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LO1 CAM ON

Hoan thanh ludn vén nay, véi tat ca long kinh trong va biét on sdu sdc,
161 xin dwoC Qiri 101 cam on dén Pang iy, Ban Gidm déc, Phong dao tao Sau
Pai hoc, cac B¢ mdn, Khoa phong Hoc vién Y duoc hoc ¢ truyen Viét Nam,
la noi truc tiép dao tao Va tdn tinh givip do tdi trong qud trinh hoc tap, nghién
ciru dé hoan thanh lugn van.

Toi xin bay té 1ong kinh trong va biér on sdu sdac téi TS. Nguyén Duy
Tuan va PGS.TS. Pdu Xuan Cdnh, nguwoi thay hueng dan luén theo sdt, thuong
xuyén givip d, cho tdi nhiéu y kién quy bau, sat thyec trong qua trinh hoc tdp,
nghién cizu d@é hoan thanh ludn vén nay.

TOI xin tran trong cam on Ban Gidam doc, Bé mén Duoc ly — Hoc vién
Quan Y quan tam, tao diéu kién tot nhdt cho téi trong viéc nghién citu, thu
thdp, hoan thién sé liéu d@é hodn thanh dé tai.

Téi xin dwoc quri 161 cdm on d@én cac thay, cac cd trong Héi dong thong
qua dé cwong ludn vin da cho t6i nhiéu Y kién quy bau trong qué trinh hoan
thién ludn van nay.

Toi v cing biét on gia dinh, ban be, anh chi em dong da déng vién,
givip dé t6i trong suét qua trinh hoc tdp, nghién cizu va hoan thanh lugn vin.

Mdc dit di c6 gang rat nhiéu, nhung ludn van khéng tranh khéi nhing
thiéu sot; tac gia rat mong nhdn duoc s thdng cam, chi ddn, givip dé va dong
gop y kién cua cac nha khoa hoc, cia quy thay cd, cac can bg quan ly va cac
ban dong nghiép.

Xin chan thanh cam on!

Hoc vién
Nguyén Thi Bao An



LOI CAM POAN
Luan van nay do ban than ti tryc tiép thuc hién dudi sy huéng dan
khoa hoc cua Thay TS. Nguyén Duy Tuén, PGS.TS. Pau Xuan Canh. Céc s6
liéu va thong tin trong nghién cau la hoan toan chinh xac, trung thuc va khach
quan, d3 dugc xac nhan va chap thuan cia co sd noi nghién ciu. Cong trinh
nay khéng tring lap véi bat ky nghién ctru nao khac da duoc cong b tai Viét
Nam.
T6i xin hoan toan chiu trach nhiém truéc phap luat vé nhitng cam két
nay.
Ha Noi, ngay.......thang........ nam........

Nguoi viét cam doan

Nguyén Thi Bao An
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1
PAT VAN PE

Theo T6 chic Y té Thé gi¢i (WHO - World Health Organization), dot
quy ndo la mot hoi chimg 1am sang “duwoc dac trung boi su khoi phat dot
ngot ctia cac triéu ching biéu hién tén thuong cua ndo (thuong la khu trd), ton
tai trén 24 gio hoac bénh nhan tr vong trudc 24 gio™ [1]. Nhing triéu ching
than kinh khu tri phil hop véi ving ndo do dong mach bj ton thuong phan b,
loai trir nguyén nhan chan thuong [2], [3]. Nam 2013, Hoi dong Dot quy Hoa
Ky nhém hop va dua ra cap nhat dinh nghia dot quy ndo cua thé ky 21: “Dot
quy ndo hay nhdi mau hé than kinh trung wong (Central nervous system
infarction) duoc dinh nghia 1a tinh trang chét té bao néo, tiy song hoic vang
mac do thiéu mau, dua trén giai phiu bénh, chan doan hinh anh than kinh,
va’hoic cac bang chung 1am sang cua tén thuong vinh vién” [4]. Diéu tri dic
hiéu ¢ giai doan sém hién nay duoc uu tién hang dau la cac thudc tiéu huyét
khdi (duong tinh mach hoic dong mach) két hop voi 1y huyét khéi bang
dung cu co hoc [5], tuy nhién, van c6 mét ty 1é nho bénh nhan khong dép tng
diéu tri va dé lai nhitng di chang niang né vé van dong, 1am suy giam chat
lwgng cudc séng [1], [6].

Hién nay, xu thé sir dung thao dugc trong diéu tri dang ngay cang phd
bién, khdng nhitng chi & cac nudc Chau A ma ca khu vuc Chau Au bai thanh
phan hoa hoc da dang, da muc tiéu, thuéc y hoc co truyén dan chiang minh
duoc hiéu qua trén nhitng nhom bénh ly phire tap. Nam 2018, Bo y té ra thong
tu s6 29/2018/TT-BYT hudng dan viéc thir nghiém 1am sang giai doan | trén
nguoi khoe manh cua cac thuéc mai yéu cau can cé nhiing khang dinh vé tinh
an toan véi nhitng ching c rd rang trén thuc nghiém (doc tinh cap, ban cap,
ban truong dién, truong dién, gdy moé hinh bénh...)[7]. CUng Vvéi thong tu
05/2015/TT-BYT hudng dan vé viéc sir dung dung tén duoc liéu y hoc ¢b

truyén va chap nhan tinh an toan cua cac bai thuéc c6 phuong, thude y hoc cd
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truyén tir d6 ciing duoc bao ché dudi nhiéu dang sir dung hon nham muc dich
tang t6i da mirc do tudn thu diéu tri cua bénh nhan [8].

“Théng mach Vintong” Ia bai thudc nghiém phuong cua Phé gido su,
tién si Pau Xuan Canh c6 tac dung hoat huyét, khi (&, hanh khi, dugc sir dung
diéu tri hoic du phong d6t quy nhdi mau ndo. Dé co thém co sd khoa hoc dua
vién hoan tng dung trén 1am sang, ching t6i tién hanh nghién ctu dé tai
“Nghién ciru déc tinh cip, ban trwong dién va tac dung tan tao mach
mau ndo caa bai thudc “Thdng mach Vintong” trén dong vat thuc
nghiém” vai 2 muc tiéu sau:

1. Xdc dinh déc tinh cdp, bdn truong dién cia bai thusc “Théng mach
Vintong ” trén dong vat thuc nghiem.

2. Danh gid tc dung tan tao mach mdu sau dét quy cua bai thusc

“Thong mach Vintong ” trén dong vat thuc nghiém.
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Chwong 1
TONG QUAN TAI LIEU
1.1. Tong quan vé mdt s6 phwong phap xic dinh tinh an toan ciia thuoc &
giai doan tién 1Am sang
1.1.1. X4c dinh déc tinh cip
1.1.1.1. Mac tidu
Ther doc tinh cip nham cung cap théng tin cho viéc xép loai mac do
doc cua thude; diéu tri ngo doc cap; thiét 1ap mac lidu cho nhiing thir nghiém
doc tinh tiép theo [9]. Do vay, céc phép thtr doc tinh cip can xac dinh:
- Liéu an toan;
- Liéu dung nap téi da;
- Liéu gay ra doc tinh c6 thé quan sat duoc;
- Liéu thap nhat c6 thé gy chét dong vat thi nghiém (néu co);
- Liéu LDs, gan ding (néu c6 thé x4c dinh dugc);
- Nhiing triéu chimg ngd doc dién hinh c6 the quan sat dugc trén dong vat va
kha nang hdi phuc (néu c6) [10].
1.1.1.2. bgng vdt thuc nghiém
Pong vat nghién ctu: thi it nhat trén 2 loai dong vat co va, trong d6 co
mét loai khdng gam nham. Tuy diéu kién, c¢d thé chap nhan thir doc tinh cap
trén mot loai dong vat.
- Loai gam nham thudng st dung 1a chudt nhat, chudt cdng.
- Loai khéng gam nham c6 thé ding 1a ché hozc khi.
Nén str dung sb luong dong vat thi nghiém nho nhat, ty theo mé hinh
ap dung (thuong 1a 3 dén 5 con/muc lidu) [11].
1.1.1.3. Pwong dung

Theo duong duy Kién dung cho nguoi (dudng udng, tiém, hé hap).



1.1.1.4. Muc liéu the

Mot s6 mo hinh duoc ding véi s6 luong dong va sé lidu dung it nhat
nhu:

- M6 hinh liéu cé dinh: thir véi mot s6 liéu c6 dinh 5, 50, 300, 2000,
5000mg/kg [32]. Dung 5 con vat cho mdi nhom, thir 1an lugt tieng mac lidu
mét. Lua chon liéu khai dau 1a mot trong sé cac liéu cé dinh da goi y, tly
theo két qua dap tng cua lidu khoi dau ma tién hanh thu tiép nhitng muc lidu
cao hon hoic thap hon [29]. Thir nghiém sé& duoc tiép tuc cho dén khi xac
dinh dugc mot muac lidu gay doc tinh rd rang, hoac lidu gay chét khdng qua 1
con, hoac lidu cao nhat khdng gay anh huéng gi hoic muc liéu thap nhat gay
chét dong vat thi nghiém [12], [13].

- M6 hinh phan loai doc: thr theo quy trinh bac thang, méi budc ding 3
con cling gigi (ubng mot trong cac muc lidu da duoc xac dinh). Tuy theo dong
vat c6 chét hay khong & mot budc thir ma xac dinh cho budc thu tiép theo,
nhu khong can thi thém nira, hozc thir thém 3 con vat nira voi ciing mac lidu
d6 hoic thtr thém trén 3 con nira & mac liéu cao hon hoac thap hon [14].

- M& hinh thtr Tang - Giam: thir lan luot cac lidu don dd duoc dinh
trudc, mdi lidu & mot thoi diém, cach nhau téi thiéu 1a 48 gid. Con vat dau
tién udng & mac lidu thap hon gan nhat vaéi lidu wéc tinh LDsy [15]. Néu con
vat d6 sdng thi liéu cho con tiép theo s& tang 3,2 1an so véi lidu vira thir trude
d6, con néu bi chét thi giam liéu xuéng 3,2 1an. Quan sat can than tinh trang
ting con vt trong suét 48 gio dé quyét dinh nén cho con tiép theo udng hay
khong va cho udng véi liéu bao nhiéu [16].

- M6 hinh theo Litchfield — Wilcoxon: Bong vat thuong dung la chuot
nhat tring, ca 2 giong, trong luong 20 + 2g, dugc chia thanh ting 16, mdi 16
10 con. Sé lugng khoang 100 con. Cho tirng 16 chudt udng thube thir véi cac

licu khac nhau tir lieu cao nhat khdng gay chét tsi liéu thap nhat gay chét
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100% chuot. Chudt duoc udng thude bang kim hoi cong c6 dau ti véi do dai
dua vao dén da day chudt. Chudt duoc nhin dn 12 gio trudc khi udng thude,
van ubng nudc day da [17], [18].
1.1.1.5. Chi tiéu theo di
- Tinh trang chung caa chudt: hoat dong tu nhién, tu thé, mau sic (mii,
tai, dudi), 1ong, phan, nudc tiéu. ..
- Ty 1& chuot chét trong vong 72 gio.
- Khi ¢6 chudt chét, mo dé quan sat dai thé cac co quan phu tang. Néu
can, 1am thém vi thé dé xac dinh nguy@n nhan [19].
1.1.2. Xac dinh ddc tinh ban trwong dién
1.1.2.1. Muc tidu
Thir doc tinh ban truong dién chi tién hanh sau khi di c6 thong tin vé
doc tinh cap trén mot loai nao d6 va mau thir duoc du dinh ding dai ngay trén
ngudi. Nghién ciru doc tinh ban truong dién dé xac dinh duoc:
- Muc liéu t6i da khong gay ra nhimg thay doi dang ké téi mot s6 chi tiéu caa su
song;
- Muc liéu téi da co thé gay ra nhimg thay dbi dang ké mot sb chi tiéu cho su
song khi diing nhiéu lan (néu co);
- Nhitng doc tinh ¢ thé quan sat dugc trén dong vat va kha nang phuc hdi néu
co thé [20].
1.1.2.2. bgng vdt thuc nghiégm
Pong vat nghién ctu: thi it nhat trén 2 loai dong vat co va, trong d6 co
mot loai khdng gam nham. Tuy diéu kién, c6 thé chap nhan thir doc tinh ban
truong dién trén mot loai dong vat.
- Loai gam nham thudng st dung 1a chudt nhat, chudt cong.
- Loai khéng gam nham c6 thé ding 1a ché hozc khi.
1.1.2.3. Pwong dung
Theo duong duy Kién dung cho nguoi (dudng udng, tiém, hé hap).



1.1.2.4. Mic liéu thar
Thir nghiém nén dugc thyc hién vai 3 mac lidu

- Liéu thap: khong gay anh hudng doc nao trén dong vat thi nghiem

- Liéu trung binh: muc lidu c6 thé khong gay nhitng doc tinh quan sat duoc
hoic gay anh huong khong dang ké

- Liéu cao: muc lidu duy kién s& quan sat dugc biéu hién ngd doc trén dong
vat thi nghiém.

Thi nghiém nén dugc tién hanh song song vai mot nhdm chang [20].
1.1.2.5. Thet gian thi nghiém
Thoi gian thtr thude trén dong vat duoc tinh dya theo thoi gian du kién
dung trén ngudi. CO thé 4p dung 2 md hinh thoi gian thir trén dong vat nhu sau:
- Thir doc theo md hinh “liéu nhac lai” véi 3 muac thoi gian cb dinh: 14
ngay, 28 ngay va 90 ngay.
- Thoi gian tht thude duoc tinh bang 3-4 lan thoi gian du kién ding
trén nguoi [21].
1.1.2.6. Chi tiéu theo doi

- Theo ddi hang ngay tinh trang ctia dong vat thi nghiém.

- Xac dinh cac chi tiéu danh gia nhu trong luong, cac chi s6 sinh hoa,
huyét hoc. Tién hanh mé dé quan sat dai thé céc to chic, so sanh véi nhém
chung, néu can thiét c6 thé quan sat vi thé. Theo dbi kha nang phuc hoi can
b6 sung sé con vat thi nghiém muén giir lai dé theo ddi sau khi hét thoi gian
dung thuéc [20].

1.1.3. X4c dinh ddc tinh truong dién
1.1.3.1. Muc tiéu

Muc tiéu cua thir nghiém doc tinh truong dién twong ty cua doc tinh
ban truong dién. Tuy nhién, thir doc tinh truong dién 1a can thiét doi véi cac

thudc duoc dung lau dai trong diéu tri.
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Pong vat nghién ctu: thi it nhat trén 2 loai dong vat co va, trong d6 co
mot lodi khéng gam nhim. Tuy diéu kién, c6 thé chap nhan thir doc tinh
truong dién trén mot loai dong vat.

- Loai gdm nham thudng sir dung 1a chudt nhat, chudt cong.
- Loai khdng gam nham c6 thé duing 1a chd, khi hozic vuon.
1.1.3.2. Puwong dung

Theo duong duy kién dung cho nguoi (dudng udng, tiém, hd hap).

1.1.3.3. M liéu thar

Thir nghiém ciing duoc tién hanh véi 3 mac lidu tuong ty nhu thir doc
tinh ban truong dién va duoc tién hanh song song véi mot nhém ching.

1.1.3.4. Thai gian thar nghiégm

Thoi gian thir nghiém it nhat 1a 6 thang hoic 9 thang hoadc 1 nam [12].

1.1.3.5. Chi tiéu theo doi

Tuong tu thir doc tinh ban trudng dién.

1.1.4. Xac dinh déc tinh trén di truyén
Hién nay thuong ding 2 phwong phap nghién ctru doc tinh caa thudc
trén di truyen:
- Nghién ctru doc tinh gy dot bién nhiém sic thé & muc té bao
- Nghién ctru doc tinh gay dot bién gen & muc hda hoc, hoic xac dinh gian
tiép qua biéu hién ¢ thé hé con [12].
1.1.4.1. Phwong phdp nghién ciru dt bién nhiém sdc thé

Dong vat nghién ciru

Thuong st dung chudt nhat va chuét cng.
DPuong dung
Theo duong du kién dung cho nguoi trén 1am sang

Thoi gian diing thuac

C6 thé cho chudt dung thudc nhiéu dot, mdi dot 5-7 ngay, nghi xen k&

5-7 ngay gitra cac dot, hoac dung lién tuc 30 ngay.



Chi tieu danh gia

Danh gia dot bién nhidm sic thé cua té bao tuy xuong va té bao tinh
hoan qua cac tiéu ban.

