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Phan 1

Phong ngira dot quy thit phat: cip nhat khuyén cao AHA/ASA phong ngira bénh nhin
dot quy nhdi mau va thiéu mau nio thoang qua

Théng 1 nam 2008 Hiép hoi Tim mach va Dot quy Hoa ky dua trén co so cac nghién ciru gan
nhat va cac khuyén cdo trudc d6 di bd sung cip nhat khuyén cdo phong ngtra thtr phat. Hai
lanh vyc dugc dé cap dén 1a dung chdng két tap tiéu cdu cho bénh nhan dot quy thiéu méau
khong do lap mach, con thiéu mau ndo thoang qua va statin trong phong ngira dot quy tai phat.
Khang huyét khoi trong phong ngira dot quy tai phat: cac nghién ctru cong b6 gan day cho
thay ich loi dung chéng két tap tiéu cau, dic biét trong bénh nhan dot quy thiéu mau khong do
1ap mach tir tim

Clopidogrel +Aspirin phong ngira cac bién c6 mach mau

Diéu tri phdi hop chdng két tap tiéu ciu cho bénh nhan c¢6 bénh tim mach c6 thé ich loi, tuy
nhién d6i voi bénh nhan chi co yéu t6 nguy co tim mach thi khong hiéu qua, déi khi con nguy
hiém. Nghién ctu CHARISMA(Clopidogrel for High Atherothrombotic Risk and Ischemic
Stabilization, Management, and Avoidance; 2006) so sanh tac dung Clopidogrel (75mg) +
Aspirin(75-162mg) v61 Aspirin(75-163mg) don thudn, voi 15603 bénh nhan c6 bénh tim mach
hay c6 nhiéu yéu t6 nguy co tim mach duoc dwa va nghién ciru. Két qua giam ty 1& dot quy
thiéu méau giita 2 nhém khong c6 yu nghia théng ké (1,7% so 2,%, p=0,7), ding 2 thudc chong
két tap tiéu cdu co hiéu qua ¢ bénh nhan xac dinh c6 bénh lyu tim mach nhung gia ting ty 18
chdy mau va tir vong.

MATCH( Management of Atherothrombosis with Clopidogrel in High-Risk Patients with
Recent Transient Ischemic Attacks or Ischemic Stroke; 2004): so sanh Clopidogrel(75 mg) voi
Clopidogrel(75mg) + Aspirin (75 mg). 7599 bénh nhén dot quy thi€u mau moi xdy ra hay
thiéu mau nio thoang qua c6 thém mot yéu td nguy co mach mau. Chi ¢619% bénh nhan dugc
diéu tri trong tuan 1& dau, rat it trong 48 gio va dugc theo doi 18 thang. Két qua chay mau de
doa dén tinh mang cao hon & nhom Clopidogrel+Aspirin(2,6%) so v&i Aspirin don
thuan(1,3%), giam ty 1& dot quy tai phat va tir vong khong khac biét trong 2 nhom. Nghién
ctru FASTER thyc hién 19 trung tam ¢ Canada va 1 & My, 2885 bénh nhan dugc diéu tri trong
24 gio dau sau dot quy hay thiéu mau ndo thoang qua (ASA + C300/75) voi ASA ( va
simvastatin v&i placebo), theo ddi trong 90 ngay. Két qua giam nguy co dot quy tai phét trong
ASA + C300/75, khong cé tac dung voi nhom dung statin.

