PHAN A: GIOI THIEU LUAN AN

PAT VAN PE

Tai bién nhoi méu ndo (NMN) 1a bénh ly than kinh pho bién
trén thé gisi va Viét Nam, chiém 80 - 85% trong tai bién mach no
noi chung. Ty I¢ tir vong cao, ding thir ba sau bénh tim mach, ung
thu. Y hoc hién dai (YHHD) diéu tri hiéu qua giai doan cap bang
thudc tiéu soi huyét va cac ki thuat can thiép cao nhu phau thuat,
nong mach, dit stent. Y hoc ¢b truyén (YHCT) déng vai tro quan
trong trong diéu tri sau giai doan cap va phuc héi cac di ching than
kinh bang cac phuong phap dung thuéc hay khong dung thude nhu
cham ctru, xoa b6p bam huyét.

Xuat x@ Hoat huyét an ndo (HHAN) tir bai "Truc @ hoat
huyét dan" giam hai vi Kim ngan hoa va Thé phuc linh, gia Pia
long. Nghién ciru thuc nghiém chirng minh HHAN cé tac dung
chéng déng méau tuong dwong vai Sintrom va cai thién tri nhs. Bé
danh gia tac dung "Hoat huyét an ndo" trén bénh nhan nhdi mau
ndo, chdng toi thuc hién hai muc tiéu: 1. Nghién cizu doc tinh cap,
déc tinh ban trwong dién cua vién nang Hogt huyét an ndo trén
thiec nghiém. 2. Ddanh gid tdc dung phuc hoi chire ndng vin dong
va tac dung khéng mong muon cua vién nang Hogt huyét an ndo ¢
bénh nhan nhoi mau néo trén léu sau giai doan cap.

NHUNG PONG GOP MOI CUA LUAN AN
Y nghia khoa hoc

Hoat huyét an nio c6 ngudn gdc thao dugc, bao ché dang vién



nang trén day truyén hién dai. Kiém nghiém chat lugng san pham
dat tiéu chuan. Thubc khong giy doc tinh c6 tac dung phuc hoi
chirc ning van dong gilp thay thuc va bénh nhan cd thém Iya
chon ché phém diéu tri, phuc hdi chirc nang hiéu qua va an toan.
Y nghia thye tién

TBMN c6 xu hudng gia ting va tré hda, di chimg bénh nang ,
giam chét luong séng cho nguoi bénh. Viéc nghién ciru tim ra ché
pham YHCT an toan, tién ich, hiéu qua diéu tri phuc hoi chirc ning,
phong bénh 14 huéng nghién ctru ding, ¢6 Y nghia thuc tién cao.
Nhirng dong gép méi

Vién nang HHAN khong giy doc tinh cap va khong gay doc
tinh ban truong dién

Hoat huyét an ndo cai thién van dong hiéu qua theo cac bang
diém Orgogozo, Barthel va Rankin. két qua diéu tri & nhdm NC tét
hon nhém C (p< 0,001) va cai thién chirc ning van dong o thé khi
hu huyét & tét hon thé khi tré huyét .

CAU TRUC LUAN AN

Ludn an gdm 131 trang, dat van dé&: 02 trang. Chuong 1: Tdong
quan 34 trang. Chwong 2: Chat liéu, ddi tugng va phuong phap
nghién ctru 14 trang. Chwong 3: Két qua 36 trang; Chuong 4: Ban
luan 38 trang; Két luan: 02 trang; Kién nghi: 01 trang. C6 187 tai
liéu tham khao, trong d6 121 tai liéu tiéng Viét, 23 tai liéu tiéng
Trung va 43 tai liéu tiéng Anh. Luin 4n duoc trinh bay va minh

hoa thong qua 47 bang, 5 biéu dd va 12 anh.



PHAN B : NOI DUNG LUAN AN
CHUONG 1:TONG QUAN TAI LIEU

1.1. Tai bén mach n&o theo Y hec hién dai
1.1.1. Nguyén nhén, co ché bénh sinh nhai mau néo

Nhoi méu ndo gom: huyét khdi, tic mach, nhoi mau 6
khuyét va nhdi mau ndo chay mau.
- Nguyén nhéan: do xo vira dong mach; di san xo co hoac do cuc
mau déng tir tim hoic tir cac dong mach 16n di chuyén 1én gay bit
tac mach c6 khau kinh nho hon. Ngoai ra cac yéu t6 nguy co giy
NMN thuong gip: THA, DTD, béo phi, rdi loan lipid méau, bénh
tim mach. Gan ddy cac tic gia quan tdm dén yéu té viém, yéu t6
noi mac dong mach, tang fibrinogen, taing homocystein...
- Co ché bénh sinh: Té bao nfo ving ton thuong do thiéu mau s&
chuyén hoéa theo con duong ki khi, tir day sinh ra acid lactic gy rdi
loan sy phan b ion Ca++, k+ dan dén pha hay té bao, lam thay
ddi hoa hoc té bao dan t&i hoai tir cc neuron, cac té bao than kinh
dém va cac md xung quanh.
1.1.2. Piéu tri nhoi mau naotheo YHHD

- Piéu trj nhoi mau ndo giai doan cdp:
Thoi gian 1a ndo, chan doan chinh xac, xir tri kip thoi, dung

phac d6 bénh nhan s& duoc ciu séng, ty 18 khoi bénh cao. YHHD
ung dung k¥ thuat cao nhu: léy cuc tic qua dau do; dat stent; diéu
trj tiéu huyét khdi bang tPA (Alteplase) tuy nhién cac ky thuat nay
chi &p dung tai trung tam dot quy co du trang thiét bi, thudc men,

d6i ngii thay thudc chuyén sau va doi hoi bénh nhan dap tng dicu



diéu kién ngat nghéo nén nhiéu bénh nhan khong dugc tiép can
vai ky thuat nay. Vi vay phan 16n bénh nhan cap ctru van tun tha
theo nguyén tic thuong quy nhu: thong thoang duong tha, bao dam
kha ning thd, bao dam tuan hoan. Chéng phu ndo; thudc chdng
dong, thudc bao vé té bao ndo, kiém soat huyét &p: tir 160/90
mmHg dén 185/100 mmHg két hop diéu tri cac yéu t nguy co.