Chi tiéu theo ddi 12 nhiing thay ddi vé sb luong trén boi, dudi boi va
nhiing thay ddi vé cau tric nhu nhat khuyét nhat kép, dit don va dat kép ndi
nhiém sac ti, rdi loan Kiéu nhidm sic thé nhu dut doan, mat doan, dao doan,
nhan doan, nhoe, nat ca cum.

1.1.4.2. Phwong phdp nghién ciru dét bién gen

Thuong st dung chudt nhat hoic chudt cdng trong tha nghiém.

Puong dung thudc nhu du kién dung trén nguoi.

K§ thuat phét hién dot bién gen rat phtc tap. Hién nay thuong gian tiép
dwa vao nhiing tinh trang cta thé hé con, két qua cua to chuc duc cai [19].
1.1.5. Xac dinh dgc tinh sinh ung thw

1.1.5.1. Muc tiéu

Muc tiéu ctiia nghién ciru doc tinh sinh ung thu nham xéac dinh liéu cao
nhat khéng gay ra su bién d6i vé sb luong va khdi u dong thoi xac dinh liéu
thap nhat gay ra su thay doi vé s6 luong va khéi luong khéi u trén dong vat
thi nghiém.

1.1.5.2. Bgng vt thuc nghiém
Thuong dung chudt cong trang hoic tho. Ciing c6 thé dung chudt nhat
tring hoac chudt hamster. Sir dung ca duc va cai.
1.1.5.3. Puwong dung
Nén dung duong dung du kién trén 1am sang.
1.1.5.4. Miec liéu thir
Thuong ding 3 mic lidu, xac dinh mot liéu qua thir nghiém so b, sau

d6 dung thém mot lieu gap doi va mét liéu bang mot nura.



1.1.5.5. Thet gian the nghiém

- Thoi gian dung thude khoang 24-30 thang dbi vai chudt cong trang; 18-24
thang ddi véi chudt nhat trang hoac chudt hamster.

- Thoi gian thir nghiém phai kéo dai thém 1-3 thang sau khi ngung thudc, hoic
khi s6 con vat trong 16 diing thude hoic 16 chimg chét 75% thi két thc thi
nghiém [16].

1.1.5.6. Chi tiéu theo doi

- Theo d6i tinh trang hang ngay cua dong vat thi nghiém.

- Xac dinh trong luong cua dong vat (trong thang dau, theo ddi hang tuan,

sau d6 1 thang mot 1an).

- Xét nghiém md bénh hoc: quan sét vi thé va dai thé, dic biét 1a cac khdi

U & cac co quan va md cua tat ca cac con vat vira mgi chét va tat ca cac con
vat hap héi, trién vong sé chét. Xac dinh ty 1& s6 luong khéi u, khéi luong
khdi u cua cac con Vat.

- So sénh cac chi tiéu trén gitra nhom ding thuéc va nhém chang [20].

1.1.6. Xac dinh ddc tinh trén chirc ning sinh sian va phat trién
1.1.6.1. Muc tiéu
Nghién ciru doc tinh trén chic niang sinh san va phét trién nham xac
dinh liéu khong gay anh huong dén dong vat bdé me va con, dé c6 nhan dinh
vé liéu an toan va liéu bat dau c6 anh huong dén thé hé dong vat bé me va
dong vat thé hé sau.
1.1.6.2. DUNg thuéc nghién cizu sém va trong giai doan sém cia thai ki

Dong vat thi nghiém

Thuong dung chudt céng trang, chudt nhat trang, tho
Duwong dung
La duong dung trén Iam sang ¢ nguoi

Liéu ding
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Thuong ding 3 liéu khac nhau: lidu thap, liéu trung binh va liéu cao.
Nén ding liéu hon kém nhau 2 1an.

Thoi gian diing thuac

- Con dyc: ding chudt 40 ngay tudi. Cho duing thuéc lién tuc 60 ngay hoic
nhiéu hon trude khi ghép doi va tiép tuc dung cho dén khi thiy giao phéi.

- Con cai: ding thudc hang ngay trudc khi ghép it nhat 14 ngay, trong
khi ghép d6i va sau khi thay giao phdi, cho dén khi chuan bj bét dau giai doan
tao thanh co quan cua thai [12].

Chi tiéu theo doi

- Biéu hién bén ngoai, can ning

- Sau khi giao phéi thanh cong, sau ting thoi ki (can xac dinh doc tinh
trén giai doan nao), mo chudt céi. Xac dinh sé luong hoang thé, so thai dau,
s6 thai chét.

- Néu c6 chuét khong thiy giao phdi, sau mot thoi gian thich hop, md
chudt dé quan sat dai thé cac co quan, dic biét 1a co quan sinh san, xem xét
anh huong nhu thé ndo ma chudt khdng thu tinh dugc [14].

1.1.6.3. DUNg thuédc trong giai doan hinh thanh cdc co quan cia thai
Dong vt thi nghiém

Thudng ding chudt, tho, loai di giao phdi co két qua
Duong dung

Theo duong dy kién dung trén 1am sang cho nguoi
Liéu dung

Thuong ding 3 liéu khac nhau: liéu thap, liéu trung binh va liéu cao.
Nén ding liéu hon kém nhau 2 1an.

Thoi gian diing thuac

Cho dong vat thir nghiém dung thudc tir khi bat dau thay c6 giao phoi
dén khi tao thanh céc co quan cua thai va mé con me.
Chi tiéu theo doi
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- Biéu hién bén ngoai, can ning

- Pén giai doan hoan thanh sém sy phat trién cua cac co quan thai,
chudt cong trang hodc chudt nhit trang s& dugc mo 2/3 sé dong vat va tho md
100%. Xac dinh sé chudt me c6 thai, s chudt me c6 thai chét, s6 luong va
khdi lwgng, hinh thai thai con song.

- Sb chudt me con lai, dé dé tu nhién, xem sé lugng chudt di dang.

- Sb chudt con dé ra: sé luong chudt con trong 1 6, ty 1é chudt con chét,
khéi lwong chudt con dé ra, quan sat bo phan sinh duc va hinh thai chuét con.

- Sy I6n I&n va phét trién caa chudt con: theo ddi su 16n 18n, su phét
trién, hanh vi giao phéi, kha nang ¢ thai va sinh con [14].

Dung thudc trong thoi ki chu sinh va nudi con bu.

Dong vat thi nghiém

Thuong ding chudt cong trang, chudt nhat trang ¢ thai chuan bj de.

Puong dung thusc

Theo duong dung du kién trén 1am sang cho nguoi
Thoi gian ding thugc

- Cho sinh: tir khi chuan bj dé dén khi dé xong

- Cho con bu: tir khi dé xong dén khi ngiing cho con bu
Chi tiéu theo doi

- Biéu hién bén ngoai, can ning

- Pé chudt dé tu nhién va nuéi con tu nhién: con me dé ra c6 gi bat
thuong khong, ty 16 chudt con chét, thay di co quan sinh duc va hinh thai bén
ngoai, khdi luong ting chudt con.

- Theo d&i chudt con 16n 1én va phat trién: sy 16n 18n, sy phat trién, kha

nang c6 thai va sinh con [19].
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1.2. Tong quan vé dot quy nio theo y hoc hién dai
1.2.1. Khéi niém

Theo dinh nghia cua T6 chic y té thé gisi (WHO- World Health
Organization), dot quy ndo 1a dau hiéu phat trién nhanh trén 1am sang caa mot
rbi loan khu trd chic ning cua ndo kéo dai trén 24 gid va thuong do nguyén
nhan mach mau [22].

1.2.2. Phén loai

Dua vao tiéu chuan cia WHO (1989), dot quy ndo gom hai loai chinh:

- Nhéi mau ndo hoac thiéu méu ndo cuc bd: La tinh trang khi mot mach
mau bi tac hoac nghén, khu vuc ndo ma mach mau dé cung cap bi thiéu mau
va hoai tir.

- Chay mau ndo: Mau thoat khoi mach mau chay vao nhu mo ndo. Co
thé chay mau & nhiéu vi tri trong ndo, ving bao trong, viing nhan xam trung
wong, thity ndo, than ndo, tiéu ndo [23].

Theo théng ké trén thé gisi va Viét Nam hién nay ty 1é nhoi maundo
chiém 60 — 70% cac dot quy ndo, ty Ié chay méau ndo khoang 20 — 30% [24].
1.2.3. Co ché bénh sinh

1.2.3.1. Chay mau nao

C6 hai thuyét:

- Thuyét vé cac tai phong vi thé ciia Charcot va Bouchard (1868): Do
tinh trang ting huyét 4p kéo dai 1am giam tinh dan hoi ch yéu 1a cac dong
mach nho, Khi c6 tang huyét ap cac dong mach nay c6 nhiing noi phinh ra tao
cac vi phinh mach Charcot va Bouchart. Nhitng tai phinh dong mach néo cé
thé bam sinh, cé thé duoc hinh thanh do ton thuong thanh dong mach. Khi c6
su gang stc hoic con tiang huyét ap kich phét, cac vi phinh mach nay c6 thé

VG gay ra chay mau néo.
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- Thuyét xuyén mach cia Rouchoux (1884): Do dong mach bi xo vira
hoac kich thich co that khong déu, chd gidn chd hep gay thoét hong cau va
huyét twong thanh cac 6 nhé, rdi cac 6 nho tap trung thanh 6 16n [25].
1.2.3.2. Nhéi mau ndo

Giai doan dau 16p 4o trong cua thanh mach bi xo vira tr¢ nén tho rap tao
diéu kién cho tiéu cau bam vao. Vi cuc mau tic ciu tao béi tiéu ciu nén khong
bén va d& v, 6 thé tu tan di hodc c6 thé do tudn hoan bang h¢ hinh thanh kip
thoi tudi bu cho ving thiéu mau, cho nén trén 1am sang co thé nhan théy mot s6
truong hop phuc héi hoan toan trong 24 gio. Giai doan sau, chd vita xo ngoai
tiéu cau con co héng cau, soi to huyét bam vao nén cuc mau tic bén hon va khi
bong ra troi 1én ndo gy tic mach gy thiéu méau ndo cuc bo [3].

1.2.4. Co ché hoi phuc ton thwong trong ddt quy nao

Khi d6t quy xay ra cir mdi phat qua di tai viing ndo ton thuong do dong
mach bj tic c6 hang triéu té bao ndo chét di khong hdi phuc, tén thuong
nghiém trong nhat 1a viing hoai tir, day 1a ving ndo khong con kha ning ciu
chira. Céc té bao ving xung quanh tén thuong trong dot quy goi 1a ving
“tranh t6i tranh sang”. Cac té bao ndy mic du chua chét nhung da giam
chuyén hoa dén muc téi thiéu vi vay gan nhu mat chic nang.

Nhu vay, muc tiéu cua viéc diéu tri dot quy 1a khéng dé cho céc té bao
nay chét va binh thuong hda hoat dong cua nd. Vi vay, nhiéu tac gia con goi
ving nay 1a “ving diéu tri”. Tat ca cé4c can thiép thudc hay cac phuong phap
tri liéu khac sau giai doan cap nhiam ctu van céac té bao vung nay [3], [25].
1.3. Tong quan vé md hinh thiéu mau nio cuc bd

Dé hiéu rd hon vé co ché bénh sinh caa dot quy thiéu mau ndo cuc bo
cling nhu dé tim ra phuong phap diéu tri mgi cho thé dot quy nay, cac nha
nghién ciru da x4y dung cac md hinh gay dot quy thiéu méau ndo cuc bo tir
nhiéu nim nay dé hiéu rd hon vé co ché bénh sinh ciing nhu dé phuc vu cho

nghién ciu va phat trién thudc méi.
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C6 hai loai thiéu mau nao 1a thiéu mau ndo 1a thiéu mau ndo toan thé
(gobal ischemia) va thiéu mau ndo cuc bo (focal ischemia). Thiéu mau ndo
toan thé 1a trang thai hau hét hoic toan bo ndo giam luu lwong mau vé
Oml/g/pht, chi vai phat cua thiéu mau ndo toan thé co thé gay ton thuong
khong hdi phuc dugc. Thiéu mau ndo cuc bd chi gy giam luu lwong mau va
trong khu vuc mot dong mach ndo va nhanh cua no [26], [27].

1.3.1. Mt s6 md hinh thiéu mau néo
1.3.1.1. Thiéu mau néo toan thé

- Tic 2 CCA + ha huyét ap

- Tac ca 4 dong mach nudi ndo

- Ngung tuan hoan [27]

- Thiéu mau ndo cuc bod

- Phau thuat so ndo
+ Tam thoi: phau thuat kep/tai tudi mau, huyét khéi tai chd/ly giai [26].
+ Vinh vién: huyét khoi tai chd/ly giai

- Khdng phau thuat so ndo
+ Tam thoi: MCAO/tai twéi mau, huyét khéi/ly giai, tac boi Endothelin-1
+ Vinh vién: MCAO, huyét khéi, khong co huyét khoi tac nghén [27].
1.3.2. M6 hinh gay tic ddng mach n&o giita (MCAO)

Do da s cac truong hop dot quy thiéu mau ndo (khoang 80%) xay ra
tai ving ndo duoc cung cap méau boi dong mach ndo gitra (middle cerebral
artery — MCA) nén ¢ rat nhiéu mé hinh dot quy duoc nghién cau phat trién
tap trung vao dong mach nay [26].

Gay tic dong mach ndo giira sir dung k¥ thuat intraluminal suture 1a
phuong phap dugc sir dung pho bién nhat trong cac nghién ctu vé dot quy.
Pay 1a phuong phap giy tic dong mach no giita bang cach dwa soi day phau

thuat tir dong mach canh ngoai (external carotid artery — ECA) va di qua dong



15

mach canh trong (internal carotid artery — ICA) cho dén khi dau s¢i day bat
gap vong Willis va bit duoc gdc cua dong mach néo gitra (MCA) [28].

K§ thuat nay co thé duoc sir dung dé md phong su tac nghén vinh vién
hoac thoang qua:

- M@ hinh MCAO tam thoi: Soi chi dugc lay ra sau mét khoang thoi gian nhét

dinh (30 phat, 1 gid hoac 2 gid) va duoce tai tudi maul.

- Mo hinh MCAO vinh vién: Soi chi duoc dé lai tai chd 24 gio.

Uu diém cua k¥ thuat nay 14 tao ra ton thuwong 13p lai, mé phong duoc ca
thiéu mau cuc bd tam thoi va vinh vién, tai twdi mau duoc vi tri tén thuong,
can thiép nhanh, thich hop cho nghién ctu dai han sau khi gay thiéu mau néo,
khong doi hoi phai phau thuat xam 1an so néo, thoi gian gay tic mach c6 thé
kiém soat duoc, sau thoi gian gay tac mach mong muén, soi day nilon duoc
thu hoi, chudt co kha nang séng s6t sau nhiéu ngay, nhiéu tuan. Tuy nhién
nhuoc diém 14 ty 18 tir vong cao do thiéu mau nghiém trong [27].

Pay ciing 14 md hinh duoc lya chon trong nghién ciu ndy cia chung toi dé
gay thuyén tic dong mach ndo giira va trén mo hinh dé tién hanh céc thu
nghiém hanh vi va md hoc danh gia tac dung diéu tri dot quy cta “Théng
mach Vintong” [28].

