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TAC PONG CUA SIEU AM DOPPLER XUYEN SO LEN
QUA TRINH TIEU SQ1 HUYET O’ BENH NHAN POT QUY
DO TAC PONG MACH NAO GIUA CAP TiNH

Trén Quang Thdng, Nguyén Pat Anh, Nguyén Vdn Chi, Lé Vin Thinh, Pao Viét Phwong, Mai Duy Tén
Bénh vién Bach Mai

Tém tat

Muc dich: Chat hoat hda Plasminogen mé tdi t6 hgp (recombinant tissue plasminogen activator - rtPA,
Alteplase) d3 dugc FDA chap thuan st dung trong diéu trj dot quy ndo, tuy nhién hiéu qua chua dugc nhu
mong mudn. Chinh vi vdy, ching t6i nghién clru xem Doppler xuyén so (transcranial Doppler - TCD) 2 MHz
theo dai lién tuc trong 2 gid, cé thuc day hiéu qua cta rtPA hay khéng. Dai twong va phwong phap: 80 bénh
nhan déng mach n3o gita, chia ngau nhién thanh 2 nhdm, nhém can thiép diing TCD 2 MHz theo d&i lién tuc
trong 2 gi® va nhém chirng. C3 hai nhdm déu dwoc dung Alteplase liéu 0,6mg/kg. Danh gid tai thong mach
va hoi phuc vé |1dm sang & thoi diém 2 gitr sau can thiép, diém NIHSS tai cac thoi diém 2 gi®, 24 gitr va Rankin
stra d6i & thoi diém 90 ngay. K&t qua: Tai thong hoan toan va hdi phuc t6t vé 1am sang (NIHSS <3 diém hodc
giam >10 diém) tai thoi diém 2 gid 13 13 bénh nhan (32,5%) & nhédm can thiép so v&i 8 bénh nhan (20%) &
nhém chirng (p=0,038). Th&i diém 90 ngay, diém Rankins sira d6i 0-1 diém & nhém can thiép 13 55,0%, &
nhom ching la 32,5% (p=0,012). Chdy mau ndo c6 5 bénh nhan nhdm can thiép va 4 bénh nhan & nhom
chirng. Két luan: Dung phéi hop TCD 2 MHz lién tuc trong 2 gior véi rtPA 0,6 mg/kg cho bénh nhan tic dong
mach n3o gilra cap tinh trong vong 4,5 gi® cho thay bénh nhan ting ty 18 tai thong sdm, déng thoi hdi phuc
|dm sang t8t hon va ddm bao an toan.

Tir khéa: Dot quy ndo, Doppler xuyén sg, Thudc tiéu sgi huyét.

Abstract

EFFECT OF CONTINUOUS TRANSCRANIAL DOPPLER ON
THROMBOLYSIS IN ISCHEMIC STROKE DUE TO ACUTE MIDDLE
CEREBRAL ARTERY OCCLUSION

Tran Quang Thang, Nguyen Dat Anh, Nguyen Van Chi, Le Van Thinh, Dao Viet Phuong, Mai Duy Ton
Bach Mai Hospital

Purpose: Recombinant tissue plasminogen activator (rtPA) activity may be enhanced with ultrasound, 2
MHz transcranial Doppler (TCD). We performed the trial to determine the efficacy of ultrasound-enhanced
thrombolysis compared to the current standard of care (intravenous rtPA). Subjects and methods: We
treated 80 patients who had acute ischemic stroke due to occlusion of the middle cerebral artery with
intravenous rtPA within 4.5 hours after the onset of symptoms. The patients were randomly assigned
to receive continuous 2-MHz transcranial Doppler ultrasonography (the target group) or placebo (the
control group). The primary combined end point was complete recanalization as assessed by transcranial
Doppler ultrasonography and dramatic clinical recovery at 2 hours. Complete recanalization was defined
as thrombolysis in brain ischemia (TIBI) flow grades 4-5. Secondary end points included recovery at 24
hours, a favorable outcome at three months. Results: A total of 80 patients were randomly assigned to
receive continuous ultrasonography (40 patients) or placebo (40 patients). Complete recanalization and
dramatic clinical recovery within two hours after the administration of a rtPA bolus occurred in 13 patients
in the target group (32.5%), as compared with 8 patients in the control group (20%) (P=0.038). At three
months, 22 patients in the target group who were eligible for follow-up analysis (55%) and 13 in the control
group (32.5%) had favorable outcomes (as indicated by a score of 0 to 1 on the modified Rankin scale)
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(P=0.012). Intracerebral hemorrhage occurred in five patients in the target group and in four in the control
group. Conclusion: In patients with acute ischemic stroke due to occlusion of the middle cerebral artery,
continuous transcranial Doppler augments rtPA-induced arterial recanalization, with an increased rate of
recovery from stroke, as compared with placebo. Continuous 2-MHz transcranial Doppler ultrasonography

for 2 hours is safe.

