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TOM TAT
Xay dwng mé hinh chdy mau ndo trén chudt nhat vai tdn thwong duoc lweng héa bang hanh vi,
lweng nwéc trong ndo va tiéu ban hoc. Truyén 0,5 uL nwdc muébi sinh ly chira collagenase vao vung
dich nhan béo cho chudt nhat trwdng thanh. Sau 24 - 48 gid, cac rdi loan van dong xuét hién va phu
nao ngay cang tang. Str dung mé hinh nay dé thtr nghiém tac dung diéu tri ctia “An cung nguu hoang
hoan” trong giai doan cép tir ngay 1 dén ngay 3. Két qua cho thay su ting dang ké kha nang van dong,
gidm phu n&o va thé tich nao ton thwong tai nhém dwoc diéu tri bang An cung ngwu hoang hoan.

* T khéa: An cung ngwu hoang hoan; D6t quy chdy mau nao; Thwc nghiém.

EVALUATION OF EFFECTIVENESS OF
“ANGONG NIUHUANG WAN” ON MICE UNDERGONE
EXPERIMENTAL HEMORRHAGIC STROKE MODEL

SUMMARY

We established a hemorrhagic stroke in mice, in which we characterized the lession by behavior,
brain edema and histology. Adult mice had been infused with 0.5 pL saline containing bacterial
collagenase into the right putamen. Motoric disturbances were present, water content was significantly
increased after infusion 24 and 48 hours at the needle puncture site. Using this model, we tested the
effectiveness of a traditonal medicine Angong niuhoang wan, during acute phase. The data showed
the significant motoric improvement, reducing of brain edema and brain lession volume in Angong
niuhuang wan-treated group.

* Key words: Angong niuhuang wan; Hemorrhagic stroke model; Experimental.

DAT VAN BE phé. Hién tai, chua c6 phuwong phap y hoc

Xuét huyét ndo (XHN) Ia tinh trang bénh  04C hiéu nao diéu tri bénh nay, ngoai tri

ly 1am sang nang, chiém 15% tdng s6 ca MOt SO bién phap ho tro, cham soc va can
dét quy nao tai cac bénh vién. Khoang 35%  thiép phau thuat. Do do, viec xé}y dwng mo
ca bénh XHN ti&r vong trong giai doan cap hinh dot quy chdy mau n&o nham phuc vu
tinh va mot ty 1& Ién bénh nhan (BN) bitan ~ Nnghién ctru co ché bénh sinh cling nhw ting
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dung dé tho nghiém liéu phap didu tri moi la hét strc can. M6 hinh dét quy chay mau



ndo da dwoc phat trién nhidu thap ky trén
thé gi¢i, nhung tai Viét Nam, chwa c6 mot
cobng trinh ndo cong bd xay dwng thanh
céng md hinh dét quy chdy mau nao trén
dong vat.

C6 nhiéu bai thuéc cb phuwong va
nghiém phwong diéu tri hiéu qua cac chirng
bénh nay. Trong d6, thubc An cung nguu
hoang hoan (AC) dwoc dung rat phé bién
dé& clu chi*a nhitng bénh nhan doét quy
trong giai doan cap tinh tai Trung Quéc. Tai
Viét Nam, pham vi s dung thudc nay
con hep vi chwa c6 chirng cl¢r khoa hoc
cu thé dé& chirng minh tac dung cta thubc
trong diéu tri dot quy nhdi mau hoac chay
mau néo.

Do vay, muc tiéu cla cla cong trinh
nay la:

1. X4y dwng mé hinh dét quy chay
mau néo.

2. Nghién ctru tac dung diéu tri cia AC
trén mé hinh dét quy chay mau nao trong
giai doan cép 1 - 3 ngay sau dot quy.

POI TUONG VA PHUONG PHAP
NGHIEN cU’U

1. B6i twong nghién ciru.

Chudt nhat dwc trdng, ching Swiss,
trong lwgng 25 - 30 gr. Chudt dwec nudi
trong diéu kién nhiét d6 phong 24 - 26°
chiéu sang theo chu ky 10/14 (bat dén luc
8.00 gidy; tat luc 18.00 gi®y). Pong vat duoc
cung cép day di nwdc va thire &n, chudng
trai hop vé sinh. Téng sb chuét 1a 50 con,
duworc chia thanh cac 16:

+ L6 chrng (n = 10): do van ddng trong

5 phat & ngay 1 va 3 sau phau thuat.