1.4. Tong quan vé ddt quy nio theo y hoc cd truyén
1.4.1. Pac diém Iam sang Trang phong
1.4.1.1. Bénh danh "Trung phong"

Trong YHCT thuat ngir "Trung phong" dugc Truong Trong Canh ghi
trong sach "Kim quy yéu lugc" va duoc ding lién tuc cho dén ngay nay.
Ngoai ra sach con ghi chép nhiéu thuat ngir khac nhu: Boc kich, Thién khd,
Thién phong, Thién than bat dang [29], [30], [31]. Vwong Thanh Nhiém doi
nha Thanh cé ghi "Ban than bat toai".
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Ngay nay sach y hoc ¢o truyén ciing nhu cac thay thudc thuc hanh 1am sang
ldy tén "tring phong hodc béan than bt toai" va mo ta, bién chung trong hai
thé "trdng phong kinh lac va tring phong tang phu" [30], [32].
1.4.1.2. Phén loai ""Trung phong™
Viéc phan loai triing phong c6 tir rat 1au nham nang cao hiéu qua diéu tri
va phong bénh, tly thudc vao mic @6 bénh, chirng trang, d6 ndng hay sau
ma dé ra phap luan tri phd hop. "Y kinh t6 hdi tap" cia Vuong Lir chia 1am
hai loai: chan trdng phong va loai tring phong. Sach Kim quy yéu lugc cua
Truong Trong Canh c6 ghi "tring phong" va "phi phong". Duong Trang Tu
chia hai loai cua tring phong "chang bé" va “chang thoat" [33], [34].
Ngay nay trong c4c sach y hoc ¢ truyén va y van hién dai, chiing tring
phong duoc chia lam hai loai: Trang phong kinh lac va trung phong tang phu.
- Tring phong kinh lac: Mic do biéu hién triéu ching nhe, khdng ¢ hon
mé, ta khi tring vao phan kinh mach, lac mach gdy miéng méo, t& bai nira
nguoi, réu ludi trang [35], [36].
- Trding phong tang phu: Biéu hién triéu ching niang do ta khi truc trdng
vao tang, pha biéu hién hai muc do:
*Chting bé: Hon mé nong, liét nira nguoi, 4 &, the kho khe, miéng méo,
mét léch, chan tay con 4m, mach hoat [35], [36].
*Chting thoat: Hon mé sau, tha kho khe, ra nhiéu mo hdi, chan tay lanh,
dai tién khong tu chu, ludi rut, mach huyén té vo luc [35], [36].
1.4.1.3. Nguyén nhén, co ché bénh sinh Tring phong
- Nguyén nhan:
Theo y hoc ¢ truyén, nguyén nhan gay bénh duoc chia 1am ba loai: Ngoai
nhan (luc dam), Noi nhan (that tinh) va bat ndi ngoai nhan. Viéc phan dinh
nguyén nhan chinh yéu hay thtr yéu khong thé rach roi ma thuong c6 su dan
xen, két hop nhau gay bénh. Mic du vay nguyén nhan tap trung vao ba nhém

gay bénh chinh la phong, hoa va dam.
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+ Nguyén nhan do Phong: Phong chu khi vé mia xuan, thudc duong khi, di
chuyén di 1én va ra ngoai. Bén ngoai gy bénh & biéu, co khdp, cam mao,
viém day than kinh ngoai vi; bén trong thuong gy ting huyét ap, ban than bat
toai, bai liét, mé man bét tinh, miéng ludi méo, cing [35], [36].

* Ngoai phong: Gay bénh trén co s noi tai hu yéu, lac mach hu rdng, khoi
dau tir biéu dan vao ly. Sach Noi kinh dd ghi "Thién kho" thudc vé ching
"chinh khi hu, ta khi luu lai". Sach Kim quy yéu lugc cling dé cap dén ngoai
phong "mach thén khau phi khan, khan 14 han, phu 14 hu", noi hu khéng bao
vé duoc co thé, ngoai ta thira co xAm nhap, luu lai gdy méo miéng, té bai nua
nguoi  [34], [37], [38].

* Noi phong: Diép Thién Si cho rang tring phong l1a do noi phong lién quan
truc tiép dén Can moc. Can huyét hu khong ché ude duoc phan duong, Can
duong thuong nhiéu gay nén bénh [38]. Tring phong do ndi phong lién quan
dén Can Than am hu, 1y giai dua trén mdi quan hé ngil tang: Than tang tinh,
tinh sinh huyét, huyét sinh tinh. Trén co s& d6 Can am dugc thay hoa nudi
dudng ma ché duoc Can duong. Trudng hop than thuy suy ma khong dudng
dugc Can moc gay chiung Can am suy, Can duong vuong (Can héa vuong)
gay anh huong dén phan &m cua Than ma gay ra Than 4m hu [37].

+ Nguyén nhan do Hoa: Hoa va nhiét thuoc duong ta, hudng di Ién, bén ngoai
két hop voi phong, thap, thir ma biéu hién cac chang phong nhiét, thap nhiét,
thi nhiét, bén trong gay ching Tam hoéa, Can hoa, nhe thi gay hao ton tan
dich, nang thi gay dong huyét, buc huyét vong hanh, sét cao mé sang [39],
[40]. Truong hop Can khi uét két 1au ngay hda hoa, Can hoa thinh gay ching
huyén vung, khong dugce diéu tri din dén Can phong noi dong ma bi tring
phong [38], [39], [40].

+ Nguyén nhan do Pam: Ngudn gdc sinh ra dam 1a do chure niang cua Ty, Phé,

Than suy giam, khéng van hoa, tac giang, khi hda dugc thuy dich lam dinh tré
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ma sinh ra dam [38], [39], [40]. Pam két hop véi Phong, Nhiét, Han, va Thap
ma gay chimg Phong dam, Nhiét dam, Han dam, Thip dam. Pam ¢ Phé anh
huong dén chiic ning tuyén phat, tic giang gy hen suyén, lau ngay gay ton
thuong Phé am. Pam ¢ Tam gay but rat, phién muon, mat ngu, l1au ngay gay
tic tré than minh, che Iép tam khiéu ma sinh ra dién cuéng, ludi rut, that
ngdn. Pam uét & Can, ngung ¢ Than, luu & Kinh lac ma gay bénh chiing cua
Can, Than va Kinh lac [40], [41].
- Co ché bénh sinh cua tring phong

Trang phong khong nam ngoai hai co ché: Tring ngoai ta va noi thuong.
Tuy nhién mdi thoi ky c6 nhitng quan diém va thién huéng khac nhau. Pé
nang cao niang luc chan doan va tri bénh, ngay nay céc tac gia tap trung bién
chtng co ché bénh sinh tring phong theo tung thé caa y hoc ¢o truyén [38],
139], [42].
+ Noi phong gay "tring phong" thé Can dwong thuong cang: Do mat can
bang giita Can duong va Can am (Can huyét), Can huyét hu khong dudng
dugc Can duong, 1am cho phan duong cua Can vuwong manh giy phong dong,
két hop vai nhiét thic phong di 1én ma thanh bénh [38], [43].
+ Noi phong gay "trdng phong" thé Tam hoa thinh: Luu Ha Gian ly giai:
Than thay hu suy, Than &m khdng ché wdc duoc Hoa, TAm hoa thuong
nghich ma thanh bénh [38], [43].
+ Noi phong gay "tring phong" thé khi hu: Ly Pong Vién cho rang bénh lién
quan dén tudi va thé chét, "ngudi ngoai bon muoi tudi 1a lac khi hu suy hoac
lo nghi, gian dit ma ton thwong phan khi* [38], [43], [44].
+ Noi phong gay "tring phong" thé Can Than 4m hu: Nguoi tudi cao, chic
nang tang phu hu suy, hoac do lao lyc qua @ ma Can Than am hu, Can
duong vuong, am duong mat diéu hoa, m hu & dudi, duong phu & trén, con
goi thuong thuc ha hu [42], [43].
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+ Noi phong gay "tring phong" thé dam nhiét tic tro: Do an udng qua do, lo
nghi cing thang ma anh hudéng dén chic niang kién van cua Ty thd sinh ra
dam, lau ngay dam troc hoa nhiét, nhiét cuc sinh phong.

1.4.2. Diéu trij trang phong

1.4.2.1. Nguyeén tic diéu tri tring phong
- Nguyén tic chung: Cap tr tiéu, hodn tri ban.
- Nguyén téc tri bénh theo hoc thuyét vé - khi - dinh - huyét [45], [46].
- Théng dinh vé, diéu hoa han nhiét, ich khi b huyét, &p dung khi vé khi hu,
phong ta xam nhap gay bénh.
- Khu phong thanh nhiét, b6 hu ha dam, 4p dung khi duong khi kém, phong ta
tan céng vao "kinh" hda nhiét.
- Dudng huyét khu phong: Ap dung truong hop phong gay ton thuong vao
phan huyét lam huyét hu, phong dong.
- Ich khi hoat huyét: Ap dung diéu tri huyét hu va huyét w.
-Thoéng phu tiét troc: Ap dung diéu tri khi huyét nghich, réi loan nhi tién.
- Tinh than khai khiéu: Ap dung diéu tri Am dwong khong diéu hoa, ndi phong
thuong nghich két hop dam hoa.
- Binh can tiém duong: Diéu tri am hu duong xung, diéu hoa am duong, khi
huyét.
- Thanh nhiét héa dam: Ap dung diéu tri nhiét dam che lap thanh khiéu gay
mé man, bat tinh.

1.4.2.2. Piéu tri tring phong
Trdng phong kinh lac: Biéu hién triéu ching liét nira nguoi khdng c6 hon mé,
bao gdbm céac thé sau [38], [47], [48]
=> Thé Can phong noi dong:
+ Triéu ching: Liét nira nguoi, hoa mat, vang dau, chan tay co quap, mat, mat
d6, hay céu gian, mach huyén sac...

+ Phap diéu tri: Binh can tic phong.
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+ Thudc: St dung bai Thién ma cau dang am: Thién ma, Cau dang, Thach
quyét minh, Chi ttr, Hoang cam, Nguu tat, D5 trong, ich mau, Tang ky sinh,
Da giao dang, Phuc than [49].

=> Thé phong dam tic tro:

+ Triéu chang: Liét nira nguoi, miéng ludi méo, noéi kho, chan tay té bi, ludi
tim, mach huyén hoat [37], [49].

+ Phap diéu tri: Khu phong thdng lac hoa dam.

+ Thudc: Bai Hoa dam thong lac: Bom nam tinh, Ban ha ché, Thién ma, Phuc
linh, Bach truat, Pan sam, Thién tric hoang, Pai hoang, Huong phu.

=> Thé d¢am nhiét phu thuc:

+ Triéu chung: Liét nira nguoi, bat rat, miéng méo, ndi kho, bung day
chuéng, tang tiét dom rai, mat do, bi dai tiéu tién, mach huyén dai [37], [49].
+ Phap diéu tri: Thong tién, tiét nhiét hoa dam.

+ Thudc: Sir dung bai Tinh lau thira khi thang: Qua lau nhan, Dém nam tinh,
Pai hoang, Mang tiéu. Sau théng tién, tiét nhiét can st dung phép: thanh nhiét
hoa dam thong lac dé tranh ton thuong khi.

=> Thé khi hu huyét G

+ Triéu chiing: Liét ntra ngudi, chan tay mém yéu, ndi khd, miéng ludi méo
léch, mét mai, ngai van dong, hoi hop tréng nguc, tu han, ludi do, cd

diém @ huyét, mach hu té [37], [49].

+ Phap diéu tri: ich khi hoat huyét théng lac

+ Thudc: St dung bai B6 duong hoan ngii thang: Hoang ky, Quy vy, Xich
thugc, Ban sam, Xuyén khung, Héng hoa, Pao nhan, Dia long.

=> Thé 4m hu duong xung;

Triéu chang: Liét ntra nguoi, miéng méo, ndi ngong, mat ngu, chong mit,
long ban tay chan nong, ludi hong, mach huyén sac [37], [49].

+ Phap diéu tri: Tu 4m tiém dwong, trn can tac phong.
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+ Thudc: Bai Tran can tac phong thang: Long cot, Mau I¢, Huyén sam, Thién
moén, Quy ban, Nguu tat, Bach thuoc, Nhan tran, Mach nha, Xuyén luyén ti,
Cam thao.

- Tring phong tang phu: Biéu hién triéu chiing nang, liét nira nguoi c6 hon
mé, gdm céc chung:

=> Duong bé:

+ Triéu ching: Dot nhién ngd, bat tinh, hdn mé, miéng méo, liét nira ngudi,
mat méat do, cang gy, chan tay co quap, mach huyén séac [37], [49].

+ Phap diéu tri: Thanh nhiét tac phong, tinh than khai khiéu. Truong hop dam
hoa thinh: Thanh nhiét tiéu dam, khai khiéu tinh than.

+ Thudc st dung bai "Thién ma cau dang" két hop "Chi bao don" ddi véi
phong hoa thinh va bai "Linh duong giac" két hop vai "Td hop huong" doi
voi dam hoa thinh.

=> Am bé

+ Triéu chiing: Hon mé, liét nira nguoi, chan tay lanh, mém nhiin, thd kho
kheé, nhiéu dom rdi, n6i kho, néi ngong, sic mat tring, méi tim, ludi tim,
mach tram hoat [37], [49].

+ Phap diéu tri: T4o thap hoa dam, khai khiéu tinh than.

+ Thudc: Bai "Pich dam thang": Dom nam tinh, Ban ha, Chi thuc, Thach
xuong bd, Tran bi, Trlc nhy, Phuc linh, Sinh khuwong, Nhan sam, Cam thao.
=> Thoat chung:

Triéu ching: HAn mé, ra nhiéu md héi, mit mé, miéng ha, chan tay liét mém,
thd yéu, sic mat trang, dai tiéu tién khéng tu cha, chat ludi tim, mach vi
mubn tuyét [37], [49].

+ Phap diéu tri: Iich khi 6n duong, phu chinh c6 thoat.

+ Thudc: Bai "Sam phu thang” gom nhan sam, Phu tir ché, Sinh khuong,

c6 thé két hop cau, day 4n huyét nhan trung, than khuyét, khi hai, thién khu.

- Piéu tri hd trg tring phong bang An cung nguu hoang hoan
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+ Thanh phan: Nguu hoang 30g, Hung hoang 30g, Bing phién 7,5g, U4t kim
30g, Chu sa 30g, Xa huong 7,5g, Stng té giac 3g (hién nay thay bang sing
trau nudc - Thuy nguu giac 30g), Chi tr 30g, Tran chau 15g, Hoang lién 30g,
Hoang cam 30g [50].
+ Bao ché vién hoan: 3g/vién, bao quan boc nhii, qua sap, san xuat tai Bong
Nhan duong, Bic Kinh, Trung Quéc.
+ Tac dung: thanh nhiét, khai khiéu, trir dam giai doc [50].
+ Liéu ding: ngudi 16n 01 vién/24gio, udng 3 dén 5 ngay. Tré em lidu bang
mot ntra nguoi 16n.
1.5. Tong quan vé “Thong mach Vintong”
1.5.1. Xuat xir

“Théng mach Vintong” 1a bai thudc kinh nghiém cia Phé gido su, Tién
st Pau Xuan Canh, duoc xay dung dua trén nén tang céc vi thudc cd tac dung
hoat huyét, kha @, hanh khi, gidp 1am tiéu cuc mau dong, dugc sir dung trong
diéu tri va dyu phong dot quy nhoi mau nio.
1.5.2. Thanh phan

Bai thudc gom 13 vj thube: Pinh ling, Nguu tat, Ha tha 6, Son tra,
Tam that, Dia long, Thuy diét, Bong tring ha thao, Xuyén khung, Xich thuoc,
Chi xac, Clc hoa, Bach qua. Trong bai Pinh ling, Nguu tat, Tam that, Xich
thuoc c6 tac dung hoat huyét, théng kinh lac, bo khi huyét can than; Ha thu 6
dudng huyét, Xuyén khung ly khi trong huyét, trir phong, giam dau; Chi X4c,
Son tra, Bach qua hoa dam, 1y khi, hanh &; Péng trung ha thao ich phé, than,
bo tinh tay, hoa dom; Dia long thanh nhiét, tran kinh, théng kinh lac; Cuc hoa
thanh nhiét, giai doc, tan phong, minh muc két hop véi dia long lam ting
thém tac dung thanh nhiét, tan phong. Thuy diét hoat huyét, giai théng  tre,
tan huyét khoi. Cac vi thudc trong bai phdi hop cd tac dung chinh hoat huyét,
khtr @, hanh khi.
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1.5.3. Co ché tac dung
1.5.3.1. Theo dwoc ly hoc hién dai

Pinh ling c6 chtra nhiéu saponin, cd tac dung tang sic déo dai cua co
thé, kich thich cac hoat dong ctia ndo bo [51].

Cuc hoa c6 tac dung giai doc, 1am sang mét [30].

Bach qua c0 tac dung tang cuong tri nhé [48].

Nguu tat c6 tac dung gidn mach, ha ap, loi tiéu [30].

Son tra O tac dung ha ap, tang luu luong mau mach vanh, gidn mach [31].

Tam that c6 chaa 2 loai saponin, mot loai saponin Rg c6 tac dung hung
phan trung khu than kinh, c6 tac dung chong mét moi, ting kha nang lao dong
tri ¢ va chan tay va mot loai saponin Rb ¢6 tac dung tc ché trung khu than
kinh, biéu hién an than va gay nga. Bo phan trén mat dat caa Tam that (I4,
hoa) ¢6 nhiéu saponin Rb nén c6 tac dung @c ché trung khu la chinh, bo phan
ré lai c6 tac dung hung phan la cha yéu [52].

Pia long cd tac dung ha huyét ap va chdng co giat, tang hoat tinh ly giai
cua fibrin, chéng hinh thanh huyét khéi [31].

Thuy diét c6 tac dung chong dong mau [54].