Key Words: Stroke, transcranial Doppler, tissue plasminogen activator.

1. PAT VAN DE

Dot quy ndo la nguyén nhan gay tlir vong dirng
hang th& hai va 13 nguyén nhan thudong gdp nhat
gay tan phé tai cdc nudc phat trién. Do vay, ganh
ndng cla bénh dé lai cho gia dinh va x3 hdi rat lon
[1]. Dot quy ndo dugc chia thanh hai thé 1a dot quy,
thi€u mdau n3o va dét quy chdy mau n3o, trong dé
dét quy thi€u méau ndo chiém khoadng 80-85%. Déng
mach n3o gitra 1a nhanh tan I&n cta déng mach canh
trong, dién cdp mau cho ndo cla dong mach nay rat
I&n. Nhitng vung dugc cdp mau nay cd nhiéu chirc
nang quan trong nhu van déng, cadm gidc va cac
chirc ndng cao cip cla vo ndo. Theo nhiéu nghién
clru trén thé& gidi cling nhu trong nudc dot quy
thi€u mau ndo do tac ddong mach n3o gilta chiém ty
I& cao nhat trong cdc thé |1am sang cla dét quy ndo
va chiém téi hai phan ba cta dot quy thiéu mau ndo
tudn hoan ndo truéc.

Nam 1982, Aaslid va cong su dd sir dung may
siéu am Doppler v&i dau do cé tan s6 thap (1 - 2MHz)
cho phép séng siéu 4m xuyén qua dwoc cau tric cla
xuong so va do duoc téc d6 dong mdau & cac dong
mach nén n3o cta da gidc Willis [2]. K& tir d6 dén
nay viéc ing dung Doppler xuyén so (Transcranial
Doppler - TCD) dé danh gid chan doan, diéu trj va
theo d&i cac bénh nhan tai bién mach mau ndo cang
ngay cang nhiéu trén thé gidi. V&i vai tro nhan biét
tin hiéu dong mau quanh vj tri huyét khdi, cung cap
séng co hoc tdc dong 1én bé mat huyét khéi, gia tang
tiép xUc cla chat hoat hda Plasminogen mé tai t6
hop (recombinant tissue plasminogen activator
- rtPA, Alteplase) vdi bé mat huyét khéi, Doppler
xuyén so lam tang hiéu qua tiéu huyét khéi cta rtPA
trong diéu tri bénh nhan doét quy thiéu méau n3o d3
duoc khang dinh trong mot loat cac nghién cru trén
thé gidi [3], [4], [5].

Chat hoat hoéa Plasminogen mé tai t6 hop d3
dugc FDA chap thuan sir dung trong diéu tri dot quy,
thi€u méau ndo cap va dwoc Hoi Tim mach va Hoi Dot
quy Hoa Ky dua vao khuyén cdo [6]. Tuy nhién, cac
th&r nghiém 1dm sang st dung rtPA don déc theo
duong tinh mach van chua thdy duoc ty 1é thanh
céng nhv mong mudn [7]. Vi vy, ching toi tién

hanh nghién clru “Tdc déng cda siéu ém Doppler
xuyén so 1én qud trinh tiéu soi huyét & bénh nhén
dét quy do tdc déng mach nédo giia cdp tinh” nham
danh gid tac dong cha séng siéu am tan sé 2 MHz
Ién quéd trinh tiéu sgi huyét & bénh nhan dot quy,
thi€u mau n3o trong 4,5 gio dau do tic dong mach
n3o gilta cap tinh dung thuéc rtPA duwdng tinh mach
lieu 0,6 mg/kg.