Apirin don thuin va phéi hop véi Dipyridamole

ESPRIT(The European/Australasian Stroke Prevention in Reversible Ischemia Trial) so sanh
ASA (30-325mg) v6i ¢6 hay khong c6 Dipyridamole(200mg) dung 2 ldn/ngay cho bénh dot
quy nhe hay thiéu mau néo thoang qua, 70% Dipyridomole phong thich kéo dai,thoi gian theo
doi trung binh 3.5 nam. Ti€u chi danh gia bao gom chét do can nguyén mach mau, dot quy,
nhdi mau co tim, chay mau nhiéu. Két qua nguy co du héu thip hon trong nhoém diéu tri
Dipyridamole+ASA(HR=0,80; CI 0,66-0,98).Két hop giita ASA va Dipyridamole phong
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thich kéo dai dugc khuyén céo trén ASA don thuan, do c6 ty 1é cao khong dung nap thudc
Dipyridamole+ASA , liéu ASA thap hon >50mg dugc dong thuan khuyén céo tai Hoa ky.
Su lya chon chdng két tap tiéu cau trong phong ngira dot quy tai phat tuy thudc timg ca nhén,
tac dung phy, gia ca va cac bénh di kém anh huong quyét dinh chon thudc thude.
Dipyridamole khong dung nap ¢ mot s6 bénh nhan, c¢6 thé giy dau dau kéo dai. Pon tri liéu
ASA, Clopidogrel va két hgp ASA+Dipyridamole van con dugc chap nhan trong chon lya
diéu tri ban dau bénh nhan dot quy thiéu mau va thiéu mau nio thoang qua khong do thuyén
tac tir tim. Cac nghién ctru dang thuc hién s& cung cp so sanh hiéu qua giita Clopidogrel va
ASA+Dipyridamole phong thich kéo dai.
Khuyén cio Class I
- Bénh nhan d6t quy thiéu mau khong do 14p mach tir tim hay thiéu mau nio thoang qua,
chbng két tap tiéu cau tot hon khang dong ubng, dugc khuyén céo lam giam nguy co
dot quy tai phat va cac bién ¢d tim mach khac(Class I, Level A).
- Khuyén cdo ci: Aspirin(50-325mg), Apirin ph01 hop v6i Dipyridamole phong thich
kéo dai va Clopidogrel duoc Iya chon trong diéu tri dau tién. (Class Ila, Level A)
Khuyén cdo méi:.Aspirin(50-325mg) don tri liu, Apirin phéi hop véi Dipyridamole
phong thich kéo dai va Clopidogrel don tri lidu, tit ca dwoc lya chon trong diéu tri dau
tién.(Class I, Level A)
- Khuyén céo ct:so sanh Aspirin don thudn, phdi hop Dipyridamole phong thich kéo dai
va Clopidogrel v6i Aspirin thi an toan. Apirin phbi hop voi Dipyridamole phong thich
kéo dai duoc dé nghi hon Aspirin don thuan.(Class Ila, Level A)
Khuyén cdo méi: Apirin phéi hgp véi Dipyridamole phong thich kéo dai duge khuyén cao
hon Aspirin don thuan.(Class Ila, Level B)
Khuyén céo Class II
- Clopidogrel c6 thé xem xét trén Aspirin don thuan dya trén nghién ctru so sanh truc
tiép.(Class IIb, Level B)
- Bénh nhan di tng Aspirin, dung Clopidogrel 1a hop lyu(Class Ila, Level B)
Khuyén c4o Class III
- Aspirin + Clopidogrel gia tang nguy co chay mau. Két hop diéu tri Aspirin va
Clopidogrel khong dugc kuyén cao thuong quy cho bénh nhén dot quy thiéu mau hay
thiéu mau ndo thoang qua tru khi cé chi dinh diéu trj dac bigt(dat stent dong mach
vanh hay hoi ching suy vanh cép)
* Bénh nhdn bi dot quy thiéu mdu cuc b khi dang ding aspirin, ‘khong co bang ching co
thém loi ich néu tang liéu aspirin. Mdc di thong thuong co thé xem xét thay thuéc chong két
tdp tiéu cau khdc cho cac bénh nhdn ndy néu khéng phdi ldap mach tir tim, nhung chua c6
nghién ciru nao dwgc thyc hién de danh gia loi ich cua mot thuée nao do hodac mot lieu phdap
phoi hop thude chong két tdp tiéu cau trén cdc bénh nhan cé bién cé6 mach mau khi dang ding
aspirin.
Piéu tri Statin trong phong ngira dot quy, tai phat
Dung 3-hydroxy-3-methyglutaryl coenzyme A reductase inhibitors (statins) da dugc phé
chuan phong ngtra d6t quy thiéu mau bénh nhan c6 bénh mach vanh, tuy nhién chua chic chin
trong chi dinh phong ngira d6t quy tai phat. Cac tu liéu méi lién quan dén dung Atorvastatin
trong phong ngira dot quy tai phat dua trén két qua SPARCL (Stroke Prevention by
Aggressive Reduction in Cholesterol Levels, 2006). Pay 1a mot nghién ciru ngau nhién, mu
d61,4371 bénh nhan, 205 trung tam: chau Phi, chau Uc, chau Au, Trung dong, nam va bic My,