+ L6 nghién cru gay dét quy chay mau
don thuadn (n = 20, collagenase + nuwéc
céat): danh gia van déng, phu ndo, lam tiéu
ban (ngay 1 va 3 sau phau thuat).

+ L6 nghién cru gay dét quy chay mau
két hop thtr thudéc (n = 20, collagenase +
AC): danh gia van déng, phu nao, lam tiéu
ban (ngay 1 va 3 sau phau thuat).

2. Phwong phép nghién coru.

* M6 hinh gy XHN:

Chudt dwoc gdy mé bang nembutal
dwong phuc mac, lidu 40 mg/kg thé trong.
Cbd dinh chudt trén hé thdng dinh vi
M2009S, mét 16 nhé 0,5 mm trén xwong so
tai vi tri dy dinh dwa hoa chat vao nao,
khoan b&i may Proxxon (Nhat Ban) v&i mii
khoan dwong kinh 0,2 mm. Kim tiém 31G
ndi v&i bom tiém siéu nho (1 pl) gén trén hé
thdng thwdc khong gian 3 chiéu, dwa cham
vao nao toi dich la nhan béo, theo toa dbé
trwdc - sau 1,0; bén 2,0; sau 3,5 mm (tinh
tr diém Bregma). Sau d8, bom cham 0,5 pl
dung dich chwa 0,075 don vi collagense
vao ndo. Déng da dau lai. Nhé 3 giot khang
sinh gentamicine 80 mg/ml (Viét Nam) tai
bé mat xwong so bdc 16 trong qua trinh
phadu thuat. L6 chirng duoc tién hanh cac
bwdéc nhw trén nhwng khéng dwa kim tiém
va hoa chét vao nao.

* Panh gia mirc do tén thuong va hidu
qua dung thuéc:

Sau mb, danh gia ton thwong:

+ Danh gia mic d6 suy giam van déng
(so sanh trén 2 16 chudt dét quy XHN diéu
tri bang AC hoac NC) vao ngay the 1 va 3
sau phau thuat.

Bang 1: Thang diém gia md&c dd suy gidm van dong.



Diém 0 1 2 3 4

1. Thing bing co | Binh thudng (bt) Thay dbi nhe Thay déi trung Thay déi dé thidy | Thay déi nghiém
thé (nhin Giv trén binh trong

xuong)

2. Dang & Bt Cung Khip khiéng Run, nga Khoéng di duoc
3. Tréo dbc 45° Bt Tréo yéu Giit ding tai d6c | Nim tai déc, nga | Khéng chuyén

doéng

<. Xoay i nhién

Khéng biéu hién

Lat nghiéng cha
véu mét bén

Xoay mot bén
nhung khéng 6n
dinh

Xoay mét bén én
dinh

Khéng chuyén
dong

5. Xoay cudng
bdach

Khéng biéu hién

Xu huédng lat moét
bén

Xoay mot bén

Xoay mot bén
chim

Khoéng lam duoc

6. Thing béing Bt Khéng thing Khéng thing Khéng thing Khéng van déng

chin travc/sau biang nhe bang 16 bang nghiém co thé/chan
trong

7. Pap ng vor Pap ung c6 hé Mit thing bing Mit thing bing Khéng dap ung Khéng dap ung

chan nhe phia
s

théng

nhe

o

cung bén, giam

cé hai bén

dap ung déi bén

7 tiéu chi danh gia bao gdm: can bang
co thé, dang di, kha nang leo déc, thang
béng chan trwéc, hwéng di chuyén (thdng
hay vong) tw nhién, huwéng di chuyén khi
duéi bi ¢b dinh, dap ng vé&i cham nhe tr
phia sau (bdng 1). Méi tiéu chi cho diém tw
0 - 4 v&i mirc dd ton thwong ndng nhét 1a
28 diém (Clark va CS, 1997).

+ Banh gia kha nang van dong (so sanh
trén ca 3 16 chuét): do tdng chiéu dai quéng
dwdng van déng trong 5 phat (ngay 1, 3):
mdi chudt dat trong hép nhya, kich thwéce
30 x 50 cm va ghi lai qua trinh van dong
cta chudt badng camera ndi véi may tinh
trong 5 phat. Phan mém may tinh sé tw
dong phan tich tbng quang dwong di
chuyén va van téc trung binh ctia chuot.

