng s& bi may 10 di.

5. Nhan dang séng sau xung dé phn biét tao nhip thanh cong, khong thanh
cong va nhip dung hop (fusion beat). 6. Diing nam cham dé kiém tra nhip co ban. Khi
diing nam cham, céc phtic bd QRS bi may 15. Tuy nhién néu tao nhip thanh cong thi
trong vong ~400 ms sau xung s€ khong c6 QRS.

Néu nhip nam cham thap hon binh thuong [3], thi pin mdy di yéu. Luu ¥ sau
thoi gian hoat dong >7 nam.

III. THU'C HANH VOI PIEN TAM PO [3]
3.1. VVIL, 60 n/p (1)
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111.2. VVI, 60 n/p, (13) 11 7. VVL 60 n/p, nam cham 60 n/p (21)

With Magnet s

III 9 WWI 60 n/p. Hhién tu'cmg nam cham: 3
xung 100 n.-‘p, triv lai nhlp co ban {15]
- o —

With Magnet B
1114 VVI, 50 n/p, thai gian tra 400 ms (4)

With Magnm

HL10. VWV, 70 n/p. nam cham 100 n/p (30

1116 VVI, 70 n/p (36)

V.KET LUAN ‘ o
_ BS tim mach véi dién tam do va nam cham c6 thé kiém tra may tao nhip mot
buong that c6 hoat dong chuan hay khong, nho vay tranh BN phai di 1€n thanh pho
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kiém tra mdy khi khong can thiét. Néu van dé véi médy khong phai la do tdc dung phu
cua thuoc, thi BN s€ can tr¢ lai kham v6i BS cay may.
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TAO NHIP THAT VOI MAY HAI BUONG: LOI HAY HAI ?
Trin Thong
Division of Biomedical Engineering, Oregon Health & Science University

Tom tat

Muc tiéu: Nghién ctru DAVID v6i cac bénh nhan mdy pha rung hai budng di
danh thtrc gioi tao nhip vé nguy hai tao nhip that khi két qua dugc cong bd nam 2002.
Bai nay s& tém tit vé sy hiéu biét vé nguy co do tao nhip that tao ra cho t6i thoi diém
thang 5, 2009.

Phuong cach: Trong bai nay, ching tdi s& ban vé cdc nghién ctru tiép theo
DAVID vé lgi/hai tao nhip that. Nghién ctru INTRINSIC RV niam 2007 da giai thich 1&
12 tao nhip that chi khi can thiét, that ra khong c6 hai ma lai ¢6 loi ich cho bénh nhan.
Ngoai ra cac nghién ciru MOST, DAVID II, MVP ciing da giip thém vao su hiéu biét
v€ tao nhip & tht.

Két qua: Sau khi két qua nghién ciru DAVID dugc cong bd, cdc nha san xudt
mdy tao nhip va mdy phd rung da tung ra mot s6 chuong trinh trong cdc mdy hai buong
nham giam tao nhip ¢ that. Chiing tdi s& gidi thiéu cdc chuong trinh nay va s& ban vé
hiéu qua dbi véi céc nghién ciru sau DAVID.

Két luan: O vao thoi diém nay, chi c6 mot s6 nhé mdy tao nhip va phd rung hai
buong dang duoc céc cong ty gidi thiéu ¢ Viét Nam dat dugc céc tiéu chuan can thiét
dé giam nguy co suy tim do tao nhip that.

I. PAT VAN DE

Ching t6i wéc dodn 12 s6 bénh nhin cdy mdy tao nhip ¢ Viét Nam nam 2009 sé& 1én
dén khoang 1000 ngudi. S6 bénh nhan chon mdy 2 budng sé& khoang 1/3, mot con sé ddng
ké! Pai da s6 BN céy mdy mot buéng déu dugc tao nhip theo phuong thitc VVI(R ).
Trong truong hop nay, tao nhip & that khong thé tranh duoc. Trong cic nghién ciru so sanh
tao nhip VVI vdi tao nhip AAI ¢ cdc BN suy nitit xoang, ty 1€ suy tim va rung nhi ¢ cac
BN tao nhip VVI Itic nao ciing cao hon BN tao nhip AAT [1]. Tuy nhién tao nhip AAI chi
ap dung mcho <50% cac BN - chi trong truong hop BN ¢6 dan truyen nhi-that tot. Ngoai
ra cay day dién cuc nhi ciing tuong d6i kho hon 1a cdy day that, va nhat 1a trong truong
hop cdc BN 16n tudi, BS lo ngai 12 BN s& bi bldc nhi-that trong twong lai. Vi thé tao nhip
VVI an toan hon. Trong nghién ctu MOST [2], tao nhip 2 buéng DDDR duoc so sanh
v6i tao nhip 1 budng VVIR. Két qua 12 khong c6 khéc biét vé phuong dién su ¢ (tir vong
hay stroke), nhung DDDR ciing c6 tdc dung giam bdt cac nguy co.

g pel0a3

| Vantricular
| pacing

Frepamion free of death or suroke

f T 1 I 1
0 2 4 6 8 10

Time (years) M oni e
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Hinh 1. Ty l¢ ton vong voi tao nhip [1]. Hinh 2. Ty l¢ ton vong - MOST [2].

Event HR(CI) P
Death/stroke ITT  0.91(0.75, 1.10) 0.32 —_——
oT  0.88(0.73, 1.07) 0.20 ——
Death ITT 0.95(0.78, 1.16) 0.64 ——
OT  0.94(0.76, 1.15) 0.53 s
Stroke ITT  0.81(0.54, 1.23) 0.33 L —4
or  0.74(0.48, 1.12) 0.15
HFH ITr  0.73(0.56, 0.95) 0.021 ——
or 0.72 (0.55,0.94) 0.017 P
AF ITT 077 (0.64, 0.92) 0.004 A ‘
or 0.72 (0.60, 0.86) 0.001 —— ‘
0.5 DDDR better I VVIR better

Hinh 3. So sdnh cdc nguy co - MOST [2].

Néu so s4nh hinh 1 va hinh 2, chiing ta nhan thiy 12 AAI van t&t hon DDD,
trong truong hop cac BN bi suy nit xoang. Nghién ciru DAVID dung cic BN da duoc
cdy mdy phd rung (ICD) 2 budng va duoc lap trinh DDDR-70 (70 n/p) hoac VVI-40
(VVI du phong 40 n/p). N6i chung cac BN nay khong can tao nhip va nhu vdy c6 nit
xoang tuong d6i t6t va v6i dan truyén nhi- that t6t. Pac tinh cdc BN nay 1a tim da bat
dau suy yéu, véi LVEF < 40%! Céc BN nay rat nhay cam suy tim, so véi cdc BN tao
nhip binh thudong. Két qua DAVID di lam s6i dong gidi tao nhip véi khdm phé 1a tao
nhip 2 budng dua dén ty 1¢ suy tim cao gip 2 1an tao nhip VVI-40!

Dual-Chamber Rate-Respensive Pacing (DODR)
—————— Ventricular Backup Pacing (vVI)

A | Death or First Hospitalizetion for
Mew or Worsened CHF

B4 Retative Hazard (95% CI), 161 (1.06-2.44)
=
o 0.31
0
2
o
o 0.2
=
K=
|
E o4
Q
o]
Time, mo
MNo. at Risk
DODR 250 159 76 21
Wl 256 158 a0 25

Hinh 4. Xdc sudt sw c6 - DAVID [3].

Vay 1, & vao thoi diém ndm 2006, chiing ta biét 12

® Tao nhip AAI sinh 1y va c6 ty 1& su ¢ thap hon VVL

® Tao nhip VVIR twong duong véi DDDR vé su cd nghiém trong (tir
vong, suy tim). Tuy nhién tao nhip 2 buong ¢6 nhiing loi ich [2] nhu tranh hoi ching
mdy tao nhip, tdng chat lugng cudc song. Chung ta ciing c6 thé két luan 1a tao nhip
DDDR khong dugc tét bang tao nhip AAI véi cdc BN suy niit xoang v6i din truyén
nhi- that tot.

® DDDR véi tao nhip ¢ that ting hiém hoa suy tim gap 2X so véi VVIR,
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trong nhém BN khong can tao nhip.
II. PHUONG PHAP
2.1. Nghién ctiru INTRINSIC RV

Sau khi nghién ctu két qua nghién ctu DAVID, mot nhém BS di dén két
luan 12 céc van dé véi tao nhip 2 budng do tao nhip & that khong can thiét giy nén!
Nhém BS nay dd dé nghi chwong trinh nghién ctru INTRINSIC RV [4]. D¢ giam
tao nhip that, cic BS chon mdy phd rung 2 budng Vitality AVT cua cbng ty
Guidant (Boston Scientific) vi dic diém sau day

® Mady c6 hién tuong tré thoi gian nhi- that (AV hysteresis) t6i 300 ms

® Mady c6 chirc néng tim nhip that noi tai thuong xuyén sau mot thoi gian tao
nhip ¢ thit- AV Search Hysteresis (AVSH, hoic AVS+). Chitc ning nay rat
quan trong dé tranh mdy tao nhip lién tuc sau khi mét nhip that ndi tai. Vi nghién ctru
chi chi trong dén cdc BN khong can tao nhip, duoc dinh nghia 1a BN véi tao nhip
<20% thoi gian, nén trong s6 1530 BN dugc tuyén, chi c6 988 BN (65%) tham gia
chwong trinh nghién ctru [5] va dugc phan chia ngiu nhién giita hai nhém DDDR
60-130 va VVI-40. Két qua 13 INTRINSIC RV nhd AVS+ giam tao nhip xubéng con
trung binh (average) 1a 10% véi diém giira (median) 4%, so voi tao nhip 3% trung binh
va 0% diém giira cho nhém VVI-40, dao nguoc két qua ciia DAVID.

Outcomes in INTRINSIC RV, DDDR-AVSH vs
VVI pacing in ICD patients

End paoint DDDR-AVSH, WVI,

— _ n=502 n=486

= Lf"_""‘ AVSH — All-cause 6.4 9.5

ot o : mortality or HF

B0 — e hospitalization

ul nisks {U,-’n]

DDDR 168 41 m All-cause 3.6 3.1

oAl it 3 CUBN mortality (%)

% eveni-free

L] L1 120 180 80
Days since implant

*for nenintericrity of DDDR-AVSH compared with VI

Hinh 5. Ty 1¢ khong su c6 - INTRINSIC RV [5]. Hinh 6. Tém tdt két qua INTRINSIC
RV [6].

Olshansky sau nghién ctru INTRINSIC RV c¢6 lam thém mot nghién ctru phu [7] dung
tat ca cic BN dugc lap trinh DDDR, ké ca nhém véi tao nhip that >20% di khong duoc
dung trong nghién ctru nguyén thuy. Nhém 106 BN vdi tao nhip tir 10%-19% c6 ty 1€
su kién thip nhat, xem hinh 7. Ty 1¢ nay tiang dan 1én vdi ty 1é tao nhip > 20%. Tuy
nhién nhém 344 BN véi tao nhip thép nhét (0-9%) lai c6 ty 1€ su kién cao, 8.1%! Nhu
vay, ddi véi cac BN khong can tao nhip nay, tao nhip & muc 10-19% la ti vu!



HOI NGHI TIM MACH MIEN TRUNG MG RONG LAN THU V 225

Death or Heart Failure Hospitalization by
Right Ventricular Pacing
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% of Patients with an Event

= &=

Cumulative % RV Pacing
Hinh 7. Ty l¢ sy c6 véi tao nhip that trong nhom DDDR [7].

Tai sao 10-19% t6i wu? Mot gia thuyét duoc dé nghi 1a cac BN, mic dau c6 niit
nhi-that tot, vin c6 nhitng khi thodng bi bldc cap IT hodc III, va s& mét di mot s6 chu ky
co bép that, hodc bldc cap I qud dai (> 300 ms). Trong cic truong hgp nay tao nhip that
300 ms sau séng p (hodc tao nhip nhi) s& gitp huyét luu khong suy giam. Ngoai cic su
kién trén (tr vong, nhap vién do suy tim), nhém >50% tao nhip that ciing 12 nhém véi
nhiéu loan nhip dugc diéu tri, 17%, ké dén 1a nhém 0-9% véi 12% loan nhip.

Bdn nhém con lai chi ¢6 ty 1¢ loan nhip 5,6%! é so sanh, trong DAVID, tao nhip
& that trong nhém DDDR70 14 59%, va chi khoang 4% trong nhém VVI-40. Véi két
qua INTRINSIC RV, chiing ta khong c6 gi ngac nhién vé két qua DAVID. Nghién ctru
chi tiét hon, cic BN DDDR70 trong DAVID vdi tao nhip <40% c6 ty 1& su kién thap
hon hém VVI-40.

2.2. Nghién ciru DAVID II

Nghién ctru DAVID II [8] mudn tim hiéu xem tao nhip AAI-70 c6 an toan so

v6i VVI-40. Két qua 1a khong c6 khdc biét vé ty 1¢ sy kién.

Death or First Hospitalization for
New or Worsened Heart Failure

0.5

=
B

=
W

Event Rate
=
b
i
=
s |

=
-
|

0.0 ~ . _
0 18 36
Maonths frem Randomization to Event
Hinh 8. Ty ¢ su kién - DAVID II.

Ty 1€ tao nhip nhi la 47% va ty 1€ tao nhip that 12 2%. Nhu vay la tao nhip ¢ nhi
trong nhém BN khong can tao nhip nay, khong c6 hai ma ciing khong c6 loi ich gi so
v6i tao nhip du phong ¢ that. Nhu vdy cdc sy kién khong tot trong nho/m DDDR ciia
DAVID 12 hoan toan do tao nhip & that!

Gom gbép céc Kkét qua cua DAVID, INTRINSIC RV, va DAVID II,
chung ta c6 thé két luan 12 d6i véi nhém BN ICD khong can tao nhip nay

® Tao nhip nhi khdng khac tao nhip du phong

® Tao nhip hai buéng c6 hai so vdi tao nhip du phong VVI-40.

® Tao nhip hai budng véi chirc ning AVS+ dé duing nhip that noi tai tdi da s&
giam ty 1€ su kién so voi VVI-40. Tbi wu 1a tao nhip & that 10-19%. I1.3. Nghién ctru
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MVP.

Két qua nghién ciru MVP vira dugc cong bd & hoi nghi HRS, ngay 15 thing
5,2009,http://wwwp.medtronic.com/Newsroom/NewsReleaseDetails.do?itemld=12423
90431212&lang=en_US. Chiing t6i con dang chd bdo cdo chi tiét s& dugc dang trén
cdc tap chi tim mach. Theo bdo cdo tai HRS, thi tao nhip MVP khong c6 hiéu qua hon
VVI-40!

Managed Ventricular Pacing la phuong cidch tao nhip cua riéng cong ty
Medtronic. V6i MVP mady sé€ tao nhip theo dang AAIR cho t61 khi mat nhip noi tai &
that 4 chu ky lién tlep, thi s& chuyén qua tao nhip DDDR. Sau 2 chu ky nhi ma khong
c6 nhip noi tai ¢ that, mdy s& phat mot xung an toan ¢ that. Tt ca cdc ICD hai budng
ctia Medtronic, tir thé hé Intrinsic tré vé sau, déu dung chire nang nay. Voi két qua nay,
MVP da té ra khdong cong hi¢u bang AVS+, mic dau cong hi¢u gidm tao nhip that
xudng khoang 4% [10]. Tuy nhién néu nhin két qua cia INTRINSIC RV, chiing ta
cling khong c6 gi ngac nhién vi nhém véi  0-9% tao nhip c6 ty 1€ sy kién khé cao, chi
hoi thdp hon nhém VVI-40 dbi chiit. I1.4. Hiém hoa tao nhip that

BS Sweeney va cdng su [13] da phan tich trd 1ai nghién ctu MOSTI[2] va da tim
duoc su quan hé gitra tao nhip that va suy tim v6i rung nhi & cdc BN suy nit xoang.

Chting ta thay trong bang dudi ddy 14 tao nhip & that véi DDD <50%, van tot
hon Ia tao nhip VVI. Nhung mdt khi da qua 50%, thi ca 2 phuong céch tao nhip c6 tai
hai nhu nhau. Va khi >90%, thi DDD khong tét bang VVI!

TABLE 2. Rates of Heart Failure Hospitalization and Atrial Fibrillation by Pacing
Mode and Cumulative Percent Ventricular Paced

DODR (n=707) WIR (n=g832)
HFH AF, HFH, AF,

CumWp N n %) N n (%) M n (%) N n (%)
=10% 48 1(2) 49 8{16) a7 70N 103 22 (21)
=10%—50% 110 10:(9) 112 21{19) 200 12(6) 191 4423

=50%~00% 186 16 (9) 193 61 (32) 203 17 (8 215 63 129)

=80% 361 44 (12) 347 BO{1T 132 21(16) 123 22018
Total 07 71 (10} 7 150421) 32 57 632 151 (24)

Cum®\VP indicates cumulative parcent ventricular paced; HFH, heart failura hospitalization; and AF,

aftrial fibrillation,

Hinh 9.Tao nhip that va suy tim voi rung nhi [13].
Tim hiéu siu xa hon Sweeney va Hellkamp [14] giai thich ring tao nhip tir mdm
that gdy suy tim va rung nhi do 1an séng khir cuc khéng duoc sinh 1y. Khi so sanh ty 18
nhap vién do suy tim ctia BN suy tim va BN tao nhip dung d6 rong ctia QRS, ching ta
thdy hai dudng dd thi c6 dang gidng nhau.
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Hinh 10. Hiém hoa suy tim voi do rong QRS [13].

Nho khoe hon, cdc BN tao nhip c¢6 thé chiu dung mot do rong QRS khi tao nhip
that 16n hon so véi cac BN suy tim.
2.5. Tao nhip VDDR

Cac nghién ctu duoc ban ¢ trén déu nham vao céc BN suy nut xoang, va thuong
c6 dan truyén nhi-that tot. Vay con truong hop BN ¢6 nut xoang tot nhung bi bléc thi
sao? Trong [15], ching t6i c6 bdo cdo ring tao nhip VDDR tSt hon DDDR va
VVIR vé phuong dién rung nhi. Vi suy tim thuong xay ra mot thoi gian lau sau khi BN
duoc tao nhip, nén ching ta chi c6 thé udc dodn 1a ty 1é suy tim sau mot thoi gian dai,
cling s€ theo ty 1¢ rung nhi.

III. TAO NHIP 2 BUONG VOI CHUC NANG GIAM TAO NHIP THAT
3.1. Boston Scientific (Guidant) Cic mdy tao nhip va pha rung hai budng ciia Guidant
déu ding chic ning AV Search Hystere51s (AVS+) dé glam tao nh1p & that. Véi
chirc nang nay, cic BN khong can tao nhip that (c6 dan truyén nhi-tht tot) s& dat mirc
tao nhip khoang 10% & that, theo két qua INTRINSIC RV. AVS+ diing

® Hién tuong tré thoi gian nhi-thit (AV hysteresis) dén 300 ms,

® Chuong trinh tim thuong xuyén nhip ndi tai sau mét thoi gian tao nhip.

Boston Scientific khong c6 mat ¢ thi truong Viét Nam.
3.2. Biotronik

Tat ca cdc mdy tao nhip va pha rung 2 budng Biotronik dang cung cip & Viét
Nam déu c6 chtrc nang Intrinsic Rhythm Support plus (IRS+) véi AV hysteresis dén
300 ms, hoac IOPT (chi ICD thoi) véi AV hysteresis dén 400 ms. IRS+ dung

® AV hysteresis dén 300 ms

® AV scan sé tim nhip ndi tai sau 180chu ky tao nhip that

® AV repetitive, s& dinh tré chuyén qua AV delay thong thuong (ngin
hon AV hysteresis) khi bit ddu tao nhip trong vong mét sé chu ky

Céac BN khong can tao nhip (AV < 200 ms) s€ dugc tao nhip that khoang 6-9%
(trung binh 7%) [9]. So v6i AVS+, IRS+ trong cing BN thuong sé c6 ty 1¢ tao nhip
thap hon vi chtic ning AV repetitive s& cd giang tim nhip noi tai & that trong vong 5 chu
ky sau khi mat nhip noi tai ¢ that. Nhu vay 1a IRS+ s& tuong dwong v&i  ving 10-
19% t6i wu cia INTRINSIC RV.
3.3. Medtronic
3.3.a. Managed Ventricular Pacing
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Chi c¢6 dong cao cdp mdy tao nhip Advanta cia Medtronic 13 ¢6 chic ning
MVP. Céc mdy ICD tir Intrinsic tr¢ di cling c6 MVP. Tuy nhién hién thoi Medtronic
chi cung cap Maximo ICD & thi truong Viét Nam. May Maximo khong c6 chirc ning
giam tao nhip that.

MVP giam tao nhip that xudng con khoang 4% [10], gan béng ty 1€ cua tao nhip
VVI dy phong. Va nhu két qua MVP Trial cho thay, mirc nay qud thap, khong giip BN
nhitng khi bi bldc nhi-that. Ly do 1a tai MVP can 4 chu ky khong c¢6 nhip noi tai ¢ that
moéi chuyén tir AAIR sang DDDR. Mic ddu c6 tao nhip an toan ngay sau 2 chu ky
khong phét hién nhip ndi tai ¢ that, nhung dir sao that cling ¢ mat mot chu ky co bép!
3.3.b. Search AV plus

Search AV hysteresis 1la chic nang Medtronic dung trong cidc mdy tao
nhip 2 budng, ngoai trir dong Advanta. SAV+ khéng cé dung trong cdc mdy
phd rung. SAV+ giam tao nhip that xudng con khoang 23% [12], hoi cao hon viing t6i
uu 10-19%.

Ly do SAV+ khong hiéu qua bang AVS+ hoic IRS+ 1a do SAV+ chi ting thoi
gian AV hysteresis 1én tirg budc 10 ms, trong lic AVS+ va IRS+ déu diing hysteresis
dén 300 ms!

47 — ey

i i [ | i
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1 The pacemaker operates in AAIR mode.

2 Al the onset of AV block, the pacemaker supplies ventricular backup paces.
3 The pacemaker switches to DDOR mode

Hinh 9. Tao nhip MVP [11]

Sau nghién ctu MVP, c¢6 thé coéng ty Medtronic s& chuyén cdc méy phd
rung sang SAV+ ?? Theo hinh 7, tao nhip ¢ ty 1€ 20- 39% t6t hon 12 0-9%! Hoac s€
thay d6i qua chuong trinh nhu AVS+ 2?2
3.4. StJude
3.4.a. Autolntrinsic Conduction Search:

Sau mot s6 chu ky tao nhip, mdy sé& ting thoi gian nhi-that bang sé da dwoc lap
trinh (tr 10 dén 120 ms). Chirc ning nay chi hoat dong dén nhip 90 n/p. Ly do AICS
khong cong hiéu bang AVS+ 1a tai vi thoi gian nhi-that chi dugc tang thém véi s6 da dugc
1ap trinh. Theo bdo cdo thi AICS hiéu qua giam tao nhip that xudng con khoang 49.7%

3.4.b. Ventricular Intrinsic Preference
VIP giéng AVS+ va khi tim nhip ndi tai & that thi kéo dai thoi gian nhi-that dén 350
ms. VIP ¢6 thé hoat dong dén nhip 110 n/p. Ching t6i nghi 1a VIP s& tuwong tu
nhu AVS+.