xac dinh Atorvastatin 80mg/ngay hay placebo lam giam nguy co dot quy ¢ bénh nhan khong
biét bénh mach vanh c6 tién sir dot quy hay thiéu mau ndo thoang qua trong 6 thang truoc do,
thoi gian theo ddi trung binh 4,9 nam. Két qua cho thay Atorvastatin giam nguy co dot quy tai
phat 16% so vai placebo, giam 35% nhdi mau co tim hay cac bién ¢6 mach vanh khac & bénh
nhan dot quy, giam 42% con dau thic nguc khong on dinh. Bénh nhdn diéu tri 6 LDL
Cholesterol trung binh 73mg/dl so v&i placebo 129mg/dl.

Khuyén cio diéu trj Lipid

Khuyén céo Class I

- Bénh nhéan d6t quy thiéu mau cuc bd va thiéu mau ndo thoang cé ting cholesterol, co
bénh dong mach vanh di kem, hodc co b?mg ching xo vira dong mach can duoc diéu
tri theo khuyén cao cua NCEP III, bao gém diéu chinh 16i séng, ché do tiét ché, va
khuyén cao ding thudc(Class I- Level A).

- Statin 1a nhém thudc duoc khuyén cdo sir dung, muc tiéu & nhitng ngudi c6 bénh mach
vanh hodc bénh ly xo vira dong mach c6 triéu chimg 1a giam cholesterol xudng mirc
LDL-C <100mg/dL; v6i nhiing nguoi c6 nguy co rat cao, da yéu té nguy co, muc tiéu
la gidam xudng muc LDL-C<70mg/dL (Class I- Level A).

Khuyén cao moi: trén co s6 nghién ciru SPARCL diéu tri Statin giam manh lipid mau duoc
khuyén cao bénh nhan dot quy thiéu mau do xo vira dong mach va thiéu mau nio thoang qua
va khong biét c6 bénh mach vanh dé giam nguy co dot quy tai phat va cac bién cb tim mach.
(Class I, Level B)
Khuyén céo Class II
- Dot quy thiéu mau hay thiéu mau nio thoang qua cd6 HDL cholesterol thap c6 thé xem
. xét diéu tri Niacin hay Gemfibrozil(Class IIb, Level B).
Phan 2
Con thiéu mau thoang qua(TIA): cap nhat diéu tri va thuc hanh tt nhat
1. Céc thay d6i trong dinh nghia TIA:

- Hau hét tit ca TIA hoi phuc trong 1 gid

- Dudi 15% bénh nhan cé triéu ching kéo dai trén 1 gio s& hdi phuc hoan toan trong 24
gio(trong nghién ciru NINDS nhom placebo chi co 2% hoi phuc hodn toan trong 24
gior néu khéng hoi phuc hoan toan trong 1 gic)

- Nhiéu bénh nhén thim kham binh thuong, MRI c6 biéu hién tdn thuong

Tiéu chuin méi TIA: “con ngén, dac biét it hon 1 gio, chan doan hinh anh khong c6 dot quy
cap”(bdt loi logi b TIA trén 1 gio(15-20%) va khong thé dp dung hé théng cho tdt ca bénh
nhan)

2. Xac dinh nguy co dot quy sau TIA



Kaiser Oxford CP Oxford ¥S Alberta Ontario GCNE
2000 2003 2004 2004{n= 2004 2005
n =; 707 (n=209) (n=87) 2,285) (n=265) (N=927)
2 maavy 5% =L 4%
7 maay O% 8% 4% T
1 tham 12%% 12% 5% 11%
3 thamn 11%% 17%%0 10%%0 6% 15%
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1 nam 15%

*Johnston SC et al. JAMA 2000,284:2901-2906. Kleindorfer K et al. Stroke 2005,26:720-724. Lovett JK et al.
Stroke 2003 34(8):138-40. Coull AJ et al. BMJ 2004 328(7435):326.Gladstone DJ et al. CMAJ 2004
170(7):1099-1104. Hill MD et al. Neurology 2004 62(11):2015-20.

a. Cac yéu t6 nguy co doc lap giy dot quy trong 90 ngdy (Johnston SC et al. JAMA

2000;284:2901-2906.)