+ Danh gia tdn thwong bang giai phau
bénh (so sanh trén 2 16 chuét doét quy XHN
dwoc diéu tri bang AC hodc NC).

Chuét dwoc gdy mé sau bang nembutal,
tiém phic mac 80 mg/kg thé trong ngay thir
1 (n = 5) hoac ngay th&r 3 (n = 5) sau khi
phdu thuat. Boc 16 tim va truyén vao tam

that trai dung dich NaCl 9% trong dung dich
formalin 10% d& lam sach mau trong hé
tuan hoan. Lam déng cirng ndo chudt trén
may cat lat. Cat méi lat 50 ym va cé dinh,
lam kho trén lam kinh. Sau d6 nhuém bang
cresyl violet, chup hinh tiéu ban dwéi kinh
hién vi Olympus. Trung binh, c&¢ m&i 200
um chiéu day nao, tinh dién tich tén thwong
mot 1an theo don vi pm2. Sau do, tinh thé
tich ndo tbn thwong trung binh theo ty I&
(b&ng téng dién tich tén thwong mbi lat cat
x 4). Néu mébi lat cat cé nhidu vi tri ton
thwong, dién tich tdn thwong dwoc tinh
bang téng dién tich cac vi tri. Dién tich ton
thwong do bang phan mém chuyén biét.

+ Danh gia mic d6 phu ndo (so sanh
trén 2 16 chudt dét quy XHN diéu tri bang
AC hoac NC): giét chudt bi bang kéo gian
dbt sébng ¢b ngay thir 1 (n = 5) hodc ngay
ther 3 (n = 5) sau khi gay XHN. Phau tich va
cat ngang ndo chudt phia trén 2 mm va
dwdi vung tén thwong 2 mm, chia thanh hai
bén ban ciu theo dwdng gitra (trong céac
quan sat trwdc do, chung téi ghi nhan vang
xuét huyét thwong phat trién quanh vi tri
tiém héa chat khodng 1 mm). Can néo



chudt dé Iy khéi lvong ndo wét, sdy kho
trong vong 24 gi¢ va can.

+ Ubng thubc: chudt ubng AC qua sonde
kim loai, dwa qua miéng t&i da day véi lidu
720 mg/kg. Hoa tan thuéc trong nwédc cét
(NC) sao cho dat liéu 0,1 ml/10 gr chudt.
Ngay 0 (ngay phau thuat), cho chudt ubng
thuéc sau khi tinh thuéc mé (3 - 4 gid sau

phdu thuat). Nhitng ngay tiép theo, chuét
udng thudc vao cac budi chiéu sau khi da
danh gia van dong vao budi sang. Chuét &
16 chirtng dwoc ubng NC véi lvong twong
&ng 0,1 ml/10 gr thé trong.

* Xtr ly két qué bang thuat toan T-test.

KET QUA NGHIEN C(*U VA BAN LUAN

Cac dau hiéu 1am sang cho thay chudt gay XHN nira ban cau phai bi liét ntra than bén
trai, nén chudt cé xu hwdng di chuyén xoay tron vé phai do chuyén déng cla cac co niva
than bén phai. Ndo chudt sau khi phau tich ra khéi hdp so, cat ngang vi tri, dwa kim tiém
vao nao. Day la vung c6 dién tich tbn thwong I&n nhéat véi hinh anh xuét huyét manh niva

ban cau phai sau phau thuat ngay th& nhét.
1. Quang dwdng va van téc di chuyén.
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Hinh 2: Quiing duong va vin téc di chuyén



Ngay thir nhat sau phau thuat gay dot quy, chuét 16 gay dot quy don thuan (collagenase
+ NC) c6 thé ty di chuyén 607 + 89 cm trong vong 5 phut (hinh 1A).

Quang duwdng nay ngan hon coé y nghia thong ké (p < 0,005) so v&i 16 chudt dét quy dieu tri
bang AC (collagenase + AC, 978 + 58,7 cm) va |6 chudt khde manh (1942 + 218 cm). Twong
(ng, van tdc trung binh cla 16 “collagenase + NC” cham hon ¢ y nghia théng ké (2,02 +
0,27 cm/gidy) so v&i chuédt “collagenase + AC” (3,26 + 0,2 cm/gidy) va chudt gid phau thuat
(6,47 + 0,73 cm/giay) v&i p < 0,005 (hinh 1B).

Bang 2: Quang dwéng va van tbce.