2.DOI TUQNG VA PHUONG PHAP NGHIEN cUU

2.1. Déi twgng nghién ctru

2.1.1. Tiéu chudn lwa chon bénh nhén

Cac bénh nhan chin doan d6t quy thi€u mau
n3o do tic doan gan dong mach nao gitra cap tinh,
vao vién trong vong 4,5 gi dau ké tir khi khéi phat,
tai khoa Cap ctru Bénh vién Bach Mai tir 9/2014
dén 12/2016, dap (rng d0 tat ca cac tiéu chuin
dudi day:

- TuGi clia bénh nhan trén 18 tudi.

- C4c triéu chirng khéi phat cia dot quy do tac
dbéng mach ndo gilra rd rang dudi 270 phat trudc khi
dung thudc rtPA.

- C6 béng chitng tic déng mach ndo giita trén
phim chup cdt 16p vi tinh hodc cong hudng tir mach
nao.

- Chan dodn dét quy thiéu mau ndo véi cac dau
hiéu thiéu sot vé than kinh rd rang va dinh lugng
duogc dya theo thang diém NIHSS.

- Cac thanh vién cua gia dinh bénh nhan va/hoéc
bénh nhan déng y dung thudc cling nhu can thiép
Doppler xuyén so.

2.1.2. Cdc tiéu chudn logi trir

- Bé&nh nhan khéng déng y tham gia nghién ctru
hodc bénh nhan cé du diéu kién dé 18y mau déng
theo dwdng déng mach.

- Bénh nhan c6 khiém khuyét vé xuwong thdi
duwong hodc khéng thé thdm do duwgc ddng mach
nao gitra.

- Bénh nhan hep hodc tdc d6ng mach canh trong
doan ngoai so.

- PG8i véi cac bénh nhan cé thoi gian khai phat
dot quy n3o sau ba gid dau chung tdi loai trir dua
theo nghién ctru ECASS Il [8].
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- Bénh nhéan c6 chéng chi dinh dung thuéc rtPA.
2.2. Phuwong phap nghién ciru

2.2.1. Thiét ké nghién ciru

Thir nghiém 1am sang cé ddi chitng ngdu nhién.
2.2.2. C& mdu cta nghién ciu

|20\ 2B(1-B) + 22, (1- 1) + 21 (1-1,) |
n= A2

Dua theo cdng thirc tinh ¢& mau cta so sanh hai
v |(?A-=P1_P2 P =(ptp)2

P1, P2 la2tilé.

n: c& mdu cuia mbi nhém.

a: mirc y nghia théng ké,; o thwdng dugc chon
la 0,05 twong &ng vadi do tin cay la 95%. (Zm/2 =1,96)

B: xac sudt cha viéc pham phai sai [am loai Il
(ch&p nhén H, khi nd sai); 6 thuwong duoc xdc dinh la
0,1 hogic 0,2. (21,28 hodc 0,84)

z, va Z, 13 hai hang sé tra tir bang theo mirc a,
B da chon

Theo nghién ctru CLOTBUST, déng mach ndo gilta
tai thdng hoan toan trong vong 2 gio dau & nhdm
dung rtPA (nhém ching) la 12,7% [9]. V&i mong
mudn ty 1& ndy s& cao hon han & nhém can thiép,
ching t6i dua gia thiét ring ty 1& ndy & nhém can
thiép s& la 40%. Tir d6, ching tdi tinh duoc c& mau
nghién cttu la 80 bénh nhan (mdi nhdm 40 bénh
nhan) véi a = 0,05 (Z,,=1,96) va lyc mau la 80% (B
=0,2; 2,=0,84).

2.2.3. Cdc budre tién hanh

Cac bénh nhan du tiéu chuan lya chon déu duoc
tién hanh theo céc budc nhu sau:

- Cdc burdre diéu tri thudc Alteplase cho bénh nhén

TAt cd bénh nhan déu dugc dung thudc Alteplase
theo protocol chung:

- Chuan bi BN: Thé oxy qua kinh mii 3 lit/ phut,
can nang, l13p may theo ddi dé theo ddi lién tuc cac
théng sé: huyét ap, nhip tim; Dat éng théng da day;
D3t 6ng thong tiéu; D3t duwdong truyén tinh mach
chac chén.

- Thu6c rtPA dung trong nghién ctru |a Alteplase,
cach dung nhu sau:

- Cach tinh liéu thu6c: can ndng thuc té cla bénh
nhan x 0,6 mg/kg, liéu t&i da khdng qud 60 mg.