- Tudi> 60 OR=1,8 (CI 1,1-2,7), p=0,01
- Pai thao duong OR=2,0 (CI 1,4-2,9), p<0,001
- Thoi gian >10 phut OR= 2.3 (1.3-4.2), p=0,005
- Yéuliét OR= 1.9 (1.4-2.6), p<0,001

Ton thuong 161 noéi OR= 1.5 (1.1-2.1), p=0,01
b. Thang diém ABCD xéc dinh bénh nhan nguy co cao dot quy sém sau TIA
% Thang diém tinh nguy co dot quy 7 ngay sau TIA
< Ngudn goc va dugc cong nhan tir 2 nghién cru doan hé (cohorts):Oxfordshire
Community Stroke Project (n=209) OCSP va Oxford Vascular Study (n=190)
OXVASC.
ABCD Score = Rothwell criteria
A = Age >60 years
B =BP: SBP >140 or DBP >90
C = Clinical:
» Unilateral weakness
» Speech disturbance
D = Duration

= 1diém
= ldiém

=2 diém
=1 diém

> >60 min
> 10 —-59 min
> <10 min

=2 diém
= 1 diém
=0 diém

Thang diém ABCD

Y¢u to nguy co Diém

Tudi > 60

Huyét ap tdm thu>140 va/hay tdm truong>90 mmHg

Yéu liét mot bén

Roi loan ngdn ngit khong c6 yéu liét

Thoi gian kéo dai triéu chimg >60 phut

Thoi gian kéo dai triéu chirng 10-59 phut

O (N = DN ==

Thoi gian kéo dai tri¢u chirng<10 phut

Rothwell et al. Lancet 2005;366:29-36.



c. Thang diém ABCD2

Néam 2008 Josephson SA, va cdng su bo sung ABCD2 ( Stroke. 2008;39:3096-3098) xac dinh
bénh nhan nguy co cao dot quy sau TIA

A-Tudi 260 1 diém

B- Huyét ap > 140/90mmHg 1 diém

C- Lam sang( yéu liét 1 bén 2 diém, rdi loan ngdn ngit khong yéu liét 1 diém)

D- Thoi gian triéu chimg(>60 phut 2 diém, 10-59 phut 1 diém)

D- i thao dudng 1 diém

Tong s6 diém tir O(nguy co thip) dén 7(nguy co cao)

Nguy co dot quy trong 90 ngay theo thang diém ABCD2 ¢ bénh nhan TIA
biém truong hop dot quy % nguy co

<1 14 1 (6)

2 51 3 (6)

3 83 7 (8)

4 167 34 (20)

5 150 39 (26)

6 147 55 (37)

7 30 13 (43)

Téng sb 642 152 (24)

Nguy co dot quy trong 24 gio sau TIA

ABCD2  bénh nhan(%) dot quy(%) % nguy co(95%CI)
>1 32(7) 1(4) 3,3 (0-9,8)

2 68(14) 1(4) 1,5(0-4,4)

3 92(19) 3(12) 3,3(0-7)

4 108(22) 1(4) 0,9(0-2,7)

5 96(20) 6(24) 6,2(1,3-11,1)
6 83(17) 11(44) 13,3(6-20,6)
7 6(1) 2(8) 33,3(0-70,9)
Téng s6 485(100)  25(100) 52(3,2-7,2)

3. Khuyén céo diéu tri TIA ciia NICE(National Institude for Health and Clinical Excellence)
thang 6/2008
Khuyén céo bénh nhan TIA c¢6 nguy co cao dot quy tai phat ABCD2 diém 4 hodc trén 4

- khoi dau ngay ASA liéu 300mg/ngay

- dénh gia chuyén khoa va thyc hién can l1am sang trong 24 gid khéi phat

- phong ngira thir phat ngay khi xac dinh chan doan
Khuyén céo bénh nhan TIA c¢6 nguy co dot quy tai phat thip ABCD2 diém 3 hay dudi 3

- khoi dau ngay ASA liéu 300mg/ngay

- déanh gia chuyén khoa va thyc hién cén 1am sang trongltudn 1& khoi phat

- phong ngira thir phat ngay khi xac dinh chan doan
Bénh nhan c6 TIA (trénl tuan sau khi sau khi triéu chimg sau cung hdi phuc) s& diéu trj nhu
nhom nguy co thap.
NICE khéng xéac dinh thoi gian bao 1au dung aspirin liéu 300mg sau TIA, tuy nhién dot quy
s& tiép tuc trong 2 tuan sau khoi phat, thoi gian chi dinh diéu tri chdng huyét khdi 1au dai.