QUANG PUONG | VAN TOC (cmis)
(cm)

Ngay 1 | Ngay 3 | Ngay 1 | Ngay 3

L6 ching 1942+ | 1939+ | 647+ | 646+
2177 2478 0,73 0,83

Collgenase + AC | 978+ | 1395+ | 326+ | 4,65+
58,7 141,2 0,2 0,3

Collagnase - AC 607 + 858+ | 2,02+
89 97,7 0,28

Sau md 3 ngay, 16 “collagenase + NC”, chuét van ddng quéang dwdng ngén hon (858 +
97,7 cm), van tbc cham hon (2,86 + 0,3 cm/gidy) cé y nghia thdng ké so véi chuét 16
“collagenase + AC” va 16 chuét gid phau thuat (twong rng 1.395 + 141 cm; 4,65 + 0,47
cm/giay va 1.938 + 248 cm; 6,46 + 0,83 cm/giay). Két qua nay cho thay chudt dot quy duoc
diéu tri bAng AC ngay sau phau thuat 4 gid cé cai thién dang ké kha ndng van doéng so véi
nhom dung NC trong ngay 1 va 3 sau dét quy chdy mau nao (16 NC chi dat khoang 62%
chiéu dai quang duwéng van dong cta 16 AC). Két qua nay phu hop véi nghién ctiru tai Trung
Québc vé kha nang diéu tri ciia AC trén BN ddt quy néo, gilp cai thién cac triéu chirng 1am
sang.

2. Cho diém lam sang.

Collagenase + NC: ngay 1: 12,38 £+ 0,45; ngay 3: 10,75 + 0,27.

Collagenase + AC: ngay 1: 10,88 + 0,43; ngay 3: 9,25 + 0,48.

Vi thang diém 28 cho 7 tiéu chi lam sang ap dung trén chudt nhat bi dét quy, cac div liéu
cho thay chuét st dung AC cé diém thap hon so véi chudt khdng dwoc diéu tri & ngay 1 va
3 sau phau thuat (ngay 1: 10,9 + 0,43 va 12,4 + 0,45; ngay 3: 9,3 + 0,48 va 10,8 £ 0,27), p <
0,05.
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Hinh 3: Cho diém 1am sang

Két qua nay twong tw nhw cac tac gid khac da nghién clru trén cung méd hinh dot quy nay
v&i phwong thire tri liéu khac (Clark va CS, 1998; Wang va CS, 2004).

3. Mirc d6 phu nao.
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Hinh 4: danh gia phu nio

Ty lé nwéc tai ban ciu ndo thwong tén & ca hai 16 déu ting so ban cau nao khéng ton
thwong sau phau thuat 1 ngay (collagenase + NC: 77,2 + 0,39% va 71,8 + 0,62%; collagenase +
AC: 74 £ 0,5% va 72,1 £ 0,25%, p < 0,05) (hinh 3A). Khi so sanh ty I& nwéc tai bén ndo tén
thuwong, 16 “collagenase + NC” nhiéu hon so véi 16 “collagenase + AC”, twong (ng 77,2 +
0,39% va 74 = 0,5% (p < 0,005). Khéng c6 sw khac biét vé lwong nwédc trong ban ciu néo
binh thwéng. Hiéu qua diéu tri ctia AC tiép tuc dwoc khang dinh khi [am gidm dang ké murc
dod phu nao trong ngay thir 3 sau phau thuéat (collagenase + NC: 78,8 + 0,73%; collagenase +
AC: 75,2 + 0,55%; p < 0,005). Khéng cé khac biét vé lwgng nwéc phia ban cau nao khéng
gay tén thuwong gitva hai 16 (hinh 3B).

Béng 3: Ty |& nuGc trong néo (%).

NGAY 1 NGAY 3

Coligenase + AC | 72,11+ | 73,95+ | 72,01+ | 7522+




0,25 05 0,75 0,54

Collagnase -AC | 71,83+ | 77,19+ | 71,83+ | 7877+
0,63 0,39 0,85 0,73

Diéu trj phi ndo c6 anh hwéng dang ké dén tién trién ctia bénh ly dot quy, két qua trén da
phan anh AC chéng phu nao réat tét va co tac dong tich cuc t&i kha nang van dong cia dong
vat thwec nghiém.

4. Thé tich n3o tén thwong.

Nhu mé nao bi pha hay rat I6n & ca hai 16, tai ngay dau tién sau phau thuat, khéng thay khac
biét dang ké nao (collagenase + NC: 11,3 + 1,06 mm?; collagenase + AC: 10,1 + 0,3 mm?, p
> 0,05).