- Diéu tri nhoi mau ndo sau giai dogn cdp: YHHD sir dung cac
thudc chdng két tap tiéu cau (Aspirin, Ticlid); ting cuong tuan
hoan mau ndo (Nootropyl, Tanakan): Thudc bao vé than kinh:
(Cerebrolysin,Citicholin), thudc diéu tri mot s6 can nguyén: THA,
réi loan lipid mau, dai thao duong, rung nhi, HHoHL...

1.1.3. Phuc hdi chire ning (PHCN) theo Y hec hién dai:

- PHCN gilip bénh nhan sém héi phuc cac chirc ning, tranh céc
bién ching va ting nang bénh.

- PHCN s6m ngay sau khi tinh trang bénh va dau hiéu sinh tén 4n
dinh, 4p dung cac ki thuat, dong tac phu hop & tirng bénh nhan.Van
dung cac ki thudt dic biét nhu tao thuan, tc ché co cang, uc ché
phan xa.

- Cac giai doan PHCN: giai doan bénh nhan con hén mé, tinh trang
bénh d3 én dinh; giai doan bénh nhan qua hén mé nhung chua ra
khoi giuong va giai doan bénh nhan ra khéi giwong. Tly mdi giai
doan ma ap dung bai tap, phuong phap tap, dia hinh tap cling nhu
tap c6 hd tro cua dung cu nhiam nang cao hiéu qua cho ngudi bénh.
1.2. Tai bién mach n&o theo Y hoc cé truyén

1.2.1. Nguyén nhén, co ché bénh sinh Tring phong



NMN thugc ching trang phong cia YHCT. Nguyén nhan gay
bénh thuoc 3 nhém: Ngoai nhan (luc dam), Noi nhan (thét tinh) va
Bat ngi ngoai nhan. Viéc phan dinh nguyén nhan chinh yéu hay thi
yéu khdng thé rach roi ma thuong c6 su dan xen, két hop nhau gay
bénh. Méac du vay Tring phong theo YHCT tap trung vao ba nhém
gay bénh chinh la phong, héa va dam.

- Co ché bénh sinh cua Tring phong: Tir doi Kim, doi Nguyén
(1280 - 1368) céc tac gia néu quan diém "nodi phong" gy tring
phong 1am chinh. Ngay nay céc tac gia tap trung bién chang co ché
bénh sinh Tring phong theo thé cua y hoc cd truyén nhu:"Tring
phong" thé Can dwong thugng cang: do mat can bang giita Can
duong va Can am (Can huyét). "Tring phong" thé Tam hoa thinh:
do than thiry hu suy khong ché udc duoc Tam hoa ma thanh bénh.
"Tring phong" thé khi hu: ngudi ngoai bén muoi tudi 1 lac khi hu
suy hoic lo nghi, gian dir ma ton thuong phan khi. "Tring phong"
thé Can Than 4m hu: nguoi tudi cao, chire ning tang pha suy giam,
hoac lao luc qua d6 gy Can Than am hu, Can duong vuong.

1.2.2. Piéu trj Trlng phong.

Diéu tri trang phong giai doan cap: YHCT diéu tri trng phong
theo 2 thé: tring phong kinh lac: biéu hién triéu ching nhe, khéng
c6 hén mé va tring phong tang phu thuong dién bién triéu ching
nang c6 hon mé. Ty thé bénh ma cé phap va phuong dugc phi
hop nhu: thé khi hu huyét & => bd khi hoat huyét théng lac, dung
bai “bd duong hoan ngii”; thé am hu dwong xung => tu 4m tiém

dwong, trdn can tic phong, dung bai “tran can tic phong thang”



hodc tring phong tang phi loai “dwong bé&” => thanh nhiét tuc
phong, tinh than khai khiéu, dung bai "Thién ma cau dang" két hop
"Chi bao don"; loai “4m bé” => tao thap hoa dam, khai khiéu tinh
than, ding bai "Dich ¢am thang"; loai “thoat chung” => ich khi on
duong, phu chinh ¢6 thoat, ding bai "Sam phu thang”. Ngoai ra c6
thé diéu tri hd trg bing An cung nguu hoang hoan. Tac dung
thanh nhiét, khai khiéu, trir dam giai doc. Nguoi lon udng 01
vién/24h, trong 3 - 5 ngay. Tré em lidu bang %4 ngudi 1n.

1.2.3. Phuc héi chikc ning theo y hoc co truyén

Phirong phdp khéng ding thuoc

- Cham ciru thuong st dung diéu tri phuc hdi chire ning NMN sau
giai doan cap. Tac dung cua cham ciru: thdng kinh hoat lac, diéu
hoa khi huyét va cong ning tang phu.

- X0a bop bam huyét. Tac dung luu thong khi huyét, phuc héi chic
nang van dong, ngbn ng, tri giac cho bénh nhan NMN.

- Luyén tap dudng sinh: Luyén y chi, tinh thin nhiam khic phuc
nhitng tén thuong tinh than, y nghi 4m anh sau khi bi bénh.
Phiwrong phdp ding thuoc

- Mot sé ché pham y hoc ¢ truyén: Ligustan: 24 vién/ ngay. Tac
dung bd huyét, hoat huyét, trir phong. Hoa da tai tao hoan: 8g/lan,
udng 2 lan/ngay. Tac dung bd khi huyét thong lac, khu phong héa
dam. Kién ndo hoan: 2 vién/ngay. Bb khi huyét, hoat huyét hoa i,
an than, khu phong théng lac. Neuro-Aid: 12 vién/ngay. B6 khi
huyét, hanh khi huyét, trir phong, théng kinh lac, tran kinh.