Pong tring ha thao c6 kha nang tang cudng hoat dong mién dich té bao
cling nhu mién dich dich thé. Cu thé 14 c6 tac dung nang cao hoat tinh cua dai
thuc bao va té bao NK, diéu tiét phan ung dép cta té bao lympho B, ting
cudng mot cach ¢ chon loc hoat tinh cua té bao T wc ché, lam ting néng do
cac khang thé 1gG, 1gM trong huyét thanh. Mit khac, né con co tac dung lam
gidn mach, tang luu lugng tuan hoan ndo va tim thong qua co ché hung phan
thuc thé M ¢ co tron thanh mach. M3t khac, diéu chinh lipid mau, 1am giam
cholesterol va lipoprotein, han ché qua trinh tién trién cua tinh trang xo vira
dong mach [55].

Xuyén khung c6 tac dung lam gidn mach, tang luu lugng mau & mach

vanh, cai thién tinh trang thiéu oxy co tim.Thudc lam gidn mach ngoai vi va
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ha &p, (¢ ché sy ngung tap cua tiéu cau va su hinh thanh mau cuc, lam ting
lwu lwgng mau ndo, giam phu ndo, do d6 ¢o tac dung phong thiéu mau néo va
ching dau nira dau. Thudc c6 tac dung an than rd rét: dung nudc sic xuyén
khung thut vao bao tir chudt nhit va chudt céng déu co thé 1am cho chudt
giam hoat dong tu phat, lam ting tac dung gay ngu cua loai thudc ngu natri
barbital va tdc dung d6i khang voi cafein hung phan trung khu than kinh [55].

Xich thuoc c6 tac dung lamgian dong mach vanh, chéng ngung tap tiéu
cau, chdng hinh thanh huyét khéi, lam ting luu lwgng mau cho dong mach
vanh, chong thiéu mau co tim trén thuc nghiém [33].

1.5.3.2. Theo phéi ngii ldp phwong y hoc cé truyén
- Pinh lang ¢6 vi ngot, hoi dang, tinh binh, quy vao kinh Phé, ty, than.

Thanh phan: Trong than cu di tim thdy c6 cac alcaloit, glucozit,
saponin, flavonoit, tanin, vitamin B1 cac axit amin trong d6 c6 lyzin, xystei,
va methionin.

C6 tac dung théng huyét mach, bdi bo khi huyét, loi sita, giai doc. Chu
tri: Suy nhuoc co thé va suy nhuoc than kinh, tiéu hoa kém, ngu kém, phu nir
sau d¢ it stra [30], [33].

- Nguu tat vi dang, chua, binh, quy kinh Can Than.

Thanh phan: Saponin khi thay phan cho acid oleanic, galactoza,
rhamnoza, glucoza; Ecdysteron, inokosteron va mudi kale.

C6 tac dung hoat huyét thong kinh, manh gan cét, bo can than. Chua tri:
Dung tri dau lung gdi, moi gan xuong; bé kinh, kinh nguyét khong déu, ting
huyét ap [56], [33].

- Son tra vi chua ngot, tinh hoi 6n, quy kinh Ty Vi Can
Thanh phan: axit xitric, vitamin C, hydrat cacbon va protit, 2,76%

tamin, 16,4% chat duong, 2,7% axit hitu co.
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Co tac dung tiéu thuc tich, hanh @, héa dam. Chu tri: an khong tiéu,
dau bung, ddy trudng, ¢ chua, dam am, bung két hon cuc, san hau u huyét,
dau bung [55].

- Hatha 6 vi ddng, ngot, sap, hoi 6n, quy kinh Can than.

Thanh phan: Cua chtra: 1,7% antraglucosid trong d6 chu yéu la: emodin,
chrysophanola, rhein. Ngoai ra con cé 1,1% protid, 45,2% tinh bot, 3,1% chat
béo, 4,5% chét vo co, 26,4% cac chit tan trong nudc, lecitin. Sau khi ché, con
3,82% tanin. 0,1127%, dan chat anthraquinon ty do va 0,2496% dan chat
anthraquinon toan phan.

Co6 tac dung dudng huyét, bo can than, nhuan trang thdng tién, lam
xanh toc. Chu tri: Huyét hu thiéu mau, da xanh, gay, dau lung, di tinh, toc bac
som, tao bon [56], [33].

- Tam that vi ngot hoi dang, dn, quy kinh Can, Vi.

Thanh phan: Thanh phan cha yéu la saponin (4,42-12,00%), thudc kiéu
protopanaxadiol va protopanaxatriol. Nhiéu ginsenoid va glucoginsenoid.
Ngoai ra con cO cac notoginsenoid, tinh dau, flavonoid, phytosterol (P-
sitosterol, stigmasterol, daucosterol), polysaccarid.

Co6 tac dung tan u, chi huyét, tiéu sung, giam dau. Chu tri: C4c loai
chay mau, nhat 12 chay mau c6 & huyét nhu: thd huyét, khéi huyét, nuc huyét,
tiéu tién ra huyét, sung dau do chan thuong, nguc bung dau nhéi [57], [33].

- Pia long vi man tinh han, quy kinh Can, ty, phé, bang quang.

Thanh phén: Lumbroferine, Lumbritin, Terrestro-lumbrolysin,
Hypoxathine, Xan thine, Adenine, Guanine, Choline, Guanidine, nhiéu loai
Acid amin, Vitamin va mudi hitu co.

C0 tac dung thanh nhiét, tran kinh, théng kinh lac, binh suy@n, lgi niéu.
Chu tri: S6t cao bat tinh, kinh gan co quap, dau khép, chan tay té bai, ban
than bt toai, tring phong ho suyén do phé nhiét, pha thung, tiéu it, cao huyét
ap [30], [33].
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- Thuy diét vi man déng, tinh 6n va hoi doc, quy kinh Can.
C6 tac dung Hoat huyét, giai thong  tré, tan huyét khéi [52], [54].
- Xuyeén khung vi cay, tinh 6n, quy kinh Can Bdm, Tam bao.

Thanh phan: Mat ancaloit dé bay hoi, cong thirc C27H37N3; mot axit
C10H1004 véi ty Ié ching 0,02 gan gidng axit ferulic, mot chat co tinh chat
phenola véi cong thic C24H4604 hoic C23H4404, do chay 108°C, mot chat
trung tinh c6 céng thuc C26H2804, d6 chay 98°C.

Thudc c6 tac dung hanh khi, hoat huyét, trir phong, giam dau. Chu tri:
Diéu kinh, nhac dau, hoa mat, cam mao phong han, phong thap nhic mai,
nguc bung dau tuc, nhot doc sung dau [35], [33].

- Xich thuoc vi chua, déng, tinh hot han qui kinh can ty.

Thanh phan: Tinh bot, tanin, nhya, chat duong, sac t6 va acid benzoic.
Ty 1¢& acid benzoic trong Xich thugc la thip hon Bach thugc(0,92%), tinh dau,
Xich thuoc td A, Paeoniflorin.

C6 tac dung luong huyét, tan @, giam dau. Chu tri: On doc phat ban, ia
mau, chay méau cam, mat dé sung dau, can uit, suon dau, kinh bé, hanh kinh
dau bung, hon cuc trong bung, sung dau do sang chan, nhot doc sung dau
[54], [55].

- Clc hoa vi ngot, ding, tinh lvong. Quy vao cac kinh ty vi, phé, than.

Thanh phan: Carotenoid (chrysanthemoxanthin); Tinh dau trong d6 c6
a-pinen, B-pinen, sabinen, cadinol, cineol, o — terpinen, myrcen..;
Sesquiterpen: Angelyl cumambrin B, artelasin A, angeloyajadin, yejuhua
lacton, handelin, ...; Flavonoid; Acid amin: adenin, cholin, stachydrin. Cac
thanh phan khac gom: indicumenon, B —snosterol, o-amyrin, f —amyrin,
vitamin A...

Co tac dung thanh nhiét, giai doc, tdn phong, minh muc. Chu tri: Céac
ching hoa mit, chéng mit, nhirc dau, dau mat do, chay nhiéu nudc mat, huyét

ap cao, dinh doc mun nhot, sung dau [58], [55].
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- Chi x4c vi dang, cay, tinh luong. Quy vao kinh ty, Vi.

Thanh phan: Tinh dau (a-Pinene, Limonene, Camphene, Terpinene, p-
Cymene, Caryophyllene, flavonoid (Hesperidin, Neohesperidin, Naringin),
pectin, saponin, alcaloid, acid hiru co.

C6 tac dung pha khi dom tiéu tich (Hoa hoan hon Chi thuc). Chira nguc
truong dau do khi tré, kho tiéu do dom tré [56], [55].

- Bach qua vi ddng, ngot, tinh binh, quy kinh Phé ty.

Thanh phan: Hat ham chaa 4-O-methylpyridoxine, goi la ginkgotoxin.
Con ham chtra 6- (pentadec-8-enyl-2,4-dihy-droxybenzoic acid, 6-tridecy-
2,4-dihydroxybenzoic acid, anacaridc acid va kali, 1an, magié, canxi, kém,
d6ng v.v... Nhan ham chira protein, chit béo, carbohydrate, duong v.v...

Co6 tac dung lidm phé, dinh suyén, chi dé6i troc, suc tiéu tién, diéu tri
chting chita ho, hen, dom suyén, dai duc, dai nhiéu, dai son, dai dam [35],
[32], [33].

- Pong tring ha thao vi ngot, tinh 6n, quy kinh phé, than.

Thanh phan: chta 25 — 32% protid, khi thaty phan cho téi 14 — 19 axit
amin khac nhau nhu: aspartic acid, glutamic acid, serine, histidine...; 8,4%
chat béo:; 7 — 29% D-manitol; cac vitamin nhu: A, B1, B2, B12, C va céc
nguyén td vi luong: Na, K, Ca, Mg, Al, Mn, Cu, Zn, Bo, Fe, Tc... trong d6
cao nhat 1a phosphorum. Ngoai ra, cac chat khac nhu uracil, adenine, adenine
nucleoside, ergosterol, cholesteryl palmitate. ..

C6 tac dung ich phé, than, bo tinh tiy, hoa dom, dung chita hu lao sinh
ho, ho ra mau, liét duong, lung gbi dau méi, di tinh. Chita than kinh suy

nhuoc.
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Chuong 2
CHAT LIEU, POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Chit liéu nghién ciru
Chét liéu nghién ctu 1 bai thubc “Thong mach Vintong”, thanh phan
goém céc vi thudce:

Bang 2.1. Thanh phan “Théng mach Vintong ”

Tén vij thudc Tén khoa hoc [8] Ham lwong (g)
Dinh lang Radix Codonopis 10
Nguu tat Achyranthes bidentata 15
Hathu 6 Radix Fallopiae multiflorae 10
Son tra Crataegus pinnatifida Bunge 15
Tam that Radix Panasus notoginseng 02
bia long Lumbricus 05
Thuy diét Whimania pigra 05
Pong trung ha thao | Ophiocordyceps sinensis 01
Xuyén khung Rhizoma Ligustici wallichii 05
Xich thuoc Radix Paeonice Rubra 15
Chi xéac Fructus Citri Aurantii 05
Cuc hoa Flos Chrysanthemi Morifolii 10
Bach qua Ginkgo biloba 10

Tat ca céc vi thube trong bai thudc déu dat tiéu chuan trong Duoc dién
Viét Nam V [55]. Thubc dugc chiét véi dung méi 1a nuéc, bang may sic
thudc ty dong tai Khoa Duoc Bénh vién Tué Tinh. Dich chiét thu dugc sau
khi sac c6 ty 1é 1:1 (100ml dich chiét tuong duong 100g duoc licu).

Tu dich chiét 1:1 thude duoc co dac theo ty 1é thich hop dé cho chuot
udng. Liéu dung cua thudc dugc tinh theo gam duoc liéu. Tong bai thudce 1a
108g, duoc sir dung trén ngudi mdi ngay 1 thang (108g). Nhu vay liéu dung
trén ngudi 13 108g/50kg/24h = 2,16g/kg/24h. Quy ddi ra lidu trén chudt nhat
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tring (hé sb quy doi 1a 12) thi lidu du kién trén chuot nhat trang la
5,92g/kg/24h. Quy dbi ra lidu trén chudt cdng (hé s6 7) 1a 15,12g/kg/24h.

2.2. Pdi twong nghién ciru

2.2.1. Poc tinh cap

Chuét nhat trang chang Swiss, ca 2 gidng, khoé manh, trong luong 18 —
229 do Ban chin nudi - Hoc vién Quan Y cung cap.

2.2.2. Poc tinh ban truong dién

Chudt cdng trang chang Wistar, trong luong 180 + 20 g do Ban chin
nudi — Hoc vién Quan Y cung cap.
2.2.3. Mo hinh dot quy ndo

Chuét nhat trang chung Swiss, giéng duc, khoé manh, trong luong 18 —
22g do Ban chin nudi — Hoc vién Quan Y cung cap.

Tat ca dong vat thuc nghiém déu duoc nudi dudng trong diéu kién phong
thi nghiém it nhat 1 tuan trude khi 1am thi nghiém, n thie an theo tiéu chuan thic
an cho dong vat nghién ctru, nudc (dun soi dé ngudi) udng ty do.

2.3. Thoi gian va dia diém tién hanh nghién ctru

Nghién ctru duoc tién hanh trong thoi gian tir thang 6/2020 dén thang

10/2020 tai Hoc vién Quan Y.
2.4. Phuong phap nghién ciru
2.4.1. Poc tinh cap

2.4.1.1. Thiét ké nghién ciu

Nghién ctru doc tinh cp va xac dinh LDs, ctia “Théng mach Vintong”
trén chudt nhat trang theo duong uéng theo huéng din cua OECD
(Organisation for Economic Co-operation and Development - Té chic hop
tac va phat trién kinh té) [37], [38], [39].

2.4.1.2. Co# mau
Mau nghién cau 1a 60 chudt nhét trang duoc chia lam 6 16, mdi 16 10

con va duoc udng dich chiét “Théng mach Vintong” vai liéu ting dan.
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2.4.1.3. Quy trinh nghién cau
- Chudt 18-20 gam

- Nhin an qua dém

Dich chiét “Thong mach Vintong” - Chia 10 con/l6

Udng dich chiét “Thong mach Vintong”

liéu tang dan trong cuing maot thé tich

Liéu thap nhat gay chét 100% chuot

Liéu cao nhat khdng c6 chuot chét

- Theo ddi tinh trang chung, biéu hién nhiém doc
Tinh toan xac trong 72 giorva 7 ngay sau khi udng thudc.
dinh LDso - PhAu tich danh gia tit ca chuét chét (néu co)

So dé 2.1. So dé nghién cizu doc tinh cap
2.4.1.4. Chi tiéu theo doi
- S6 chudt chét/co biéu hién bat thuong trong suét 7 ngay va ty Ié chét trong
vong 72 gio sau khi udng thudc.
- Liéu thudc th.
- Céc chi s6 lién quan dén tinh trang chung cta chudt: an, nga, van dong, bai tiét. ..
- C4c chi s lién quan dén dau hiéu nhidm doc: nén, co giat, kich dong, bai tiét. ..
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2.4.1.5. COng cu sir dung trong nghién ciu

- Can dién tir caa Nhat, @6 chinh xac 0,001 gam.
- Kim dau td cho chudt ubng thudc.

- Céc chia vach, bom kim tiém Iml.

2.4.1.6. Phwong phap tién hanh

Chuan bi mau thir

Dich chiét “Théng mach Vintong” dugc co dic dén ty 1é 4,5:1 (100ml
tuong duong 450g duogc liéu), day 1a dung dich ddm dic nhat cd thé cho chuot
nhat tring ubng bang kim chuyén dung. Dung dich d¢am dic nay duogc pha
lodng dén cac nong do thich hop, dung dé nghién ctu doc tinh cip va xac
dinh LDs, cta bai thudc “Théng mach Vintong” trén thyc nghiém.

Chuan bi chugt nghién ciu

Trudéc khi tién hanh thi nghiém, cho chuét nhin n qua dém.

Chudt duoc chia thanh céc 16 khac nhau, mdi 16 10 con.

Sau 12 gid nhin an, chudt dugc uéng thude cudng buec, thude thir duge
dua thiang vao da day chudt bang kim cong dau tu.

Cho chudt udng thudc véi thé tich 0,25ml/10g thé trong/lan nhung véi cac lidu
tang dan, toi da 3 1an/24 gid, mdi 1an uéng cach nhau it nhat 3 gio. Tim liéu cao nhat
khong gay chét chudt, liéu thap nhat gay chét 100% s chudt va cac lidu trung gian.

2.4.1.7. Phwong phap danh gia két qua

Theo ddi tinh trang chung ctaa chudt, qué trinh dién bién bat d¢au c6 dau
hiéu nhidm doc (nhu ndn, co giat, kich dong, bai tiét...) va sd lugng chudt
chét trong vong 72 gio sau khi udng thudc.