Collagenase + NC: ngay 1: 11,3 £ 1,07; ngay 3: 12,4 + 0,33.

Collagenase + AC: ngay 1: 10,14 + 0,33; ngay 3: 10,55 + 0,22.

Tuy nhién, sau 3 ngay, da c6 sy khac biét gitra 16 “collagenase + NC” vé&i thé tich tdn
thwong trung binh 12,4 + 0,8 mm®, 16n hon nhém didu tri bang AC (10,6 + 0,22 mm®), p <
0,05 (hinh 4A). Hinh anh chup lat c&t ndo tai ving tén thwong tai ngay 1 (hinh 4B) va ngay 3
(hinh 4C) cling phan anh két qua nay.
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Hinh 5: So sénh thé tich tn thwong

BAN LUAN

Md hinh gay XHN béi collagenase la enzym phan giai protein c6 thé Iam tan t& chirc
ngoai bao xung quanh mach méau da dwoc xay dwng thanh céng trén chudt nhat trdng. Bong
thoi, 16 chudt XHN dwoc diéu tri bng thubc AC cho thay cai thién dang ké cac chi sb van
dong, chi sé phu ndo va thé tich ndo thwong ton.

Thang diém danh gia van déng trén dong vat dét quy thwc nghiém da duoc tién hanh to
lau trén thé gioi. Tuy nhién, tai Viét Nam, ching ta chwa xay dwng cac tiéu chi danh gia nay
nhdm lwong hda tdn thwong trén md hinh dot quy thwe nghiém. Cac két qua ctia nghién ctru



nay cho thay co sw cai thién dang ké kha nang van dong clta dong vat dét quy chay mau
dwoc diéu tri bang AC trong giai doan cép. Piéu nay dwoc ly giai béi cac két qua sau d6 cho
thdy mirc dd phu ndo gidm co y nghia théng ké & 16 chudt dwoc diéu tri bang AC khi so sanh
v&i chudt chi dwoc ubng NC. Tai ngay thtr nhat va ngay thr 3, lwong nwéc chira trong phan
ndo tén thwong dwoc diéu tri bang AC it hon 16 dung NC hon 3%. Cac di liéu vé thé tich
ndo ton thwong do collagenase gay ra cling cb két qua cla sw cai thién van dong & 16 duoc
diéu tri bang AC. Tuy nhién, do phwong phap nhudm cresyl violet nén chung téi chi quan séat
duwoc dién tich tbn thwong truc tiép. Cac thwong tdn khac nhw phi ndo chwa dwoc phan
anh trén hinh anh cltia cac lat cat nay. C6 thé do vay nén két qua tén thwong ngay dau
khéng cé sw khac biét gitra hai 16. Ngay th&r 3 sau phau thuat, do cac té bao hdng cau da bi
thoai giang nén ranh gidi cac tén thwong rd rang hon vai thé tich néo tén thwong tai 16 duwoc
diéu tri bang AC nhd c6 y nghta thong ké khoang 2 mm?® (16%) so vé&i 16 dung NC. L6 chudt
“collagenase + NC” c6 tén thwong lan rong ca t&i viing vé ndo (ngay 1: 11,3 + 1,06 mm?>; ngay
3: 12,4 + 0,8 mm?), trong khi d6, chudt “collagenase + AC” ¢é dién ton thwong khu trii hon
va khéng tang nhiéu so v&i ngay thir nhat (ngay 1: 10,1 + 0,3 mm?; ngay 3: 12,4 + 0,8 mm®).
Két qua nay ciing twong tw nhw mot sb nghién ctru khac cé ciing mé hinh dét quy (Clark va
CS, 1998; Wang va CS, 2004).
KET LUAN

1. M6 hinh gay XHN thwc [Jié[] trén chullt nhat trdng bang collagenase c6 co ché gay
XHN twong ty trén ngudi.

2. Chudt bi dot quy béi collagenase khi diéu tri bang AC véi liéu 720 mg/kg c6 cai thién rd
rét cac chirc nang van dong, tang khoang 38% quang duwéng di chuyén va gidm phu ndo
khoang 3% so v&i 16 chudt chi diéu tri bang NC.

3. AC lam gidm thé tich tdn thwong ndo 2 mm?® (16%) vao ngay th& 3 sau diéu tri khi so
vé&i nhém dung NC.
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