VIP chi c6 trong cdc mdy tao nhip dong Victory (2006) va Zephyr (2007).
Cé4c mdy nay chua dugc luu hanh ¢ Viét Nam.
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IV. KET LUAN

Tir cdc chuong trinh nghién ciu duoc ban & trén, chiing tdi man phép d& nghi
gia thuyét 12 phuong céch tao nhip c6 it tot nhat 1a tao nhip mot budng (nhi hodc that)
v6i tao nhip du phong & budng kia, véi mot nhip chi hoi thip hon chit dinh. Tao nhip
hai budng voi AVS+ va IRS+ hop véi gia thuyét trén. Tao nhip MVP trat ¢ diéu 1a nhip
du phong & that chi 14 ¥ nhip nhi! Theo gia thuyét trén, thi mot phuong céch tao nhip
dbi voi BN bi bloc tét hon VDDR 1a tao nhip DDDR véi hysteresis nhip
(ratehysteresis) v&i chiic ndng tim nhip ndi tai. Chirc nang nay cé trong cic mady:
Rate hysteresis scan (cong voi Rate repetitivehysteresis dé dinh tré tr¢ lai nhip co
ban) cua Biotronik, Sinus preference cua Medtronic (chi trong Adapta, khdong c6
trong Sensia), Hysteresis search cua StJude. Phai 1ap trinh bao nhi€u hysteresis? Ching
t61 nghi -20 n/p 1a di. O nhip 60n/p, voi rate hysteresis -10 n/p, mach dién & nhi s& cho
thém 200 ms trude khi phat xung .

Tu cdc nghién ctru dugc ban trong bai nay, va kinh nghiém tao nhip VDD [15],
ching ta c6 thé di dén két luan sau déy:

® Dabi véi cdc BN con dan truyén nhi-that tét, tao nhip hai budng véi chic
nang tan dung nhip that ndi tai téi da ding AV hysteresis dai 300+ ms, 12 tdi uu, tot
hon ca tao nhip AAIR. Hién nay ¢ thi truong Viét Nam, chi ¢c6 cdc mdy cong ty
Biotornik dat duoc tiéu chuan nay.

® P6bi vai cdc BN bi bldc véi niit xoang tét, tao nhip VDDR [15] hién nay 1a
t6t nhat. Hau hét cic may 2 budng c6 thé dung phuong céch tao nhip nay.

® Theo gia thuyét dugc dua ra ¢ trén, thi ching toi nghi 13 tao nhip 2 budng
DDDR, v6i hysteresis nhip va véi chic nang tim nhip ndi tai. c6 trién vong giam ty
16 sy kién thidp hon VDDR vé&i nhém BN bj bldc! Diéu nay can dugc ching minh!
Cic mdy cia cong ty Biotronik va StJude, va mdy Adapta ciia Medtronic c6 thé lap
trinh dé tao nhip theo huong cch nay.

® Néu duoc thi nén chon diém céy day dién cuc that & thanh lién that hau tao
cac QRS hep [16, 17].

Két luan trén chi 4p dung cho tao nhip vi nhip cham. Pdi v6i BN suy tim, dang
duoc diéu tri bang phwong phdp téi tao déng bo tim (CRT), thi tao nhip that 100% la
muc dich diéu tri.
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LIEN QUAN GIUA MUOI AN VA HUYET AP
Pao Duy An

Tém tit

Mudi dn gom hai ion Na* (natrlum) va CT (chlor) von dong vai tro quan trong
trong diéu hoa thé tich ngoai bao va la yéu t6 chinh diéu hoa huyét 4 ap. Luong muoi an
t6i da 12 6 g/ngay; néu vuot ngudng nay, lau ngay s& dan dén mot s6 nguy co va bénh,
déc biét la tang huyet ap. Luong muoi thyuc sy can thiét cho co the co 1€ 1a 0,5 g/ngay,
¢6 sin trong thyc pham ty nhién. Gitra mubi dn va huyet 4p c¢6 mbi quan hé tién trién
va lién tuc, khong c6 ngudng ro rang. Luong mudi dn cang nhiéu thi huyét 4p cang
tang: ctr ting m&i 100 mmol mudi n hang ngay thi huyét 4p tim thu ting 12 mm Hg
va huyét 4p tAm truong ting 7 mm Hg.

Cac béng ching nhan hoc, dich t& hoc, di dan, can thiép duva trén cOng déng,
thue nghiém, nhién ctu gene nguoi, thir nghiém diéu tri va phan tich gop cho thay mbi
quan hé nhan qua gitra ham luong mudi va chi s6 huyét ap. Nguoi nguyén thuy khap
cac noi khong an mu6i nén khong bi tang huyét 4 ap va huyét 4p khong ting theo tudi tic
gidng nhu & cac nudc cong nghi¢p. Nhirng cong dong biét 1ap an < 1g natrium/ngay thi
ty 1¢ hién méc tang huyét 4p chi bang 1% cuia cdc cong dong cé 16i sdng cong nghiép.
Nhing ngudi tir cdc ving phi cong nghiép dén noi do thi thi c6 HA cao hon ngudi ¢
lai. Céc nghién ctru trén chudt, cho, ga, tho, curu, khi dau cho va tinh tinh déu cho thay
mudi an lam ting huyet ap trong quan thé. Dbi moi Ira tudi giam mudi déu lam giam
huyét 4p. Giam mudi an thi giam huyet ap va céc bién ching hen quan ciing nhu ngan
ngua tang huyét 4p dong thoi giup thudc ha huyét dp tic dung tot hon, kiém so4t huyet
4p tot hon va tdc dung giam mudi an twong dwong thudc 1oi tiéu liu thap Giam muoi
giip nguoi dang udng thudc ha huyét 4p ngimg thuéc ma huyét dp van kiém sost
t6t. Viéc giam mudi trong cong dong c6 tinh 191 chi cao va to ra phu hop voi bbi canh
Viét Nam. N luc glam muoi dé klem soat huyet dp va tang huyet ap tot phu thudc
chinh phu, cong d6ng, cd nhan va mdi thiy thudc tang huyét 4p; day 1a mot trong
nhing thay d6i hanh vi n quan trong va kho khan nhat.

Tir khod: mudi an, natrium, huyét 4p, ting huyét dp, lién quan
Abstract

Salt includes sodium and chloride which have an important role in regulating the
volume of extracellular fluid and are major regulators of blood pressure. Maximum
recommended salt intake is 6 g/day; if daily salt intake is over this threshold
permanently, some risks and diseases, especially hypertension will be evolved. Daily
salt need for good health is probably close to the natural salt content of unprocessed
food, about 0.5 g per day. Relationship between sodium intake and blood pressure is
progressive and continuous without an apparent threshold. The more salt intake rises is
the more blood pressure increases: an increase in sodium intake of 100 mmol caused an
increase in systolic pressure of 12 mm Hg and diastolic pressure of 7 mm Hg. Evidence
resulting from anthropic, epidemiological, migration, population-based intervention,
animal, human genetic studies, clinical trials and meta-analyses of trials shows the
causal relationship between salt intake and blood pressure. Preimitive people from
wildly parts of the world did not eat sodium have no hypertension and blood pressure
does not rise with age as it does in all industrialized populations. In isolated societies
where the consumption of sodium is less than 1 g per day, the prevalence of
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hypertension is only 1% of that in industrialized communities. Migrants from a
nonindustrialized environment to an urban setting manifested an increase in blood
pressure compared with those left behind. Numerous studies in rat, dog, chicken, rabbit,
sheep baboon and chimpanzee have all shown that a high salt intake is essential for
blood pressure to rise. For all varies of ages, sodium reduction related to blood pressure
decrease. Sodium reduction induces the decrease of the level of blood pressure and
related consequences as well as prevention of hypertension. A low-salt diet combined
with anti-hypertensive therapies facilitates blood pressure reduction and the control of
hypertension. The effect of salt reduction is equivalent to low-dose thiazide diuretic.
Reduction of sodium intake may help people on antihypertensive drugs to stop their
medication while maintaining good blood pressure control. Community salt intake
reduction is cost-effective and applicable in today’s Vienamese social condition. The
effort to control the level blood pressure and hypertention by sodium reduction depends
on the government, communities, individuals and hypertension specialists. Eating
behavior change is one of the most important and difficult part in the life style
modification program.
Key words: salt intake, sodiium, blood pressure, hypertension, relation.

Din nhap
Mudi dn g@)m hai ion Na* (natrium) va CI  (chlor) von doéng vai trd quan trong
trong diéu hoa thé tich ngoai bao va 1a yéu té chinh diéu hoa huyét ap (HA) [, 2].
Luong mudi an tdi da 12 6 g/ngay [3 - 6]; néu vuot ngudng nay, lau ngay sé& dan dén
mot s6 nguy co va bénh nhu phi dai thét trdi, hen, soi than, lodng xuong, [7], dot quy
bénh mach vanh va ddc biét la tang huyét 4p (THA) [6, 8]. Hién nay, THA 12 bénh ly
tim mach pho bién nhat trén toan cau cling nhu tai Viét Nam, gy tir vong, blen ching
4 va di chiing nhiéu nhat: 26,4% dan sb bi THA,
tinh ra 1,5 ti nguoi méc va 7,1 triéu nguoi trén
thé gii chét sém mdi nam [9 - 15]; trong khi
d6, kha nang du phong va kiém sodt THA rat
cao. Tuy nhién, gitra mubi an va HA c6 m01 lién
hé nhin qua va bién phdp diéu chinh mudi dé
kiém sodt va du phong THA nhu thé nao ciing
-1 - nhu thyc hanh giam mudi cong dong ra sao,

30 50 70 90 110 130 (mmol/24 h)
> 3 4 5 & 7 (gayofsany | chua thay tic gia nao dé cap

Vai tro cia mudi trong doi song va

« Normotensives

«—Hypertensives

Change in systolic blood pressure

i . Reduction in urinary sodium
Bi¢u do 1. Lién quan gifra thai natrium qua

nude tiéu va giam huyét 4p tim thu tai mot phan
tich gop thir nghiém giam mudi trung binh & tré
>/= mot thang. Vong tring chi tré huyét 4 ap binh
thuong va vong den chi nguoi tang huyet ap.
Céc d dbc clia doan thing biéu thi sy thay ddi
huyét 4p thuc. Cdc c& vong tuong tmg do 16n
cua thtr nghiém.

Ngué‘n: Heetal [15].

trong co thé

Mudi an déng vai trd quan trong trong
doi sdng va sizc khoé con nguoi [16]. Mubi c6 18
1a gia vi lau doi nhét, thuong ding nhit ma
khong tao nang luong [6]. Hai triéu nam trudc,
to tién con nguoi an < 0, 25 g mudi moi ngay
[7] Luong muoi thuc sy can thiét cho co thé ¢6

1812 0,5 g/ngay von c6 sin trong thuc pham tu nhién [17]. ) )
~ Khoang 5000 nam tru6e, nguoi Trung Hoa da bi€t dung mudi bao quan thuc
pham nho tinh nang mudi cé e ché vi khuan. Ngay nay tu lanh va cic k§ thuat bao
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quan thuc phdm ngoai mudi dn khd phd bién nhung do dd quen vi min ciia mudi nén
ngudi ta ¢6 xu hudng thich thuc pham man hon 1a loai khéng mian; va lai mudi gitip
thirc an khong ngon tré nén dé an va ting trong lugng thuc pham ciing nhu kéo theo
strc mua cdc loai nudce giai khat; vi vdy, xa hoi duong dai van tiéu thu mudi kha cao [6,

7].

Muoi lién quan
huyét ap nhu the nao
U8 i , T xua, da biét
salt added to diet Bahamas (15-30 g) hé nha Yy en
] low salt diet quan h¢ nhdan qua giua
- wmaml muoi an va HA [18]. Mot
160 - &"‘.’EJT,'?H";FE“"Q“ tram nam trudc da day
Sweden lén nghi ngd muodi an
| Partugal {15 g} , A
United Stetes {B-10 g) thuc day THA [6]
v Gilta mudi an va
HA c6 mdi quan hé tién
- trien va lién tuc, khong
Couk lslands Pukapukas (3.5 4 5 & 15 ~
120 ’ “~ New Ef.:inne;[.ﬁug}pu_ k) CP IlglIO’Ilg ro rang [6,] dll
] ;‘:EBEE;,::: Salomen Islands Kwaio (1.2 g} réng Vé'l luc_)ng 1’1’11161 5.1'1
atswana N < A
Solumon Islands ol < 50 mmol/ngay thi hau
1 west Malaysia ‘Wast Malaysia A 2 N
Cook siands Cansas nhu khong c6 THA va
fop| tewmano fanemame <54 taing chi s6 HA do tuoi
tic [19]. Luong mudi an
| | | N A . .
20-29 40-49 60-69 Age cang ntfleu fxac dinh
Biéu dd 3. Lién quan gilra huyet ap tam thu va lugng mubi ném vao thic in hang bang cdch tinh lu’o’ng
ngay tmg véi cdc quan thé c6 d6 tudi khac nhau. muél an vao hodc lu"ong
Nguon: MacGregor [2]. . ). ) o,
natrium thai qua nwoc

tiéu 24 gio) thi HA cang tang [20, 21], dan dén tang chi s6 HA va ty 16 THA (Biéu dd
1 va 2). Cr ting mdi 100 mmol mudi dn hang ngay thi HA tdm thu (HATTh) tang 12
mm Hg va HA tdm truong (HATTr) tang 7 mm Hg [2]. Mudi dn vao co thé thic day su
thay d6i noi tai vé do thu gidn va deé khang cua mach mdu; hiéu tng nay duoc tang
cuong bdi su r dong mudi bam sinh hoac méc phai [22] dong thoi tang thé tich ngoai
bao va ndng d6 natrium huyét twong ciing nhu ting cuong hoat dong bom Na'/K* [23],
kich thich tiét steroid hudng tim va “digitalis” & loai dong vat ¢6 vi [16]. An qud nhiéu
mubi c6 thé gdy THA dé khang [11].

Céc béng chtng nhén hoc, dich t& hoc, di dan, bang ching can thiép dya trén
cong dong, bang chtng thuc nghiém, bang ching nghién ctru gene nguoi, bang chimg
thtr nghiém dleu trj va phan tich gop cho thidy méi quan hé nhan qua gitta ham lugng
mudi va chi s HA [15, 18, 20, 24, 25].

Bang chirng nhén hoc.

Nguoi nguyén thuy khap cdc noi khong an muéi nén khong bi THA va HA
khong ting theo tudi tac giong nhu & cdc nudc cong nghiep [13], vi du nguoi
Yanomano d6 40-49 tudi ¢ bac Brazil bai xuat chi mot mmol natrium mdi ngay c6 HA
107/67 6 nam va 98/62 mm Hg ¢ nit [2, 13, 26] (Bleu do 3).

Bang chirng dich té hoc.

Cu déan diung nudc bién ché bién thuc 4n thi ¢6 HA cao hon cu din khong nhu
thé & quan dao Thai Binh Duong . Tai Nigeria trong 2 cong dong ndng thon c6 16i song
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gidng nhau trir viéc xir Iy hd mudi dé lay mudi dung thi cong dong diing mubi c6 chi sb
HA cao hon. Qash'qai, mot bo toc song & Iran chuyén xir Iy mudi tap trén mat dat, cé
chi s6 HA cao va HA ting theo tudi gidng nhu cic nudc phuong Tay di cdc dic diém
vé 161 song thi gidng cdc cong ddng chua phét trién ma khong xu 1y mudi tap [7].
Nhiing cong dong biét 1ap an < 1 g natrium/ngay thi ty 1¢ hién mac THA chi bang 1%
clia céc cong dong c6 16i séng cong nghiép [14].

135+
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Biéu
dd 4. T4c dyung giam mudi va bita an DASH 1én HA
tam thu (biéu d6 A) va HA tim truong (biéu dd B).
HA trung binh tim thu/tim truong & nhém ché d6 an
dbi chimg. HA trung binh thay déi d&i v6i nhing
mute natrium khdc nhau (vach lién) va gilra hai ché do
an Gmg voi ting muc natrium &n vao khdc nhau. Con
s6 canh vach roi chi HA thay d6i trung binh va do tin
cdy 95% nim trong ngoac don. Khic biét c6 y nghia
vé HA tam thu ddi véi pha natrium cao v thap trong
bita n ddi chung (trung binh, 6,7 mm Hg; khoang
tin cdy 95% , —5,4 dén —8,0; P<0,001) va trong bita
an DASH (trung binh, -3,0 mm Hg; khoang tin cay
95% ,-1,7 dén-4,3; P<0,001) va gitta pha natri cao
ciia bira dn ddi chimg véi pha natri thip cua bira dn
DASH (trung binh, —8,9 mm Hg; khoang tin cdy
95%, —6,7 dén —11,1; P<0,001). Khéc biét ciing c6 ¥
nghia giita huyét dp tim truong giita pha natri cao va
pha natri thép cia bira dn déi ching (trung binh, 3,5
mm Hg; khoang tin cay 95%, -2,6 dén —43;
P<0,001) va bira an DASH (trung binh, —1,6 mm Hg;
khoang tin cay 95%, —0.,8 dén -2,5; P<0,001) va
giita pha natri cao cta bita dn di chimg véi pha natri
thdp ciia bita an DASH (trung binh, 4,5 mm Hg;
khoang tin ciy 95%, —3,1 dén —5,9; P<0,001). Dau
sa0 (P<0,05), d4u thanh gid (P<0,01)va du thanh gid
d6i (P<0,001) chi khdc biét c6 ¥ nghia vé huyét 4p
giita cdc ché do an hodc giita cdc bita dn c6 mic
natrium khac nhau.
Viét tit: DASH-the Dietary Approaches to Stop
Hypertension.
NguOAn.' Sacks et al [29].

Biang chirng di din

Nghién ctru trén 20 cong dong khdc
nhau, vén an it hodc khong ding mudi, thay
HA it ting theo tudi va hoan toan khong c6
THA [6] (Biéu @b 3). Mot sd nghién ctu
thdy viéc di dan tir ving an mudi it va cd lap
dén mdi trudng d6 thi 4n mudi nhiéu thi lién
quan véi tang chi sé HA [7]. Nghién ctru di
dan bd toc nong thon & Kenya cho thdy viéc
di chuyén dén ving do thi (noi dan nhiéu
muoi) 1am cho HA ting so véi nhém ching
twong ty nhung van & lai viing ndng thon;
thanh nién Kynia gia nhap quan doi, an mudi
thi vai nam sau chi sé HA ting [6, 7]. Nhiing
ngudi tir cdc ving phi céng nghiép dén noi
do thi thi c6 HA cao hon nguoi ¢ lai [25].

Biang chiing can thiép dua trén cong
dong.

C6 vai nghién cuu can thi€p dya trén
cong dong trong d6 c¢6 mot s6 nghién ctu
khong thé 1am giam luwong mudi dwoc nén
HA khong giam va cting ¢6 nghién ctru lam
giam duoc lwong mudi dn nén HA giam theo.
Nghién ctru can thiép thanh céng nhat 1a tai 2
lang & B6 Pao Nha thé hién 1a giam luogng
mudi khac biét giita 2 lang dén 50%. Sau 2
nam can thi€p, khac biét HA gitra 2 lang la
13/6 mm Hg. M¢éi day, mdt thr nghi¢ém can
thiép dua trén quan thé ngu nhién tién hanh
& 550 c4 nhan tai 2 lang ¢ dong bac Nhat.
Nghién ctru cho thdy tu van ché d6 dn mot
nim giam dugc 2,3 g mudi/ngdy, do bang
lwong natrium thai qua nude tiéu 24 gid, lién
quan giam 3,1 mm Hg HATTh [7].

Bing chiing thuc nghiém.

Nhiéu nghién ctru trén chudt, chd, ga,
tho, ctru, khi dau ché va tinh tinh déu cho thay
mudi an 1am ting HA trong quan thé [ 2, 7,
27]. Con ngudi va tinh tinh gidng nhau dén
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98,8% vé gen [15]; do vay thay doi ¢ tinh tinh c6 thé phan 4nh thyc trang & nguoi. Tinh
tinh trong mdi trudng hoang da an mudi khoéng khéc 1im véi t6 tién nguoi [6]. Elliott &
CS nam 2007 [28] cong bd két qua nghién ctru vé luong natrium thay doi ¢ 17 con tinh
tinh tai Franceville, Gabon va 110 tinh tinh tai Bastrop, Tex. O Gabon, tinh tinh dn bdnh
qui c6 dudng chat ¢ dinh ngoai trir mudi thay dbi sau 3 nam tir 75 xubng 35 va Ién 120
mmol/ngy. O Bastrop, chia tinh tinh thanh 2 nhém: (1) nhém chuan an natrium 250
mmol/ngay trong 2 ndm va (2) nhom ngung an natrium. Luong natrium thirc an thap lién
quan HATTh, HATTr va HA trung binh thap & Gabon (P 2 chiéu < 0,001, c6/khong c6
diéu chinh theo phai, tudi va cin ning ban dau) va ¢ Bastrop (P < 0,01, khong diéu chinh;
P = 0,08 dén 0,10, c6 diéu chinh), va khong c6 ngudng xubng dén 35 mmol/ngay vé
natrium. Dbi véi HATTh, ude lugng gidm —12,7 mm Hg (khoang tin cdy [KTC] 95%: —
16,9 dén -8.5, diéu chinh) trén 100 mmol/ngay luong natrium ¢ Gabon va giam —10,9 mm
Hg (KTC 95%: 18,9 dén —2.,9, diéu chinh) va giam —5,7 mm Hg (KTC 95%: —12,2 dén
0,7, diéu chinh) d6i v6i lwong natrium giam con 122 mmol/ngdy & Bastrop. Huyét dp tim
thu ban dau cao hon 10 mm Hg lién quan giam manh HATTh 4,3/29 mm Hg &
Gabon/Bastrop trén 100 mmol/ngay khi gidm Iuwgng natrium.

B&ng chirng nghién ciru gene nguoi.

Rét hlem gene gdy THA. Nhiing gene nay lam cho than giam kha nang thai
mudi (thdn von loc 180 L huyét tiwong moi ngay va tdi hdp thu 99% lirong muoi, fwong
duong 1 kg muoz) do d6 gay HA tang. Huyét 4p ting cang manh khi an mudi cang
nhiéu [7] (Biéu dd 3).

Bang chirng thir nghiém diéu tri va phan tich gép.