Tat ca chuot chét (néu cd) dugc mo dé danh gia tén thuong dai théva
xac dinh nguyén nhan gay doc. Tir d6 xay dung d6 thi tuyén tinh dé xac dinh
LDs, cua thudc thur.

Sau d6 tiép tuc theo ddi tinh trang cia chudt dén hét ngay thir 7 sau khi

uéng dich chiét “Théng mach Vintong”.
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2.4.2. Poc tinh ban trwong dién
2.4.2.1. Thiét ké nghién ciu
Nghién ctu doc tinh ban truong dién trén chuot cong trang theo duong
udng theo huéng dan caa OECD vé thude ¢ ngudn goc duoc liéu [38].
2.4.2.2. Chon miu va cé& mau
Chon 30 chudt cng trang chia 1am 3 16, mdi 16 10 con. Chuét duoc cho
uéng nuéc cit va hoic dich chiét “Théng mach Vintong” voi liéu
15,12g/kg/24hva 45,369/kg/24h (theo phan 16).
2.4.3. Quy trinh nghién ctu doc tinh ban truong dién

Dich chiét “Thong

L6 1: ubng nudc cat

mach Vintong”

Lo 2: udng lidu 15,12g duoc
Chugt cong lidu /kg/ngay x 1 1an (sang) x

L6 3: ubng liéu 45,36g duoc
lieu /kg/ngay x 1 1an (séng) x

- Chtrc nang tao mau : 9
- Chuc nang

- Chtrc nang gan
than

- Mirc d6 hiy hoai té bao
So do 2.2. So do nghién ciru doc tinh ban truong dién

2.4.3.1. Chi tiéu theo doi
C4c chi tiéu nghién ciru duge danh gia ¢ thoi diém ngay Do; Das va Dgg
sau uéng Thdng mach Vintong véi liéu khac nhau. Bao gom:
- Tinh trang chung, thé trong ciia chudt.

- Chtrc nang gan, than, chirc phan tao mau.
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- Muc do hay hoai té& bao gan.
- M0 bénh hoc gan, lach, than.
2.4.3.2. Cong cu sir dung trong nghién ciu
- Kit dinh luong c4c enzym va chét chuyén hoa trong mau: ALT, AST,
billirubin toan phan, albumin, cholesterol toan phan, creatinin caa hang Erba,
dinh luong trén may sinh hoa béan ty dong Erba cua An Do.
- Céc dung dich xét nghiém mau cta hang Horiba ABX, dinh luong trén
may Horiba ABX Micros ctua Phap.
- Cé4c hoé chat xét nghiém va lam tiéu ban mé bénh hoc.
2.4.3.3. Phuong phap tién hanh
Chudt duoc chia 1am 3 16, mdi 16 10 con.
- L6 ching: udng nudc cat 1ml/kg/ngay.
- L6 tri 1: uéng vién hoan “Thong mach Vintong” liéu 15,12g duoc
liéu/kg/ngay.
- Lo tri 2:uéng vién hoan “Thong mach Vintong” liéu 45,36g duoc
liu/kg/ngay (gap 3 1an 16 tri 1).
Chudt duoc uéng nudc cat hoac thube thir trong 90 ngay lién tuc, mdi
ngay mot 1an vao budi séng.
2.4.3.4. Phwong phap danh gia két qua
- Panh gia chac phan tao mau théng qua sb lugng hong cau, thé tich
trung binh hdng cau, ham luong hemoglobin, hematocrit, sé luong bach cau,
cdng thac bach cau va sb luong tiéu cau.
- Panh gia chirc ning gan thong qua dinh luong chat chuyén hoa trong
mau: billlirubin toan phan, albumin, cholesterol [62].
- Panh gia mic d6 hay hoai té bao gan thdng qua dinh luong hoat do
enzym trong mau: ALT, AST [62].
- Pénh gia chire ning than théng qua dinh Iwong ndng do creatinin huyét thanh
[62].
- Céc thong sd theo ddi dugc kiém tra vao trude lGc ubng thube, sau 45

ngay udng thudc va sau 90 ngay udng thudc.
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- M® bénh hoc: Sau 90 ngay udng thubc, toan bo chudt dugec mo dé
quan sat dai thé todn bo cac co quan. Kiém tra ngau nhién cu tric vi thé gan,
than caa 30% sb chudt & mdi 16.

2.4.4. M6 hinh dét quy ndo
2.4.4.1. Thiét ké nghién ciru

Tién hanh gay nhdi mau ndo tai dong mach ndo cua chudt nhit tring
bang phan ung quang hoéa gay bai su chiéu tia laser, theo phuong phap cua
Hiroshi Sugimori va cong su (2004) [63], [64].

2.4.4.2. Chon mdu va cé mau

Chudt nhat trang 32 con, duoc chia 1am 4 16, mdi 16 8 con. Trong sb nay co
24 con phau thuat gay nhdi méau ndo va 08 chudt phau thuat nhung khong gay
nhéi mau ndo, dugc udng nudc cit hoac thudc nghién ciu véi mac lidu khac
nhau.

2.4.4.3. Quy trinh nghién cau

32 chuot nhat trang duc khoe

manh, chia ngau nhién 4 16

24 chudt gay nhoi mau ndo 8 chudt khéng gay nhdi mau ndo
L61 L6 2 L63 L6 4
z Udng “Thong Udng “Thong z
Uong’ mach Vintong” mach Vintong” Uong’
nuGC cat 25,929/kg/24h 51,84g/kg/24h nudC cat

Sau 28 ngay dung thudc, danh gia mé bénh hoc tan tao mach

So @6 2.3. So' d6 nghién ciru tac dung ting tan tao mach mau
cia “Théng mach Vintong” trén chudt nhat tring dét quy nao
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2.4.4.4, Chi tiéu theo doi
Panh gia mo bénh hoc tdn tao mach mau (CD31, VEGF/CD31)
2.4.4.5. COng cu sir dung trong nghién cizu
- Kinh hién vi phau thuat;
- Thiét bi chiéu laser.
- May cat bénh pham lanh
- Can phan tich, d6 chinh xac 10™g (Sartorius).
- B6 dung cu mé dong vat ¢& nho, kim cho chuét udng, chi phau thuat 6.0
va cac dung cu thi nghiém khéc.
- Hong bengal (Rose bengal dye) ciia Wako Pure Chemical Industries, Osaka, Japan).
- C4c hoa chat nhuém HE.
2.4.4.6. Phwong phdp tién hanh

Phdu thudt gdy dét guy nhéi mau ndo trén chudt

Chuét nhit trang duoc gay mé bai Nembutal duong phic mac véi lidu
40mg/kg thé trong. Boc 16 dong mach canh chung bén phai bang mot duong
rach ving co, dat chi chd tai dong mach nay. Sau do, thuc hién duong rach
giita tai phai va mat phai, bo 16 viing xuong so va co thai duong bén phai. Co
thai duong duoc tach ra khoi xwong thai duwong va day xudng dudi bang bong
tam nudc mudi, cho téi khi dong mach ndo gitta dugc boc 16 [65].

Tién hanh chiéu tia laser vao vi tri ciia dong mach n&o giira bén phai da
duoc boc 16, dong thoi tiém chat nhay cam anh sang hong bengal (20mg/kg),
tiém cham qua tinh mach duéi trong thoi gian 90 gidy. Sau 4 phat chiéu tia
laser, dich vi tri chiéu tia t6i mot diém khac trén dong mach ndo giita bén
phai, gan véi diém chiéu ban dau va tiép tuc chiéu lan 2 trong thoi gian 4
phat. Sau khi chiéu lan 2, tién hanh that dong mach canh chung bén phai, dua
co thai duong phai vé vi tri ban dau, khau da viing mé lai.

Chudt duoc cho ubng thude hodc nude cat hang ngay qua kim cong dau tu,

bat dau sau khi gdy dot quy mot ngay cho dén hét 28 ngay sau gay dot quy.



Vi tri gay

nhoi mau

Hinh 2.1. Hinh anh minh hpa mé hinh gay nhoi mau néo

a. Hé thang mach mau ndo nhin tir duedi 18n va vi tri gay nhaoi mau;

b. Bong mach néo giira nhin qua seo chugt vang béc 19;

c. Chiéu tia laser vao dong mach ndo giira qua hgp so;

d. Sau khi chiéu laser, sy tac mach tgo ra mét ving trang khéng co
Mach mdu xung quanh diém chiéu;

e. Hinh anh nhai mau nao tai déng mach nao gida.

Phdu thudt khong edy dot quy nhoi mau ndo trén chust(sham surgery)

Chudt duoc phau thuat gidng nhu phiu thuat gay nhoi mau (boc 10
dong mach néo gitra, boc 16 dong mach canh chung) nhung khong gay cuc
mau dong (khong chiéu tia laser).

Chudt duoc cho uéng thudc hodc nude cat hang ngay qua kim cong dau
td, bat dau sau khi phiu thuat mot ngay cho dén hét 28 ngay sau phau thuat.
Phan 16 chugt nghién citu va cho ugng thudc

- L6 ching phau thuat (n=8): phau thuat khdng gay nhdi mau + ubng nudc cét.

- L6 chiing nhdi mau (n=8): phau thuat gay nhoi mau + udng nudc cat.

- L6 tri 1 (n=8): phau thuat gay nhdi mau + udng “Théng mach Vintong”
lidu 25,929/kg/24h.

- Lo tri 2 (n=8): phau thuat gay nhdi mau + udng thudc nghién cau liéu
51,84 g/kg/24h.
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2.4.5. Phwong phap danh gia két qua

Nhuom hoa md mién dich danh gia mo bénh hoc tan tao mach mau
VEGF, CD31. Chudt duoc c¢b dinh bang cach truyén dich qua tim V6i
paraformaldehyde 4% sau khi truyén véi dung dich nudc mudi sinh 1y dém
phosphat 0,01 M. N&o chudt dugc Iy ra, ngdm trong sucrose 30% trong 24h &
4°C, va céc lat cit 30 pm duogc cit véi may cit lanh. Hai phan vanh bao gdbm
phan nhdi mau va vé ndo & béan cau ndo bén ton thuong duoc chon. MJi lat cit
chtra hai trudng trong ving ranh giGi thiéu mau cia phan ndo quan tam.

Céc lat cat ndo noi tu do duoc u véi dung dich khoa (blocking solution)
(donkey serum 10% va Triton X-100 0,3% trong phosphate buffered saline)
trong 1 gid & nhiét do phong, sau d6 u véi cac khang thé qua dém & 4°C. Céc
khang thé bao gom rat anti-cluster of differentiation 31 (CD31) antibody (1:50;
BD Biosciences, San Jose, CA, USA Cat# 550274, RRID: AB_393571), rabbit
anti-VEGF (1:500; Santa Cruz, Cat# sc-152, RRID:AB 2212984). Boc va phan
tich hinh anh nhuém héa md mién dich huynh quang trén kinh hién vi dong tiéu
(confocal microscope). Mat d6 vi mach dugc phan tich bang phan mém Image J
(National Institutes of Health, Bethesda, MD, USA).

2.5. Phwong phap xir 1y so liéu

C4c sb liéu duogc trinh bay dudi dang Mean + SD. So sénh théng ké bang
test T-student, sir dung phan mém SPSS 16.0. Su khéc biét c6 ¥ nghia thong
ké khi p < 0,05
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Chuong 3
KET QUA NGHIEN CUU
3.1. Pjc tinh cap cia dich chiét “Théong mach Vintong”
Két qua nghién ctru dugc trinh bay ¢ bang 3.1.
Bang 3.1. Boc tinh cip duong ubng cua dich chiét “Théng mach Vintong”

trén chudt nhat trang.

Lo S6chudt | Liéu dung(g/kg S6 chudt song/chét | S chudt sdng/chét
chu6t | thinghiém thétrong) sau 72 gio sau 7 ngay
L6 1 10 120 10/0 10/0
Lo 2 10 150 10/0 10/0
L6 3 10 180 10/0 10/0
Lo 4 10 210 10/0 10/0
L6 5 10 240 10/0 10/0
LG 6 10 270 10/0 10/0

Chudt nhat trfmg duoc uéng dich chiét “Thong mach Vintong” véi cac
muc lidu khac nhau tir lidu thap nhat 1a 120 g/kg thé trong dén liéu cao nhat 13
270 g/kg thé trong, 0,2mL/10g/1an x 3 lan/ngdy (mdi lan cach nhau it nhét 3
tiéng). Chudt da udng dén lidu 270 g/kg thé trong 1a lidu toi da co thé dung
dugc bang duong udng dé danh gia doc tinh cap cua thude thir nhung khong
c¢6 chudt nao chét, khong xuat hién triéu chimg bat thudng nao trong 72 gio
sau udng thudc 1an cudi va trong sudt 7 ngay sau udng thudc. Nhu vay,
khong xac dinh duoc LDsy cua dich chiét “Thong mach Vintong” theo duong
uéng trén chudt nhat trang. Voi mac lidu cao nhat c6 thé cho chudt udng

trong 24h 1a 270 g/kg thé trong khdng xuat hién doc tinh cap.
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3.2. Két qua nghién ciru ddc tinh ban truong dién.
3.2.1. Anh hwéng cia dich chiét “Théng mach Vintong” Ién tinh trang
chung va s thay déi thé trong ciia chudt cong trang khi ding dai ngay.

a. Tinh trang chung

Chudt cong tring duoc theo ddi hang ngay vé tinh trang chung gém hoat
dong, an uéng, tinh trang 16ng, da, niém mac, chét tiét. Cac chudt & ca 16 chung
va céc 16 dung dich chiét “Théng mach Vintong” déu hoat dong binh thudng.
Chudt 16ng muot, da niém mac binh thuong, dn uéng binh thuong, phan thanh
khuon.

b. Sw thay déi thé trong ciia chugt
Bang 3.2. Anh hudng cta dich chiét “Théng mach Vintong” ddi véi thé trong

chudt (n = 10, x + SD).

Thoi diém XN | Lochimg (1) | Lotril (2) | L6 tri2 (3)

pgiﬁ’a caclo

Trong luwong co thé

Truée thi 185,60 188,00 186,30

nghiém (a) +5,19 + 6,09 + 4,92
212,75 211,85 214,20 P2-1> 0,05
Sau 45 ngay (b) ’ ’ ’ Ps.1> 0,05
+ 8,45 +6,16 + 5,26 02> 0,05

. 226,10 227,20 228,40

Sau 90 ngay (¢) +555 +355 +642

Ptrong cung 16 Pbca < 0101;p0-b<0701 -

Nhan xét:

- Tai thoi diém ban dau, thé trong chudt ¢ cac 16 1a twong duong ( p > 0,05).

- So sanh giita cac thoi diém sau so voi trude thay thé trong chudt cua ca
ba 16 nghién ctru déu tang, su thay ddi c6 ¥ nghia théng ké véi p< 0,01.

- Tai céc thoi diém sau 45 ngay va 90 ngay ubng thudc, thé trong chudt
cac 16 cho udng “Thong mach Vintong” khdng c6 su khéac biét so véi & 16
chung sinh ly (p> 0,05).
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Nhu vay dich chiét “Thong mach Vintong” vdi cac muc lidu va thoi gian
st dung trong nghién ctru khong anh hudng dén sy phét trién thé trong cua
chuot.

3.2.2. Anh hwéng caa dich chiét “Thong mach Vintong” déi véi mot s6
chi tiéu huyét hoc ciia chudt.
Két qua duoc trinh bay & cac bang 3.3, 3.4 va 3.5.

Bang 3.3. Anh huéng cua dich chiét “Théng mach Vintong” Ién sé luong

hdng ciu va ham lugng huyét sic té trong mau chudt (n = 10, X + SD).

Thoi diém XN Loching(l) | L6tril(2) | LOtri2(3) | Pgitacaclo

S6 lwong hong ciu chudt(x10%g/1)

Truoc thinghiém (a) | 7,02+1,01 | 6,90+054 | 6,84+064 | p,,>0,05

Sau45ngay (b) | 7.17£0,76 | 683038 | 6,95+061 | ps,> 0,05

Sau90ngay (c) | 711+1,03 | 6,75+061 | 698+0,69 | P31>0,05

Ptrong cung 16 Pbc-a= 0,05;pc_b > 0,05 -

Ham lwong huyét sic to trong mau chudt (g/dL)

Truoc thi nghiém (a) | 12,46 £ 1,21 | 12,72+0,84 | 12,66 +1,30 | p,,> 0,05

Sau45ngay (b) | 12,80 £1,39 | 12,94+1,26 | 12,79+1,40 | ps2> 0,05

Sau 90 ngay (c) | 1290+1,13 | 12,79+1,40 | 12,81+1,90 | P22>0,05

Ptrong cung 16 Ppc-a>> 0,05;pc»> 0,05 -

Nhan xét:

- So sanh céc 16 v6i nhau trong cling mét thoi diém, s6 lugng hong cau va ham
luong huyét séc t6 trong mau chudt thay doi khong co ¥ nghia thong ké (p> 0,05).