Céch dung: tiém lidu nap 15% t6ng lidu trong 1
phut, 85% téng lidu con lai truyén tinh mach lién tuc
trong 60 phut.

Cac budc theo doi Doppler xuyén so cho bénh
nhan.

Trong nghién clru, ching t6i st dung may
Doppler xuyén so Digi-Lite™ cla hang Rimed,
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Israel, va khung c& dinh dau do LMY-3™ di kém
theo may.

- Bénh nhan nam gitta, dau ¢ dinh nhin thang.

- Bat may Doppler va I3p dau do:

+ Xac dinh vi tri ddng mach nio gilta qua clra s6
xuwong thdi duong.

+ D&t d6 sdu cha song Doppler véi tan sé Doppler
¢6 dinh 2 MHz.

+ C6 dinh dau do vao khung theo ddi lién tuc 2
gi®r (d6i v&i nhdm can thiép), nhdm ching sé lam &
hai thoi diém 0 gio (thoi diém bat dau dung thudc)
va 2 gio.

+ Trudng hop déng mach n3o gitra tac hoan toan
theo TIBI 0 hodc 1, khi d6 tién hanh 18y bén chirng va
két qua chup mach n3o dé xac dinh vj tri va d6 sau
cho bén déi dién.

- Sau khi ¢6 dinh dugc khung dau do, bat dau
ti€n hanh tiém liéu nap rtPA.

2.2.3.3. Theo dbi

- Theo d&i mach, huyét ap, cac dau hiéu than
kinh theo phac db.

- Chup lai cit I&p so ndo hodc cong hudng tir
5o sau 24 gior dé quyét dinh st dung thuéc chéng
ngung tap tiéu cau (Aspirin 100 mg/ngay) diéu tri
du phong.

- Danh giad diém NIHSS tai thoi diém 2 gio va 24
gio sau khi dung rtPA.

- Panh gia diém Rankin sra déi ngay thir 90.

2.2.3.4. Cdc tiéu chi ddnh gid két qud diéu tri [14]

Két qua diéu tri phuc hoi tét

- Lam sang:

- Diém NIHSS giam tir 10 diém trd 1én hodc tng
diém NIHSS< 3 diém.

- Biém Rankin stra d6i sau ba thang tir 0-1.

- Hinh &nh Doppler xuyén so:

- Bénh nhan c6 tai théng mach mau tét.

Két qué diéu tri phuc hdi mét phén

- Ldm sang:

- Piém NIHSS gidm trén 4 diém nhung dudi 10
diém.

- Hinh anh Doppler xuyén so:

- B&nh nhan c6 tai thdng mach mau mot phan.

Két qué diéu tri that bai

- Lam sang

- Diém NIHSS khoéng giam trén 4 diém hodc tang
diém hon.

- Bénh nhan cé bién chirng xuat huyét ndo lién
quan dén rtPA.

- Hinh &nh Doppler xuyén so

- Bénh nhan khong cé tai thong mach.

- Hinh anh cat 16p vi tinh so n3o trong vong 24
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gi®r dung rtPA: c¢é hinh anh xuat huyét ndo theo tiéu chuan cla nghién ctru ECASS | [10].

2.3. Xir Iy s6 lidu

S6 liéu nghién clru duoc thu thap theo mau bénh an nghién ctru thong nhat, duoc xt Iy va phan tich trén

phan mém théng ké y hoc SPSS 17.0

3. KET QUA

Trong thdi gian nghién clru, tir thang 9/2014 dén thang 12/2016, ching tdi chon du s6 bénh nhan nghién
clru. Cac bénh nhan dwoc phan nhém ngau nhién thanh hai nhém: nhém can thiép va nhém ching, moi

nhém co6 40 bénh nhan.

3.1. Pac diém chung hai nhém trudc khi can thiép diéu tri.
Bang 1. Dic diém chung hai nhém truéc can thiép diéu tri

Bi€n nghién ctru Nhom can thiép Nhom chirng P

Tudi (ndm) 67114 63116 0,541
Thai gian khai phat dén khi can thiép (phut) 180480 170160 0,385
Duwong mau mao mach (mmol/l) 7,31+1,63 7,45+1,46 0,602
Huyét dp tdm thu (mmHg) 132,50+19,98 131,06+20,70 0,351
Huyét ap tdm truong (mmHg) 80,43+10,59 80,51+10,97 0,644
Trung vi diém NIHSS 16 15 0,838
Vi tri tdc ddng mach ndo gitta (n)