Ambard va Beaujard, nim 1904, 13 nhiing nguoi dau tién chimg minh giam
mudi manh s& 1am giam HA [7]. Két qua nay dugc vai nha nghién clru cing cd subt 30
niam sau nhung khong phai doi dén khi Kempner hdi sinh y tuéng han ché mudi manh
né méi dugc tng dung rong rii trong diéu tri THA.

Thtr nghiém cua Sack & CS [29] va phan tich gop cua He & CS [30] chung
minh anh huong cua giam natrium 1én tinh trang HA ngan han va dai han.

Tdc dung giam mudi ngdn han.

Bén trim muoi hai ngu:(n HA binh thuong cao va THA giai doan 1 phan ngau
nhién an bira dn ddi chimg dién hinh ctia My hodc dung bita an DASH (the Dietary
Approaches to Stop Hypertension) (goi diing la bira an hon hop, gom nhiéu soi,
khodng chat tir trdi cdy va rau tuoi, nhleu cd, thit ga, it thit bo, heo va it chdt béo bao
hoa) va trong mdi ché do an phan tiép ngiu nhién ddi twong an mot trong 3 kiéu in
theo lugng natri 1a cao (/50 mmol/ngay) trung binh (/00 mmol/ngay) va thap (50
mmol/ngay) trong 30 ngay lién tiép. Két qua 1a khi luong natri giam tir mirc cao xudéng
trung binh thi HATTh giam 2,1 mm Hg (P < 0,001) d6i v&i bita an ching va giam 1.3
mm Hg (P = 0,03) ddi véi bita an DASH. Luong natri giam tir mic trung binh xuéng
thap thi HA giam thém 4,6 mm Hg trong bita an ching (P < 0,001) va giam 1,7 mm Hg
trong bira an DASH (P < 0,01). Tac dung giam natri xay ra ¢ nguoi c6/khdng c6 THA,
nam hoac nir va bat ké ching toc. Ché d6 an DASH lam giam c¢6 y nghia HATTh &
trng mirc do mudi va giam HA manh hon khi mudi giam nhiéu hon. So véi nhém
ching c6 ndng do natri cao, bita an DASH v&i muc natri thap s& giam dugc HATTh
trung binh 7,1 mm Hg ¢ nguoi khong c6 THA va giam 11,5 mm Hg ¢ nguoi THA
(Biéu db 4) [29].

Tdc dung gidm mudi dai han.
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He & CS [30] tim trén h¢ luu trir dt liéu MEDLINE, EMBASE, Cochrane cac
nghién clru va tong luan vé giam mudi trung binh >/= 4 tuan. Két qua 1a c6 20 thir
nghiém trén ngu:01 THA (n = 802) va 11 thir nghi€ém ¢ nguoi binh thuong (n = 2220).
Nguoi THA ¢6 nong do trung vi natrium thai qua nudc ti€u 1a 78 mmol/24 gio (4,6
g/ngay mu01) HATTh giam trung binh -5,06 mmHg (KTC 95%:-5,81 dén -4 31) va
HATTr giam -2,7 mmHg (KTC 95%: -3,16 dén -2,24). O ngudi binh thuong, giam
trung vi luong natrium qua nuéc tiéu 1a 74 mmol/24 gi¢ (4,4 g/ngay mudi), HATTh
giam trung binh -2,03 mmHg (KTC 95%: -2,56 dén -1,5) va HATTr giam -0,99 mmHg
(-1,4 dén -0,57). Hoi quy tuyen tinh c6 y nghia gitta glam natrium qua nudc ti€u va
giam HA. Trong khoang tor 3 den 12 g/ngay, lwong mudi cang giam thi HA cang giam.

Giam muoi vdi cac dp tuéi

béi véi moi lira tudi glam mubi déu lam giam HA [8]:

Tré so sinh. Nghlen cuu cua Hofma & CS trén 500 tré so sinh Ha Lan trong séu
thang: nhém ubng sita ¢6 giam mudi thi gan 50% c6 HA giam 2,1 mm Hg tai sau thang
tudi so v4i nhom tre dung sita binh thuong va HA & nhém tré dau van giam kéo dai sau
15 nam bat ké luzong muoi an [8].

Tré em va thanh nién méi I6n. C6 mbdi twong quan tuyen tinh gitra lu:ong
natrium thai 24 gio6 va HATTh ¢ 73 tré¢ 11-14 tudi, tic la an cang nhiéu mubi thi
HATTh cang tang va mdi tuong quan nay van ¥ nghia sau khi loai trir anh hu:ong cua
tudi, phdi, chung tdc, mach, chiéu cao va céan nang [7]. Mot phan tich gdp méi day 10
thir nghiém glam mudi voi 966 ngum cho thiy giam mudi trung binh dan dén giam c6
y nghia HA ¢ tré em va thanh nién méi 16n. Khi giam 42% mudi an trong 4 tuan,
HATTh giam 1,2 mm Hg (P < 0,001) va HATTr gidm 1,3 mm Hg (P < 0,001). Két qua
nay quan trong boi tré em ma HA cang cao thi khi 1o6n HA cling cang cao[7].

Lira tudi trung nién. MaCGregor & CS nghlen clru thay lu:ong muoi glam trung
binh (vi du 80 mmol/ngay) thi HA giam, tlep tuc giam khi cang glam mu01 va giam kéo
dai cho dén khi con giit ché do giam mudi. Theo doi 18 théng trén cac d6i tuong 30-54
tudi c6 HATTr 80-89 mm Hg thiy HA giam 1,4/0,9 mm Hg khi bai xut natri giam
100 mmol/ngay [8].

Nguo’z > 60 tuoz Huyet 4p giam khi mudi giam ro rang hon, bat ludn HA ban
dau; véi mic giam mudi trung binh, HA giam 7,2/3,2 mm Hg sdnh ngang mirc glam
HA trong cac thu nghlem dung thudc 1oi tiéu thiazide. O ngu:m > 60 tudi thi HA giam
khi mudi giam rd rang hon, bat ludn HA ban ddu; véi mic giam mudi trung binh, HA
giam 7,2/3,2 mm Hg sénh ngang muc giam HA trong cdc thir nghiém dung thude 1oi
tiéu thiazide [8].

Nhin chung, in giam mudi
trung binh lam gidm HA & nguoi
THA 1a 7,11/3,88 mm Hg (P < 0,001
d6i véi ca HATTh va HATTY) va &
ngudi binh thuong la 3,57/1,66 mm
Hg (P < 0,001 d6i voi ca HATTh va
P < 0,05 d6i véi HATTY) [31]. Phan

: : tich gop cua Dumler [32] mdi day thi
Reduction in 8P % Redudtion in Mortality han ché mudi ¢ nguoi THA gidp

After Intervention — Before Intervention

Rl';l fuction in BF'

e

mmHg Stroke CHD  Totd s, N . .. A
2 6 4 3 gidm HA con tic dung dai han can
3 4 5 4 khao ctru nita; tuy nhié€n, phén da viéc

X . iam mudi dai han trong cdc phén
Biéu d6 5. Tac dung ciia ha huyét 4p. g u 3 g p

Neuon: U.S. Department Of Health And Human Services [4]. tich gdp nay rat it [7].
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Tém tit ich loi giam muoi

Céc bang ching cho thdy giam mudi an thi giam HA va ngin ngira THA [33]:
nguy co tuong db6i THA giam khoang 20% (c6 hodac khong c¢6 giam can nang kem
theo) [20]. Bi moi 1ta tudi giam mudi déu lam giam HA [8]. An mubi < 6  g/ngay lam
giam dugc HA tir 2 — 8 mm Hg [4]. Tuy giam muoi ngan va dai han dan dén HA giam
nhe nhung loi ich cong dong rat 16n (Biéu dd 5) [4, 20]: (1) chi can giam HATTh 3
mm Hg thi dot quy gidm 8%, bénh mach vanh gidm 5% va tr vong chung giam 4%; (2)
cic nghién ctru quan sdt va thir nghiém 14m sang nhan thdy HATTr giam 2 mm Hg sé&
gitip giam 17% ty 1¢ hién mac THA, 6% nguy co bénh mach vanh va 15% nguy co dot
quy va thiéu mdu ndo thodng qua [34].

Gia tri thyc tién.

An it mudi ngan ngira THA dic biét hiéu qua ¢ nguoi nhidu nguy co nhu ngudi
thira can, THA gi6i han, nguoi cao tudi, déi thdo dudng va bénh than man ddng thoi
gitip thudc tri THA tét hon di 1a chiing toc nao. Tac dung giam mudi trung binh tuong
tdc v6i cdc nhém thudc ha HA @c ché men chuyén angiotensin, d6i khang thy thé
angiotensin II va chen beta giao cam tuwong duong thudc loi tiéu nhém thiazide liéu
thap ngoai trir thude e ché canxi [20, 35]. Giam mudi gitp nguoi dang udng thude ha
HA ngimng thudc ma HA van kiém sodt tét [36)].

Tai Phan Lan, trong vong 30 qua, lvong mudi giam trung binh 1/3 dan dén giam
cd HA tdm thu/tam truong >10 mm Hg trong dan ching va gidm 75% - 80% tr vong
do dot quy va bénh mach vanh. Khong thdy bang chting c6 hai khi giam mudi [37].

Thue té toan cau.

Brown & CS [21] méi diy udc lugng bai xuat natrium qua nude tiéu 24 gio tir
nghién ctru INTERSALT (1985-87) va INTERMAP (1996-99) va dit li€u tur céc
nghién ctru quan sét va can thiép da cong bd lwong mudi an khip cic viing trén thé gidi
vuot nhu cau sinh Iy (tc 1a 10-20 mmol/ngay). Hau hét nguoi 16n dn natrium > 100
mmol/ngay va nhidu nguoi (dic biét 1a cdc nudc chau A) ¢é lugng natrium an > 200
mmol/ngay. C4c nudc sau thi an it natrium: Cameroon, Ghana, Samoa, Tay Ban Nha,
bai Loan, Tanzania, Uganda va Venezuela. Luong natrium thong thuong > 100
mmol/ngay o tré > 5 tudi va ting dan theo tudi. O _céc nuoc chau Au va Bic My, luong
natrium n vao ndi tréi qua thuc pham ché bién sdn. Ngudn cung cip natrium 16n nhat
tai Anh va My 1a thuc pham tir ngii céc va banh nudng con tai Trung Quédc va Nhat 1a
mudi ném ném khi niu, khi dn va nudc cham.

O céc nudc phuong Au-My, lugng mudi dn chi c¢6 10% tir thuc pham thién
nhién, 15% tu tay thém cdn 75% tir thire dn ché bién sin [4, 6, 18, 21] va cdc chinh
phu dang nd lyc giam 50% lugng mubi trong thirc n “céng nghiép” nhu My. Mbi
nim Viét Nam san xuét 150 — 170 trigu lit nuéc mam (ham lwong mudi 270 — 290
g/L) va tiéu thy chu yéu trong nudc [38]. Thé gidi c6 khoang 400 triéu ngudi ding
nudc mam [38].

Chiing ta c6 thé lam gi?

Chinh phii dwa ra chinh sdch quéc gia vé mudi [5]. Nam 1985, T6 chirc Y té
Thé gi6i da dé nghi mic mudi an 1a 5 g/ngay [7]. Thuc té, luong mudi dn vao trung
binh ¢: (1) ngudi M§ nam an natri 4,2 g/ngy, nir 2,75 g/ngay [4]; (2) nguoi chiu A 1a
> 200 mmol/ngay [21]; (3) ngudi Viét Nam 1a 18 — 22 g mudi/ngudi/ngay va tily timg
vung ma théi quen an man lai khic nhau nhu Ha Nam, Yén Bai la 13 - 15
g/ngudi/ngdy, trong khi ¢ cdc viing bién hay céc noi con ngheo, mirc d6 nay lai ting
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1én gap 2-3 lan [8, 39]. Nhat (1960-81), Bi (1968-81), Phan Lan (1975 dén nay), vuong
qudc Anh (2008 dén nay) thyc hién cudc van dong giam mudi toan dan [7,18] va méi
day My da van dong toan din giam dn min. Mudi mot nude trong Cong dong Chau Au
da ky két giam 16% mudi an trong 4 nam [7]. Nam 2005, World Action group (WASH
- World Action on Salt and Health) thanh 1ap ndm 2005 nhim c¢b vii giam mudi toan
cau va di c6 trén 300 thanh vién qudc té vén chu yéu 1a cac chuyén gia THA va nam
2007, nhém WASH tai Uc dd phat dong chién dich quéc gia giam muoi con 6 g/ngay
vao nam 2012 [7]. Du mubi giy ting ty 1é hién méc va moi mac THA nhung dén thoi
diém 2009 vén it chinh phu c6 chinh sach qudc gia giam mubi an.

Nb luc giam mudi doi hoi cd nhan va cong dong tich hop, cu thé 1a chinh phu,
chinh quyén dia phuong, nha san xuét thuc phim, nha hang, quin x4, nhan vién y té,
trudng hoc, ngudi ndi tro va mdi ngudi.

Néng cao nhan thirc din chiing théng qua truyén thong truc tiép va/hodc gidn
tié'p, vé tdc hai ciia mudi, ddc biét nhdn manh nguy co bénh tim va dot quy do dn nhiéu
mudi [5].

Thuyét phuc cdc nha san xudt

Béng1. Céc chir viét tat Juyet cac nha saf Xu:
thuc pham va nguoi ban hang an

DASH the Dietary Approaches to P - Z. L

Stop Hypertension uong giam muoi trong thirc an [5].
oA Huyé C&p Hoa Ky dérdat ’du’cyc thoa vthuefm la
HATThH Huvet 40 am thy cic nha ché bién thyc pham giam
HATT: Huz & éE am truong 50% luwgng muoi trong thirc an.

Mobi thay thudc thuc hanh
giam mudi cho minh va tu van cho
ngudi bénh, nguoi nha nhat 1a cic
ba me khong thém mudi khi niu
nuong, khi an [40] va chon thuc

INTERMAP | The International Population
Study on Macronutrients and
Blood Pressure

INTERSALT | The International Study of

KTC IS{Et” — pham ché bién sin c6 ham luong
- oang tln“cay —— natrium < 0,3 g/100 g thyc pham
Na Natrium thai qua nudc tiéu

(0,75 g mubi/100 g thyc pham). Luu
¥, 2,5 g mubi (1g natrium) trong 100 g thyc pham c6 d6 man tuong duong nudc bién
[18, 20]. N& lyc giam mubi dé klem soat HA va THA tot phu thudc chinh phu, cong
déng (trwong hoc, cdc hoi, cdc 16 chikc.. .), ¢4 nhan va moi thay thuéc THA. Viét Nam
l1a nude ngheo nhung xu hudng do thi hod cao, ty 1€ THA tang nhanh [12], ngudi bénh
nhiéu noi khong du chi phi chira THA va dleu trt THA lau dai; vi vay, viéc dp dung
giam mudi cong dong to ra 1a hiu qua nhan tién va loi chi nhat.

Chuong trinh cong ddng giam mudi va HA tai Ghana.

Tai chau Phi, THA va d6t quy thuong gip va tang dan nhung kiém sodt thi con
han ché. Thuc pham ché bién sin & chau Phi con hiém [41]. Cappuccio & CS [41] thuc
hién thir nghiém phéan ngau nhién chiim dya trén cong d@)ng 1013 nguoi (628 nir va 481
nam, trung binh 55 tudi) tai 12 lang dé giam mudi va HA. Huyét dp trung binh Ia
125/74 mmHg va lugng natrium qua nudce tiéu (Na') 1a 101 mmol/ngay. Can thiép thic
day stc khoé qua 6 thang véi tat ca lang va danh gid 3 va 6 thang. Két qua 1a c6 mdi
lién hé y nghia gitta lugng mudi va ca HATTh (2,17 mmHg [KTC 95%: 0,44 — 3,91]
trén 50 mmol NaY ngay, P < 0,001) lan HATTr (1,10 mmHg [KTC 95%: 0,08 — 1,94],
P < 0,001) Iic ban dau. Tai thoi diém 6 thang, nhom can thiép c¢6 giam HATTh (2,54
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mmHg [KTC 95%: -1,45 d&n 6,54]) va HATTr (3,95 mmHg [KTC 95%: 0,78 dén
7,111, P = 0,015) khi so sanh v6i nhém ching. Giam khéng c6 ¥ nghia thay dbi lvong
Na'. C6 khdc biét vé Na' 24 gio trén 50 mmol véi giam HATTh xudng 2,12 mmHg
(KTC 95%: 1,03 dén 3,21) tai 3 thang va 1,34 mmHg (0,08 dén 2,60) tai 6 thang (P <
0,001 v&i cd hai).

Goc thuc hanh

Giam mudi 1a budc quan trong trong diéu tri THA [17]. Bé du phong, luong
natri an < 2,3 g/ngay (100 mmol/ngay) con voi nguoi THA thi 1495 g- 2,3 g (65 - 100
mmol) [3], tham chi </= 65 mmol/ngay [42, 43]. Déi voi nguoi THA, giam mudi cang
nhiéu cang tot, Iy trong 1a mudi an 6 mirc 65 mmol Natri/ ngay [20].

Két cuc, mudi an cung cap khodng chat can thiét cho co thé va diéu hoa HA
nhung luong mu01 an vuot ngudng 6 g/ngay s& gy ting ty 1é hién mic va moi mic
THA. An mubi thdi qud 12 nguyén nhin cta khoang 30% THA; dén luot THA lién
quan mu01 gy 14% dot quy va 9% nhdi méu co tim [17]. Bang chirng khoa hoc tur
nhiéu ngudn chtmg minh giam mubi an thi giam huyet 4p va cic bién chimng lién quan
cing nhu ngan ngura tang huyét 4p dong thoi giip thudc ha huyét 4p tic dung tot hon,
kiém sodt huyét 4p tot hon va tdc dyng giam muéi dn twong duong thudc 1oi tiéu lidu
thap. Viéc giam mudi trong cong dong ¢6 tinh 191 chi cao va t6 ra phu hop voi bdi canh
Viét Nam. No luc giam muoi dé kiém soat HA va THA t6t phy thudc chinh phii, cong
dong, c4 nhan va mdi thay thudc THA; day 1a mot trong nhitng thay doi hanh vi an
quan trong va khé khan nhét [44].
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CAC CHAT U'C CHE PHOSPHODIESTERASE
VA NHUNG UNG DUNG TREN LAM SANG
Hoang Trong Théang

Truong Dai hoc Y Duoc Hue

Abstracts: Erectile Dysfunction (ED) has been defined as consistent inability to
attain or maintain a penile erection sufficient for satisfactory sexual intercourse.
Various disorders such as vascular (33%), endocrine (2-8%), metabolic and
psychogenic dysfunction contribute to the etiology of ED. Diabetes is the leading cause
of ED. The risk to develop ED is three times higher in diabetics than in non-diabetics
with 20-85% of diabetic men manifesting ED.

Frequently, atherosclerosis with micro- and macroangiopathy contributes to ED.
Compromised venous compression against the tunica albuginea with consecutive
venous leakage is a less frequent cause of ED. There are several endocrine causes of
ED such as disorders of the hypothalamic-pituitary-axis, the adrenal or thyroid gland.
ED often results from neurological diseases such as multiple sclerosis, Parkinson’s
disease (in 50-80%), brain and spinal tumors, spinal cord injuries, and
polyneuropathies, especially diabetic (35-75%) neuropathy, and various disorders of
the autonomic nervous system. ED is also a frequent side effect of many drugs,
particularly antidiabetic (26%), antihypertensive (14%) or vasodilating agents (36%).
Primary psychogenic etiology is rather rare. The majority of ED cases is due to an
organic or a combined organic and secondary psychogenic pathophysiology.

I. TONG QUAN

Men phosphodiesterase 12 mot tap hop lién quan dén phosphohydrolase c6 di
héa thuy phan chon loc cua cau ndi 3' phosphate vong ciia cAMP va CcMP. Men
cGMP c6 vai tro tin hiéu da dugc xdc 1ap trong ni€ém mac rudt non va co tron mach
mau.
1. Chit vrc ché phosphodiesterase 4 va 5: dé diéu trj suyén va COPD

- Methylxanthines.

- Theophylline: dugc xtr dung rong rai, do khia canh tic dung phu nén khong
dugc ding nhiéu.

- Cafein

- Daxas (Romflumilast): chét trc ché phosphodiesterase 4 khong dugc diing vi
vé6i liéu tdc dung thi khong chiu dugc.

- Airflo (Cilomast) cting vay
2. Chit trc ché phosphodiestease 3: Thudc chong ngung tap tiéu cau

- Pletal (Cilostazol)- vasodil, ding trong dau canh khoang doan hoi, chéng chi
dinh ¢ bénh nhan suy tim.
3. Chit e ché phosphodiesterase 5: Ciing 12 thudc (rc ché ngung tap tiéu cau

o PDES— c¢GMP — PDE3 — cAMP—— Tic dung
khang tiéu cau

o Dipyridamole

= Cung véi aspirin dé du phong trong thiéu méu nio
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. Cung voi Warfarin dé dy phong huyét khdi ¢ bénh nhan thuyén tc va mang
valve tim gia

. Chét trc ché PDE 5 trong loan cuong- chdng chi dinh ding cdc nitrates

o Viagra (sidenafil)

o Levitra (varfenadil)

o Cialis (tadalafil)

. Chét trc ché PDE 5 — Trong ting 4p dong mach phoi

o Revatio (sidenafil) liéu cao - Gay ra dan mach phu thuoc NO tuong ty nhu

viagra trong diéu tri ting ap dong mach phoi

. PDE 3 inhibitors dé diéu tri suy tim

o) Inamrinone

o Primacor (milrinone)

o Nitroprusside

. PDE 5 inhibitors hién nay dang duwoc NC dé diéu tri suy tim.