- S0 sanh trong timg 16 gitta cac thoi diém thi nghiém, sb Iuong hdng cau va him
luong huyét sic t6 trong méau chudt thay doi khéng co ¥ nghiia théng ké (p=> 0,05).




41

Nhu vay dich chiét “Thong mach Vintong” véi cac muc lieu va thoi

gian str dung trong nghién ctru chua thiy gay ra cac thay ddi trén cac chi tiéu

ve s0 lugng hong cau va ham lugng huyét sac to trong mau chudt.

Bang 3.4. Anh hudng cua dich chiét “Théng mach Vintong” Ién hematocrit va

thé tich trung binh hdng ciu trong mau chudt (n = 10, X + SD).

Thoi diém XN Lochimg(l) | Lotril(2) | LOti2(3) | Pisacacls
Hematocrit (%)

Trude thinghigm (@) | 32,27 £2,50 | 32,44 £1,97 | 32,25+3,03 | , - 005
Sau 45 ngay (b) | 32,65 2,48 | 32,79 + 2,47 | 32,66 +248 | Ps2> 005
R Ps1> 0,05

Sau 90 ngay (c) |32,61+2725|32,74+1,60 | 3239+3,12

Ptrong cung 16 Pb.c-a = OaOS;pc-b >0,05 i
Thé tich trung binh hong cau (fl)

Trudéc thi nghiém (a) | 47,65 + 1,21 | 46,73 +2,53 | 46,51 +2,96
P21> 0,05
Sau 45 ngay (b) | 46,63 +3,03 | 47,06 +2,74 | 46,62+198 | Ps>>0,05
P31> 0,05

Sau 90 ngay (c) | 46,47 £2,83 | 47,13 +3,02 | 46,95+2,63

Ptrong cung 16

Pb.c-a> 0,05;pcp> 0,05

Nhan xét:

- So sanh c4c 16 voi nhau trong cting mot thoi diém, hematocrit va thé tich trung

binh hong cau trong mau chudt thay doi khong cd y nghia thong ké (p=> 0,05).

- So sanh trong timg 16 giita cac thoi diém thi nghiém, hematocrit va thé tich

trung binh hong cau trong mau chudt thay doi khong c6 ¥ nghia théng ké (p> 0,05).
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Nhu vay dich chiét “Thong mach Vintong” véi cac muc lidu va thoi

gian str dung trong nghién ctru chua thdy gy ra cac thay doi trén cac chi tiéu

vé hematocrit va thé tich trung binh hong cau trong méau chudt.

Bang 3.5. Anh huéng cua dich chiét “Théng mach Vintong” Ién sé luong

bach cAu va tidu ciu trong mau chudt (n = 10, X + SD).

Thoi diém XN | Loching(l) | Lotril(2) Lo tri 2 (3) | Pyizacaclo
S6 lwong bach cau (G/I)
Truwéc thi
nghiém (@) 6,56 +1,21 6,75+1,26 6,59 +1,63 01> 0,05
Sau 45 ngay (b) | 6,34+1,40 6,99+ 1,25 690+213 |P32>0,05
P31> 0,05
Sau 90 ngay (c) | 642+151 6,90+1,71 6,85+2,10
Ptrong cung 16 Pb,c-a = OaOS;pc-b > 0,05 )
S6 lwong tiéu cau (G/1)
Truwoc thi
nghiem (a) 556,20+ 13857 | 527,00+9187 | 511,10+10453 | p, > 0,05
Sau 45 ngay (b) | 552,20+ 87,13 | 549,80 + 101,10 | 51690 +83,00 | P32~ 8’32
1= 0,
Sau 90 ngay (c) | 50640+ 14737 | 53460+ 96,33 | 547309564 | W

Ptrong cung 16

Pb.c-a> 0,05;pcp> 0,05

Nhan xét:

- So sanh cac 16 voi nhau trong cing mot thoi diém, so lwong bach cau va so

luong tiéu cau trong mau chudt thay doi khong co ¥ nghia thong ké (p=> 0,05).

- S0 s&nh trong timg 16 gitra cac thoi diém thi nghiém, s6 luong bach cau va

sO luong tiéu cau trong mau chudt thay doi khong c6 y nghia thong ké (p> 0,05).
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Nhu vay dich chiét “Thong mach Vintong” voi cac mirc liéu va thoi
gian str dung trong nghién ctru chua thiy gay ra cac thay ddi trén cac chi tiéu
vé s0 luong bach cau va sb luong tiéu ciu trong méau chudt.

3.2.3. Panh gia mirc d§ hiy hoai té bao gan khi dung dich chiét “Théng
mach Vintong” dai ngay.

Két qua duoc trinh by & bang 3.6.

Bang 3.6. Anh huéng cua dich chiét “Théng mach Vintong™ ddi véi hoat do

AST va ALT (n = 10, x + SD).

Thoi diém XN | Lochimg(l) | LOtril(2) | LOtri2(3) | Pyigacaclo
Hoat d§ AST (UI/L)
Trusc thi 9830 +
onem @ | 5882282 | DL 095211391 oo
< 2-1 y
Saudsngay | gg7741934| LT 1989941631 | pay> 0,05
(b) 15,37 D3.1> 0,05
Sau 90 ngay (c) | 98,24 + 18,76 9§é8§’5i 90,16 + 12,67
ptrong cung 16 P, ca” 0’05; Peb> 0’05 )
Hoat d§ ALT (UI/L)
Truéc thi 83,05 +
oem (| 8234£1207 | S0 | 802411640 o
\ 2-1 y
SaudSngay | g3 aas1554| O931E 1979441650 | pay> 0,05
(b) 19,94 D3.1> 0,05
Sau 90 ngay (c) | 79,35 + 13,59 717533 | 7606+1663
ptrong cung 16 Pbeca 0,05; Peb > 0,05 )

Nhan xét:

- So sanh cac 16 v6i nhau trong cting mét thoi diém, hoat d cac enzym AST
va ALT trong méau chudt thay d6i khong co ¥ nghia thong ké (p=> 0,05).

- S0 sénh trong timg 16 giita cac thoi diém thi nghiém, hoat dd cac enzym
AST va ALT trong mau ctia chudt thay d6i khong co ¥ nghia théng ké (p> 0,05).
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Nhu vay dich chiét “Thong mach Vintong” véi cac muc lidu va thoi
gian sir dung trong nghién ctru khong lam thay ddi hoat do cac enzym AST va
ALT co ¥y nghia thong ké, cho thay dich chiét “Thong mach Vintong” khong
gay ra huy hoai té bao gan trén chudt nghién ctru.

3.2.4. Panh gia dnh huwéng I&n chire niing gan khi dung dich chiét “Théng
mach Vintong” dai ngay.
Két qua duoc trinh bay & bang 3.7 va bang 3.8.

Bang 3.7. Anh huong caa dich chiét “Théng mach Vintong” 18n céc chi sé

albumin va bilirubin toan phan trong mau (n = 10, X + SD)

Thoi diém XN | Loching(l) | Lotri1(2) | Lotri2(3) | Pyisacaclo

Albumin huyét twong (g/1)

Trude th 21504267 | 22304249 | 2192+294
nghiém (a) p2.1> 0,05
Sau 45 ngay (b) | 2217+202 | 22694240 | 2257+233 | Pa2> 0,05
ps1> 0,05
Sau 90 ngay (c) | 2210+209 | 2215+211 | 22,65+1,95
ptrong cung 16 Po,c-a = 0,05;pc-b > 0,05 -
Bilirubin toan phan (umol/L)
Trudethi | o ) +1025 | 522541568 | 5434+ 1055
nghiém (a) P2.1> 0,05
Sau 45 ngay (b) | 49,27+1749 | 51,95+1599 | 52,23 +12,75 | Pa2> 0,05
Ps1> 0,05
Sau 90 ngay (c) | 50,81+10,04 | 4758+12,03 | 47,12+12,13
ptrong cung 16 Po,c-a = 0,05;pc-b > 0,05 -
Nhan xét:

- So sanh cac 16 véi nhau trong cuing mot thoi di€ém, cac chi s6 albumin va

bilirubin toan phan méau chudt thay d6i khong c6 ¥ nghia théng ké (p=> 0,05).
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- S0 sénh trong timg 10 giita cac thoi diém thi nghiém, cac chi s6 albumin va
bilirubin toan phan mau chudt thay dbi khong c6 ¥ nghia théng ké (p> 0,05).

Nhu vay dich chiét “Thong mach Vintong” véi cac muc lidu va thoi
gian str dung trong nghién ctru khong lam thay ddi cac chi sé albumin va
bilirubin toan phan trong mau chudt nghién ctru.

Bang 3.8. Anh huang cua dich chiét “Théng mach Vintong” 1&n cholesterol

toan phan trong mau (n = 10, X + SD)

Thoi diém XN | Loching(l) | Lotril(2) | Lo tri 2 (3) Pgitta cic 16

Cholesterol toan phan (mmol/l)

Truécthi | 1 971049 | 1044045 | 2,06+ 0,51
nghiém (a)

P21> 0,05

Sau 45 ngay (b) | 2.04+047 | 1924036 | 201 +044 | P17 003

ps2> 0,05

Sau 90 ngay (c) | 1,94+0,34 | 1,95+0,38 | 1,98 + 0,42

Ptrong ciing 16 Pbca>> 0,05; pepr> 0,05 -

Nhan xét:

- So sanh céc 16 voi nhau trong cting mét thoi diém, cac chi sé Cholesterol
toan phan mau chudt thay doi khong c6 y nghia théng ké (p> 0,05).

- So sénh trong timg 16 giita cac thoi diém thi nghiém, cac chi s Cholesterol

toan phan mau chudt thay dbi khéng c6 y nghia théng ké (p> 0,05).
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Nhu vay dich chiét “Thong mach Vintong” voi cac mirc lidu va thoi

gian st dung trong nghién cru khong lam thay ddi cac chi sé Cholesterol toan

phan mau chudt nghién ctru.

3.2.5. Panh gia anh hwéng Ién chic ning than khi ding dich chiét

“Thong mach Vintong”dai ngay.

Két qua dugc trinh by & bang 3.9.

Bang 3.9. Anh huéng cua dich chiét “Théng mach Vintong” 1én ham luong

creatinin mau chuot (n = 10, X + SD)

Thoi diém XN | Lochimg (1) | Lotril(2) | L6tri 2 (3) Pgiita céc 16
Creatinin (umol/l)
Trwoc thi nghiém 84,27 79,93 83,06
() + 13,44 + 10,56 +13,48
P21> 0,05
85,85 86,61 82,05
Sau 45 ngay (b) Ps> 0,05
+ 12,37 + 14,52 +11,51
P31= 0,05
82,40 84,89 80,10
Sau 90 ngay (c)
+ 12,23 +12,91 + 15,52

ptrong cung 16

Poca= 0,05; peyr>10,05

Nhan xét:

- So sanh céc 16 véi nhau trong cung mot thoit di€ém, ham lugng

creatinin mau chuot thay doi khong cé y nghia théng ké (p> 0,05).

- S0 sé&nh trong timg 16 giita cac thoi diém thi nghiém, ham luong

creatinin mau chudt thay doi khong cé y nghia thong ké (p> 0,05).
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Nhu vay dich chiét “Thong mach Vintong” voi cac mirc lidu va thoi
gian st dung trong nghién ctru khong 1am thay d6i ham lugng creatinin trong
mau chudt nghién ctru.

3.2.6. Két qua mo bénh hoc tang cia chugt thi nghiém

Quan sat dai thé bang mét thuong va dudi kinh lap c6 d6 phong dai 25 lan

théy: mau séc, hinh thai cua gan, lach va than & hai 16 dung dich chiét Thong

mach Vintong khong khéc so véi chung.

Anh 1: Hinh anh dai thé gan, lach, than Anh 2: Hinh anh dai thé gan, lach,
chuot 16 chimg (chudt 06, 16 chimg) than chudt16 tr1 1 (chuot 12,16 tr1 1)

UL L L L L L L

T mrmm

Anh 3: Hinh anh dai thé gan, lach, than
chudt16 tri 2 (chudt 24, 16 tri 2)
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Nhan xet anh: Hinh anh dai thé cac tang gan, lach, than cua chudt &
cac 16 tri 1 (anh 2), 16 tri 2 (anh 3), 1a cac 16 cho udng siro “Thong mach
Vintong” , ¢6 mau nau do thdm ddng déu, bé mit nhén, khong c6 u cuc hodc
xuat huyét, c6 dan hoéi khi 4n xubng, khong khac biét so voi hinh anh gan,

lach, than cia chudt ¢ 16 ching (anh 1).

Céac tiéu ban md bénh hoc doc tai Bo mon khoa Giai phau bénh — Phap
y, bénh vién Quan y 103. Két qua nghién ctru vé mé bénh hoc gan, lach, than
chudt cho thay dich chiét “Thong mach Vintong” dung dudng udng véi lidu
15,12 g/kg/24h va liéu 45,36 g/kg/24h lién tuc trong 90 ngay, khong gy ton

thuong trén gan, than, lach cua chudt.

Hinh anh mé bénh hec gan chudt sau 90 ngay udng thudc

worp
e
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Anh 4: Hinh anh vi thé gan chudt 16 Anh 5: Hinh anh vi thé gan chudt 16
chimng (chudt 8, 16 ching). HE, x 400 tr 1 (chudt 16, 16 trj 1). HE, x 400

Anh 6: Hinh anh vi thé gan chuot 16
tri 2 (chuot 22, 16 tri 2). HE, x 400
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Nhén xét danh: Hinh anh vi thé gan dudi kinh hién vi voi do khuéch dai 400 1an
ctia chudt ¢ 16 tri 1 (4nh 5) va 16 tri 2 (anh 6), 1a cac 16 cho udng siroThdng
mach Vintong , khong khac biét so véi hinh anh vi thé gan chudt ¢ 16
chtmg(anh 4). Trén hinh anh khong thay 6 xuat huyét hoic 6 hoai tir, thoai hoa
té bao gan.

Hinh anh m6 bénh hec lach chudt sau 90 ngay uéng thuéc

Anh 7: Hinh anh vi thé lach chudt 16 Anh 8: Hinh anh vi thé lach chudt 16
chting (chuét 9, 16 chumg). HE, x 400 tri 1 (chuot 18, 10 tri 1). HE, x 400

Anh 9: Hinh anh vi thé lach chuot 16
tri 2 (chuot 27, 16 tri 2). HE, x 400
Nhdn xét anh: Hinh anh vi thé lach duéi kinh hién vi v6i do khuéch dai 400 lan
ctia chudt ¢ 16 tri 1 (Anh 8) va 16 tri 2 (Anh 9), 13 cac 16 cho udng siro “Thdng
mach Vintong”, khéng khac biét so v4i hinh anh vi thé lach chudt ¢ 16 ching
(Anh 7). Trén hinh anh thay ving tay tring bat mau xanh tham, tap trung céc
nang lympho Ién. Ving tay do c6 mau xanh do, véi cac xoang nang chira nhiéu

hong cau va mot sé dai thuc bao. Khdng thiy ¢ xuat huyét hoac hoai tir.
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Hinh anh mé bénh hec than chudt sau 90 ngay uéng thudc

e e S
- S - .
—— 5((

Anh 10: Hinh anh vi thé than chudt 16 Anh11: Hinh anh vi thé than chut 16
chimg (chut 3, 16 ching). HE, x 400 tri 1 (chuot 14, 16 tri 1). HE, x 400

Anh12: Hinh anh vi thé than chudt 16
tri 2 (chudt 26, 16 tri 2). HE, x 400

Nhén xét anh: Hinh anh vi thé than du6i kinh hién vi véi d6 khuéch dai 400 lan
ctia chudt & 16 tri 1 (Anh 11) va 16 tri 2 (Anh 12), 1a cac 16 cho udng “Théng
mach Vintong” khong khac biét so v6i hinh anh vi thé than chudt ¢ 16 chung
(Anh 10). C4u trlc cac ving chirc ning than binh thudng.
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3.3. Panh gia tic dung tin tao mach mau nio sau dot quy cia dich chiét
“Thong mach Vintong” trén dong vat thuc nghiém.