Tién luong hi€u qua diéu tri trén co sd nghién ctru ngau nhién diéu tri lau dai

Hau hét bénh nhan Giam nguy co twong ddi (Relative Risk Reduction)
Aspirin 20%

Statin 20%

Ha huyét ap 30%

Mot vai bénh nhan

Warfarin 50%

CEA trong 2 tuan 1& 75%

(Aspirin + Clopidogrel ?)

Téng s6 >80%

Hackam DG, Spence JD. Stroke. 2007,;38(6):1881-1885.; Yusuf' S. Lancet. 2002,;360:2-3
Phéan 3
Dot quy thiéu mau: mo rong ctra s6 diéu tri t-PA dudng tinh mach

Guidelines cia AHA/ASA hién nay khuyen céo diéu tri rt-PA trong 3 gid, mac du hiéu qua
trong cai thién dy hdu, tuy nhién phan 16n khong nhan duo ¢ diéu tri do thoi gian han ché .
Gan day nghién ctru ECASS-3 & chau Au (European Cooperative Acute Stroke Study ) da
cung cap dit liéu méi vé ctra sb thoi gian diéu tri rt-PA tir 3 dén 4,5 gid. Nam 2002 chau Au
cho phép diéu tri rt-PA trong 3 gio sau khi hoan thanh nghién ctru SITS-MOST(Safe
Implementation of Thrombolysis in Stroke-Monitoring Study) va hoan thanh nghién ctru tién
clru, bénh chimg, ngau nhién dung rt-PA 3 gid va 4,5 gio sau khoi phat dot quy (ECASS-3).
Nam 2008 két qua ECASS-3 ghi nhan, ctra 6 diéu tri 4 gio ting thém 4,5 (trung binh 4 gid),
xudt huyét trong ndo (tiéu chuan NINDS dinh nghia) diéu tri rtPA 33 truong hop(7.9%) va 14
truong hop placebo (3.5%; OR 2.38, 95% CI 1.25- 4.52, P=0.006). ty 1¢ mRS (0-1) 90 ngay la
52.4% so voi placebo 45.2%; OR 1.34, 95% CI 1.02 -1.76; risk ratio 1.16, 95% CI 1.01 to
1.34; p=0.04.

ECASS-3 ¢6 budc tién quan trong trong diéu tri dot quy cép, cung cp bang chung diéu tri rt-
PA duong tinh mach an toan tur 3-4,5 gio sau dot quy, cai thién du hau bénh nhan.

Khuyén caoAHA/ASA

Bénh nhan du tiéu chuén diéu tri rt-PA trong 3 gio, diéu trj theo khuyén céo guidelines, 2007.
Mic du cira s6 diéu tri dai hon d3 duge thu nghiém chinh thtrc, nén tranh vi¢c tri hoan trong
danh gia va diéu tri ban dau, co hoi cai thién nhiéu hon néu diéu tri sém hon, rt-PA sé& diéu tri
cho bénh nhan c6 du tiéu chudn trong thoi gian tir 3 dén 4,5 gio sau dot quy (Class I, Level B).
Tiéu chuan dua vao diéu tri trong thoi gian nay tuong tu bénh nhan c6 thoi gian sém hon, voi
bat clr thém vao mot trong nhung tiéu chuan sau day s& loai trir: trén 80 tudi, ding thude
khang dong uéng INR<1,7, diém NIHSS>25, c6 tién sir hut thuéc+dai thdo duong. Mbi lién
hé giira diéu tri rt-PA ctra s6 3-4,5 gio va cac phuong phap diéu trj thu hdi hay pha huy huyét
khéi khac chua dugc thiét 1ap, hiéu qua diéu tri rt-PA v&i bénh nhan loai trir chua dugc thiét
lap(Class IIb, Level C).
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