II. THUOC VA CO CHE TAC DUNG

Thubc Co ché tac | Xit dung | Tac Chéng | Puong
dung(Kich thich/trc | 1am sang/ | dung chi X
ché) chi dinh | phu dinh | dung

diéu tri
1. PDE 4 and 5: diéu trj hen va COPD

Methlyxanthi Hen,

nes COPD

Theophylline |-Uc ché PDE 4 & 5| Hen cip va | Kich Chuyén | Bi

(1 loai cua|=> ngin chan sy phd | man, thich héa bdi | gidi

methylxanthi | hty cia cAMP va| COPD tieu hoa | cytochro | han di

ne) cMP trén, bat | me P450 | chi s
-Uc ché sy tong hop an, r16i|so p450 | diéu

Caffeine  is | va tiét cua chét trung loan chit cam tri rat

another gian viém tu hap bao nhip tim, | Ung: hep

example va basophils qua viéc co giat cimetidin
{rc ché tuong tranh voi e  hodc
PDE 4 tai thu thé ciproflox
adenosine, giy ra co acin do

phé quan trong hen va giam
gy ra phong thich hap noéng do
bao tir phoi. theophyll
ine huyét

thanh

2. PDE 3 (direct) and 5 (indirect): Khang tiéu cau

Pletal (PDE | Khing ngung tp tiéu |con  dau Bénh

3) cAu va va lam dé dan | cich  hdi, nhan suy
co tron mach mau | chi lam tim bat
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(lam dan mach).

giam triéu
chirng

ké

nao

loai

Dipyridamole
(PDE 5)

- Téac dong modt céich
gidn tiép khi cé su
hién dién cua NO, tao
thuan cho hiéu qua tc
ché ciia NO 1én ngung
tap tiéu cau

- Uc ché su bat giir
cua adenosine, tac
dong 1én thu thé dé
kich thich adenylyl
cyclase tiéu cau

-Gia ting ndng do
cGMP giy ra tac dung
rc ché cia PDE3 va
két qua gia ting
cAMP

- Ngan
ngira thiéu
mau  nao
trong phdi
hop voi
aspirin

- Du phong
thuyén tic
4 bénh
nhian mang
valve tim
gia  trong
viéc  phdi
hop voi
warfarin

- DPuoc
dung trong
vigc du
phong con
dau  that
nguc

Ro6i1  loan
tiéu hoa,
chay mau

3. Cac PDE 5: Piéu tri réi loan cwong

Sidenafil
(Viagra)

Varfenadil
(Levitra)

Tadalafil
(Cialis)

Té bao thé hang san xuat
NO trong qua trinh cuong duc
trong ddp ung truyén than

kinh adrenergic
nonadrenergic,
noncholinergic

NO kich thich thanh lap

Piéu

va

chimg bat
cuong
duong vat

tri

cGMP, gay ra sy dan co tron
cua co thé hang va dong mach

Céc
Nitrates dan
mach, cac
chat  doi
khédng thu
thé
adrenergic
giy ra nguy
co ha huyét

duong vat, 1am cing thé hang ap
va cuong duong.

Sy tich lily GMP vong c6 thé
duoc 1am dé boi su tre ché cua
cGMP- dac hiéu cua ho
PDES5

4/ Cac 3 PDE dé diéu tri suy tim: lam gia ting sirc co bép co tim va lam dé cho sy
dan cua co tron mach mau

Lam
triéu

Bu6n non giam

chirng

Amrinone bicu tri ngan han
(inamrinone) tricu ching cua
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Primacor suy tim, khong 0 bénh nhan

(milirinone) thay ddi tir suat suy tim mat
bu

III. PIEU TRI

Gido dyc bénh nhan va chon lya thudc ¢6 kha ning e ché PDE-5, dang twong
ddng phosphodiesterse 13 wu thé trén dwong vat, rat hiéu qua trong viéc gy cuong
dwong sau kich thich. Khoi dau téc dung 1a sau 60-90 phut. Can chinh liéu cho phit hop
0 nguoi gia va suy than hogc dang dung thudc rc ché cytochrome P 3A4 qua duong
chuyen héa ¢ gan nhu Erythromycine, cimetidine, ketoconazole vi ching c6 thé giy
tang ndng d6 cia thude, cic tic dung phu phdi hop 1a: nhic dau (19%), con phirng mit
(9%), cham tiéu (6%), sung huyét xoang mili (4%), thay d6i mau thi gidc (7%). Chat tc
ché PDE-5 chéng chi dinh ¢ bénh nhan dang diéu tri nitrates trong bénh 1y tim mach vi
nguy co shock ning. Ciing vay chat trc ché PDE-5 ciing nén tranh ¢ ngudi suy tim sung
huyét, ding thudc ha huyét dp, va bénh tim vi nguy co truy mach.

1/ Tét ca 3 loai (rc ché PDE-5 : sildenafil, vardenafil va tadalafil giup git nong
d6 6n dinh GMP vong trong thé hang duong vat gitip cho ngudi rdi loan cuong duong
c6 duoc su cuong duong vat khi kich thich.

> Khong duoc ding phdi hop nitrates v6i céc thude e ché PDE-5 vi gdy
ha huyét ap ndng c6 thé trén 50/25 mmHg va gay ngat.

> Chéng chi dinh ~dung thudc d6i khang Alpha adrenergic antagonists (do
gay ha huyet 4p nang khi phdi hop v6i PDE) ngoai trir v6i tamsulosin, ¢6 thé an toan
khi phi hop véi tadalafil.

> Thoi gian tic dung khic nhau gitta cdc loai PDE-5. Sildenafil va
vardenafil hiéu qua sau chua day 30 phit va dén 4 gio sau khi ding liéu hiéu qua, cia
tadalafil 1a chua day 16 phit dén 36 gid sau lidu tic dung.

> Sildenafil va vardenafil phai dugc dung khi bung d6i con véi tadalafil c6
thé diing bat ky liic ndo.

2/ Sildenafil chi duoc ding khi da lwong gid mot cach ddy du vé nguyén nhan
ciia r0i loan cwong nhu: héi bénh su, khim lam sang, dinh luong testosterone,
prolactine, TSH. Sy hién dién ctia bénh tiém an c6 thé diéu tri dugce c6 thé bi bo qua
khi cho chi dinh diing thudc nay. Khé thd cling ¢6 thé 1a du hiéu cua thiéu mdu co tim
tiém an.

3/ Sildenafil khong duogc chi dinh & bénh nhan dang dung nitrate. Néu bénh
nhan ding sildenafil ma c6 hoi chimg con dau that nguc, thi nitrate khong nén cho
trong vong 24 gio hodc con 1au hon ¢ bénh nhén suy gan, suy than. Méc du dildenafil
tac dung bang cdch trc ché type 5 phospjodiesterase, 0o co thé anh huong 1€n vong mac
bang cdch e ché nhe phosphodiesterase type 6, can cho su bién d6i kich thich dnh
sang thanh tin hi¢u dién. Trong mot bdo cdo & 5 bénh nhin nam dung 100mg sildenafil
1gid sau c6 su bién doi trén dién vong mac dd va hdi phuc hoan toan sau 6 gid. Khong
c6 sy bién doi trén nhué do thi gidc. Sildenafil ciing gdy nhin xanh & 3% bénh nhin kéo
dai sau 2-3 gio va bién mat mot cach ty nhién. Trong nam 1998 chi ¢ 23 truong hop bi
thiéu mau dong mach thi trudc khong bi bénh than kinh (NAION) khi dung sildenafil
va tadalafil. Vi vay khong biét 1a do dung sildenafil hay do céc yéu t6 nguy co mach
mdu vong mac c6 san nhu ddi dudng, ting huyét 4p, hay rdi loan lipid mdu.
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4/ Hoi tim mach Hoa ky dong thuan rang thudc @rc ché 5 phosphodiesterase 1 an
toan cho bénh nhan c6 bénh mach vanh on dinh khi khong dung nitrate. Khong c6 dir
liéu 1am sang an toan cho bénh nhan da cé nhdi mdu co tim, dot quy, hodc loan nhip
nguy hiém trong vong 6 thiang va bénh nhan cé huyét 4p > 170/110mmHG hoic <
90/50mmHg. Nhitng bénh nhan can xem xét khi xtr dung 1a nghiém phap gang sirc (+).
Nhirng bénh nhén dugc xem xét xu dung sildenafil nén hoi c6 gang strc dugc khong,
néu tap thé duc nhip di¢u la cling twong duong voi tiéu t6n nang lugng nhu trong sinh
hoat tinh dyc. Néu khong thi phai 1am tric nghiém gang suc

5/ Sildenafil khéc véi khi giao hop ¢ 2 diém: Hap thy it anh huong boi thirc dn
nhiéu dau m& va ruou va tic dung dai hon. Véi sildenafil va vardenafil thi hiéu qua tbi
da 12 khi udng thudc bung d6i (in nhidu m& va ruou 1am chdm hép thu thudc) va sau 1
gid moéi tic dung. Tadalafil thi udng khi nao cling dugc. Thoi gian tic dung cia
sildenafil va vardenaffil 1a 4 giod. O nhitng ngudi loan cuong c6 thé c¢6 ddp tmg cuong
duong dén 36 gio sau mot lan ding tadanafil. Trong 1 nghién ctru cho thiy 66,3%
nguoi thich ding tadanafil va 33,7% véi sildenafil khi diéu tri rdi loan cuong.

Bén nim sau khi céc tc ché phosphodiesterse type V dung trong diéu tri loan
cuong cho thiy thudc ¢ hi€u qua cao, an toan; thudc gitip ngan chan su phan chia ciia
GMP vong va gia ting nong 6 GMP vong. Sy gia ting GMP vong di lam déin co tron
duong vat kéo theo dwa mdu vao thé hang va lam cuong duong. Sildenafil khong chi
1am cuong dwong ma con 1am cai thién chat lugng song cua nhiéu bénh nhan. Téc dung
phu ciia sildenafil 1a nho va thuong gap 1a nhic dau, phung mat, sung huyét mili, rdi
loan nhin mau xanh 6 liéu cao. Khong nén ding sau nh01 mau co tim hodc dot quy con
ngan bénh nhan c6 nguy co tim mach, bénh nhan di truyen thodi héa vong mac, khong
diing phdi hop véi nitrate hodc molsidomine.

Hién nay cdc trc ché phosphodiesterase khdc nhu Tadalafil, Vardenafil dang
duogc str dung.

Gan ddy, cdc apomorphine dong van Dopamine-D1-D2 tic dung trung wong
ngan duoc dung dé diéu tri rdi loan cuong. Thude dat dudi ludi (Ixense, Uprima) gdy
cuong dwong qua kich thich viing canh nhin bung ha khau néo. Liéu 2-6mg dé trdnh
tac dung phu ctia apomorphine nhu 12 budn nén, va noén mita nhitng van c6 10% bénh
nhan bi budn ndn, ngdp, budn ngu, nhirc dau, ha huyét 4p

Thudc 1am din co tron duong vat, 1am dan mach va cuong khi dua nhitng chat
van mach vao thé hang hodc vao ni¢u dao nhu papaverine, phentolamine va
prostaglandine PGE1 (Caverject). C6 nhitng nghién ctru cho thiy rang chi chi can tiém
Caverject 1 1an vao thé hang hiéu qua I1én dén 70-90%, nhiing c6 thé c6 tic dung phu
dua dén cuong cimg duong vat, dau va xo héa duong vat 1én dén 9,3% sau 2 nam xir
dung. PGEI1 ciing c6 ché pham dua truc tiép vao niéu dao 125-1.000pg (MUSE), tic
dung phu 12 dau va c6 thé chay mdu.

IV. KET LUAN

Loan cuong duong khong chi 1a mot van dé tam 1y, d6 1a mot réi loan c6 thé do
héu qua cua nhiéu bénh tiém an bén dudi. Do d6 mdt kham nghiém toan thé va day du
c¢6 thé gitip x4c dinh nguyén nhin ban dau gdy ra r6i loan nay nhu: ddi duong, tang
huyét 4p, xo vita dong mach, bénh 1y do rdi loan than kinh tim than... mot chan dodn
chinh xdc va diy du s& gidp ngin ngira nhitng bién ching khdc cua cic loai bénh 1y
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trén. Hiéu qua ctia diéu tri s& gidp cai thién chit luong séng ctia ngudi bénh va ciing ¢
mdi quan hé gifia bénh nhan va ngudi Thay thube. Tir ddy bénh nhéan s& dung nap t6t
hon vé6i ché d6 diéu tri ciing nhu tudn thi tiét ché han ché céc tiét thyc nham muc dich
dé tranh duoc nhirng nguyén nhan ban dau cta réi loan cuong duong vi du nhu nhing
roi loan vé bién dudng, béo phi hodc ting huyét p.
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ROI LOAN CHUC NANG VA CAU TRUC THANH MACH MAU
O BENH NHAN PAI THAO PUONG

Pao Thi Dura
Bénh vien TW Hué

I. CO CHE ROI LOAN CHUC NANG VA CAU TRUC HANH MACH MAU O
BENH NHAN PAI THAO PUONG

1. 1. Sy hinh thanh sin phim cudi cung ciia hién twong gin glucose véi protein
bac cao (Advanced glycation end-products: AGPs)

R
I
HC=0 HC=N H,C-NHR HC=0 AGEs
I I I I
HCOH HCOH C=0 C=0
| | | R
RNH, ., HOCH<— HOCH— HOEH— > 2
I I I I N
HCOH HCOH  HCOH HCOH %\
I I I I
HCOH HC HCOH HCOH Inactive
I I I I metabolites
CH,O0C CH,OH CH,O0C CH,OC
Amin Glucosse N-Glucosylamin 1Amino-1ldeoxyketose 3Deoxyglucosone

Su hinh thanh san pham cubi cling cua gan glucose (glycation) véi céc protein
bac cao hay con duoc goi sy gan glucose khong cin enzyme ciia cc protein (glucose
s€ phan trng v61 nhém amin cua protein) do dnh hudng cua tang glucose mdu man tinh.
Quad trinh nay s& tao ra nhiéu loai protein lién két chéo va hang loat phan tng sinh ho4
ma hién nay van chua biét hét. Theo Monti L.D. va Pozza G., ting ndng do glucose
mdu ¢ bénh nhan DTD s€ xdy ra phan tng gilta glucose va cdc phén tir protein cling
nhu lipid, dé tao thanh AGEs va gdy ra nhiéu hau qua. Tinh trang ting glucose mau
cang kéo dai va mirc ting glucose mdu cang tram trong, thi hién tuong gan glucose
khong cin enzyme cang dé xay ra.

Nhiéu nghién ctru da x4c nhan cdc hau qua do AGEs gy ra & bénh nhan DTD
nhu sau: cdc phan (mg tao AGEs s& gdy san xuat cdc gbc tu do; AGEs phan tng véi
nitric oxid (NO) 1am mit tdc dung gidn mach va chong déng mau cua né; AGEs lam
thay doi ciu triic va chirc ning ciia cdc thanh phan co ban trong huyét twong va thanh
mach: su tuong tiac cua AGEs v&i té bao ndi mac lam tang két dinh bach ciu don nhan
v6i 16p ndi mac, hién tugng nay sé& gy tong hop va phéng thich yéu tb tang truong va
cac cytokin: phan tu két dinh mach mau (vascular adhesion molecule), endothelin-1,
yéu t6 to chirc... P 12 nhitng peptid co mach, phat trién va ting sinh té bao co tron,
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lam rdi loan dong mdau, xo vira dong mach, tdc mach. Sy tich liy AGEs tai cic soi
collagen 1am xo hod va thay ddi tinh chit cta thanh mach. Su gin glucose véi cic
protein 1am hu bién chtc ning va cAu tric ciia ching dic biét 1a cdc protein clia mang
ddy boi hién twong xo hod. Sy gin glucose v0i apolipoprotein B va cdc protein khdc s&
tic ché sy thanh loc triglycerid, hién tugng gan glucose cua fibrinogen va fibrin 1am
ching it nhay cam véi plasmin, gan glucose ctia antithrombin III va heparin lam giam
hoat tinh ciia ching, tuong tic cia AGEs véi cic lipoprotein ti trong thap khién ching
dé bi dai thuc bao thu nap tao thanh cdc té bao bot. Nhu vdy, sy hinh thanh AGEs do
qud trinh r6i loan chuyén hod ¢ bénh nhan DT, dic biét & nhing ddi tugng khong
duogc kiém soét glucose mdu chat ch&, gép phan quan trong trong co ché tén thuong
mach mau.
1.2. Chuyén héa glucose theo dwdng polyol

Trang thdi thiéu hut insulin tvong ddi hodc tuyét ddi, dan dén hién tuong ting
glucose mau & bénh nhan DTD, giy ra mot loat rdi loan chuyén héa: ting chuyén héa
glucose theo con duong sorbitol dudi tic dung cua enzyme aldose reductase; sau do
sorbitol s& tiép tuc bién d6i thanh fructose dudi tdc dung cua enzyme sorbitol
dehydrogenase. Sorbitol lam tang ap luc thim thiu, 1am giam myo-inositol din dén réi
loan chuyen hoa phospholipid va giam hoat tinh cua enzyme Na+/K+ATPase.

Nhiéu cong trinh nghién ctru cho thiy tang ap lyc tham thau do tich ity sorbitol
1a mot nguyén nhan quan trong gy day mang nén (membrane basale) cua mao mach.
Mat khéc, fructose c6 kha nang gan voi protein khong can enzyme dé tiép tuc tao thanh
AGEs. Ngoai ra, con duong chuyén héa polyol con thé hién tinh doc hai qua céc co ché
khdc, gia thiét ctia Jennings P.E. gép phan giai thich van dé nay: con dudng chuyén héa
polyol can thiép vao ddc tinh cta cdc gbc tu do, vi con dudng chuyén hod nay di sir
dung nicotinamid adenin dinucleotid phosphat (NADPH) 13 enzyme quan trong dé
chuyén héa cdc chat chéng oxy héa.

Theo Jennings P.E, khi st dung uc ché aldose reductase s& tiét kiém duoc
nicotinamid adenin dinucleotid phosphat va cdc dang chuyén héa cua glutation,
vitamine C, vitamine E s€ dugc phuc hoi va chong lai phan mg oxy hoa. Hién tuong
ting céc gdc ty do ¢ bénh nhan PTP din dén hu blen céc protein, te bao ndi mac va
TC qua trung gian cua hién tuong oxy hoa lipid hoac tn cong truc tiép 1én céc protein,
déc biét 1a céc protein bi gan glucose. Chuyén héa glucose theo con dudng polyol voi
nhleu co ché khdc nhau, 1am réi loan qua trinh sinh héa - chuyén héa bén trong té bao,
roi loan qud4 trinh dong méu va ton thuong thanh mach.

1.3. Hién twgng tu oxy hoa cia glucose

Glucose c6 thé bi oxy héa tir dang chuyén tlep dén dang di héa boi chat trung
gian dang “ene - diol” cua glucose. N6i mot cach tong quat, con dudng glucose tur OXy
héa 1a diéu kién dé gan oXy vao cdc phan tir nuoc. Hién tugng nay s€ tao thanh céc goc
hydroxyl tu do gay t6n thuong céc protein va cdc té bao, ddc biét 1a protein ctia mang
nén va té bao noi ‘mac mach mau. Nhirng chat trung gian cua phan ung ty oxy hoa
glucose nhu cic gbc hydroxyl va cdc ceto-aldehyd tlep tuc ¢b dinh trén cdc protein de
tao thanh dang ceto-aminomethylol. Chat nay c6 thé ty oxy héa va tao thanh céc gdc
hydroxyl tw do. Hunt J.V. va CS ciing nhan dinh chinh cdc gbc hydroxyl tu do nay da
g6p phan giy ton thuong cdc protein va té bao, hau qua 1 ton thuong cdc thanh phan
ctia mach mau.
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II. CAC BIEU HIEN TON THUONG MACH MAU O BENH NHAN PAI THAO
PUONG

Trong nhing nam gan day, nho sy tién bo ctia nén y hoc, nguoi ta da chung
minh dugc mdi lién quan gilra tang glucose mdu va bénh Iy mach mdu & bénh nhén
PTP, ma rdi loan chirc nang va cau tric thanh mach mau 1a nhitng dic trung cta bénh
1y nay.

2.1. Té bao ndi mac (TBNM) bj ton thwong

TBNM c6 vai trd quan trong trong diéu hoa déng mau va tai tao thanh mach.

TBNM diéu hoa déng méu qua céc co ché sau:

- Tong hop prostaglandin 12 (PGI2) chéng ngung tap tiéu cau

- Tong hop yéu t6 hoat hod plasminogen ctia m (tissue plasminogen activator: t-PA)
va yéu td trc ché chat hoat hod plasminogen type 1 (plasminogen activator inhibitor-1:
PAI-1) diéu hoa hé thong tiéu soi huyét

- Tong hop thrombomodulin 1am tdng sy hoat hod hé thong protein C-protein S (h¢
thong trc ché d6ng mau)

TBNM tham gia vao su tdi tao thanh mach méu gidp phuc hdi mach méu trong
truong hop bi ton thuong. TBNM tong hop protein cua thanh mach ma dic biét 1a
protein ctia mang ddy, ngoai ra TBNM con tham gia vao diéu hoa sy van mach.

Sy ton thuong TBNM dén dén mét kha ning khang déng do giam giai phéng va
giam tong hop prostaglandin I-2; giam tong hop va giam hoat tinh sinh hoc cua protein
C, protein S va thrombomodulin; giam tiéu soi huyét do rdi loan tong hop t-PA, PAI-1;
tiét qua nhiéu céc protein thuan 1oi cho su két dinh TC (yéu t6 VIII-Willebrand); giam
san xuat nitric oxid (NO) va giam ddp tng clia céc chat trung gian gidn mach, cdc hién
tugng nay tao thuan loi cho sy dong mau. Nhiéu nghién ctru di chimg to rang ton
thuong TBNM x4y ra trudc r6i loan vé hinh thai cua cdc mach mau. Nguoc lai, r6i loan
chic nang TBNM dugc phuc hdi trude so véi su thodi trién cua xo vita dong mach, khi
cdc nguyén nhan da dugc loai bo.

2.2. Mang nén mach mau bi ton thuwong

Mang nén mach mau bi ton thuong cling 1a mot ddc trung cua roi loan churc
nang va ciu trdc thanh mach méau ¢ bénh nhan PTD type 2. Theo Stenerg M. va CS,
day mang nén thanh mach né c6 lién quan véi thoi gian mic bénh va hiéu qua kiém
sodt glucose mau. Qud trinh bénh 1y nay bao gdm hién twong ting tong hop cic protein
co ban ngoai té bao (Extracellular matrix protein) ma chu yéu 1a collagen type IV,
proteoglycan, fibronectin va laminin ma hiu qua cta ching la lam giam tinh dan hoi va
lam ro61 loan kha nang loc clia mang nén.

2.3. Té bao co tron bi rdi loan

O bénh nhan bTb té bao co tron phét trién manh, phi dai, tang sinh va loan san

cling gbp phan 1am rbi loan dong méu va tang sinh huyét khdi da duoc cdc nghién ctu
xdc nhan. Su roi loan té bao co tron cting do anh huong cua tang glucose mau man tinh
kéo theo rdi loan chuyen héa cic chat trong co thé.
2.3. Hé than kinh mat quan binh giita giao cam va d6i giao cam. Nghién ctru Veigh
G.E. va CS cho thdy mach mdu cta bénh nhan DTD type 2 kém nhay cam véi cic chét
trung gian hda hoc cua h¢ dbi giao cam nhu acetylcholin, do d6 hién tuong co mach
chiém wu thé. Pay 1a diéu kién thuan loi cho sy hinh thanh huyét khi, ton thwong
thanh mach va hoat héa qua trinh dong méau.
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Nhu vay, ton thwong thanh mach do ting glucose mau man tinh & bénh nhan
DTD type 2 lam giam kha nang khang dong va giam tiéu soi huyét, 12 mot trong nhirng
nguyén nhin cia sy hinh thanh huyét khéi, tién cin cta xo vira dong mach, 1a yéu to
nguy co cua cic bénh ly mach miu ¢ bénh nhan DTD.

TAI LIEU THAM KHAO

1. Cohen R.A. (1997),”Endothelial Dysfuntion in Diabetic vascular disease”,
Cardiovascular Complications of Diabetes Medicographia, Vol 19, (No 2),pp. 157-
161.