Trén tiéu ban nhuom héa md mién dich nhuém CD31 (Cluster of
differentiation 31 — dau 4n 31), 1a protein thuong tim thay trén cac té bao noi
mo, cho phép danh gia mirc d6 tan tao mach. Hinh anh nhuém CD31 véi anh

chup hién mau do cua dau an nay duoc trinh bay & anh 13.
- .
.

Anh 13: Hinh anh héa mé mién dich huynh quang (46 phéng dai x 100)
nhudm CD31 danh gia tan tao mach mau nao sau dot quy, .
(a— 16 chiing phau thugt, b-16 chiing nhoi mau, c-1d tri 1, d-1d tri 2)
Nhan xét:
- 016 ching phau thuat (Anh a), hinh anh héa mé mién dich nhuém CD31

sap xép thanh cac dai to, déu, tuy nhién mat do thwa hon so véi cac 16 khac.
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- O 16 chiing nhdi méu (Anh b), hinh anh héa md mién dich nhuém CD31
sap xép thanh cac dai manh, ngin hon nhung c6 mat 6 day hon so véi & 16 chang
phau thuat.

-0 16tri 1 va 16 tri 2, hinh anh héa mé mién dich nhuom CD31 sip xép
thanh cac dai manh, ngan twong tu 16 ching nhdi mau nhung c6 mét do day hon
S0 véi ¢ 16 ching nhoi mau. Lo dung lidu cao ¢6 xu thé mat do day hon so véi 16
dung liéu thép.

Mat d6 vi mach dugc phan tich bang phan mém Image J. Két qua duoc
trinh bay ¢ bang 3.10.

Bang 3.10. Mat d6 vi mach & cac 16 chuot nghién ciru (n = 08, X + SD)

L6 nghién ctu Mat d6 vi mach (%) Giatrip
L6 chiing phau thuat (1) 8,26 +1,61
L6 ching nhoi mau (2) 10,10 +2,02 P2.1>0,05
P342<0,01
Lotri1(3) 14,58 +2,88 Ps> 0,05
LOtri 2 (4) 15,32 3,08
Nhan xét:

- S0 véi 16 chung phau thuat, mat d6 vi mach & 16 ching nhéi mau cao hon
nhung khéng c6 y nghia théng ké (p > 0,05).

- S0 véi 16 chitng nhdi mau, mat dé vi mach & cac 16 tri 1 va 16 tri 2 déu
cao hon c6 y nghia thong ké (p < 0,01).

- So sanh gitra 2 16 tri 1 va tri 2, mat do vi mach ¢ 16 tri 2 1a 16 dung théng
mach vintong liéu cao c6 xu huéng ting so véi & 16 tri 1 12 16 dung thong mach

vintong liéu thap, tuy nhién chua c6 su khéc biét co ¥ nghia thong ké.
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Anh 14: Hinh anh héa mé mién dich huynh quang nhan kép (d6 phong dai x 400) nhuom
CD31 (mau xanh) va VEGF (mau do) danh gi4 tn tao mach mau nio sau dot quy .
(a— 16 chuing phau thugt, b-16 chiing nhai mau, c-16 tr; 1, d-16 trj 2)
Nhan xét:

- O 16 chang phau thuat (Anh a), hinh anh VEGF c6 mat do thua.

- O 16 chiing nhdi mau (Anh b), hinh anh VEGF ¢6 mat do day hon so
vé6i & 16 chitng phau thuat.

-0 16tri 1 vald tri 2, hinh anh VEGF c6 mat do day hon so véi ¢ 16 ching

nhdi mau. Lo dung liéu cao cd xu thé mat do day hon so vai 16 ding liéu thap.
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Chuong 4
BAN LUAN

4.1. Ban luin vé ddc tinh cip ciia bai thude “Thong mach Vintong” trén
dong vat thuc nghiém

Theo huéng dan caa T chic Y té thé gigi, ngoai trir cac bai thudc cd
phuong duogc chiét xuat theo phuong phép truyén théng, tat ca cac thude co
ngudn gbc tir duoc liéu déu phai danh gia doc tinh cp va ban trudng dién trén
dong vat thuc nghiém truéc khi dua vao thir nghiém trén ngudi. Bai thude
“Théng mach Vintong” 1a bai thuéc nghiém phuong, do d6 1a ddi twong can
dugc danh gia vé doc tinh cap va ban truong dién [61].
4.1.1. Vé djc tinh cdp cia bai thusc “Théng mach Vintong™

Poc tinh cap 1a nhitng tac dung khdng mong muédn xay ra sau khi ding
mot chat trong vong 24 gio [60]. Pong vat (thuong ding chudt) dugc dung
thudc trong 24 gio va duoc quan st trong 1 tuan dé xac dinh cac triéu chiing
doc (néu cd) [60], [61]. Chudt nghién ciru duoc lwa chon bao gom ca chuot
duc va chudt cai, két qua nghién ciru vi thé bao ham cho ca 2 giong. Puong
dua thudc sir dung 13 dudng ubng, theo ding nhu dudng du kién sir dung trén
nguoi. Khi sir dung duong uéng, dé bao dam cho chudt dung dugc mot luong
thudc 16n véi @6 chinh xac cao, viéc dua thude cudng bic vao da day chuot
qua kim cong dau ti chuyén dung duoc thuc hién. Thao tac nay cd thé gay ton
hai duong thuc quan da day gay xuat huyét hoic thung da day, hoic c6 thé
dua nham thudc vao duong hd hap gy sic thude, suy hd hap 1am chudt chét.
Ngoai ra thao tac bat chudt néu thuc hién khong tét sé gay ton thuong chudt,
tham chi c6 thé 1am chét chudt. Chinh vi vay thao tac nay duoc tién hanh boi
mot k§ thuat vién cé kinh nghiém, bao dam viéc dua thudc vao da day ruot
véi mot luong chinh xac ma khdng gay ton thuong cho chudt [11].

Viéc theo dbi danh gid tinh trang chung cta chudt, ciing nhur s6 chudt chét
& mdi 16 doi hoi cac nghién ciru vién ¢6 kinh nghiém va phai theo doi thuong
xuyén lién tuc, tranh viéc dé sot cac dau hiéu bi doc. Khi tién hanh cong viéc
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theo ddi ndy, ching tdi lubn phan thanh ca véi mdi ca it nhat c6 2 nghién cu
vién cd kinh nghiém, va viéc theo ddi duoc tién hanh lién tuc. Viéc phau tich
chudt dugc chuan bi sén sang dé néu ¢ chudt chét can phai tién hanh phau tich
ngay nhiam danh gia nguyén nhan gy chét chudt. Cac nguyén nhan gy chét
chudt 6 thé 1a do doc tinh cua thude nhu gay kich thich than kinh 1am chudt co
giat, suy ho hap va chét; hoac gay suy gan, suy than; nhung ciing c6 thé do di
long nhiéu gay rdi loan dién giai ma chét; do tic rudt; do ton thuong gy chay
mau trong... Trong nghién ctu vé doc tinh cdp cua bai thudc “Théng mach
Vintong”, khéng c6 chudt nao bi chét nén khdng cé bat ky cac nguyén nhan nao
ké trén.

Nghién ctru doc tinh cap dudng udng trén chudt nhat tring, chudt duoc
cho udng bai thudc “Thdng mach Vintong” liéu ting dan tir 120g duoc liéu/kg
thé trong dén liéu cao nhat 1a 270g duoc lidu/kg thé trong. Muc lidu 270g
duoc liéu/kg thé trong 1a liéu Ién nhat cé thé cho chudt nhat trang ubng dugc
trong 24 gio, nhung khong co chudt nao chét va khong thay biéu hién bat
thuong nao & chudt. Liéu du kién c6 hiéu qua khi ding trén chudt nhat trang
la 25,92g/kg/24h. Mrc lidu 270g duoc liéu/kg thé trong gap 10,4 1an muc lidu
25,92g/kg/24h. Nhu vay chudt da dugc cho ubng muc liéu gap 10,4 lan muc
lidu du kién c6 hiéu qua, cac chudt van khoe manh, 16ng muot, mit trong, an
udng va hoat dong binh thuong, khdng c6 chudt nao chét.

Viéc chua tim thay LD50 cua bai thuéc “Thdng mach Vintong” theo
duong udng trén chudt nhat trang véi muc lidu cao nhat ¢ thé cho chudt udng
trong 24h (gap 10,4 lan muc lidu dy kién c6 hiéu qua), cling véi viéc khéng phat
hién thay cac biéu hién bat thuong cua tinh trang bi doc khi ding thude liéu cao,
ching to bai thuc “Théng mach Vintong” c6 tinh an toan cao, khoang an toan
diéu tri rong.

4.1.2. Vé djc tinh bdn trwong dién cia bai thuéc “Théng mach Vintong”

Nghién ctru doc tinh ban truong dién duoc thuc hién bﬁng cach cho dong

vat thi nghiém udng thudc thir hang ngay lién tuc trong mot khoang thoi gian
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nhét dinh. Thoi gian ding thudc thir phy thudc vao thoi gian ding trén 1am sang
[7]. Theo hudéng dan ctia To chie Y té thé gidi [61] va quy dinh ciua Bo y té
Viét Nam [7], thoi gian nghién ctru ban truong dién trén dong vat thuong gap
4 1an thoi gian du kién dung trén ngudi. Tuy nhién, néu nghién ctru trén dong
vat trong thoi gian qua dai, dic biét khi cho dong vat dung thudc cudng birc
(qua kim cong dau ti1), mot s6 yéu to nhidu c6 thé anh huong dén két qua
nghién ctru. Vi vay, néu thoi gian dy dinh st dung trén ngudi 1a dung hang
ngay trén 30 ngay thi thoi gian nghién ctru ban trudng dién trén dong vat 1a 3
thang [39]. Nghién ctru ban truong dién cta bai thuéc “Théng mach Vintong”
duoc thyc hién trong thoi gian 3 thang (90 ngay), véi muc tiéu nham bao dam
viéc danh gia duoc tinh an toan cta ché pham khi du kién str dung trén nguoi
hang ngay trén 30 ngay.

Poc tinh ban truong dién cta bai thudc “Théng mach Vintong” duoc
thuc hién trén chuot céng tréng, s6 luong chudt moi 16 1a 10, va gém 3 16: mot
16 chimg sinh 1y; mot 16 dung thude véi mie liéu twong dwong muc lidu du
kién diéu trj (quy d6i theo hé sb liéu ¢ chudt cong tring gip 7 1an lidu & nguoi
khi tinh theo thé trong); va mot 16 dung liéu gap 3 lan liéu 1. Viéc thiét ké cac
mtc liéu va sé luong nhu vy nham dam bao do tin cdy cia nghién ciu va
tuan theo qui dinh ctia Bd Y té trong danh gid tinh an toan cua thude [7].

Céc chi tiéu dé danh gia doc tinh ban truong dién bao gdm: tinh trang
chung va thay doi thé trong, cac chi ) huyét hoc, céc chi sd sinh hoa danh gia
chirc ning gan, than va dic diém giai phiu bénh cia gan, lach, than. Két qua
nghién ctru doc tinh ban trudng dién sau 90 ngay trén chudt cong trang cho thay:

* Tinh trang chung va su thay doi thé trong

Tinh trang chung va can ning cta dong vat thuc nghiém 1a cac chi sd
nghién ciru bt budc theo ddi trude khi dung thude va dinh ky trong thoi gian
ding thudc [39]. Trong sudt thoi gian nghién ctu, chudt & ca ba 16 déu hoat
dong binh thuong, 16ng muot, da niém mac binh thuong, in uéng binh thuong,

phan thanh khuén. Su phat trién can ning ctia chudt & cac 16 binh thuong.



57

*Anh hwong cua bai thuéc “Théng mach Vintong” dén chike ning tao mau

Céc chi so trong xét nghiém té bao mau ngoai vi cd gié tri 16n trong viéc
danh gia chirc nang tao mau [60]. Vi vay, chung t6i danh gia anh huong caa bai
thudc “Thong mach Vintong” dén chirc phan tao mau thdng qua cac chi s6 huyét
hoc gom: s6 lwong hdng cau, thé tich trung binh hong ciu, ham lwong
hemoglobin, hematocrit, s6 lwong bach cau, cong thic bach cau va sb lugng tiéu
cau. Ngoai ra, hinh anh dai thé va vi thé lach, mot co quan quan trong phan anh
chirc ning tao méau va doi séng cua cac té bao mau [39] ciing dugc danh gid.

Ké&t qua nghién ciu cho thy, xét nghiém mau vé cac chi sé huyét hoc tai
céc thoi diém sau udng bai thudc “Théng mach Vintong™ trong 45 va 90 ngay
khéng co su khéc biét cd y nghia so véi 16 ching va so vai trude khi ding thude
& tat ca cac chi s6 nghién ciu (p > 0,05). Hinh anh vi thé va dai thé lach chuét
binh thuong.

Cac két qua nay phan anh bai thuéc “Thong mach Vintong” & ca hai
muc liéu da dung, khong gay anh huong xau Ién chic ning tao mau va doi
séng hong cau cua chudt sau 90 ngay udng thudc thir.

* Anh hweng cua bai thuoe “Théng mach Vintong” dén gan

Gan la mot tang 16n nhat cua co thé, vira ¢6 chirc ning ngoai tiét, vira co
chic nang ndi tiét, vira 1a kho du trit caa nhiéu chat, vira Ia trung tam chuyén
h6a quan trong cua co thé va cé tinh chat sinh mang [38]. Vi vay, nghién cau
anh huong caa thudc dén gan 1a rat can thiét khi danh gia doc tinh cua thude
[39].

Khi dua thudc vao co thé, thudc cé thé gay doc véi gan, 1am ton thuong
gan. Su ton thuong té bao gan lam ting hoat d6 cua mdt s6 enzym cd nguon
géc gan trong huyét thanh, quan trong nhat 1a 2 enzym ALT (Alanin
transaminase) va AST (Aspartat transaminase). ALT 1a enzym c6 nhiéu nhat
& gan, khu tri trong bao tuong cua té bao nhu mé gan. Khi ton thuong hiy
hoai té bao gan, tham chi chi can thay d6i tinh thim cua mang té bao gan,
hoat @6 ALT trong méau da tang cao. Khac véi ALT, 2/3 AST khu trd trong ty
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thé (mitochondria) va chi it hon 1/3 luong AST khu tr(i ¢ bao tuong cua té
bao. Khi ton thuong té bao gan & muc do dudi té bao, AST trong ty thé duoc
giai phong ra. Do @6, khi ton thuong gan, AST va ALT déu tang rat cao so
V61 binh thuong, nhung mirc do tdng cia ALT cao hon so voi AST, tang sém
trudc khi ¢6 vang da, ¢ tuan dau vang da [38], [39]. Trong nghién ciu nay,
hoat do ALT va AST trong mau chudt & hai 16 udng bai thudc Théng mach
Vintong khong c6 sy khac biét c6 y nghia so vai 16 chung va khi so sanh gitra
cac thoi diém truéc va sau khi ubng thudce thir 45 va 90 ngay, chang to ca 2
lieu bai thudc Thong mach Vintong da ding déu khong gay ton thuong hay
hoai céc té bao gan. K&t qua md bénh hoc ciing phu hop véi két qua xét
nghiém hoéa sinh mau. Hinh anh dai thé va vi thé gan ¢ ca hai 16 uéng bai
thudc "Thong mach Vintong" déu c6 cau tric té bao gan binh thuong, khoang
ctra VA mach mau binh thuang gidng nhu 16 chang, khong thay hinh anh ton
thuong vi thé gan.

Bilirubin 1a san pham thoéi héa cua hemoglobin & lugi noi mac véng
md nhu gan, lach, tuy xuong. Trong nghién ciu nay, chi sb bilirubin toan
phan trong mau duoc danh gia trudc hét nham danh gia xem thudc c6 doc tinh
Vv6i gan khong (nhu gdy hay hoai té bao gan, gay tac mat, 1am suy giam chuc
nang lién hop cua gan... s& lam tang bilirubin trong mau). Pong thoi, chi sd
nay ciling cho phép danh gia thudc c6 gay anh hudng dén doi song hong cau
khong (nhu giy doc lam tan mau ciing dan dén tang billirubin). Két qua
nghién ciu cho thay chi sb Billiribin trong mau binh thudng, dugc xem la mot
tiéu chi noi 1én ché pham khong gay doc véi gan, ciing nhu khong anh huong
dén doi sbng hong cau.