- Nhirng bai thuéc YHCT: B6 duong hoan ngii thang (trich phuong
té 1am sang), tac dung bo khi hoat huyét, héa @ théng lac; Dia
hoang am tir (trich Tuyén minh luan). Tac dung tu b than, an than,
khai khiéu. Chi bao don (trich Hoa té cuc phuong). Tac dung hoa
troc, khai khiéu, tran kinh an than, thanh nhiét giai doc...
1.3. Tong quan vé bai thuéc Hoat huyét an néo
1.3.1. Nguén gac xudt xir bai thusc

Bai "Hoat huyét an ndo" c6 xuat xu tir bai "Truc & hoat
huyét dan" bo hai vi Kim ngan hoa va thé phuc linh. Ly giai vé& bo
hai vi thudc khong phi hop diéu tri bénh nhan NMN, vi Kim ngan
hoa c6 tinh khang sinh chong viém; Thé phuc linh ¢6 tac dung
tham thap loi tiéu. Gia bia long c6 tac dung tran kinh, trir dam,
dung giai fibrin, chéng hinh thanh huyét khdi va tc ché ngung tap
tiéu cau. “Pia long” phdi ngii véi thude truc & hoat huyét, bd khi
huyét, thong lac trong bai “Hoat huyét an ndo”, ting cuong tac
dung diéu tri phuc hdi chirc ning cho bénh nhan NMN.
1.3.2.Thanh phan bai Hoat huyét an ndo (sé lwong mdi vi tuong
duong véi gam duoc lidu): Hong hoa (7,0g); Pao nhan (5,6g);
Xuyén khung (6,3g); Pan sam (18,7g); Dia long (5,0g); Xich thugc
(11,8g); Buong quy (18,7g); Sinh dia (18,7g); Hoang ky (16,69);
Nguu tat (17,6g); Cam thao (5,89)
- Tac dung: Truc &, hoat huyét, bd khi huyét, khu phong, théng
Kinh lac.
- Chi dinh: Nhdi mau ndo thé khi hu huyét @, khi tré huyét @, cac
chang bénh khi hu huyét tré.



CHUONG 2: CHAT LIEU, POI TUQNG VA
PHUONG PHAP NGHIEN CUU

2.1. Chit ligu nghién ciu: Vién nang HHAN 500mg/vién, déng
lo 60 vién. San xuat tai Bénh vién Y hoc c6 truyén TW. Dat tiéu
chuan co s6.
2.2. Pdi twgng nghién ciru
Nghién ciru dgc tinh trén thec nghigm : Chuot nhat thuan chung
Swiss, khoe manh, trong luong 20+2g. Vién Vé sinh dich t& TW
cung cip. Tho Newzealand white, trong lwong 1,8kg dén 2,5kg.
Trung tdm cung cip dong vat thuc nghiém Dan Phugng, Ha Noi.
Nghién cizu 1am sang
- Tiéu chudn chon bénh nhan theo YHHP: 100 bénh nhan tir 40
dén 75 tudi, NMN trén léu sau giai doan cap. Bi lan dau,Glasgow
trén 10 diém, nghe hiéu loi néi. Liét van dong tir do 11 tro 18n theo
diém Rankin, Barthel va Orgogozo. Ton thuong trén phim cong
hudng tir so nd0.YHCT: thé khi hu huyét & va thé khi tré huyét .
- Tiéu chuan logi triz; xuit huyét ndo, u ndo, lao phdi, suy gan, suy
than, suy tim, réi loan tam than, phu nit ¢ thai. ..
2.3. Phwong phap nghién ciru
- nghién ci#u there nghigm: Nghién cizu dgc tinh cdp, déc tinh béan
trwong dién: theo huong dan caa WHO, xac dinh LDs, theo
Litchfield — Wilcoxon.
- nghién ci#u 1am sang. Nghién cau tién cau, can thiép 1am sang
mé, chon mau cha dich, phan chia nhom NC va nhém C theo

phuong phap ghép cap, bao dam twong ddng tudi, gisi, mic do liét.



Nhém nghién ciu (NC): 50 bénh nhan: udng HHAN 12 vién/ngay,
chia sang chiéu, udng 45 ngay va diéu tri nén. Nhém chimng (C): 50
bénh nhan diéu tri nén (Tanakan40mg x3 vién/ngay, chia sang
chiéu, udng 45 ngay. Bién cham, xoa bop bam huyét 5 ngay/tuan).
- Chi tiéu theo ddi, ddnh gid: 1am sang theo ddi danh gia: ngay dau
(No), ngay 30 (Nzo) va ngay 45 (Nus):Tan sé mach; huyét ap. Theo
doi, danh gia cai thién diém Orgogozo, Rankin, Barthel. Thé khi
hu huyét & va khi tré huyét & cia YHCT. Can lam sang theo ddi
danh gia (Ng) va (Nus): huyét hoc; sinh héa mau; fibrinogen (g/l).
Ty I¢ prothrombin (%).

- Panh gia két qua chung: Loai A: cai thién tir 2 do liét tro 1én;
Loai B: cai thién dugc 1 do liét; Loai C: khdng cai thién.

2.3.3. Pia diém va thei gian: nghién cau doc tinh trén thuc nghiém
tai b0 mon Duogc 1y truong Pai hoc Y Ha Noi. Nghién ctu 1am
sang tai Bénh vién YHCT Trung wong tir: 10/2014 dén 10/2016.
2.3.4. Xar Iy sé ligu: theo thuat toan thong ké y sinh hoc, phan mém
SPSS.16.0.