2. Harbarchuk O.1.(2000), “The coagulogram characteristics of patients with
non-insulin-dependent diabetes mellitus “, Article in Ukrainian (1), pp.62-64.

3. Monti L.D. and Pozza G. (1997), “Advanced glycation end products (AGEs)
: their role in diabetic vasculcar lesions “, Cardiovascular Complication of Diabetes
Medicographia, Vol 19, (No 2), pp.119-122.

4. Peter J. Grant(2001), Coagulation and fibrinolysis in type 2
diabetes:Relationship to Microcascular Complication, Univesity of leeds, UK, pp. 15-
26.



250 HOI NGHI TIM MACH MIEN TRUNG MG RONG
LANTHU V
ROI LOAN HE THONG TIEU SQT HUYET
(0] BENH NHAN PAI THAO PUONG
Pio Thi Dira

Bénh vién TW Hué

Tiéu soi huyét 12 mot qué trinh ly giai mang luéi fibrin do nhiéu yéu t& tham
gia. Trong d6, plasminogen 1a tién t& bat hoat cia plasmin déng vai trd quan trong,
hoat dong cta plasminogen phu thudc va yéu tb (rc ché chat hoat hod plasminogen type
1 (plasminogen activator inhibitor-1: PAI-1) va yéu t6 hoat héa plasminogen ctia md
(tissue plasminogen activator: t-PA). Nam 1978, Almer L.O. va cOng su nghién ctru
221 bénh nhan TP ghi nhan kha ning tiéu soi huyét giam so voi nhém chimg, nhét 1a
nhitng bénh nhan kém theo béo phi va c¢6 bién chirng mach mau, tic gia ciing ghi nhan
giam tiéu soi huyét khong khac biét giira 2 thé DTD va khong tuong quan véi tudi
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1. Yéu t6 we ché chit hoat hoa plasminogen type 1 (plasminogen activator
inhibitor type 1).

Plasminogen activator inhibitor type 1 (PAI-1) duoc san xuét boi té bao gan va
té bao ndi mac mach mau. Ngoai ra, PAI-1 con dugc phét hién trong tiéu cau. Hoat tinh
sinh hoc ctia PAI-1 1a tc ché rat nhanh t-PA va urokinase, din dén gidm su hoat hod
plasminogen thanh plasmin va hau qua giam thodi bién mang ludi fibrin nén tao thuin
loi cho sy dong mdu. PAI-1 lwu hanh trong huyét twong duéi 3 dang:

- Dang hoat dong: chi c6 dang hoat dong méi c6 kha nang urc ché t-PA.

- Dang bat hoat: c6 thé lién két vdi t-PA hodc & dang ty do. Dang nay thuong tim
théy & tiéu cau sau khi duoc hoat hod.

- Dang tiém an: chi dugc tim thdy trong té bao nudi cdy, va tinh chét sinh 1y hoc
ctia n6 van chua biét ro

Nong d6 PAI-1 cta huyét twong thay ddi trong ngay, dat nong do tbi da va lic 6
gid sang va tdi thiéu vao lic 16 gid. su tong hop PAI-1 bai té bao ndi mac mach méu
dugc kich thich béi céc loai ndi doc td (endotoxin), interleukin-1, yéu té hoai tir u
(tumor necrosis factor: TNF), thrombin va hau qua cua rdi loan chuyén hod lipid. PAI-
1 do té bao gan téng hop thi dugc kich thich bai insulin.

Trong thoi gian gan day, dd c6 nhiéu cong trinh nghién ctru vé nong do PAI-1
huyét trong ciia bénh nhan DTD, déu nhan xét tinh trang gidm tiéu soi huyét va ting
déng mau c6 lién quan dén ting ndong d6 PAI-1. Chinh ting ndng d6 PAI-1 s& tc ché
manh t-PA va urokinase, din dén giam hoat héa plasminogen thanh plasmin, hau qua
giam tiéu soi huyét.

Co ché ting PAI-1 ¢ bénh nhian DTD c6 lién quan dén tinh trang dé khdng
insulin. Theo Juhan-Vague, chinh sy ting ndng d6 insulin & bénh nhan DTD type 2 (do
tinh trang dé khdng insulin) di kich thich té bao gan ting tong hop PAI-1. Alessi M.C.
va CS di nghién ctru tic dung cua insulin 1én té bao gan, tic gia da nhan dinh ring
insulin kich thich tryc tiép té bao gan tong hop PAI-1. Kooistra T. va CS ciing nghién
clru vé sinh téng hop PAI-1 bang céach cho 1nsuhn vao dong té bdo gan nudi cay, da
nhan dinh rang insulin kich thich té bao gan tang tong hop PAI-1, nhung dbi vai té bao
noi mac, insulin khong c6 tic dung tryc tiép ma né tac dung gian tiép qua trung gian
roi loan chuyén hod lipid. Tang lipid mé4u, dic biét 1a cdc lipoprotein c6 trong lugng
phan tir thap kich thich té bao ndi mac mach médu ting kha ning tong hop PAI-1. Theo
nghién ctru ctia Grant PJ. va CS, ndng do PAI-1 ¢ bénh nhan DTD 12 40, 1ng/1 va nhom
ching (khong bi DTD) la 7,7ng/l (su khdc biét c6 y nghia thong ke). Nhiéu nghién ciru
khéc ciing cho két qua tuong ty. Tang nong d6 PAI-1 khong nhimg ¢ bénh nhan PTD
ma ngay ca & ddi twong giam dung nap glucose. Nghién ctru ctia Andreas F. va CS ghi
nhan nong do PAI-1 ¢ bénh nhan DTP cao hon han nhiing ddi twong giam dung nap
glucose va nhirg ddi tuong giam dung nap glucose lai cao hon han ngudi ¢é glucose
binh thuong. Piéu nay da khang dinh tinh trang ting glucose mau tic dong rat rd 1én sy
san xuat va giai phéng PAI-1. Nghién ctru cta Juhan-Vague va mot s6 tic gia cho thay
& bénh nhan DT type 2, ndng d6 PAI-1 ting mot cich c6 ¥ nghia so véi ddi tuong
khoé manh. T4c gia ciing ghi nhan nhitng bénh nhén c6 bién chirg mach mau thi néng
d6 PAI-1 ting nhiéu hon. Su ting ndng do PAI-1 c6 lién quan vdi tinh trang béo phi,
tang huyét 4p, mic do kiém sodt glucose mdu, tinh trang hit thudc 14 va rdi loan lipid
mau.
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2. Yéu t6 hoat h6a plasminogen ciia mé (tissue plasminogen activator).

Tissue plasminogen activator (t-PA) 12 mot serin protease duoc san xuat tai té
bao ndi mac mach méu va gidi phéng vao huyet tuong dudi dang bét hoat do tao phtic
v6i nhitng chét e ché, hiéu qua tiéu soi huyét phy thudc vao s lwong cua t-PA hién
dién trén bé mit cia f1br1n Nhiing chat dugc hinh thanh trong qud trinh smh huyét
kh01 gy giai phong cap tinh t- PA tur té bao ndi mac mach mau. Theo mot sd tic gia,
noéng do t-PA ¢ bénh nhan bTb rat thay d6i (c6 thé giam hoic ting so Vo1 nguoi binh
thuong) tuy theo gia doan tién trién cua bénh. O bénh nhén bTb, sy tong hop t-PA
giam do té bao nodi mac mach médu bi t6n thuong trong qud trinh tién trién cua bénh.

Nhung thuc té qua mot sé nghién ctru cho thy, ndong d6 t-PA & bénh nhan DTD
c6 thé giam hodc ting, dic biét & nhitng bénh nhan c¢6 bién chimg mach mau thi nong
d6 t-PA thuong ting. Nghién cuu ctia Grant PJ. cho thdy ndng do t-PA & bénh nhin
DTD la 11,2ng/l va nhém ching (khong DTD) 1a 7,6ng/l (su khic biét c6 y nghia
thong ké&). Nghién ciru cia Mansfield MW. va CS ciing ghi nhan ting nong do t-PA &
bénh nhan DTD. Nghién ctru Framingham Offspring cho thdy ngay ca dbi tugng giam
dung nap glucose ciing ¢6 hién tuong tang nong do t-PA. Hi¢n tugng tang nong do t-
PA goi y ddi tuong clia cdc nghién ciru nay di ¢ bién chimg mach mau do huyét khdi.
Hién tuong nay dugc gidi thich nhu sau: thanh mach méu thuong xuyén phan tng lai
v6i kich thich ctia huyét khéi trong 1ong mach va ting cudng kha nang loai trir sy hinh
thanh fibrin tai vi trf bi ton thuong, bang céch ting giai phéng t-PA dé c6 thé chéng lai
su hinh thanh huyét khdi trong long mach. Mat khac, mot 5O chat dugc hinh thanh
trong qud trinh sinh huyét khéi giy giai phéng cap tinh t-PA tir t& bao ndi mac mach
mdu. Céc téc gia ciing ghi nhan tic dong cua bénh 1y huyét khéi va xo vira dong mach
Ién su gia phong t-PA tir té bao ndi mac cua thanh mach mau & bénh nhan BDTD r6 nét
hon nhung d6i tuong bi bénh 1y huyét khéi va xo vita dong mach nhung khong bi
DTP. Van & nay dugc ching minh trong mot khao sit cia Moreno va CS : nhiing
bénh nhan bi bénh Iy mach vanh kem DTD c6 néng do t-PA cao hon bénh nhan bi
bénh 1y mach vanh khong bi BTD.

Mot s nghién ciru khac thi ¢6 két qua nguogc lai, nghién ciru cia Zhang J., Ren
S., va nghién ciru ctia Sobel B.E. déu cho thay nong d6 t-PA giam va dan dén giam tiéu
soi huyét, tao tién dé cho su hinh thanh huyét khéi. Cic trudng hop nay dugc giai
thich: do t6n thuong té bao ndi mac dudi anh hudng cia tang glucose mau lam giam
téng hop t-PA. Qua mdt sd nghién ctru, Ceriello A.dd nhan xét ndng do t-PA & bénh
nhan DTD c6 thé giam hodc ting, nhung hoat tinh ctia né luén giam. Vi vay, ¢ hién
tugng giam tiéu soi huyét ¢ nhirng bénh nhan nay.

Chinh vi vy, cdc nghién ctru vé ndng do t-PA & bénh nhan DT cho két qua
khéac nhau. N6 con tuy thudc vao giai doan tién trién cua bénh, cling nhu muc dd cua
cic bién chirng mach mdu. Nghién ctru khdc cia Mansfield M.W. va CS ghi nhan ¢
nhém bénh nhan c¢6 bién ching mach mau, néng do t-PA ting cao hon hin so v&i
nhém khong c6 bién ching nay, dong thoi ciing cho thiy c¢6 mbi lién quan giira ting
ndng do t-PA véi dot quy, béo phi, tudi. Nguoc lai, ting ndng d6 t-PA khong phu thude
vao type DTD va gioi tinh.

Tinh trang ri loan tiéu soi huyét xay ra & bénh nhan DTD chu yeu la do tang
ndng d6 PAI- 1, con t-PA ¢o thé giam hodc tang tuy thugc vao giai doan tién trién cua
bénh. Tang nong do PAI-1 s& wc ché cdc yéu td bién ddi plasminogen thanh plasmin
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nhu: t-PA va urokinase. Vi vy, ting ndong do PAI-1 s& dan dén tinh trang giam tiéu soi
huyét, du cho ndong do t-PA c6 tang do phan ung véi su tao huyét khoi trong 1ong mach
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CHI PIEM NGUY CO TIM MACH “ MOI”:
NHUNG VAN PE LAM SANG
Nguyén Hiru Tram Em
Bénh Vien Hoan My Tp HCM

Summary

Heart disease is the leading cause of mortality in US and developed countries.
However, cardiovascular mortality is now rapidly rising in developing countries,
largely due to uptake of a Western lifestyle. Guidelines from the associations is to the
target of the primary and secondary prevention of CV disease, especially coronary
heart disease by reducing traditional CV risk factors. In our practice, a significant
percentage (20%) of patients without traditional risk factors develops CV events
regardless of using Framingham Risk Score for evaluating CV global risks. How to
prevent CV events in individuals without traditional risk factors? During the past two
decades, a large number of candidate risk factors have been proposed, evaluated and in
most cases discarded. One typical example is the amino acid homocysteine. Today,
hsCRP and Lp-PLA2 among many CV risk markers which are available in medical
practice, may be candidates for CV risk factor in the future.

I. MO BAI

Bénh tim mach 12 nguyén nhin hang dau giy tir vong tai Hoa Ky va cic nudc
phat trién . Tuy nhién, cdc nudc dang phat trién c6 khuynh huéng gia ting nhanh
chéng ti 1é tir vong do bénh Iy tim mach do du nhap 16i séng phuwong Tay . Cac hudng
dan cua cdc hiép hoi ludn hudng dén ngan ngua tién phat va thir phat bénh tim mach,
dic biét 12 bénh mach vanh thong qua viéc diéu chinh cdc yéu té nguy co tim mach
kinh dién. Trong thyc hanh, c6 mot ti 1¢ déng ké 20% bénh nhan khéng c6 céc yeu t6
nguy co kinh dién van tién trién dén su c6 tim mach mic di di sir dung thang diém
nguy co Framingham dé du doén nguy co' toan bo °. Véan d& duogc dit ra la lam sao ¢
thé dy dodn va ngin ngira cdc sy ¢d tim mach & nhirng ngudi thleu céc yéu to nguy co
kinh dién. Trong hai thap nién qua, nhiéu chi diém nguy co ¢6 tiém ning 1a yéu t6 nguy
co da duoc dé xuat, danh gid nhung hau hét da bo cudc. Ma _homocystein la vi du dién
hinh cho truong hop nay. Ngay nay, CRP, Lp-PLA2 trong s6 cic chi dlem nguy co tim
mach c¢6 mit trong thuc hanh, c6 thé trd thanh nhitng Gng vién yéu t6 nguy co tim
mach trong tuong lai.

II. CHIi PIEM NGUY CO TIM MACH “MOT”
Dinh nghia

Chi diém sinh hoc 1a thong $6 ¢ thé do lwong va xdc dinh 56 lwong duwoc ( nong
do enzyme, hormone, phdn bé genotype trong quan thé...) ma cé vai tro nhu mot chi so
ddnh gid vé sitc khde, tinh trang sinh Iy nhir nguy co bénh, réi loan tam than, phoi
nhiém méi truong va tdc dong ciia né. *

Ngudi ta c6 thé chia cdc chi diém nguy co tim mach (CV risk marker) thanh chi
diém huyét thanh, cdu trdc va chic nang. Ngoai ra, ngudi ta con phan loai theo tng
dung 1am sang:

e Chi diém tién dodn gitip xdc dinh nguy co tién trién bénh tim mach.
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e Chi diém tam sodt hd tro tim sodt cic bénh chua biéu hién ro vé 1am sang
(subclinical).

e Chi diém chan dodn dé xdc dinh bénh & nguoi co triéu chung.

e Chi diém tién lugng tro gidp du dodn téi dién, di ching, bién chirng bénh tim
mach hodc theo ddi diéu trj.

Phén bigt yéu t6 nguy co tim mach véi chi diém nguy co tim chh"’S’6

Trong thudt ngit hién nay, nhiéu tic gia sir dung khdi niém chi diém nguy co tim
mach (CV risk marker) nham tranh nham 13n véi yéu tb nguy co tim mach (CV risk
factor). Yéu t6 nguy co 1a thanh té tham gia vao qud trinh bénh sinh cua mot bénh ma
diéu tri 1am giam murc d6 cua no s&€ lam giam nguy co tién trién bénh.

Tuy nhién, tudi va gidi ciing la yeu td nguy co khong thé diéu chinh duogc va
khong r6 mdi lién hé nhin qua gidng nhu tang huyét dp, dai thdo duong, ting
cholesterol mdu...Do d6, khong c¢é bién phap diéu tri 1am giam nguy co vi ching gop
phan theo mot co ché phtre tap va khong dugc hiéu ddy du. Trai voi yéu td nguy co, chi
diém nguy co la thanh td do dém duogc c6 lién hé véi sy hién dién hodc nguy co cua
bénh ma khéng can mdi lién hé nhan qua.

Mic dit nhiéu chi diém nguy co dugc dé xuét thanh yéu t nguy co nhung van
chua @i ching cir va dong thuan vé tiéu chuan ddnh gid nén cic chi diém nguy co tim
mach hs-CRP, Lp-PLA2, fibrinogen, Lp (a) van tiép tuc dugc nghién ctru dé xdc minh
vai tr0O cua chung trong tuong lai ...

Cdc chi diém nguy co tim mach “mdi”
1. Homocystein:

Homocystein la mot acid amin ¢6 chira nhom sulfhydryl dugc tao ra tir viée khur
methyl ctia methionin trong ché do n. Thanh phan nay lién quan voi rdi loan chuc
nang ndi mac, gia tang oxy héa LDL cholesterol, suy giam yéu t6 din mach, hoat héa
tiéu ciu va stress oxy héa. Nguoi ta ghi nhan c6 sy xo vira mach mdu nang xay ra ¢ tré
em va thanh nién c6 khiém khuyét men cystathione beta synthase véi nong do
homocystein ting dén >100umol/L. Do d6, McCully da dé ra gia thuyét rang phai
ching su gia ting nhe va vira phai cia homocystein huyét twong 1a yéu t5 gép phan
bénh xo vira mach mau !

Hau hét cic nghién ctru (khong phai 12 tit ca) tién ciru va bénh ching dd cho
thidy homocystein lién quan véi sy c6 tim mach ( Bang 1). Trong mdt tong phan tich
qua 30 nghién ciru, v6i ndng do homocystein thip di 25% c6 lién quan voi giam chi
11% vé nguy co bénh mach vanh va 19% nguy co d6t qui °. Do d6, homocystein chi 12
yéu té dy dodn sy ¢ mach vanh va dot qui & mirc do vira phai. Tir d6 nguoi ta nghi
dén gia thuyét rang néu ha thap duoc ndng d6 homocystein bang thude (véi acide folic
va cdc vitamine B6, B12) s& dem dén giam dugc nguy co tim mach.

Tuy nhién, cac thir nghiém 1am sang 16n o-10.11 gan déy cho thay rang mic dii c6
giam duoc ndng do homocystein mau voi diéu tri bang thudc nhung khong lam giam
dugc nguy co tim mach (nhdi mdu, dot qui va tir vong tim mach) khi so v6i gia dugc.

Nhitng gia thuyét cho két qua khong mong mudn nay la '*

1/ Homocystein c6 thé 1a dai dién cho mdt qud trinh nao khéc hodc con duong
gy xo vita khdc ma ching ta di don gian héa con dudng chuyén héa phirc tap nay
bang cdch nbi két homocystein v4i méing xo vira.
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2/ C6 thé viéc dua acide folic va B12 vao chu trinh methyl héa qua muc véi
muc dich diéu trj s& tao ra ADMA (asymmetrical dimethylargine) & ndi mac, do tic
dung bét loi chat nay s& trung hoa hét tic dung ha homocystein.

Vi chua thé ching minh duoc mdi lién hé nhan qua ctia homocystein qua céc
thir nghiém 1am sang néu trén, cho nén homocystein hién nay van chi la chi diém nguy
co tim mach don thuan.

Téac gia | Nghién ctru Tiéu chi danh gia | Két qua

Hopkins | Nam-nit, tudi|Bénh mach vanh | Ti sut khdc biét OR giita nong
38-68 gia dinh  sém | d90 HCY >9 umol/l so véi <9
162 bénh va | (NMCT khong tir | umol/l la:

155 chung vong, phau thuat | OR:13.8 (95% CI, 3.5-55) véi

mach vanh s6m) nam,

OR: 12.8 (95% CI, 2.0-82) vdi
nit
Sau khi diéu chinh tudi, gidi,
BMI, tiéu duong, lipid mdu, hat
thudc 14, néng do vitamin, thudc
giam mo.

Robinson | Nit -nam, tudi | Hep PMV > 70% | Ti suét khac biét OR giita nong
tb 62, 304 bénh | & > 1 nhanh chinh | d0 HCY >14 umol/l so véi <14
va 155 chung umol/l la:

OR:2.995%CI, 1.7-4.7) voi
nam >65t

OR:3.5(95% CI, 1.4-8.5) véi ni
>65t

Diéu chinh tiéu dudong , THA,
hit thubc 14, tang lipid.

Arnesen | Nam-nit, tudi | Bénh mach vanh tr | Nguy co twong dbi RR cho gia
12-61, 123 | vong va khong tir | ting 4 pmol/l ndong d6 HCY:
bénh, 492 | vong 1.32 (95% CI, 1.05-1.65), sau
ching khi diéu chinh lipid, HA tam
Theo doi1 4 thu, hit thudc 14, tiéu duong va
nam. dau thit nguc.

Malinow | Nam-nit, tudi | NMCT khong tur | Ti s6 khdc biét cho ngii phan vi
25-64, 420 | vong cao nhat va thip nhat:
bénh va 486 OR: 1.84 (95% CI, 0.8-4.5) cho
chirng Bic Ai len

OR: 4.27 (95% CI, 2.0-9.3) cho
Phép

Sau khi diéu chinh theo tudi,
BMI, ruou, thudc 14, HA tim
thu va lipid

Graham Nam-nit, <60t, | Bénh mach mau xo | Ti s khac biét cho ngii phan vi
750 bénh va|vira( tim, ndo, | cao nhat v&i cic gid tri ngii phan
800 chung ngoai bién) vi khac:
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OR: 2.2 ((95% CI, 1.6-2.9)
Sau khi diéu chinh tudi va trung
tam nghién clru.

Ivans Nam-ntt, 35-|Ti 1€ cong don | Ti s6 khdc biét theo tir phan vi:

MRFIT 57t, 93 NMCT | NMCT khong tir | quartile 2: 1.03 (95% CI, 0.63—
khong tr vong, | vong va BMV tir | 1.66)

186 d6i ching, | vong. quartile 3: 0.84 (95% CI, 0.51-
147 bénh MV 1.28)

tr vong, 286 quartile 4: 0.82 (95% CI, 0.55-
dbi chung. 1.54)

Theo ddi 11-17 diéu chinh theo tudi, hit thudc
nam. 14, HA tam truong, lipid.

Whincup, |Nam  40-59t, | Ti 1& cong don | Ti suat khdc biét theo ngii phin

British 386 bénh va|NMCT khong tr |vi cao nhat so véi gid tri ngi

Regional | 454 chung. | vong va BMV tu | phan vi khéc:

Heart Theo doi 12,8 | vong. 1.76 (95% CI, 1.28-2.43).

Study niam Sau khi diéu chinh tudi, HA tim
thu, glucose, FEV1, cholesterol,
hiit thuéc 14, rugu...