-M1 10 8 0,514
- M2 30 32 0,562
DO sau cda tin hiéu dong (mm) 5546 58+4 0,348
Do tic mach theo phan loai TIBI 1,5+0,5 1,2+0,6 0,562
Chi s6 mach IP 2,3%1,2 2,0t1,4 0,659

Nh@n xét: So sanh dac diém chung cla hai nhém nghién cttu thay khdng cé ddc diém nao khac biét cd y

nghia théng ké.
3.2. Hiéu qua diéu tri & gior thir 2

Bang 2. Hiéu qua diéu tri & gid tha 2

Nhom Nhom can thiép Nhom chirng p
Két qua (n) (n)
K&t qua phuc hdi t6t 13 8 0,038
K&t qua phuc hdi mot phan 24 16 0,025
Két qua that bai 3 16 <0,001

Nhén xét: Sau can thiép gi& thi 2, két qua phuc hoi tét cia nhém can thiép tét hon cé y nghta théng ké
50 v&i nhdm chirng, twong tu nhu vay vdi két qua phuc hdi mot phan va két qud that bai cia hai nhém déu

khac biét cé y nghia théng ké.
3.3. Hiéu qua hdi phuc I1dm sang sau ba thang

Bang 3. Hiéu qua hoi phuc 1adm sang sau ba thang

Thang diém tan tat Rankin stra d6i (mRS) Nhém can thiép Nhém chirng p
(n) (n)
K&t cuc 1am sang t&t (mRS 0-1) 22 13 0,012
Murc d6 tan tat trung binh (mRS 2-3) 11 12 0,685
Mrc do tan tat nang (mRS 4-5) 6 14 0,025
T&r vong 1 1 0,713

Nhdn xét: Sau 3 thang diéu tri b&énh nhan cé két cuc 1am sang t6t & nhdm can thiép cao hon hdn nhém
chirng, con mirc d6 tan tat trung binh cda hai nhém nhu nhau, trong khi dé mirc tan tat ndng thi & nhom can
thiép thap hon cé y nghia théng ké. T vong & hai nhém khéng cé su khac biét.
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3.4. Bién chirng chay mau ndi so

Bang 4. Bién chirng chady mau ndi so

Chay mau Nhom can thiép (n) Nhom chirng (n) x>
C6 chay mau ndi so 5 4 0,723
Khéng chay mau néi so 35 36

Nhén xét: Bién chirng chdy mau ndi so cda hai nhdm khéng cé sy khac biét.
Bang 5. Cac thé chay mau ndi so

Thé chdy mau Nhém can thiép (n/%) Nhém chirng (n/%)
Chay mau néi so khéng triéu chirng 4 (10%) 2 (5%)
Chay mau ndi so co triéu chirng 1(2,5%) 2 (5%)

Nhén xét: Ty 1& chdy mau ndi so khéng triéu chirng & nhém can thiép cao hon nhém chirng, trong khi dé
ty 1& chdy mau ndi so ¢ triéu chirng & nhém chirng lai cao hon nhém can thiép.

4. BAN LUAN

4.1. Pic diém chung hai nhém trwéc can thiép
diéu tri

Nghién cttu dwoc thiét k& chia nhém ngiu nhién,
qua bang 1, ching tdi thay cac dic diém chung cla
hai nhém truwdc khi tién hanh can thiép diéu tri
khdéng cé sy khac biét vé cac dic diém nhu tudi, thoi
gian khai phat dén khi can thiép, duérng mau mao
mach, huyét ap tdm thu, huyét dp tdm trwong, trung
vi diém NIHSS, vi tri tdc ddng mach n3o gitra, d6 sau
clia tin hiéu dong, d6 tac mach theo phan loai TIBI,
chi s6 mach IP.