CHUONG 3: KET QUA NGHIEN CUU
3.1. Két qua nghién ciru thuc nghiém
3.1.1. Két qud nghién cieu dgc tinh cdp ciia HHAN: chudt udng tir
lidu thip nhét (25,86g/kg) dén lidu cao nhét (64,66g/kg), gip 44,99
Ian lidu 1am sang, khong c6 chudt chét va khong cé diu hiéu bt
thuong trong 72 gio tiép theo. Nhu vay HHAN khong giy doc
tinh cap, khong xac dinh duoc LDsp.
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3.1.2. Két qud nghién ciru dgc tinh bdn trwong dién.

- Tinh trgng chung va su thay doi thé trong cua tho: tho & ca 3 16

hoat dong binh thuong, nhanh nhen, mét sang, long mugt, an uéng

t6t, phan kho. Sau 4 va 8 tuan udng thuéc HHAN, trong lwong déu

tang so vai trudc khi nghién cau (p < 0,05).

- Pdnh gid chikc ndng ta0 Mau:

Bang 3.1. Két qud trén sé lwong Hong cau mau tho

Thoi gian | 4 lwgng hng chu (T/1) )(X £ SD) oo
uong HHAN || 5 ching Lo tri 1 L6 tri 2

Truée 4,90 +0,46 | 508 +0,50 | 4,94 0,52 | >0,05

Sau4tudn | 4,84+0,53 | 504+067 | 477051 | >0,05
Pes > 0,05 > 0,05 > 0,05

Sau8tian | 520+0,55 | 554 0,56 | 5,06+ 0,40 | > 0,05
Dts > 0,05 > 0,05 > 0,05

Nhan xét: sau 4 va 8 tuan uéng HHAN, s6 lugng hong cau 16 tri 1
(0,369/kg/24h), 16 tri 2 (1,08g/kg/24h) so vai 16 ching (p > 0,05).

Bang 3.2. Két qud trén sé lwong Bach cau mau the

T"“”é‘ffia“ S8 lwong bach ciu (G/) )( X + SD) .

u ne-

HHAgN L6 chang Lotril Lotri2 -

Trudc 6,96 +1,26 | 6,15+1,29 | 7,42+247 | >0,05

Sau4tuidn | 6,61+1,84 | 7,03+1,76 | 6,76 +2,09 | >0,05
Prs > 0,05 > 0,05 > 0,05

Sau8tuan | 7,05+1,47 | 6,62+143 | 6,90+2,24 | >0,05
Prs > 0,05 > 0,05 > 0,05

Nhan xét: s6 lugng bach cau ¢ ca 2 16 tri 1 va 2 déu khéng

6 su khac biét so véi 16 chang (p > 0,05).
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Bang 3.3. Két qua trén sé lwong Tiéu cau mau the

Thl‘;’gfia“ S6 lwgng tidu ciu (G/1) ) (X = SD)
Hhay | Loching | Lotjl | Lotz | O™
, 311,80 + 29750+ | 30480+
Trude 64.94 31,93 2386 | 000
— | 25090 24670+ | 27170
Saudwan | “grgy 85 43 4178 | 2005
Pes > 0,05 > 005 > 0,05
— | 33220= 29520+ | 29390
Sau 8 tuan 4832 5177 6342 | 005
e >0.05 >0.05 >0.05

Nhan xét: s6 lwong tiéu cau ¢ ca 2 16 tri 1 va 2 déu khong co

su khac biét so véi 16 chimg va & cac thoi diém trudc va sau khi
udng thuéc thir (p > 0,05).

- Pdnh gid mirc dg hiy hogi té bao gan:
Bang 3.4. Két qua trén hoat dg AST

Thot gian Hoat dd AST (UI/) )( X + SD)
uong - - - Prc-c
HHAN Lo chang Lotril Lo tri 2
Truéc 43,20+ 13,48 | 41,60+ 10,89 | 4250+ 7,79 | >0,05
Sau 4 tuan | 42,90 + 13,34 | 34,10 + 11,92 | 51,60 + 22,74 | > 0,05
Prs > 0,u05 > 0,05 > 0,05
Sau 8 tuan | 50,30 + 14,30 | 41,80 + 11,02 | 53,10 + 11,69 | > 0,05
Prs > 0,05 > 0,05 > 0,05

Nhan xét: chi s6 AST trong mau tho sau 4 va 8 tuan & 16 tri
1 (lidu 0,36g/kg/ngay) va 16 tri 2 (liéu 1,08g/kg/ngay) khong khac

biét so véi 16 ching (p > 0,05).
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Bang 3.5. Két qua trén hoat dg ALT

Thoi gian Hoat d§ ALT (UI/l)) (X + SD)
uong A R R Pnc-c
HHAN L6 chirng Lotril Lo tri2
Trudc 58,30+9,24 | 5550+8,85 | 55,30+7,79 | >0,05
Sau 4 tuan | 59,90 + 15,79 | 59,10 + 15,69 | 63,10 + 18,26 | > 0,05
Pts > 0,05 > 0,05 > 0,05
Sau 8 tuan | 63,30+ 9,78 | 58,60+ 12,12 | 62,30 + 12,65 | > 0,05
Pts > 0,05 > 0,05 > 0,05

Nhan xét: ALT sau 4 va 8 tuan & 16 trj 1, 18 tri 2 khong khac

biét so véi 16 ching va ¢ hai thoi diém trudc sau (p > 0,05).

- Danh gia chirc nang gan: Bilirubin (umol/l); Albumin (g/l);

Cholesterol (mmol/l) ¢ 16 1 va 16 2 so véi 16 ching va ¢ hai thoi

diém trudc sau khong khac biét (p > 0,05).