Stehouwer | Nam tudi 64- | NMCT khong ti | Nguy co twong d6i (RR) cho
84, 878 nguoi, | vong va BMV ti | tam phan vi thit 1 va tha 3 la:
theo ddi 10 | vong. 1.81 (95% CI, 1.07-3.08) cho
nam NMCT khong t&r vong va 1.58

(95% CI, 0.93-2.69)cho BMV
tor vong. Piéu chinh theo tudi,
BMI, HA tam thu, cholesterol,
tiéu duong, hut thuéc 1a.

Bing 1: Tém tdt cdc nghién citu lon vé homocystein nhie la chi diém nguy co xo vita
dong mach va bénh tim mach.(cai bién tir Atherosclerosis and Heart Disease 2003,

pp43-44)

HCY: viét tit cia Homocysteine.
2. hs-CRP

hs CRP- mét phan tir 5 tiéu don vi 1,15 kDa 1a chat phan tng trong phase cip
kinh dién, duoc tao ra tur gan khi ddp ung vd6i kich thich viém tir cytokine (interleukin-
6) . Tuy nhién gan day, cac nha nghién ctru nhén thdy cdc mo khac nhu tén thuong xo
vita & nguoi, té bao co tron mach vanh, t& bao néi mé PMC, té bao md thén, neuron,
dai thuc bao phé nang ciing tham gia tao CRP B Cic xét nghiém thuong qui vé chi
phat hién khi c¢6 tang CRP 16 rét thuong gap trong cac bénh ly vieém nhiém kinh dién.
Tuy nhién nhd dén su phat trlen ky thuat, xét nghiém véi do nhay cao cho phép phéit
hién sy gia ting di rit nho ndng d6 CRP ¢ nhitng ngudi cé tinh trang viém nhe hodc
khong 6 rang (trong sinh huyét khdi xo vira).
Cdc nghién civu tién ciru vé vai tro ciia hs CRP trong dw dodn nguy co tim mach

Ké tir nghién ctru tién ctru dau tién cua Kuller (1996) cho dén nghién ctru cua
Boekholdt (2006) (Biéu d6 1) déu cho thdy CRP ¢6 mdi lién hé véi sy ¢ tim mach &
nhitng ngudi ban dau khong c¢6 bénh tim mach vé mit 1am sang. Tuy nhién, mot sd
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nghién ctru 16n tién hanh & ngudi cao tudi khong cho thdy CRP khong c6 méi lién hé
véi su ¢b tim mach sau khi diéu chinh céc yéu té nguy co khic.

Trong mot tong phan tich 11 nghién ctru vao nam 2000 ' cho thay nguy co tuong d6i
1a 2, O v6i su ¢d tim mach theo CRP, trdi lai ti suét khac biét & mot tong phan tich
khac' sau nay 1a 1,5. Diéu d6 cho thay vai trd cia CRP ¢6 thé dwoc danh gid qud muc
trong cdc nghién ctru trudc.

MRFIT (Kuller 1996)* CHD Death -
PHS (Ridker 1997)* Mi |
PHS (Ridker 1997)* Stroke L
CHS/RHPP (Tracy 1997)* CHD |
PHS (Ridker 1998)* PVD u
WHS (Ridker 1998, 2000)* cvD m)
MONICA (Koenig 1999)* CHD L
HELSINKI {Roivainen 2000)* CHD ]
CAERPHILLY (Mendall 2000)* CHD 1
BRHS (Danesh 2000)* CHD ]
LEIDEN (Gussekloo 2001)" Fatal Stroke u
SPEEDWELL (Lowe 2001)* CHD |
WOSCOPS ( Packard 2001)* CV Events u
AFCAPS (Ridker 2001)* CV Events L
FHS (Rost 2001)* Stroke |
WHI (Pradhan 2002)* MLCVD death =
PHS (Albert 2002)* Sudden death u
HHS (Sakkinen 2002)* Ml |
ARIC (Folsom 2002}t CHD u
Rotterdam {van de Meer 2003)* M L
Reykjavik (Danesh 2004) + CHD -
FHS (Wilson 2005)# cvD 1]
SHE (Lyle 2005)# cvD o
KIHD {Laaksenen 2005) # ovD [ ]
EPIC-H (Boekholdr 2006)* CHD o
1 [ ] 1 [ ] 1
0 1.0 20 3.0 4.0 3.0 6.0
Relative Risk

Biéu d0 2:
Céc nghién ctru tién ctru vé CRP va sur ¢ tim mach. (trich lai tir Biomarkers in Heart
Disease-The AHA Clinical Series, 2008, p165).

Chii thich: CHD death: tw vong do bénh mach vanh, CHD: bénh mach vanh, Fatal
stroke: dot quy tir vong, stroke: dot quy, MI: NMCT, CVD: bénh tim mach. PVD: bénh
mach mdu ngogqi bién.

Trong céc chi diém viém nhiém, hs CRP 1a chi diém c6 gid tri du dodn cao
NMCT khi so véi céc chi diém viém nhiém khdc (fibrinogen, SICAM-1, interleukin-6),
nhung néu két hop véi TC:HDL thi cho gid tri du dodn cao hon (Biéu dé 2).

fibrinogen I

sICAM-1 I

interleukin-6 L

hs-CRP I

hs-CRP + TC:HDL —a—>
0 1.0 20 4.0 6.0

Biéu dé 1: Cdc chi diém viém nhiém va nguy co twong doi NMCT trong twong lai &
nam gioi khoe manh. (Theo Libby and Ridker. Circulation 1999;100:1148-50)
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sICAM-1: soluble form of intercellular adhesion molecule-1;

hs-CRP: high sensitivity C-reactive protein;

TC:HD: increased total cholesterol:high density lipoprotein cholesterol ratio

D1 khong bang véi céc yéu td nguy co kinh dién khéc (cholesterol tp, hit thudc 14, HA
tdm thu), hs CRP ciing c6 vai trd cung cap thém thong tin dy dodn nguy co bénh mach
vanh (Biéu db 3) ".

Torallchoeatare] o Cholesterol toan phan
Current cigarette smokin : .
(vs nonsn?oking} 9 == Hut thuoc la hién nay
Systolic blood pressure —{— el ST
C-reactive protein ¥ CRP

1 2 4

Biéu dé 3: Ti sudt khdc biét ciia cdc chi diém/yéu t6 nguy co tim mach trong dw dodn
bénh mach vanh (Theo Mayo Clinical Cardiology-Concise Textbook 3 Ed 2007,
p728).

Cdc thir nghiém lam sang giam nong dj CRP va sw cé tim mach

Thtr nghiém CARE 1612 thir nghiém dau tién ching to tri li€u statin ngoai viéc
ha thip nong d6 LDL con lam giam néng d6 hsCRP. Nhiing tu liéu nay phit hop véi
két qua nghién ciru phong xét nghiém chtng minh vai trd khdng viém ciing nhu tic
dung ha lipid mdu cua statin. Hon nira, mirc d6 giam sy c¢6 tim mach s& 16n hon & bénh
nhan tang lipid mau kém ting ndong d6 hsCRP khi so v4i bénh nhan ting lipid mau
nhung nong d6 hsCRP thép.

Trong mot phan tich post hoc tir nghién ctru the Air Force/Texas Coronary
Atherosclerosis Prevention Study (AFCAPS/TeXCAPS)17 cung cho thdy nhitng nguoi
¢6 LDL-C thap nhung hsCRP cao s€ c¢6 hi€u qua voi diéu tri statin trong khi nhiing
ngudi ¢6 LDL-C thap va hsCRP thap thi khong cho thiy hiéu qua twong ty. Phat hién
nay ciing ¢ thé 1a tién dé cho nghién ctru JUPITER.

Thtr nghiém JUPITER ' dya trén mot gia thuyét cho riang liéu giam ndng do
hsCRP véi statin & ngudi c6 LDH-C binh thudng ¢6 1am giam dugc nguy co céc su cd
tim mach (tr vong tim mach, NMCT, dot qui, tdi thong dong mach) hay khong?
Nghién ctru tién hanh & 17.802 ngudi khong triéu chimg (nam >50t, nit >60t) va khong
c6 tién st BMV, dot quy, tiéu dudng nhung cé xét nghiém tim soét ban dau HDL-
C<130 mg/dL (<3.36 mmol/L) va hsCRP >2.0 mg/L. Nhiing nguoi tham gia nghién
ctru duge chon ngiu nhién mit doi dé sir dung 20 mg/ngay véi rosuvastatin hodc gia
dugc v6i du tri nghién ctru s& duoc theo dbi trong 4 nam. Tuy nhién, Uy Ban Theo Doi
Dir Liéu Doc Lap da cham dut thir nghiém sém hon mong doi vao thang 3 nam 2008
(sau 2 ndm theo doi) vi hi€u qua to 16n cua rosuvastatin véoi 1y do dao dirc nghién cuu.
Thir nghiém da cho thiy ¢ nhitng ngudi khong triéu ching c¢6 hsCRP cao nhung LDH-
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C binh thuong viéc diéu tri phong ngira tién phat vai statin lam giam nguy co su ¢d tim
mach phdi hop 44% va giam duoc nguy co tir vong chung 20%.

Gan 80 nam sau khi phat hién, CRP dang trd thanh mét chi diém méi va quan
trong dé ngin ngira bénh tim, dot qui va tir vong chung. "

Véi két qua nghien ciru ndy, nguodi ta ngdy ciang quan tim dén vai trd cia
hsCRP nhu 12 mot yéu t6 nguy co viém ma viéc can thiép lam giam thanh phan nay
cling gép phan 1am giam sy ¢6 tim mach.

St dung hs-CRP trong ldm sang :
Sau déy 1a huéng dan cua Vién Han Lam Qudc Gia vé Sinh Héa Hoa Ky *°

Dé xdc dinh ndng d6 hs-CRP c6 thé thuc hién lic d6i hodc khong déi, & nhing
bénh nhan on dinh vé chuyén héa, khong méc céc bénh nhiém trung hodc bénh cép
tinh.

Néu ndng d6 hs-CRP <3mg/L, khong cin xét nghiém lai. Néu néng do >3mg/L
nén xét nghiém lai it nhét 2 tuan khi tinh trang chuyén héa 6n dinh, khong c6 bénh
nhiém tring va khoéng bénh cap tinh.

Vi 2 1an ¢6 tri sb thép nén xem xét d6 la gia tri thyc cua bénh nhan. Néu néng
d6 >10mg/L, tri s6 nay c6 thé lién quan véi nguy co bénh tim mach. Tuy nhién nhiing
tinh trang khic nhu nhiém triing dang hoat dong, céc tinh trang viém nhiém khéc c6 thé
chiu trdch nhiém cho sy gia tang nay

Vi xét nghiém hs-CRP chuan nguoi ta ¢6 thé phan loai nhu sau:

a/ nguy co thap: <1,0mg/L

b/ nguy co vua: 1,0-3,0mg/L

¢/ nguy co cao: >3,0mg/L

d/ nguy co rat cao: >10mg/L

Theo huéng din cia CDC/AHA tir ndm 2003, *' viéc thir hsCRP nén huéng dén
nhitng bénh nhan khong triéu chimg ¢ thang diém Framingham nguy co trung binh
(10-20% nguy co su s6 tim mach trong 10 nam). O bénh nhéan nguy co thép hoac cao,
xét nghiém hsCRP Ia khong can thiét. Nhitng bénh nhin nguy co trung binh nhung
hsCRP>3mg/L can duoc diéu tri nhu bénh nhan nguy co cao.

Mt s6 vin dé chuwa gidi quyét ciia hs CRP 2,

a. C6 su khéc biét 1 rét vé nong do CRP ¢ cdc nhém tudi, gidi tinh va chung
toc khac nhau. Do d6 chua cé gid tri ngudng chuan theo ting nhém quan thé khéc
nhau. Trong mdt nghién ctru ctia Canada, ndng do CRP trung binh ¢ 4 nhém chung toc
1a 3.74 mg/L & nguoi thd dan, 2.59 mg/L ¢ ngudi Nam A, 2.06 ¢ nguoi Chiu Au, va
1.18 mg/L ¢ nguoi Trung hoa (p < 0.0001) .

b. Mic dit CRP Ia chi diém c6 vai trdo dy dodn nguy co doc lap nhu:ng chua
pha1 1a yéu td tién luong thém vio manh mé so véi cdc yéu té nguy co kinh dién véi ti
suét khac biét da bién chi khoang 1,5.

c. Mot s6 nghién ciru ching minh sir dung statin ¢6 thé lam giam hs CRP va
giam sy ¢b tim mach, doc lap véi ndng do cholesterol mau nhung ching ta van chua
biét duoc chit (rc ché dic hiéu hs CRP dé 1am giam nguy co hon nira gitip ngin ngira
tién phét va thir phat bénh tim mach.

3. Lipoprotein-associated phospholipase A2 (Lp-PLA2) >**%
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Lp-PLA2 la chi diém sinh hoc tim mach duoc FDA cong nhén trong viéc su
dung két hop voi déanh gid lam sang dé du doan bénh mach vanh va dot qui. Lp-PLA2
la mot enzyme san xudt chu yéu bai cic dai thuc bao va boi mot sd it & monocyte, tiéu

ciu, té bao mast. Lp-PLA 2 Iuu hanh va gin vao LDL (80%), HDL (15-20%).

Poi twong  Nghién ciru Thiét ké . | Tiéu chi/ theo d6i  So sanh Adjusted HR
Bénh/chimg Lp-PLA2 (Ti suét nguy hai
() da diéu chinh)
Ngén ngtra R Tu vong BMV, < A an
nguyén  WOSCOPS Benh 501160 NMCT, i thong  LaneMmOtd0 1y 15 g 51 33)
P chung o I¢ch chuan
phat /5 nam
Ngén ngtra . Tt phan vi cao
nguyén WHS Bénh 123/123 Tir vong BMV, nhat so véi thép  1.17 (0.45-3.05)
. ching NMCT, dot qui £
phat nhat
Ngén ngtra Bénh Tt vong BMV, Tam phén vi
nguyén ARIC ', 608/740 NMCT, tdi thong/  caonhatsovéi  1.15(0.81-1.63)
. ching < £ £
phat 6 nam thap nhat
Ngéan ngtra R Ak Tam phan vi
nguyén  ARIC Benh 1941766 Dot qui thicu caonhdtsovéi  1.93 (1.14-3.27)
2 chiing mau/6 nam £ £
phat thap nhat
Ngéan ngtra a < A an
A A ia Tw vong BMV, Tang mot do _
g}glgtyen MONICA Thuan tap  97/837 NMCT/14 ndm léch chuan 1.23 (1.02-1.47)
Ngéan ngtra . , Tt phan vi cao
nguyén  Rotterdam Benh 5061800 TUVONg BMV, e o voi thap 1,97 (1.28-3.02)
P chung NMCT/ 7 ndm %
phat nhat
Ting mdi do
léch chudn 1.20 (1.04-1.39)
Ngéan ngtra . Ak Tt phan vi cao
nguyén Rotterdam 3}3‘;}; 110/1822 ﬁgh%“;g;e“ nhit so véi thip  1.97 (1.03-3.79)
phat nhat
Tang mot do 1.24 (1.02-1.52)
Iéch chuan
Tu vong, NMCT, baseline:
Hoi Thtr tdi thong, dot qui,  Ngii phan vi 1.08
Chtrng ) PROVE IT nghiém 3648 dau that nguc cao nhat so Vi (0.86-1.36);
Vanh Cap lam sang khong on dinh/ 2 thap nhat 30 ngay: 1.33
nam (1.01-1.74)
« A Al . Toan bd: 2.65
Ngin ngira . Bénh nhan Sychtimmach/4  LAMPRANVL g a6,
th phit Koenig et al. bénh mach 1051 nam cao nhat so voi Hoat dong: 2.40
vanh thap nhat a 3 5 _4 29') '

Bing 2: Cdc nghién ciru ddnh gid moi lién hé giita Lipoprotein-associated
phospholipase A2 va Bénh Mach Vanh & Dot Qui (cai bién tir Biomarkers in Heart
Disease —AHA 2008)

Lp-PLA2 1a chat khéi phét qud trinh viém va tao mang xo vira c6 khuynh huong
v&. Chat nay tao ra boi dai thuc bao va ca té bao bot va duoc giai phéng tir ming xo
vita vao tuan hoan, tai d6 né gan véi lipoprotein. B& mat phospholipid cia hat LDL bj
oxy héa. Lp-PLA2 s€ thuy phan cidc phospholipid da oxy héa thanh acid béo oxy hda
va lysophosphatidylcholine (lysoPC). Céc chit nay kich thich phan tir két dinh va giai
phéng cytokines, nhitng chit nay thu thap bach cau monocyte vao 16p intima dé sau d6
ching dugc hoat héa thanh dai thyc bao va té bao bot. Nhiing dai thyc bao va té bao
bot duoc hoat hda s€ tiép tuc san Xuét Lp-PLA2 va tao ra mot vong lan quén.
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Lp-PLA 2 1a chi diém dic hiéu cao cho ton thwong mach mdu ma né khdng anh
hudng bai nhidm tring thong thuong va bénh viém khép, c6 bién dong sinh hoc thép.
Pay 1a diém wu thé khi so voi hs CRP (chi diém cua viém nhiém hé théng).

Qua 25 nghién ctu tién ctru cho thdy c6 sy lién hé giita tang Lp-PLA 2 voi su
cb mach vanh va dot qui trong tuong lai. 11 trong 12 nghién ctru tlen ctru da cho thay
c6 mbi lién h¢ c6 y nghia thong ké giira tang Lp-PLA 2 véi su cd mach vanh nguyén
phat va sy cb tim mach. 6 nghién ctru cho thay c6 méi lién quan chit ché giita Lp-PLA
2 v6i dot quy (Bang 2).

Nong d6 Lp-PLA 2 c6 thé giam khi diéu tri véi cdc thudc ha lipid méu nhu
statin, niacin, fenofibrate, acid béo omega-3 va ezetimibe. Tuy nhién, chua c6 dir li¢u
nao vé ndng d6 dich khi diéu tri v6i céc thude trén dé cai thién hau qua 1am sang. Hién
nay, chat wrc ché Lp-PLA 2 dang tién hanh nghién ctru ¢ phase 2 va 3.

Nong do Lp-PLA2 theo ban dong thuan qudc gia (US) 1a 235ng/ml cao, tuy
nhién theo cdc dé xuat cta cdc hang xét nghiém thi ndng d6 <200ng/ml 1a thap, 200-
235ng/ml 1a gidi han cao, va trén 235ng/ml 1a cao.

4. Lipoprotein (a)*"*

Maic du dugc nghién ctru rong rai hon 4 thdp ni€n qua, sy phuc tap vé céu tric
va chuyén héa cia Lp (a) dd 1am can tr viéc xdc dinh 4p dung Lp(a) trong thuc hanh
1am sang. Lp(a) c6 cau tric twong ty nhu LDL nhung chi chira glycoprotein duy nhat
apo(a) ma né gan vai apo (B) v6i cau ndi disulfide.

Trong mot tong phén tich 27 nghién ctru tién ciru véi hon 5000 truong hop c6
tiém ning BMV va theo doi 10 nam cho thiy riang ngudi c¢6 nong do Lp(a) cao nhat c6
kha nang gia tang 70% nguy co bénh mach vanh so v6i nguoi c¢6 noéng do thap nhat.
Mot s6 nghién ctru khdc cho thdy két hop gia tang ndéng do cao Lp(a) va ting LDL
cling 1am gia tang sy ¢d tim mach. Tuy nhién, thiéu sy chuan héa cta viéc dinh luong
Lp(a) ciing la rao can 16n trong vi¢c nghién clru va xdc dinh vai tro Lp(a) trong 1am
sang. Cho den nay, khong c6 nghién ctru cho thiy Lp(a) giam voi diéu tri statin.

Mot s6 tinh hudng ma xét nghiém Lp(a) cho thay ich loi nhu mot chi diém nguy co
O nguoi c6 nguy co trung binh nhung can phan tang tich cyuc hon.

Tién sir gia dinh méac bénh tim mach sém
Mic bénh mach vanh nhung xét nghiém lipid mau binh thudng.
Tang cholesterol mau tro voi diéu tri.
5. Tlen sir tai hep nhiéu lan.
S. Flbrlnogen

Fibrinogen huyet twong 12 yéu t6 anh huong dén két dinh tiéu cau, do quanh cua
mdu va tuong tac voi gan plasminogen huyét tuong, phdi hop thrombin thuc hién bude
cubi cling tao thanh cuc méu déng va ddp tng véi tén thuong mach mau.

Nhirng bdo cdo dau tién c6 dugc tir cdc nghién ciru Gothenburg, Northwick Park
va Framingham Heart Study dé cho thay c6 su lién quan thuén gitra nong do fibrinogen
v6i su ¢b tim mach. Trong mot tong phén tich cho thiy sau khi diéu chinh tudi va giéi
thi cr mdi gia tang 1 g/L fibrinogen thi ti suat nguy hai déi voi bénh mach vanh 1a 2,4
va dbi véi dot qui 1a 2,1. Mic du vay, viéc danh gia fibrinogen van con giéi han vi
chua chuan héa va tinh hang dinh qua cdc hing xét nghiém van con kém. Cho dén nay,
mot s6 thir nghiém 14m sang nhu The Bezafibrate Infarction Prevention Trial, the
HERS trial va the Women's Health Initiative khong cho thdy giam duoc su cb tim

PP’!\’._
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mach mic du mdt s6 nhém thudc (fibrate, hormone) c6 lam giam dugc ndong do
fibrinogen mau.

III. KET LUAN

Mac du c6 nhiéu chi diém nguy co tim mach dugc nghién ciru nhung dé tro
thanh mot yéu t6 nguy co tim mach méi van 13 nhitng thach thic cho cdc nha nghién
clru 1am sang. Dé chuan héa trong qui trinh danh gla ch1 diém nguy co mdi, trong mot
ban Tuyén B Khoa Hoc cta Hiép Hoi Tim Hoa Ky gan ddy, da dua ra cic giai doan
dé ddnh gia mot chi diém nguy co méi bao gom : nén tang khoa hoc cua chi diém nguy
co, gid tri cta chi diém nguy co trong nghién citu tién clru, gid tri tién lugng thém vao
ctia chi diém nguy co, gi4 tri ing dung 1am sang cta chi diém nguy co, vai trd cta chi
diém nguy co trong cai thién hau qua 1am sang, gid thanh-hiéu qua cua chi diém nguy
co. Trong cdc chi diém nguy co ¢ trén chi c¢6 mot s6 chi diém c6 thé tiém nang tro
thanh yéu t6 nguy co d6 1a hsCRP va Lp-PLA2. Tuy nhién, nhitng chi diém nay hién
tai van chua c6 chat tc ché dic hiéu nham lam gidm sy ¢ tim mach nhu mong mudn.
Do d6, vai trd ctia cdc chi diém nguy co hién nay van la gidp tai phan nhém nguy co &
bénh nhan c¢6 nguy co trung binh theo yéu td nguy co kinh dién.
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CHAN POAN NHIP NHANH VAO LAI TAI NUT NHI THAT BANG CAC
NGHIEM PHAP THAM DO DIEN SINH LY VA DIEU TRI POT
BANG SONG CAO TAN

T6 Hung Thuy
Trung tam Tim mach - BVTW Hué

Tém tat: Nhip nhanh vio lai tai nit nhi thit (AVNRT) 1a thé nhip nhanh kich
phat trén that thuong gip nhat, lién quan dén co ché vong vao lai tai nit nhi that.
Thé dién hinh 13 chdm- nhanh. Chan dodan phan biét voi cic nhip nhanh khac bang
cdc nghiém phédp tham do dién sinh ly 1a rit quan trong gidp quyét dinh chan doén va
qua d6 xéc dinh vi tri can d6t. Piéu tri bang séng cao tan triét bo dudng cham cho két
qua tot.