Albumin 1a loai protein quan trong nhat caia huyét thanh. Albumin tham
gia vao hai chirc niang chinh 1a duy tri tir 70 dén 80% ap luc tham thau trong
huyét twong, ddng thoi lién két van chuyén céac chat ¢ dang phan ta nho nhu
bilirubin, cac acid béo hoic thudc co bén trong mau. Gan 1a noi tong hop
protein chinh cho nén khi noi tang nay bi ton thuong thi s& kéo theo chuc
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nang gan bi suy giam. Piéu nay din dén viéc hap thu cac chat dinh dudng
protein khong tot hoic bi dinh tré dan t6i su tdng hop Albumin kém, do d6
viéc xét nghiém chi s6 nong 6 Albumin cé trong mau cé gia tri trong déanh
gia tén thuong chic ning gan. Két qua nghién ciru cho thay bai thube “Thong
mach Vintong” dung & ca 2 mac liéu dung, trong 90 ngay khdng gay anh
huong 1én chi s Albumin mau chudt, 1a mot chi tiéu chiing to ché pham
khong gay doc dbi véi gan (khong 1am anh hwong chtc ning tong hop
Albumin cua gan).

Cholesterol 1a mot thanh phan cua lipid méau, dong thoi dong vai tro
quan trong trong hau hét cac hoat dong caa co thé. Cholesterol 1a mot yéu t6
khong thé thiéu trong qua trinh hoat dong cua té bao soi than kinh, cling nhu
trong viéc san xuat mot sé loai hormone, gitup co thé hoat dong binh thudng
va khoe manh. Cholesterol toan phan duoc tong hop & nhiéu md khac nhau
nhung chi yéu 12 & gan (75%) va té bao thanh rudt. N6 duoc sir dung dé phat
hién nguy co vita xo dong mach va dé chan doan va theo ddi diéu tri cac bénh
c6 lién quan dén ndng do6 cholesterol ciing nhu cac réi loan chuyén hda lipid
hay lipoprotein.

Két qua nghién ciu cho thay dich chiét “Théng mach Vintong” véi cac muc
liéu va thoi gian sir dung trong nghién catu khong lam thay d6i cac chi s6
Cholesterol toan phan méau chudt nghién cau.

* 4nh huong cia bai thusc “Théng mach Vintong” dén thdn

Trong danh gia doc tinh cua thudc, anh huong cua ché pham téi gan va
than 1a yéu cau bat buoc phai danh gia [39]. Thtr nhat, day 1a 2 co quan rét
quan trong trong qué trinh chuyén héa va thai trir thudc. Thi hai, day 13 hai co
quan dé bi ton thuong nhat khi dung thudc. Than dé bi ton thuong khi ding
thudc do dic diém caa né 1a co quan thai trir, dao thai cac chit ra ngoai co thé
qua nudc tiéu. Dé tao thanh nudc tiéu, qua trinh loc ¢ than cac mé than sé& cé
nhiéu mau qua nhat, thoi gian va luong cac chat chuyén hoad ma md than tiép

xtc thuong la nhiéu [38]. Céc thudc va san pham chuyén hoa cua thudc
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thuong 1a nhitng chat la dbi véi co thé, khi qua than co thé gay doc va lam ton
thuong than, tir d6 anh hudng dén chic nang than.

Hién nay, creatinin 1a chi sé thuong duoc dung dé danh gia va theo
ddi chuc nang than [7], [39]. Nguyén nhan 1a do Creatinin 1a thanh phan
dam trong méau 6n dinh nhat, gan nhu khéng phu thudc vao ché do an hoac
nhiing thay doi sinh Iy ma chi phu thudc vao kha nang dao thai cua than.
Khi cau than bi ton thuong, ndng do creatinin méau tang sém va tin cay.
Trong thi nghiém nay, két qua dinh lugng creatinin trong mau chuét ¢ ca 2
16 ubng bai thudc Thong mach Vintong & ca 2 mac liéu dung, luong
creatinin sau 45 va 90 ngay udng thubc tht khong cé sy khéac biét cd y
nghia thdng ké so vai 16 ching cling nhu so sanh gitta hai thoi diém truéc

va sau khi ubng thuéc thir (p > 0,05).

Ngoai chi sé creatinin, chi s6 Albumin mau ciing duoc dung dé danh
gia xem c6 ton thuong ¢ than hay khdng. Mc nong ¢6 Albumin thap ciing c6
thé phan anh tinh trang ton thuong hodc hu hai cua than do khong thé ngan
chan Albumin rd ri tir mau vao nudc tiéu va mat di nhanh chéng [39]. Trong
truong hop nay, xét nghiém nong do Albumin bén trong nudc tiéu dé co thé
xac dinh chinh x4c hon. Trong nghién ctu ndy, viéc ding bai thude “Théng
mach Vintong” trong thoi gian dai khong bi anh huang 18n nong d6 Albumin

mau, va cling 12 mot bang chang ching té khong gay ton thuong than.

Cac két qua ¢ trén ciing hoan toan phu hop véi két qua vé mo bénh
hoc than. Quan sét dai thé than cua tat ca cac chuot nghién ctu, cau tric vi
thé than cua 30% sé chudt thuc nghiém & mdi 16 cho thiy: & hai 16 udng
bai thudc “Thong mach Vintong”, hinh anh cau trlc vi thé céc ving chirc
nang cua than binh thuong nhu chuét 16 chung.

Theo y hoc ¢6 truyén cac duoc lidu trong bai thude déu 1a nhing vi
duoc lidu duoc st dung l1au nam trong y hoc ¢o truyén. Trong sé cac vi

thubc nay, Thuy diét 1a vi thuéc can quan tdm vi cd thé gay doc tinh nhe,
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dic biét tac dung gay chay mau khi dung qua liéu. Liéu ding trong dan
gian khi dung ¢ dang thudc sic d6i véi duoc liéu nay 1a 3-6g/ngudi/ngay.
Trong bai thudc “Thong mach Vintong”, Thuy diét dugc ding véi liéu 5g
la muc lidu trung binh. P& giam doc tinh cua duoc liéu, phuong phap
thuong dung 1a bao ché giam doc tinh hodc két hop duoc liéu dé giam doc
tinh. “Théng mach Vintong” 1 bai thuéc gom 13 vi thudc: Dinh ling,
Nguu tit, Ha tha 6, Son tra, Tam that, Dia long, Thay diét, Pong trung ha
thao, Xuyén khung, Xich thugc, Chi xac, Cdc hoa, Bach qua. Trong bai
Pinh ling, Nguu tat, Tam that, Xich thugc ¢ tdc dung hoat huyét, thong
kinh lac, bo khi huyét can than; Ha thu 6 dudng huyét, Xuyén khung ly khi
trong huyét, trir phong, giam dau; Chi xac, Son tra, Bach qua héa dam, 1y
khi, hanh &; Pong trang ha thao ich phé, than, bo tinh tuy, hoa dom; Dia
long thanh nhiét, tran kinh, théng kinh lac; Clc hoa thanh nhiét, giai doc,
tan phong, minh muc két hop véi dia long lam ting thém tac dung thanh
nhiét, tan phong. Thuy diét hoat huyét, giai thong o tré, tan huyét khoi. Céc
vi thudc trong bai phéi hop c6 tac dung chinh hoat huyét, khi @, hanh khi.
Céc vi thude duoc phdi két hop theo diing nguyén 1y y hoc ¢o truyén gilp
giam doc tinh, tang tac dung diéu tri. Két qua thuc nghiém cho thay véi céc
muc lidu va thoi gian diéu tri, bai thudc “Thong mach Vintong” an toan.
Két qua nay budc dau cho thay su hop ly trong phdi hop céc vi thudc trong
bai thudc.

4.2. Ban luin vé tac dung tin tao mach mau ndo sau ddt quy cia bai
thudc “Thong mach Vintong” trén dong vit thwe nghiém.

Sau khi bi nhdi méau ndo, ving ndo ton thuong thiéu méau, doi hoi
nhitng dap Gng cia co thé ddi vai tinh trang thiéu mau d6. Mot trong nhiing
co ché dap ung cua co thé d6 1a sy ting tan tao mach, dic biét ¢ ving giép
ranh tén thuong, nham ting kha ning cung cip mau dén ving tén thuong. Két

qua nghién ctru ciing cho thay rd hinh anh ting tan tao mach ¢ 16 gay nhoi
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mau so véi 16 chitng phau thuat (anh 13). Pay 1a mot dap tng tich cuc cua co
thé, gilp cho qué trinh hdi phuc ton thwong. Dich chiét bai thubc “Théng
mach Vintong” khi cho chuét udng da 1am tiang dap ang nay, thé hién qua két
qua su tan tao mach ¢ 2 16 chudt udng “Théng mach Vintong” ting cao hon
so Vi 16 ching nhdi méau (anh 13). Chi tiéu danh gia qua trinh tan tao mach
dugc danh gia thong qua hinh anh nhuém hoad mé mién dich cho biéu hién
CD31 va VEGF. CD31 (Cluster of differentiation 31 — diu 4n 31) la protein
thuong tim thay trén cac té bao noi md. Trong hinh anh nhuém CD31 & ndo,
cac té bao noi moé chu yéu nam & 16ng mach mau, nén su biéu hién cua hinh
anh nay gian tiép thé hién hinh anh caa céc vi mach mau o ndo. Vi thé, chi sb
mat d6 vi mach duge do boi phan mém Image J trén co s& hinh anh nhuom
CD31 cua ndo duoc dung dé danh gia dinh luong ddi véi kha ning tan tao
mach. Két qua danh gia ciing cho thay rd su ting mat do vi mach & cac 16
chudt udng “Théng mach Vintong” (bang 3.10). VEGF (Vascular endothelial
growth factor - Yéu té tang truong noéi mé mach mau), 1a mot protein tin hiéu
duoc san xuat boi cac té bao kich thich su hinh thanh mach mau. Viéc ting
biéu hién VEGF & tiéu ban ndo chudt udng “Théng mach Vintong” 1a mot
bang chiing khach quan quan trong khang dinh tac dung kich thich tan tao
mach cua bai thudc. Viéc dinh luong VEGF can duoc tién hanh bang ky thuat
western blot, [a mét ky thuat hién dai va cling kha phuc tap. Trong nghién ctru
nay ching t6i chi danh gia VEGF théng qua hinh anh nhuom mién dich
huynh quang kép, két qua thu duoc ciing kha rd rang. Tuy nhién, viéc danh
gia dinh luong yéu t6 nay, cling nhu danh gia sau hon vé cac con dudng, co
ché tac dung cuaa bai thudc “Théng mach Vintong” trén md hinh gay nhdi mau
ndo ciing can duoc tién hanh thém ¢ cac nghién cuu tiép theo.

Theo y hoc hién dai tdc dung duoc ly cua bai thudc co thé duoc ly giai
do ban than cac dugc liéu thanh phan c6 hiéu qua tot dbi véi tai tao than kinh,

mach mau ndo, khi phdi hop hop 1y véi nhau tao nén duoc tac dung hiép
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d6ng. Achyranthes bidentata (Nguu tat), c6 tac dung ting téc do tai tao day
than kinh ngoai vi cua tho, giam quéa trinh chét té bao do glutamate gay ra &
cac té bao than kinh hai ma [66], [45], [46]. Polygonum multiflorum Thunb.
(Ha thu 6), dugc str dung rong rai nhu mot loai thude bd va chéng 140 hoa.
TSG (2,3,5,4"-Tetrahydroxystilbene-2- O - B -D-glucoside) duoc trich xuat tir
Ha tha 6 da duoc chitng minh 1a mot chat chdng oxy hoéa, wc ché qué trinh
apoptosis va bao vé cac té bao than kinh, duoc st dung trong diéu tri va du
phong bénh Alzheimer, bénh Parkinson, va tén thuong do thiéu mau cuc
bo/tai tudi mau ndo [69]. Tam that: (Notoginsengnosides) duoc chiang minh
c6 tac dung lam tang tong hop chat hoat hoa plasminogen loai mé (t-PA) va
giam hoat dong cua chat ¢c ché chat hoat hoa plasminogen-1 (PAI-1) trong té
bao ndi Mo cia nguoi dugc nudi cdy tir cac nguon mach mau khac nhau.
Thubc dugc st dung trong mét sd bénh Iy nhdi mau ndo, nhéi mau co
tim...Nam 1991, Mihara et al. phat hién ra rang giun dat thuoc ho
Lumbricidae c6 thé truc tiép phan giai fibrin va hoat héa plasminogen [70].
Enzyme tiéu soi huyét cia giun dat (EFE) gilp 1am tiéu soi huyét, 1am giam
d6 nhot cia mau, giam két tap tieu cau, va thuc day tan huyét khoi trong mau
[70], do d6 duoc nghién ctu lam tan huyét khéi duong uéng [71]. Ginkgo
biloba 1a mot loai thudc ¢b truyén da dugce sir dung trong nhiéu chiing rdi loan
khac nhau trong nhiéu thé ky. Chiét xuat Ginkgo biloba (EGb), EGb761, chtra
cac loai flavone glycoside va terpenoide khac nhau. EGb761 da duoc chung
minh c6 tac dung tét trén mo hinh gay nhdi mau ndo nho kha ning chdng oxy
hoa cua nd. EGb761 lam ting cac chat chdong oxy hoa (glutathione va
superoxide dismutase), lam giam sy ting c4c san pham cua qua trinh oxy hoa
(malondialdehyde, nitric oxide) khi danh gia trén chudt gay tic mach néo gitra
[72], [731, [74], [75].
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KET LUAN
1. Vé doc tinh cdp va ban trwong dién caa bai thuéc “Thdng mach
Vintong” trén dong vat thuc nghiém.
1.1. Péc tinh cdp theo dwong uéng trén chugt nhdt trang

Chua tim thay LD50 cua bai thubc “Théng mach Vintong” theo
duong ubng trén chudt nhit trang. V&i mac liéu cao nhat ¢é thé cho chudt
uéng 1a 270g duoc liéu/kg can ning chudt, ma khéng gay chét chudt nhat
trang thuc nghiém chang to bai thudc “Théng mach Vintong” c6 khoang an
toan diéu tri rong.

1.2. Péc tinh bdn trwong dién trén chugt céng trang

Trén cac 16 chudt cong trang uéng bai thudc “Théng mach Vintong”
licu 15,129 dugc lidu/kg/ngay va liéu 45,369 duoc liéu/kg/ngay, lién tuc trong
90 ngay cho thay:

- Tinh trang chung gém hoat dong, an uéng, tinh trang 1dng, da, niém
mac, chat tiét ctia chudt binh thudng.

- Khéng gay anh huong dén su phat trién can nang cua chudt.

- Khong 1am thay d6i céc chi s6 huyét hoc (sé luong hong cau, bach
cau, tiéu cau, nong do huyét sac td, hematocrit, thé tich trung binh hdng cau).

- Khong lam thay d6i cé4c chi tiéu sinh hdéa méau bao gom hoat do céc
enzym AST, ALT, Albumin, Creatinin va Cholesterol toan phan.

- Khéng gay ton thuong mod bénh hoc gan, lach, than.

Nhu vay bai thudc “Thdng mach Vintong” an toan ¢ cac muc lidu ding
va thoi gian sur dung trong nghién ciu thuc nghiém trén chudt cdng tring.

2. Két luan vé tac dung tan tao mach mau ndo chudt sau dot quy cia bai
thudc “Théng mach Vintong”.

Dich chiét nudc bai thuoc “Thong mach Vintong” lieu 25,92g/kg/24h
va lidu 51,84g/kg/24h c6 tac dung ting tan tao mach ndo trén md hinh gay
nhdi méau ndo ¢ chudt nhat trang, thé hién:

- Lam tang biéu hién CD31 (Cluster of differentiation 31 — dau an 31)
trén tiéu ban nhudém héa md mién dich. CD31 1a protein thuong tim thay trén

c4c té bao noi md. Trong hinh anh nhudm CD31 & ndo, cac té bao ndi md chi



65

yéu nam ¢ 1ong mach mau, nén su biéu hién ciia hinh anh nay gian tiép thé
hién hinh anh cua cac vi mach mau & nao.

- Lam tang chi s6 mat do vi mach duoc do boi phan mém Image J trén co
s¢ hinh anh nhuém CD31 cta ndo (p < 0,01 so véi 16 chang gay nhdi mau).

- Lam tang biéu hién VEGF (Vascular endothelial growth factor

- Yéu td tang truong ndi mé mach mau), 1a mdt protein tin hi¢u dugc

san xuat boi cac té bao kich thich sy hinh thanh mach mau.
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KIEN NGHI
- Tiép tuc nghién ctru sau hon Vé tac dung va co ché tac dung cua bai
thudc “Théng mach Vintong” trén thuc nghiém.
- Panh gi4 tinh an toan va tac dung dy phong, diéu tri nhéi méu ndo cua

bai thubc trén 1am sang.
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