- Panh gid chire nang thgn

Bang 3.6. Két qua trén nong dg Creatinin mau the

Thoi gian Creatinin (mmol/l) (X + SD)
X — — — Pnc-c
uong HHAN 1 g ching | Lotril L6 trj 2
Truée 1,05+ 0,05 | 1,05+ 0,05 | 1,04 £0,05 | >0,05
Sau4tuan | 1,05+0,05 | 1,05+ 0,05 | 1,06 0,05 | > 0,05
Pes > 0,05 > 0,05 > 0,05
Sau8tudn | 1,06+0,05 | 1,04%0,05 | 1,06 +0,05 | > 0,05
Pes >0,05 >0,05 > 0,05

Két qua: nong do creatinin sau 4 va 8 tuan & 16 tri 1 (lidu

0,36g/kg/ngay) va 16 tri 2 (1,08g/kg/ngay) khong khac biét so véi

16 chirng va trudc sau (p > 0,05).
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- Thay déi vé md bénh hoc: Hinh dnh dai thé: quan sat khong thay
c¢6 thay d6i bénh 1y nao vé mat dai thé & cic co quan tim, phdi,
gan, lach, tuy, than va hé théng tiéu hoé cua tho.

- Hinh anh vi thé gan, thdn the 16 1 va 16 2 khdng khéc so véi 16 chiing.
3.2. Két qua nghién ciru 1am sang

3.2.1. Péc diém bgnh nhan nghién ciru

- Tuéi TB: nhém NC: 67,20 + 7,39; nhém C: 64,24 + 8,51. p > 0,05
- Gigi tinh: nhém NC: nam/nit (29/21); nhém (C): nam/nt (30/20).
- Pdc diém liét theo Orgogozo, Barthel va Rankin truée diéu tri:

+ 0rgogozo: nhém (NC) - nhém (C): liét do 111 (16,0% - 26,0%);
ligt do IV (84,0% - 74,0%). Mirc do liét caa hai nhom (p> 0,05).

+ Barthel: nhém (NC) - nhom (C): liét a6 111 (78,0% - 74,0%); liét
do IV (16,0% - 22,0%). Mirc do liét caa hai nhom (p> 0,05).

+ Rankin: nhom (NC)-nhém (C): liét do Il (28,0% - 22,0%); liét
do IV; V (72,0% - 78,0%). Mirc do liét cua hai nhém (p> 0,05).

- Trigu ching 1am sang theo 2 thé YHCT trude diéu tri:

+ Thé khi hu huyét: nhém NC (36 bénh nhan); nhém C (35
bénh nhan). C4c triéu ching mét moi; thd ngan; ngai van dong;
lui do; & huyét; mach hu caa 2 nhém khong khéc biét (p> 0,05).

+ Thé khi tré huyét &: nhém NC (14 bénh nhan); nhém C (15
bénh nhan). Céc triéu ching nguc suon diy; an udng cham tiéu:
ngai van dong; tiéu vang; dai tién tao; ludi do; & huyét; mach sap
cua 2 nhom khong khéc biét (p > 0,05).

3.2.2. Két qud diéu tri 1am sang theo Y hoc hién dgi

- Cai thién cac thang diém Orgogozo; Barthel; Rankin
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Biéu dé 3.1. Két qua diém TB Orgogozo ciia 2 nhém

Nhan xét: diém trung binh Orgogozo caa hai nhém sau 30 va
45 ngay diéu tri cai thién rd rét. Nném NC: tir 37,0+ 10,59 ting 1én
89,7+4,78 diém, cao hon nhém C: tr 38,7+8,85 tang 1én 77,3+ 9,91
diém. Su khac biét co y nghia véi p < 0,001.

mnhom nghién ctru nhém chirng
sb Iu'o'ng
n=50 A: chuyen =2do
B: chuyén 1 d
C: khéng thay déi
\ p < 0,001
- _
loai A o
loai B loai
loai C

Biéu db 3.2. Két quda phan logi chuyén dg li¢t theo Orgogozo

Nhan xét: nhém NC: loai A la 48 bénh nhan (96,0%), loai B c6
2 bénh nhan (4,0%); nhém C: loai A 28 bénh nhan(56,0%), loai B
22 bénh nhan (44,0%). Su khac biét c6 ¥ nghia véi p < 0,001.
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Biéu dé 3.3. Két qua diém TB Barthel cia 2 nhom

Nhan xét: diém trung binh Barthel cia hai nhém sau 30 va
45 ngay diéu tri cai thién rd rét. Nhom NC: tir 35,30 + 10,22 ting
Ién 87,30 + 5,82 diém cao hon nhom C: tir 32,40 + 9,05 ting lén
73,00 + 8,57 diém (p < 0,001). Su khac biét co y nghia p < 0,001.

s6 hwomg (n=50) - A: chuyén = 2 d6
~B:chuyén 1d8

60 C: khéng thay déi

| 30 o
40 + 19

I‘I . ® nhom nghién ctru
20 - 1 nham chiny

| - . g

l My

0+ ] b “
loai A T
loaiB 1 loai
loai C

Biéu do 3.4. Két qua phan logi chuyén dé liét theo Barthel
Nhan xét: nhom NC: loai A la 47 bénh nhan (94,0%) va loai
B l1a 3 bénh nhéan (6,0%) cao hon nhém C: loai A c6 19 bénh nhén
(38,0%) va loai B la 30 bénh nhéan (60,0%). (p < 0,001)
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Biéu d6 3.5. Két qua phan logi chuyén dé liét theo Rankin

47

Loai A

16

# nhoém nghién ctru

loai B

“nhom chirng

loai C

loai

Nhan xét: nhom NC: loai A 1a 47 bénh nhan (94,0%), loai B
3 bénh nhéan (6,0%) cao hon nhém C: loai A cé 11 bénh nhén
(22,0%), loai B la 39 bénh nhan (78,0%) (p < 0,001).