Summary: AV nodal reentrant tachycardia is the most common type of
supraventricular tachycardia (excluding atrial fibrillation). AVNRT occurs in the
presence of a reentrant circuit involving fast and slow pathways that connect to the AV
node. Typical AVNRT is the slow-fast form. Standard diagnostic pacing maneuvers are
very crucial to differentiate the various forms of paroxysmal supraventricular
tachycardia in the electrophysiology laboratory. Once the diagnosis of AVNRT is
confirmed, slow pathway ablation produces a high rate of success.

Nhip nhanh vao lai tai nit nhi that (AVNRT) 1a thé nhip nhanh kich phat trén
that thuong gap nhat (khoéng tinh rung nhi) c¢é dién tim d6 (PTP) khi nghi binh
thuong chiém 60% céc truong hop nhip nhanh ¢6 QRS hep ¢ nguoi 16n. AVNRT la
rdi loan nhip nhanh c6 co ché _vong vao lgi. V& co ban, mot vong vao lai bao gdm 2
duong: dudng beta c6 tinh din truyén nhanh nhung thoi gian tro kéo dai, dudng
anpha dan truyén cham nhung thoi gian tro ngan[1] (hinh A). Khdc véi con nhip
nhanh vao lai nhi thét (AVRT hay ORT) ¢ bénh nhan cé duong phu cé vong vao lai
di tir nhi dén that va nguoc lai, AVNRT nhu tén goi ciia né ¢6 vong vao lai tai niit nhi
thét (hinh B). AVNRT xay ra trén bénh nhén c6 sy hién dién cua 2 cAu tric khdc biét
vé phuong dién dién sinh 1y ciing chay dén nit nhi thit- d6 12 dwong nhanh va drong
chdm. Pudng nhanh 1a cu tric o phia trude nam gan ndt nhi that va doc theo gan
Todaro, trong khi duong cham la cau tric nam & phia sau va thuong dugce xdc dinh la
nam doc theo vong van ba la gan 16 xoang vanh[2] (hink I). O nhip xoang binh
thudng dan truyén nhi that xdy ra qua duong nhanh. Thong thuong con AVNRT duoc
khoi phdt boi 1 ngoai tm thu (NTT) nhi dén som gdp lic dudng nhanh van con dang
thoi ky tro nén bi bléc & dudng nhanh, nhung néu lic d6 dudng cham da thodt khoi
thoi ky tro (thoi gian tro hiéu qua ERP cua dudng nhanh dai hon duong chdm) thi
xung dong cua ngoai tam thu nhi dugc dan truyén xubng qua duong cham dén nit nhi
that. Vi thoi gian dan truyen qua duong cham kéo dai hon so véi duong nhanh, nén
xung dong bi din truyén cham lai. Khi xung dong dén vi tri nga ba giao nhau voi
dudng nhanh, ldc nay dudng nhanh di thoat khoi thoi ky tro va san sang dan xung
dong nguoc dong 1én nhi. Nhu thé lic nay, ¢ 2 khir cuc xay ra gan nhu dong thoi 1a
khir cuc thit theo chiéu xudi va va khir cuc nhi theo chiéu ngugce dong (hinh A). Khir
cuc nhi lai nhanh chéng theo duong cham dé khtr cuc xudi dong tao nén vong vao
lai[3] (con chdm-nhanh AVNRT dién hinh).
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Tinh hudng 1am sang

Mot bénh nhan nir 63 tudi di khdm vi mét nguc, kho tho. Hoi k¥ triéu chirng thi
bénh nhan than phién c6 nhiéu con nhip nhanh hdi hop. Nhiing con nay thudng xdy ra
ban dém 1am bénh nhén thirc gide. Con khoi phat dot ngot khong cé tién triéu va két
thic dot ngdt. Bénh nhan md td con nhip nhanh hdi hop kiéu nhanh va déu, trung binh
kéo dai 10 dén 15 phit. Bénh nhin néi rang con thudng chdm dut khi ba 1am cic dong
tac kiéu nhu nghiém phdp Valsava. Khdm phat hién con ‘nhip nhanh rat dién hinh. PTD
12 chuyén dao ghi nhan con nhip nhanh véi QRS hep tan s6 150 chu ky/phit (hinh 2).
DTD trong con khong thay ro séng P di trudc QRS. Tuy nhién néu quan st ky, thi c6
séng P khtr cuc nguoc (retrograde) chong 1én ¢ phan sau phirc bd QRS. Chéan dodn
phan biét kiéu con nhip nhanh v6i RP ngin (short RP) nay 1a con AVNRT hodc ORT
(hay AVRT nhip nhanh do dudng phu) hodc nhip nhanh nhi véi bloc nhi that cép 1.

Bénh nhan dugc chi dinh lam tham do Dién sinh ly. Pua céc Catheter vao budng
tim ghi dién thé vlung cao nhi phai (HRA), b6 His, va mém that phai. Catheter 20 dién
cuc dugc dua vao xoang vanh vai dién cuc 13,14 & vi tri 15 xoang vanh. Po dat céc
khodng cich co ban va cdc gid tri nim trong gi6i han binh thuong (hinh 3).

Cé4c thua thuat kich nhip chan dodn diagnostic pacing co ban dugc thyc hi¢n dé
giy con ciing nhu thim dod cdc tinh chat dan truyén co ban.

Khaio sat ngoai con nhip nhanh:

Trude tién 1a kich thich that khao st dan truyén nguoc that nhi. Kich thich that
v&i ventricular extrastimulus testing VEST goi tat 12 V extra hodc V stim plus 1 hoac 2
(ty theo c6 1 hay 2 nhét dén sdm) 1a tha thuat kich nhip voi 8 nhip paced véi chiéu dai
chu ky (CL) ¢ dinh (drive train S1 thuong 1a 600 ms hodc 400 ms dé tao nén 6n dinh)
ngay sau d6 12 nhat dén sém[3]. C6 thé c6 1 (S2) hodc 2 (S3) hodc 3 (S4) nhit dén
som. Trén bénh nhén nay cho thdy decremental concentric retrograde conduction khtr
cuc nhi nguoc dong déng tam concentric voi hoat dong nhi sém nhét & dién thé His va
dan truyén ngugc dong cé téc d6 giam dan decremental. Thuat ngir decrement dugc
ding dé mo ta hién tuong dan truyén cham lai khi tin sb ting 18n (rate-dependent
prolongation of conduction). Day 1a tinh chit co ban cta té bao tao nhip vdi dién thé
hoat dong c6 khur cuc phu thudc vao dong calcium di vao cham (& day la nit nhi that)
[3].

Ké tlép 1a kich thich nhi dé ddnh gid dan truyén xudi dong nhi that. Kich thich
nhi ¢6 nhat dén sém (AEST) tuong ty nhu VEST nhung khdc vi tri paced 12 & nhi. Dan
truyén xudi ciing di qua nut nhi that nén ciing c6 tinh decremental tirc AH dai ra khi
ngoai tim thu (NTT) ngén lai. Thii thudt nay ciing ding dé danh gi4 thoi gian tro ERP
ctia nidt nhi that 12 CL cia ngoai tdm thu nhi hay khoang ghép A1A2 dai nhat nhung
khong dan xubng duoc His . Trén bénh nhan nay khi AEST du sém thi xuat hién budc
nhay AH. Budc nhdy dugc xdac dinh khi khoang A2-H2 tang trén 50 ms khi khodng
ghép A1A2 ngin di 10ms. Khi c6 budc nhdy thi ¢6 thé két luan nit nhi that c6 2 dudng
nhanh va chdm dual AV node physiology hodc ném na la ¢6 dwong chdm. Khoang
ghép A1A2 gdy budc nhay c6 the coi la ERP cua duong nhanh. Khi ngoai tam thu nhi
dén du sém khi dudng nhanh van con trong thoi ky tro hay khi khoang ghép nam trong
ERP cua dudng nhanh, thi xung dong chuyén sang dan truyén qua dudng cham(3].
Nhu thé, thoi gian tir nhi dén niit AV (khoang AH) chuyén tir duong nhanh sang dudng
chdm s& dot ngdt dai ra. Trong truong hgp bénh nhin nay, khi kich thich nhi cé nhat
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dén som, ghi nhan c6 budc nhay AH 85 ms. Ciing voi bude nhdy, nhdt echo ciing rat
quan trong trong chan doin AVNRT ciing duoc ghi nhan & bénh nhéan nay (hinh 4).
Nhit echo ntt nhi that 1a do xung dong sau khi theo dudng cham dén nit nhi that thi
ngoai di xuéng khir cuc thét lai dong thoi khir cuc nguoc dong theo dudng nhanh 1én
khir cuc nhi vi liic nay duong nhanh di ra khoi thoi ky tro nén khir cuc nhi va that xay
ra ddng thoi. Tiép tuc lam AEST giy con nhip nhanh ¢6 QRS hep véi chiéu dai chu ky
(CL cycle length) 1a 390 ms (hinh 5). Quan sat trong con nhip nhanh dan truyén VA
hau nhu khong ddi voi thoi gian 40 ms (< 70ms) kém dan truyén nguoc ngugc dong
ddng tam va giam dan decremental concentric retrograde conduction khao sét trudc
d6, goi ¥ kha ning cao 1a AVNRT [4]. Pé xdc dinh chan doan, nhiéu nghiém phép kich
nhip dugc tién hanh.

Cac nghiém phap trong con nhip nhanh:

Sensed A 14 nghiém phdp kich thich nhi sém cir sau sensing mdi 4 QRS cuia con
nhip nhanh thi s& phat ra 1 kich thich nhi &én sém hon chiéu dai chu ky cta con nhip
nhanh (TCL). C6 thé ¢6 1 hodc 2 NNT nhi tiy theo ma goi 1a single hay double sensed
A. Sau khi x4c dinh nhat NNT nhi bit duoc nhi (captured), con nhip nhanh van tiép tuc
thi so sanh VA ciia nhat dau tién tro lai con nhip nhanh v6i VA trong con nhip nhanh.
Néu VA khong d6i hay thay d6i < 10ms thi goi 12 VA cd dinh (hooked or fixed VA)
gap trong AVNRT hay ORT vi khtr cyc nhi lién hé mat thiét voi khir cuc thét trong 2
thé nhip nhanh nay. Néu VA thay d6i > 10 ms (unhooked VA) thi kha nang la nhip
nhanh nhi[4][5]. Trén bénh nhan nay, VA cb dinh.

Nghiém phdp Morady rat quan trong trong thim do dién sinh ly d6 la
entrainment. Thuc ra entrainment 1 mot tinh chat co ban trong dién sinh 1y co tim, 1a
dic diém rit quan trong dé danh gid co chét vong vao lai cta rdi loan nhip.
Entrainment 12 hién tuong tan sd nhi va that trong con nhip nhanh ting 1én theo chiéu
dai chu ky (CL) cta kich nhip vuot tan sd overdrive pacing tir nhi hodc that v4i chiéu
dai chu ky ngén hon CL ctia con nhip nhanh tir 10 — 40 ms va trd vé lai CL ban dau sau
khi durng kich nhip[4][5]. Vi du trén bénh nhan nay CL cua con nhip nhanh 1a 390ms.
Overdrive pacing tir that véi CL = 360ms thiy c6 entrainment cta nhi, nghia 12 tan s6
nhi trong con nhip nhanh ciing tang 1én véi CL = 360ms. Ching to co ché nhip nhanh
trén bénh nhén nay la vong vao lai. Lic nay quan sat trinh tw khu cyc nhi atrial
activation sequence thay giéng vdi trinh tu trong con nhip nhanh. Neu khéc thi thuong
1a nhanh nhi hogc dudng phy. Sau khi nging overdrive pacing, néu nhip nhanh khong
cham dit ma tlep tuc ta s€ danh gia kiéu ddp mg va thoi gian tré lai nhip nhanh sau
kich nhip vuot tan sb post pacing interval PPL. Trén bénh nhan nay kiéu ddp ung 1a V-
A-H-V hay V-A-V (hinh 6). Dép (mg V-A-H-V gitip loai bé dugc chan dodn nhip
nhanh nhi[4](thong thuong c6 kiéu dap ung 1a V-A-A-V) nhung lai khéng chan dodn
phéan bi¢t dugc gitra 2 loai nhip nhanh phuy thudc vao nit nhi that 1A AVNRT va AVRT.
Do PPI va tinh PPI-TCL néu > 115ms thi 1a AVNRT néu < 115 ms, thudng 1a duong
phu[5][6] 7

Mot nghiém phdp nita gidp chan dodn phan bi¢t AVNRT va ORT qua duong
phu 1a Zipes test hay sensed V hay sensed PVC, dugc tién hanh nhu sau ctr sau khi
sensing 4 QRS cua con nhip nhanh thi s€ phat ra 1 kich nhip can His parahisian
pacing. Thu thuét nay 12 kich nhip ngoai tim thu that xay ra dong thoi v6i dién thé His
va voi cuong do cao ¢ vung bé His tao dong dién di manh dé bat duge truc tiép bo
His. Mot mat gdy khir cuc that, mit khdc xung dong truyén nguoc dong dén truc tiép
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nit nhi that va dén that qua bé His phdi hop tao nén phirc bd QRS hdn hop. Liic nay
His dang bj tro nén néu c6 khir cyc nhi nguoc dong tir nhat NTT that nay thi con dudng
duy nhét chi ¢6 thé 1a qua duong phu va s& kéo khir cuc nhi dén sém hon theo nhat
NTT that [5]. Trong truong hop bénh nhin nay, khoang AA trong con nhip nhanh
khong do6i, nghia 1a khong c6 khir cyc nhi dén sém sau nhét sensed PVC xay ra dong
thoi v6i His, ta két ludn Zipes test 4m tinh va c6 thé loai trir duong phu. Khi kich nhip
can His thi phai str dung cudng d6 cao. Néu giam cudng d6 kich nhip, thi lic niy xung
dong khong con bat duge bé His nén khtr cuc that tir viing vdch cao nén QRS gidn
rong. Xung dong di dén mom that Phai roi quay tré nguoc khir cuc bé His. Nhu thé
lam tang thoi gian dé c6 khir cuc nhi. Tuy nhién khi ¢6 mat dudng phu thi khir cuc
nguoc dong 1én nhi xdy ra rat nhanh tir vi tr kich nhip that ma khong phu thudc vao
nit nhi that. Khtr cue nhi khi ¢6 duong phu rat nhanh du 12 His ¢6 dugc kich thich truc
tiép hay khong. Trén bénh nhin ny, theo hinh 7 thi tir khoang céch tir kich thich dén
séng nhi A & nhat His khong bat duge (QRS gidn rong) dai hon khoang cach tir kich
thich dén séng nhi A & nhat His bat duge (QRS hep). Diéu nay khang dinh khir cyc nhi
ngugc dong ¢ bénh nhin nay chi sir dung nit nhi that ma khéng sir dung dudng phu.
Chan dodn nhip nhanh vao lai tai nit nhi that thé chAm nhanh slow-fast, tién
hanh d6t dudng cham bang séng cao tan. Puong cham 14 ving co nhi nam doc theo
vong van ba 14 va nim & phia sau dudi nit nhi that, va 1a phan phia sau cta tam gidc
Koch nim trén phan véch duoc xéc 1ap boi 16 xoang vanh 1a ddy va 2 canh 1a gin
Todaro va vong van ba 14 [2][7]. Pét duong cham dugc Jackman mo ta lan dau tién
trén bdo vao nim 1992 nhung truée d6 David Ross ¢ Sydney 1an dau tién mo ta diéu tri
AVNRT bang phiu thuat nim 1985. C6 2 phwong cich dé d6t duong cham: mapping
dién thé dudng phu va dua vao giai phau. Dién thé dudng chdm dugc Jackman mé ta 1a
séng bién d6 thap, tn s thap theo st sau bdi séng tan sd cao bién d6 cao nhung
Haissaguerre mé ta 1a céc séng tan s thap, bién do thip nim dudi nit nhi that va trudc
16 xoang vanh. Tuy vy, van con nhiéu tranh cdi quanh dién thé duong cham. Mapping
dua vao giai phau dang dp dung rt phd bién. Catheter 6t nam dya vao mit nhi cia
van ba 14 nam trudc 16 xoang vanh va duéi ndt nhi that ghi duoc séng nhi cao tan va ty
1¢ séng nhi/ thit < 0,5. Vi sao Catheter dot ndm & nhi lai ghi duoc ca séng nhi va that.
Cau hoi nay rit it tdi liu d& cdp t6i. Theo Kalman mot trong nhimg nha
electrophysiologist hang dau thé gigi (Melbourne) thi duong chdm nam trén vich co
nhi thit do van ba 14 ndm thap hon so v&i van hai 14. Két hop vi tri giai phdu ( hoi 1én
trén va ra trude 15 xoang vanh) va hinh thdi dién tim do ( séng that 16n va song nhi nho
nhung c¢6 dang nhon va 16m) thuong gidp tim ra vi tri dich. Hinh 8 cho thiy dép ung
dbi voi dot trigt bo bang séng cao tan. Khi dbt véi song cao tan, thi nhip bo ndi xuat
hién. Su Xuét hién cua nhip bd ndi 12 ddu hién cua dot triét bod duong cham thanh cong.
Day 1a dau hiéu c6 d6 nhay cam cao nhung khong dic hiéu, nghia 12 khong c6 thi kha
nang khong thanh cong cao, nhung c6 thi cing chua han 1a thanh cong. Mot nghién
ctru cho thdy cic truong hop d6t thanh cong thi 100% c6 nhip bd ndi, nhung lai c6
65% nhing truong hop dbt khong thanh cong c6 nhip b noi. Kalman cho rang kha
nang thanh cong néu nhip bd ndi kéo dai va cé sb nhat nhip bd nbi nhiéu[8]. Quan sat
su hién dién lién tuc cta khtr cuc nhi nguoc dong 1:1 1a rt quan trong. Néu thay c6
bldc VA nguoc dong thi phai ngung dbt ngay vi nguy co cao cta tai bién bdc nhi that
(khoang 0,5 dén 1% néu ddt tai vi tri 1 xoang vanh). Néu xudt hién nhip nhanh bd ndi
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thi phai ngtng dbt ngay vi loai nhip nay thuong di kem véi bloc nhi that. Trén bénh
nhan nay, dét triét bo da thanh cong, nhip nhanh khong con xudt hién du da chuyen
isoproterenol. Luu y 1a hién nay hau hét cic trung tim EP chdp nhan ring néu nhip
nhanh khdng con xuit hién dit da chuyén foproterenol thi dit ¢6 con 1 nhdt echo van
chap nhan 1a triét bo thanh cong[8].

Két luan

bay la truong hop dién hinh cta con nhip nhanh vao lai tai nit nhi that thé cham
nhanh, thé hay gap nhat. Triéu ching lam sang, cit con v&i nghiém phdp Valsava va
bTDb 12 chuyen dao la nhirng dau chung kinh dién cta thé con nhip nhanh nay. Mot sd
tiéu chudn chan dodn bao gdom sy hién dién cia dudng cham (dual AV physiology),
khot phat con nhip nhanh phu thugc vao khoang AH, st dung céc nghiém phdp dé chan
dodn phén biét v&i nhip nhanh nhi va dudng phu dé gidp xdc dinh chan doan.

Vi ty 1& dot triét bo thanh cong AVNRT 1én dén 98%, nén van dé chan dodn
chinh xdc va diéu tri dot bang séng cao tan phai can than. Bién chung tuy hiém van c6
thé xay ra. Mot trong nhiing bién chimg nang né nhat 1a Blc nhi that chiém 1-2% céc
truong hop. Hiéu biét ddy du vé giai phau cia nhi phai, dic biét 1a tam gidc Koch 1a rat
quan trong.

Bénh nhan phai dugc giai thich cin k& nguy co bléc dan truyén du 1a thip kem
v6i cdc nguy co bién chimg khac khi choc mach va dua catheter. Cac bién thé khéc cia
con AVNRT dién hinh c6 thé xay ra nhu thé > fast-slow st dung duong nhanh (cAu tric
nam ¢ phia trudc nit nhi that) dé dan truyén xudi dong cua vong vao lai va duong
cham dé din truyen ngugc dong. Thé slow-slow va thé ndm bén trdi ciing dd duoc y
vin mé ta. D thé ndo di nita thi cling ¢6 thé diéu tri thanh cong bang cach ddt bién ddi
duong cham.

Vi dbt dudong cham bang s6ng cao tan 12 thu thuat c6 d6 an toan tuong ddi va ty
1¢ thanh cong cao nén d6t bién d6i duong cham la chi dinh Class I va la liéu phap diéu
tri hang dau trén bénh nhan c¢6 con AVNRT can diéu tri. D4t bién ddi duong cham
cling dugc khuyén cdo dp dung & nhitng bénh nhan khong dap ung hodc khong dung
nap voi diéu tri ndi khoa.
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TAO NHIP O PUONG RA THAT PHAI
T6 Hung Thuy
Trung tam Tim mach - BVTW Hué

Tém tit: C6 rat nhiéu nghién ctru cho thiy tao nhip & mom théat phai c¢é nhiéu
hau qua tiéu cyuc 1én 1am sang va huyét dong, gdy rung nhi va lam giam chic ning that
trai. Do d6, nhu cau tim kiém céc vi trf tao nhip méi 1a mot van dé thoi su, trong doé tao
nhip ¢ dudng ra that phai t6 ra 1a mot vi tri tao nhip 1y twong. Bai viét nay phan tich
cling nhu tong hop céc dit liéu ching minh tinh vu viét ciia tao nhip duong ra thit phai.

Summary: There have been emerging strong evidence showing the deleterious
hemodynamic and clinical effects of right ventricular apical pacing due to atrial
fibrillation and worsened left ventricle function following conventional permanent
cardiac pacing, which directs our attention to alternate sites of pacing. The right
ventricular outflow tract is a promising pacing site. Indeed, current convincing data on
RVOT pacing as an alternate site ventricular pacing are encouraging and this approach
should be actively pursued and further investigated in future studies.