4.2, Hiéu qua diéu tri & gio thir 2

Sau can thiép gio thir 2, két qua phuc hoi tét cla
nhém can thiép la 13 bénh nhan chiém ty 1& 32,5%,
& nhém chirng 1a 8 bénh nhan chiém ty 1& 20,0%,
khac biét gitra hai nhém cé y nghia thong ké véi
p=0,038. K&t qua phyc héi mét phan cda nhém can
thiép 13 24 bénh nhan chiém ty 1& 60,0% cao hon
cb y nghia théng ké& so v&i nhém chirng 13 16 bénh
nhan chiém ty 1& 40,0% v&i p=0,025. Cudi cung la
két qua that bai cia nhém can thiép 1a 3 bénh nhan
chiém ty 1& 7,5% thap hon cé y nghia théng ké so
vGi nhdm can thiép 13 16 bénh nhan chiém ty 1é 40
% v@i p<0,001. Nhu vay sau diéu tri & gio thr 2 cho
thay nhém can thiép thu dwoc két qua tét hon han
so v&i nhém chirng, vay khang dinh vai tro thire day
cla siéu 4m lam gia tang hiéu qua cda thudc rtPA
sau can thiép gio thi 2.

4.3. Hiéu qua hdi phuc 1dm sang sau ba thang

Sau 3 thang diéu tri, BN c6 két cuc 1am sang
tdt (MRS 0-1) & nhém can thiép 1a 22 bénh nhan
(55,0%), so sanh két qua v&i nhdm chirng la 13 bénh
nhan (32,5%) thady & nhém can thiép cao hon ré véi
p=0,012. Néu so sanh véi cac nghién clru chi dung
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thuSc Alteplase 0,6mg/kg don thudn cho nhirng
bénh nhan tic dong mach ndo gitta thi thay ring
k&t qua nay cao hon dang k&, nhu trong nghién ciru
J-ACT (Japan Alteplase Clinical) la 36,9% [11] hay
J-ACT Il la 46,6% [12]. M&rc do tan tat trung binh
(mRS 2-3) chia hai nhém la nhu nhau. Nhung mirc
tan tat ndng (mRS 4-5) thi @ nhdm chiérng cao hon
han nhém can thiép véi p=0,025. Nghién ciru nay
mdi nhdm cé 1 bénh nhan (2,5%) t& vong do bién
chirng chuyén dang chay mau ning. Nhu vay, &
day cho thay vai trd thic day cla song siéu am tan
s6 2MHz lam tang hiéu qua clha thudc rtPA trong
diéu tri.

4.4, Bién chirng chdy mau ndi so

Bién chirng chay méau ndi so cha hai nhém
nhu nhau. Tuy nhién, khi nhin vao két qua bang 5,
chuing t6i thdy duwdng nhu chay mau néi khéng triéu
chitng & nhém can thiép cao hon nhém chirng va
chay mau néi so cé triéu chirng & nhém chirng lai
cao hon nhédm can thiép. Trong 40 bénh nhan can
thiép cd 5 bénh nhan chay mau ndi so (12,5%), trong
d6 cb 1 bénh nhan (2,5%) chdy mau ndi so co triéu
chirng dién bién ndng dan, sau d6 duoc dit 6ng noi
khi quan va tr vong, 4 bénh nhan chdy mau ndi so
khéng cé triéu chirng, phat hién qua két qua chup
cét 1&p vi tinh so ndo sau 24 gid. So sanh ty 1é chay
mau n3o cd triéu chirng cha nhédm can thiép véi két
qua cac nghién ctru khac, ching t6i thay két qua
cla chang téi tvong tu nhw nghién cru SAMURAI
chi dung Alteplase, chady mau ndo cé triéu chirng
3,8%, va thap hon so vdi nghién ctru J-ACT chi dung
Alteplase 0,6mg/kg, chdy mau ndo cd triéu chirng 1a
5,8%. Nhu vy, ching téi thay séng siéu dm tan sé
2MHz khéng 1am tang bién chirng chay mau ndi so
6 triéu ching cla rtPA.
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5. KET LUAN

Dung rtPA 0,6 mg/kg cho 40 BN tic doan gan
ddéng mach n3o gilra cip tinh trong vong 4,5 gid phdi
hop véi TCD 2 MHz lién tuc trong 2 gi& cho thay:

- Két qud phuc héi t6t & gior thir 2 13 32,5% so véi
nhom chirng la 20% (p=0,038).

- Hiéu qua hoi phuyc 1am sang sau 3 thang véi
két cuc t6t (mRSO-1) 13 55,0% so vé&i nhdm chirng 13
32,5% (p=0,012)

- Bién chirng chdy mau néi so 1a 12,5%, trong d6
chay mau néi so co triéu chirng 1a 2,5% so v&i nhém
chirng cé ty & twong rng an lwot 13 10% va 5%.
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