3.2.3. Két qud diéu tri theo Y hec cé truyén

Bang3.7. Két qua cdi thién dé liét cua hai thé YHCT

Thé khi hue Thé khi tré
Cii thign d¢ ligt sau 45 | Nhém | Nhém | Nhém | Nhom
ngay didu tri NC C NC C Prc-c
(n=36) | (n=35) | (h=14) | (n=15)
Thang | Céithien |, 13 0 9
L2 1do
diem e i thien
Orgogozo >0 do 34 22 14 6
Thang C‘”];h}e” 2 20 1 10
diém tf(l)ién <0,001
Barthel > ) dé 34 15 13 4
Thang | Cdithien | 4 19 0 7
L2 1do
diem e i thien
Rankin >0 d5 33 16 14 8

~ Nhan xét:két qua cai thién do liét thé khi hu huyét & tot hon
thé khi tré huyét . Nhém NC chuyén tir 2 do liét tro 1én cao hon
nhom C (p < 0,001).
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3.3. Két qua khéng mong muén
- Trén 1am sang

Bang 3.8. Tac dung khong mong muan cia Hogt huyét an ndo

. N (n=50) | N (n=50) | Nus(n=50)

Triéu ching - % - % - %
Dau dau 0| 000 [ 0| o000 0 | 0,00
chéng mathoamat | 0 | 0,00 | 0 | 0,00 0 | 0,00
Budn nén, nén 1] 20 |[0] 000 0 | 0,00
Pau bung ia chay 2 4,00 0 0,00 0 0,00
Di ttng may day 0| 000 [ 0| 0,00 0 | 0,00

Nhan xét: trong qua trinh diéu tri c6 1 bénh nhéan (2,0%)
budn ndn va 2 bénh nhan ( 4,0%) dau bung, sau hai ngay tu hét.
- Trén can 1am sang: Sau 45 ngay diéu tri, ca thudc nghién cau va
diéu tri nén khong lam anh hudng dén co quan tao mau, chic ning
gan, than: s6 lwong hdng cau, bach ciu, tiéu cau va hemoglobin
trong giGi han binh thwong.Ure, Creatinin, AST, ALT, Cholesterol,
Triglycerid trudc va sau khéng khac biét (p > 0,05).

CHUONG 4: BAN LUAN
4.1. Pac tinh ciia Hoat huyét an nio
4.1.1. Ban vé déc tinh cdp
Nghién ciru doc tinh cip cua thude co ¥ nghia trong viéc
dinh huéng va du kién liéu ding cho nghién ctu trén thyc nghiém
va trén ngudi ciing nhu cung cap nhitng théng tin vé anh huéng co

thé xay ra khi dung qua liéu trén ngudi.
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Chuot nhat tring trong luong 20 + 2g udng liéu thudc tir
25,860/kg can niang dén lidu cao nhit 64,66g/kg can ning (gip
44,99 liéu trén ngudi), khdng c6 chudt ndo chét, khong xuit hién
triéu ching bt thuong trong 72h sau udng thudc lan dau va trong
sudt 7 ngay tiép theo.

Liéu 64,66g/kg thé trong (twong dwong 129,31 vién/kg) 1a
lidu t6i da str dung bang duong udng cho chudt ma khdng cé bat ky
biéu hién doc tinh cua thudc va khong xac dinh dugc LDsy. Theo
tiéu chuan caa WHO, vién nang Hoat huyét an ndo 1a thudc an
toan, khong gay doc tinh cap.

4.1.2. Ban vé déc tinh bdn trwong dién
- Anh hwéng d@én tinh trang chung va trong heong tho

Két qua cho thay tho & ca ba 16 chung, 16 tri 1(0,36g/kg/24h)
va 16 tri 2 (1,08g/kg/24h) sau 4 va 8 tuan usng HHAN déu ting
trong lugng so Véi thoi diém ban dau (p< 0,05). So sanh vai 16
chung khong khac biét véi p > 0,05. Céac hoat dong di lai, an udng,
phan kho, mét sang hoan toan binh thudng. Nhu vy thudc khong
anh huong dén thé trang chung va tang trudng cua tho sau 8 tuan.

- Anh huéng dén co quan ta0 mau

Tién hanh ba lan Iy méau lam xét nghiém & tat ca ba 16 tho:
truéc khi udng thude, sau 4 va 8 tuan. Két qua sé lugng Hong cau,
Bach cau, Tiéu ciu nam trong giGi han binh thuong (p > 0,05). So
sanh 16 tri 1va 2 véi 16 ching khong khac biét (p > 0,05). Tir két
qua thu duoc ching t6 HHAN khong anh hudng dén co quan tao
mau & liéu 1,08g/kg/ngay (gap ba lan liéu 1am sang).
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- Anh hweng cia Hoat huyét an ndo d@én chire ndng gan, than.
Nghién ctru doc tinh ban truong dién cho thdy HHAN khong

gdy anh huong chirc nang gan, than tho, khong gay huy hoai té bao

gan, than trén xét nghiém va mo6 bénh hoc. Céc chi so ALT; AST;

Bilirubin; Albumin; Cholesterol; Creatinin déu nam trong gidi han

binh thudong (p > 0,05). Két qua nghién ctru cho thiy céac vi thude

¢6 ngudn gdc tir thao mdc thuong la an toan va khang dinh thém vé

su an toan cua thudc nghién cuu.

4.2. Két qua nghién ciru 1am sang

4.2.1. Két qud phuc hoi chire nang theo thang diém Orgogozo

Diém trung binh Orgogozo cuia hai nhém cai thién rd rét sau
30 va 45 ngay diéu tri. Két qua nhém NC cao hon nhém C 12,6 va
12,40 diém. Sy khac biét c6 y nghia voi p < 0,001.