Mé dau

Tao nhip & mom that phai (right ventricular apical pacing RVA pacing) la
phuong thtrc tao nhip dugc dp dung tir khi k§ thuat tao nhip ra doi cach day hon 50
nam da cliru séng va cdi thién triéu chirng ¢ hang triéu bénh nhéan c6 roi loan dan truyén
kich thich dién co tim kich phéat hoac man tinh (bléc nhi that, bénh 1y nit xoang). Tuy
nhién, kiéu tao nhip nay gy bldc canh trdi (LBBB) di kém véi rdi loan dong b co bép
(dyssynchony) gitra hai that va trong that. Mot thap nién tro lai ddy c6 nhiéu nghién
ctru cho thdy tdc dong tiéu cyc cia tao nhip RVA 1én chirc nang co tim va huyét dong
cling nhu giy rung nhi. Do d6 trong nhitng nim gan day, c6 nhiéu vi tri tao nhip méi
dugc nghién ctru dé thay thé tao nhip RVA, trong d6 tao nhip & duong ra that phai
(right ventricular outflow tract pacing RVOT pacing) duoc nhic dén nhleu nhit va
dang dugc dp dung nhiéu & céc trung tim tao nhip trén thé gidi. Bai viét nay s& phan
tich ciing nhu dé cap nhitng nghién ctiru vé han ché cia tao nhip mom ddng thoi gidi
thiéu vé tao nhip ¢ dudng ra that phai va céc nghién ctru so sanh 2 vi tri tao nhip trén.
Nhing hiu qua xiu ciia tao nhip ¢ mém that phai

Tao nhip & mom thét phai gy ra bldc canh trdi va dao nguoc truc khir cyc binh
thuong ciia co tim tir mom 1én ddy va tir phai sang trai. LBBB 1a biéu hién vé mat dién hoc
cuia bt d@)ng bo co hoc do thanh bén that trai khtr cuc cham hon, lam thoi gian khir cuc
that kéo dai kéo theo hién twong viing khir cuc sdm ving khir cyc mudn dan dén ting st
ép lén thanh tim lam cong va tiéu thu oxy co tim déng thoi rbi loan chiic ning tim truong
va tm thu that trdi[1]. Trong giai doan co dong thé tich chiéu dai cua cic soi co tim thay
d6i khic nhau. Céc soi co & gan vi trf tao nhip co ngan trong khi cdc sg1 ¢ xa gian dai, lam
ning luong khir cuc tr vi trf tao nhip lan téa giam dan vi gip stic dé khang cua céc soi
chua khir cyc, diéu nay giai thich sy bt dong bd co hoc va rdi loan van dong ving. Thoi
gian co dong thé tich kéo dai anh hudng dén thoi gian tdng méu cua that. Bat dong bo gitra
véch va thanh sau bén thét trdi 1am hai co nhd khir cyc khong dong thoi nén hai 14 van
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déng 1éch nhau dan dén ho hai 14. Ho hai 14 di kém véi tang kich thudc nhi trédi, sau d6 1a
rung nhi va lam nang thém suy tim [2]. Sy bat dong bo ciing dan dén tai phan phéi thé tich
khdi co tim, viing co gan vi tri tao nhip dugc khur cyc sém  tré nén mong di trong khi khdi
co ¢ xa khtr cuc mudn day 1én, vé 1au dai dan dén rdi loan téi cdu tric co tim that tréi, lam
dan thét trai va phi dai 1éch tAm thét trdi [3]. Truc khtr cuc bat thudng tir mom 1én ddy tim
lam r6i loan dong mau, giam thé tich co bép, chirc nang tdm thu va cung luong tim dan
dén biéu hién suy tim trén 1am sang va suy tim & huyét de khang véi diéu tri ndi khoa
[3][4]. Ngoai ra, bat thuong tudi mdu va van dong ving, rdi loan nhip thit, ting hoat than
kinh giao cam cting dugc ghi nhén.

C6 nhiéu nghién ctru ching minh cic hau qua xu cia tao nhip mom that phai.
Tu lau tao nhip RVA dugc ghi nhan lam ndng thém suy tim trén bénh nhan c6 chuc
nang that trdi kém va bénh tim thuc thé cic nghién ctru gan ddy con chimg minh anh
huong ca trén nguoi c6 chire nang that trdi binh thudng [5]. Thambo theo di trén bénh
nhan tré tudi bi bldc nhi that hoan toan bam sinh dugc tao nhip DDD véi dién cuc that
phai tai moém sau trung binh 10 ndm céc tri s6 phan 4nh bat dong bo trong that, tdi cu
tric, ddn va phi dai that trai kém giam cung luong tim va kha ning gang stc déu bién
d6i c6 y nghia so v6i nhém ching [4]. Hitoshi va cs theo doi 76 bénh nhan khong c6
bénh tim thuc thé duge tao nhip DDD (dién cuc that & mém) voi 30 bénh nhan hoi
chting niit xoang bénh 1y ¢6 3 + 6 % kich nhip ¢ that (so v&i nhip ndi tai) va 46 bénh
nhan bldc nhi that ¢ 100% +2 % kich nhip & that. Chi s6 Tei that phai va trdi, kich
thude tim truong that trai va BNP ting ¢6 ¥ nghia & nhém kich nhip thét cao[5].

Nghién ctru cua Nielsen trén 177 bénh nhan so sdnh tao nhip AAIR va DDDR/
VVIR cho thdy loi ich 1am sang 1 rét cua AAI vi khong giy bat dong van thét tréi.
Nhém bénh nhan DDDR c¢6 AV delay ngin gy kich nhip that phai trén 90% thi ghi
nhan c¢6 nhi trdi dan, rung nhi va co hdi thét trdi LVFS giam. Khéc biét gitta VVIR va
DDDR it rd rang vi c6 1€ tdc dung d@)ng bo nhi that cia DDDR da bi tdc hai cta bat
ddng b that do tao nhip mom thét phai 1am lu mo[4][6].
Bing 1. Cdc nghién ciru ldm sang vé tdc dung khéng cé loi ciia tao nhip mém that phdi

S6 lwong Tuditr | Thaoi Kich Chirc
bénh binh gian | thwdc nhi| ning that | Suy Rung
Nghién ciru nhan (nam) | (nam) trai trai tim | nhi
Tantengco et al. 24 19.5 9.5 NA ! 2 NA
Karpawichetal. | 14 15.5 5.5 NA | Thaydoi | NA | NA
cau trac
mo

Thambo et al. 23 24 10 NA /DS NA | NA
Tse et al. 12 72 1.5 NA I/MPD | NA | NA
Hamdan et al. 13 66 NA* NA /TSNA | NA | NA
DAVID 506 64 1 NA NA 1 NA
MADIT II 567 64 1.7 NA NA 1 NA
Substudy
Wonisch et al. 17 59 0.25 NA NA ¥ NA
Thackray et al. 307 72 5.2 NA NA 1 1
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MOST 1,339 74 6 NA NA 1 1
Nielsen et al. 177 74 2.9 1 l NA 1
O'Keefe et al. 59 69 1.5 NA ! NA | NA

DS = dyssynchrony roi loan dong bé; MPD = myocardial perfusion defects khiém
khuyét tudi mau co tim; NA = not available/ not assessed chua cong bd/khong danh
gid; SNA = sympathetic nerve activity hoat dong than kinh giao cam.
* Nghién ctru & trong giai doan dau

*#*Tao nhip thit phai 1am giam kha ning hoat dong thé lyc.

Téc hai cua bét d@)ng bd do tao nhip that phai con dugc ghi nhian ¢ cdc nghién
ctru DAVID, MOST va nhénh ctia nghién ciru MADIT -II . Néu nhip tim bénh nhan c6
> 40% tao nhip & mom that phai thi c¢6 ty 1¢ rung nhi, suy tim, nhap vién va tir vong
gia tang [7][8]. Nghién ctru MOST cho thiy dii duy tri dong bd nhi that bang tao nhip
DDD, nhung nhém bénh nhan c6 tao nhip & thit > 40% thoi gian c6 nguy co nhap vién
do suy tim ting hon 2,6 1an so v&i nhém c6 ty 18 tao nhip & that thap hon. Nghién ciru
MADIT-II theo d&i tao nhip sau 20 thdng trén bénh nhin c6 chlic ning that trai giam
sau nhoi mdu, 369 bénh nhén c6 ty 18 nhit bép do tao nhip & mom that phai > 50 % c6
ty 1€ suy tim méi hodc nang 1én cao hon (30% vs 17%, P = 0.002; hazard ratio 1.9), suy
tim va to vong cao hon (50% vs 20%, P = 0.004; hazard ratio 1.8) so v&i nhém c6 ty 1€
tao nhip & mom that phai thép An tuong hon ca c6 18 1 nghién ctru cia Thackray trén
307 duoc tao nhip mom that phai ghi nhéan c6 54% c6 triéu ching suy tim, 31% c6 EF
<40% . Sau 10 nam tan suat suy tim ting tir 24 dén 38%, rung nhi tang tr 26% den
45% [9]. Theo Sweeney trong nhém nghién ciru MOST, ngoai yéu t6 bénh tim thyc ton
nhu rung nhi, suy tim, nhdi mau, nguy co nhap vién do suy tim con anh huong boi cdc
yeu t6 tao nhip nhu d6 rong QRS do tao nhip, ty 1€ nhat bp do tao nhip that phai va
thé tao nhip 1am mat dong bd nhi that. Do d6 khong ché ty 18 tao nhip that gitip giam
nhap vién do suy tim nhét 1a & bénh nhan c¢6 EF thip va suy tim[10]. Karpawich so
sanh 8 miu sinh thiét trudc va 8 mau sau trung binh 5,5 niam tao nhip RVA ¢ nhém
bénh nhan tré tudi cho thay cé sy bién ddi vé& ciu tric moé hoc co tim[11]. Nghién ciru
ctia Tse diing xa d6 co tim Dipyridamole TI-201 va chup that d bang radionuclide trén
bénh nhan tao nhip khong cé bénh mach vanh cho thiy c6 rdi loan tudi mau viing va
van dong vung sau 6 thang tao nhip mom that phai voi DDD va cang rd rét hon sau 18
thang. R4i loan chirc nang tAm truwong thét trai va giam stc co bép dugc thiy & nhimng
ving co tim ¢ xa vi tri tao nhip[12].

Tao nhip ¢ dwong ra that phai — vi tri tao nhip méi thay thé

Tur nhitng hdu qua x4u cla tao nhip & mém, nén trong mot thap nién qua nhiéu
vi tri tao nhip m&i dugc nghién ctru nham hudng ti khir cuc that gan sinh 1y hon va
ddng tam hon. Ban dau tao nhip 6 mom duoc st dung phd bién la vi ky thuét dé thuc
hién, dién cuc that ¢ dinh tdt trong co be. Hién nay, nhiing cai tién cua cong nghé ché
tao dién cuc cdng voi sy ra doi cua dién cuc ¢ dinh chu dong bang 10 xo xoan da gidp
céc nha tao nhip c6 thé cdy dién cuc ¢ nhiéu noi trong that phai. Vi binh thudng ving
véch 1a noi khir cuc that dau tién, nén rat logic dé tao nhip tai day. Tao nhip vung vach
that phai duoc 1ap luan 13 xung dong s& xAm nhap mang Purkinje nhanh hon, rit ngan
thoi gian khir cuc that, va chiéu khtr cuc sinh 1y hon. Thuc té 12 hau hét céc vi trf tao
nhip méi dang 4p dung hién nay déu nim & vach that phai nhu viing véch thap, viing
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gilra vdch, b6 His va duong ra that phai[1]. Nhung tao nhip & céc vi tri ndy ciing gip
mdt s6 khé khin nhat dinh nhu cong nghé cua day dién cuc phai hd trg gitip cho k¥
thuat dat thuan loi, k¥ thuat dé dat dién cuc vao mot sb vi tri rat khé khan thoi gian tia
kéo dai, tn goi cdc vung khdc nhau trong that phai chua duoc chuan héa va khé khan
lién quan dén viéc xdc dinh da dit ding vao vi tri muon dat dién cuc hay chua. Viéc
lga chon vi tri tao nhip méi con phu thudc nhiéu yeu td khdc nhu két qua va anh huong
trén 1dm sang va huyét dong (hién van con dang tiép tuc nghién ctru), muc d kho (thoi
gian thu thuat, thoi gian pht tia) hay dé thyc hién (trén nhiéu bénh nhan khac nhau va
hau hét cdc bac si c6 thé thuc hién dugc), hoat dong dién cua diy dién cuc nhu
ngudng, bién do séng va dién tré thuan loi va 6n dinh ca trong thoi diém dit may 1an
vé lau dai.

Trong s6 cdc vi trf tao nhip mdi, tao nhip ¢ phan vach dudng ra that phai dugc
nhién ciru nhiéu nhat. Cich day 'khong 1au, ciing khong phai dé dé tao nhip 0 Vi tri
thyc sy 1a vung védch duong ra that _phai. Nhung hién ching ta da hiéu 16 hon céu tric
giai phiu duong ra that phai va mdi lién hé voi hinh anh fluoro va dién tdm do, gitp
xdc dinh dat day dién cyuc vao vi tri vich duong ra that phai [13].

DPuong ra that phai lau nay khong duoc md ta ki trong y van. Trude ddy nguoi
ta ding thut ngit tao nhip & dudng ra that phai dé chi nhiéu vi tri tao nhip khic nhau
bao gdm & dudng ra that phai that sy, giita vach va viing trén mom. D d ¢6 rat nhiéu
nd lyc chuan héa thuat ngir cdc vi trf tao nhip khic ngoai mom [14], su 1an 16n nay van
con phd bién nén mot sb két qua nghién ciru tao nhip duong ra that phai giai doan dau
va giai doan sau c6 nhiing két qua khdc nhau. Ngay ca khi xdc dinh ding duong ra that
phai, thi ban than ciu tric nay ciing kha phirc tap va rat can phan biét ro dau 1a vach,
dau 1a thanh tu do va thanh trudc vi chiéu khir cuc va dang soéng khtr cyc cling rat khac
nhau khi tao nhip tir cdc vi tri nay. Theo doi ngan han va trung han tao nhip vung vach
duong ra that phai déu cho thay két qua rat tot vé 1am sang va huyét dong so vodi tao
nhip mom[12][15] Két qua nay khac biét voi két qua ctia mot sé nghién ciru ciing goi 1a
tao nhip duong ra that phai nhung khong xdc dinh chinh xdc 1a tir vi tri ndo cta duong
ra that phai[15][16]. Piéu nay chimg to chi c6 tao nhip tir viing véch cta dudng ra that
phai méi cho két qua tdt.

Trén quan diém tao nhip, duong ra that phai duoc gidi han & phia trén 1a van
d6ng mach phoi phia dudi 1a mit trén cia van ba l4. Pudng ra thit phai thuong dugc
md ta mdt cadch don gidn hda c6 bon mit 12 trén, dudi, thanh ty do va Va’lch[14] Thuc
ra, mdt dugc goi la “vich” duong ra that phai 12 1 thuat ngit khong chuan vi phan 16n
mat nay nam trén van dong mach chu. Theo dinh nghia giai phau chuén thi ciu tric
véch 1a cdu tric khi cit bo khong 1am théng thuong tim tir trong ra ngoal nén chi co
phan dudi cua “vich” méi ding 1 vach cta duong ra that phai. Cau tric “vach” nim
trén van dong mach chu la nén ddng mach conus arteriosus c6 thanh tron lang nén
khong thich hop dé cim day dién cyc. Dudi mic mao trén that (crista
supraventricularis) 12 phan dudi cua vach. D6 1a cdu tric ndm bén trdi bé vich bo
septomarginal trabeculation dang tdi ¢ nhiéu co bé viach thanh septoparietal
trabeculations 1a vi tri 1y tuong dé cim day dién cuc.

Tir kinh nghiém tham do dién sinh 1y va ddt cdc 6 loan nhip gdy nhip nhanh ¢
dudng ra that phai, ching ta c6 cdc nghién ctru vé cic dic diém vé hinh dang dién tim d6
tir céc vi trf khdc nhau ¢ dudng ra that phai[17]. Ciing v6i hinh anh fluoro, hinh dang
dién tm d6 s& dugc tng dung sang tao nhip va s& gitip phan biét giita tao nhip tir vich
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va tir mat trudc thanh bén[13]. Tao nhip tir mat trudc thanh bén s€ khong sinh 1y vé mit
dién hoc gy bat dong b6 ( QRS dén rong) ma vi tri ny con rat gan véi dong mach lién
that trude. Do do can hét stic trach vi tri ndy trong thuc hanh. Tao nhip tir vich duong ra
that phai cho vector 4m hodc dang dién ¢ DI trong khi tir thanh truée bén thi vector
dwong ¢ DI, QRS dan rong va c¢6 méc ¢ chuyén dao sau duéi, nhat 1a & DIIL Pé xdc
dinh bang fluoro thi can chyp cic tu thé trudc sau, chéch phai 40° gitip trdnh di vao
xoang vanh va TM great cardiac va chéch trdi 40° gitip phan biét vach va thanh bén. Néu
dau day dién cuc hudng ra sau thi 1a vao vach va nguoc lai. Chup nghiéng trdi 90° xédc
dinh vao véach c¢6 do dic hiéu 100% néu dau day di¢n cyc lui sau [13].

Theo y vin, QRS do tao nhip tir ving vich dudng ra that phai hep hon bat ky vi
tri nao trong that phai dic biét 1a thanh bén cua dudng ra that phai[13]. Nhu thé du
khoéng 1y tuong nhu dan truyén cta nhip noi tai, nhung viing vach duong ra that phai
van 1a vi trf tao nhip ao wéc vi tao ra QRS hep nghia la giam thoi gian khur cyc that do
do it gay bét dong bd khir cuc that hon va r01 loan huyet dong that tral[12][13][15][17]
Hon nira, theo Karparwich tao nhip vinh vién tlr viing véch it gay bién d6i vé mat mat
md té bao nhu gip & tao nhip moém nén mang lai loi ich 1dm sang nhiéu hon. That vy,
cdc nghién ctlru ngén han[11] va trung han[12][15] ( dai han dang trong thoi glan
nghién ctru) tao nhip duong ra that _phai ma xdc dinh 16 tir vung vach thi cho thay két
qua rét tot so voi tao nhip moém vé 1am sang, huyét dong va chirc ning dién hoc cia
dién cuc.

K¥ thuat cam ddy dién cuc vao viing vich cta dudng ra that phai str dung dién
cuc xodn vit chu dong hudng ra sau. C6 thé ding Select Secure® Medtronic Inc.
Minneapolis, US 1a dién cuc khong 1ong 4,1 Fr dwa qua hé théng 10 Fr Select Site®,
Medtronic Inc. Trd ngai 16n nhat 13 tinh an toan va hoat dong dién cia dién cuc khong
dam bao. Hon nita h¢ thong nay khong quen dé6i véi nhirng nha tao nhip va doi hoi
thoi gian dao tao lau. Hién nay, & nhiéu trung tim trén thé gioi trong d6 c6 Royal
Melbourne (Australia) st dung di¢n cuc thong thuong 7 Fr uon véi hinh dang dédc biét
dé cim vao vich dudng ra that phai. Hary Mond tai Melbourne da phat minh ra stylet
dat biét mang tén 6ng ( FDA chap thuan ) dé giup dat thanh cong gan nhu 100% truong
hop v6i learning curve rat ngan. Theo mot tong két vira duoc cong bd thi khong c6
truong hop nao roi dién cuc ca dai thé 1an vi thé. Hoat dong dién cua dién cuc rat dang
khich 1€ v6i ngudng lic ddt trung binh 1a 0,84 V + 0,4, sau 1 ngay la 0.55 V, sau 6
thang 0.68 V va 0.71 V sau 1 nam. Khong c6 truong hop nao tang nguong bat thuong
sau khi dat va khong c6 exit bldc. D6 nhan cam séng R va dién tro két qua t6t va on
dinh [18]. Vi dic diém giai phiu cta vi tri vdch dudng ra that phai nén vé 1y thuyét 1a
khong thé ¢ bién ching thing tim, viém mang ngoai tim, trin m4u mang ngoai tim,
hay kich thich co hoanh xay ra. Thuc té, tong két tai Royal Melbourne thi ciing khong
ghi nhan bién chiing ning né xay ra va khong c6 tr vong lién quan dén dat mdy. Két
qua nay cling twong tu nhu ket qua cong bd ciia Vlay ( New York)[16].

Hién céc nghién ctru vé anh hudng cua tao nhip vinh vién duong ra that phai trén
lam sang va huyét dong dang dan dugc cong bd. Nghién ciru da trung tim Rennes va
Clermont Ferrand & Phdp trén bénh nhan c¢6 EF < 45% thi tao nhip viing vich bao ton
churc nang that trai hon 12 tao nhip & mom (42 + 5% versus 37 +£4% P < 0.001)[15]. Theo
Hung-Fat Tse va Chu Pak Lau, thi tao nhip & dudng ra that phai bao ton khir cuc dong bd
(134 + 4 ms vs. 151+ 6 , p < 0.03) va ngin ngira duoc hdu qua bét thuong tudi mau va
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giam chic ning that trdi sau tao nhip vinh vién & mom[12]. Theo coéng bd ctia Haoying
Shi va Fang Wang [19] (Thugng Hai, Trung Quéc) so sanh chi s global systolic
contraction amplitude (GSCA) do trén siéu 4m tissue Doppler dua vao bién d6 co hdi
trung binh ctia 16 viing that trdi ghi nhan tao nhip & duong ra that phai 1a 5.66 + 1.00 mm
cao hon so véi mom (4.82 + 0.94 mm,p < 0.05) va viing véich thdp (4.82 + 1.07 mm, p <
0.05). Quan sat trén siéu am con théy giam van dong doc & thanh bén, sau va dudi ¢ tao
nhip mém so v6i tao nhip & dudng ra that phdi va trén bénh nhan tao nhip mém va vung
vach thap van dong co tim theo dang chit M va c¢6 séng 4m 6 cudi thi tim truong & thanh
bén, sau va dudi. Nghién ctru ciia Marsh va Gammage [20] (Birmingham,UK) trén siéu
am cho thay tao nhip viing vich c6 chirc nang that trdi t5t hon mom sau 18 thang tao nhip.

Tom lai, tao nhip 6 mom rd rang c6 nhiing anh huong nang né 1én lam sang,
huyét dong chirc ning that trai. D cdc nghién ctru dai hoi vé anh hudng cia tao nhip
vung vach duong ra that phai 1én thét trdi chua cong bd, nhung ro rang 1a vé mat ly
luan, va theo két qua nghién ctru ban déu thi tao nhip & duong ra that phai cho ket qua
t6t hon tao nhip & mom. Hy vong trong thoi gian t6i, khi cdc nghién ctru 1au dai vé anh
huong cua tao nhip vach duong ra that phai trén 1am sang, huyét dong va chirc nang
that trdi cho  nhimg két qua tich cyc cong v6i nhiing két qua rat kha quan vé ky thuat va
céc thong sd vé hoat dong dién hoc ciia dién cuc da duoc cong bd, c6 thé néi tao nhip &
duong ra that phai htra hen 1a vi tri tao nhip that phai cta hién tai va tuong lai.
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