Két qua chuyén tir 2 d6 liét tro 1én (dat loai A) cia nhdm NC
1a 48 bénh nhan (96,0%), cao hon nhém C vai 28 bénh nhéan loai A
(56,0%) va loai B 44,0% (biéu d6 3.2). Tir nhitng két qua trén cé
thé nhan thay bénh nhan st dung HHAN cai thién va chuyén do
liét sém hon va t6t hon bénh nhan khong sir dung.

So sanh két qua cai thién do liét theo Orgogozo véi nghién
ctru ciia Ngd Quynh Hoa sau 30 ngay diéu tri bang Théng mach so
lac hoan, diém trung binh 74,44 + 9,84, chuyén dugc 2 do liét dat
28,0%. Nghién ctru cua Bui Xuan Tuyét sau 20 ngay diéu tri thudc
Tuan hoan ndo, diém trung binh Orgogozo tir 31,76 + 15,56 Ién
68,59 + 18,91, dat loai t6t kha 68,29%. Két qua cac nghién cuau
trén cho thay cai thién do liét thdp hon nghién ctu caa ching i,

phai ching thoi gian nghién ciru ngan 20 dén 30 ngay, mirc d6 ton
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thuwong, thiét ké nghién ctu khac nhau nén két qua s& khac nhau.
4.2.2. Két qua phuc héi chite nang theo thang diém Barthel

Muc chénh diém trung binh Barthel & nhém NC cao hon
nhém C sau diéu tri 13,5 va 14,3 diém (biéu do 3.3). Su khac biét
gitra hai nhém c6 y nghia vai p < 0,001. Quan sat va danh gia thuc
té bénh nhan nhém NC, céc hoat dong sinh hoat doc 1ap sém hon
nhom C, dic biét cac dong tac tu cham séc ban than nhu di chuyén,
an ubng, cam nam do vat, vé sinh than thé... Két qua biéu db 3.4
phu hop véi thuc té khach quan trén. Nhém NC chuyén dugc tir 2
do liét tro 1én 1a 47 bénh nhan ( 94,0%), nhdm C ¢b 19 bénh nhan
(38,0%). Két qua nay cao hon nghién ctu cua Nguyédn Cong
Doanh, cai thién duoc 2 @6 liét sau 30 ngay diéu tri dat 71,15%.
Nghién ctu cia Ngd Quynh Hoa cai thién dwoc 2 do liét chiém
51,11%. Su khéac nhau vé& két qua cua cac nghién ctru budc dau
nhan xét bénh nhan sa dung HHAN cai thién do liét diém
Orgogozo va Barthel tét hon ché pham Théng mach dudng ndo am
va Théng mach so lac hoan.
4.2.3. Két qud phuc hoi chire ning theo thang diém Rankin

Két qua biéu dd 3.5 cho thay 100% bénh nhan & hai nhém
déu chuyén do liét theo Rankin: Cai thién tir 2 d6 liét tro 18n: nhém
NC c¢6 47 bénh nhan (94,0%) cao hon nhém C c6 24 bénh nhan
(48,0%). Két qua phuc hdi chire niang & bénh nhan uéng HHAN tét
hon nhom C. Két qua nay phu hop vai cac két qua danh gia theo

Orgogozo va Barthel ¢ trén. So vai cac nghién cau khac, HHAN
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t5t hon nghién cu cua Bui Xuan Tuyét, két qua phuc hdi theo
Rankin ty 1é dat 34,2% khoi va 31,7% di chiang nhe.

4.2.4. Két qua diéu tri theo Y hoc cé truyén

4.2.4.1. Két qua chuyén dé liét cia hai thé Y hoc cé truyén theo céc
thang diém Orgogozo, Barthel va Rankin.

Két qua (bang 3.7) cho thay bénh nhan thé khi hu huyét ¢ nhom
NC cai thién d¢ liét theo Orgogozo, Barthel, Rankin tét hon nhém
C. S¢ di co duogc két qua trén la nho tac dung hiép ddng cua cac vi
thudc bo khi, bo huyét nhu: Hoang ky, Puong quy véi thudc truc
{r, hoat huyét manh nhu Pao nhan, Hong hoa, Pan sam, Xich thuoc
ddng thoi hanh khi trong huyét nhu Xuyén khung va khu phong trir
dam thong kinh lac nhu Nguu tat, Dia long. Su phéi ngii cac vi
thudc c6 tac dung “cong bd kiém tri” tng dung hiéu qua phuc hoi
chtrc nang van dong thudc hai thé khi hu huyét « va thé khi tré
huyét 1.

4.2.3.2. Ban vé tac dung cua thusc Hogt huyét an néo.

Theo téc dung trén thé bénh cua Hoat huyét an ndo: YHCT
c6 nhiéu phap diéu tri Trang phong bao gdm ich khi bé huyét, binh
can tirc phong, dudng huyét khu phong, théng phu tiét troc, tinh
than khai khiéu, thanh nhiét héa dam. Cac nghién ctu lam sang
cho thiy cac phuong phép hoat huyét, truc @ cé hiéu qua diéu tri
trdng phong nhu: ich khi hoat huyét, hoat huyét loi thap, b6 khi
hoat huyét, hanh khi hoat huyét, hoat huyét phé ... Tém lai, Tring
phong thé khi hu huyét  va khi tré huyét & Iy tac dung hoat huyét
truc r, b6 khi huyét cua thubc HHAN lam chinh.
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Bai thuéc Hoat huyét an nio duoc bao ché va phdi ngii c6
tac dung pha huyét &, tryc @ thdng kinh lac nhu: Hong hoa, Pao
nhan. Pan sam hoat huyét, chi thong, thanh tam trir phién, an than.
Puong qui bd huyét, hoat huyét nhuan trang. Xuyén khung hanh
huyét, hanh khi, thdng kinh lac. Xich thugc hoat huyét, hanh khi,
tiéu viém. Hoang ky bo khi, tac dung diéu tri khi hu v6 lyc. Nguu
tat khu phong trir thap, hoat huyét thong kinh. Dia long tac dung
thanh nhiét, tran kinh, tiéu dam. Cam thao bd khi, hoa hoan giai
ddc, diéu hoa cac vi thudc. Céc vi thude phdi hop véi nhau cé tac
diéu tri 2 thé khi hu huyét & va khi tré huyét .
4.3.T4c dung khoéng mong muén

Sau 45 ngay bénh nhan udng HHAN 12 vién/ngay chia hai
1an, chi mot bénh nhan budn ndn, hai bénh nhan dau bung nhe, cac
triéu chung nay tu hét sau ngay thtr hai. Ngoai ra khong c6 bénh
nhan nao cé biéu hién di ttng, man ngwra hay ia chay (bang 3.8).

Hoat huyét an ndo khéng anh huéng dén chirc ning tao méu
va chtc ning gan than, sé lwong hdng cau, bach cau, tiéu cau,
hemoglobin, hematcrit, truéc sau khdng khac biét (p>0,05), cac chi
s6 sinh hoa: cholesterol, triglycerid, LDL-C, HDL-C, ALT, AST,
creatinin, glucose trudc va sau diéu tri ¢éu nam trong giodi han binh
thudng, so vai nhom chirng khéng cé su khac biét véi p > 0,05.

Nhu vdy Hoat huyét an ndo khdng gay tac dung khdng
mong mudn trén 1am sang, khdng anh hudng dén co quan tao méu,
chtre nang gan va than. Két qua 1am sang pht hop véi nghién cau

thuc nghiém.
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KET LUAN

1. Vién nang Hoat huyét an ndo khéng giy dgc tinh
- Poc tinh cap: chudt udng lidu 64,66g/kg thé trong, gip 44,99 lan
lidu str dung trén 1am sang, Hoat huyét an ndo khong gay doc tinh
cip va khong xac dinh dugc LD50.
- Poc tinh ban treong didn: Tho udng liéu 0,36g/kg thé trong
(twong duong liéu dung trén 1am sang) va liéu 1,08g/kg thé trong
(gap 3 lan liéu dung trén 1am sang), trong vong 8 tuan, HHAN
khong gay doc tinh ban trudng dién, khdng anh hudng dén co quan
ta0 méu, chirc ning gan than tho. Cac chi sé can ning, tinh trang
chung cua tho hoan toan binh thuong.
2. Vién nang Hoat huyét an néo c6 tac dung tét phuc hdi chic
ning van déng & bénh nhan NMN trén léu va khong gay tac
dung khéng mong muén
2.1. Tac dung phuc héi chike ndng vin dgng

Hoat huyét an n&o két hop diéu tri nén c6 tac dung phuc hoi
chtre ning van dong & bénh nhan NMN trén I&u sau giai doan cip:

- Piém Orgogozo: nhém NC két qua: loai A dat 96,0% (48 bénh
nhan), loai B, 4,0% (2 bénh nhan). Nhém C: loai A dat 56,0% (28
bénh nhén), loai B, 44,0% (22 bénh nhan). Piém trung binh
Orgogozo nhdém NC cai thién dugc: 52,7 diém cao hon nhoém
chung 38,6 diém. Su khac biét co y nghia voi p < 0,001.

- Piém Barthel: nhdm NC két qua: loai A dat 94,0% (47 bénh
nhan), loai B 6,0% (3 bénh nhé&n). Nhom C: loai A dat 38,0% (19
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bénh nhan), loai B 60,0% (30 bénh nhan). Biém trung binh Barthel
nhém NC cai thién dugc: 52,0 diém cao hon nhom C: 40,6 diém.
Su khéc biét ¢6 ¥ nghia vai p < 0,001.

- Piém Rankin: nhém NC: loai A dat 94,0% (47 bénh nhan), loai
B 6,0% (3 bénh nhan). Nhém C: loai A 48,0% (24 bénh nhén), loai
B 52,0% (26 bénh nhan). Sy khéc biét co y nghia véi p < 0,001.

- HHAN cii thién céac triéu chang: liét nira nguoi, rdi loan ngdn
ng, liét VI TW, té bi di cam tét hon nhém C.

- Vién nang HHAN cai thién chic ning van dong ¢ thé khi hu
huyét & tt hon thé khi tré huyét & va tét hon nhém C.

2.3. Vién nang Hogat huyét an ndo khéng gay tac dung khong
mong muén

- Trén 1am sang: khdng c6 bénh nhan nao biéu hién cac triéu chung
di ung, dau dau, budn non.

- Trén can 1am sang: Thudc khong anh hudng dén chiic ning tao

mau va chirc nang gan than.

KIEN NGHI
- Nghién ctru ¢& mau 16n hon dé khing dinh tac dung diéu tri phuc
hoi chte ning van dong cho bénh nhan nhéi mau ndo va phong
bénh hiéu qua cua Hoat huyét an néo.
- Tiép tuc nghién ctu tac dung gidn mach ha huyét ap, bao vé té
bao ndo trén thuc nghiém, bd sung thém chi dinh cua HHAN.
- Pang ky nhin hiéu vién nang Hoat huyét an nio dam bao tinh

phép ly tng dung cong dong.
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A. DISSERTATION INTRODUCTION
INTRODUCTION

Cerebral infarction stroke is a common neurological condition in Vietnam and the
globe, making up 80 — 85% of stroke in general. Death rate is extremely high, ranking
after cardiovascular diseases and cancers. Modern medicines effectively treat this
disorder in acute stage by using thrombolytic drugs or stent implantation. Traditional
medicine plays a very significant role in treating post-acute stage and recovering nerve
complications by using herbal or alternative medicine such as acupuncture, massage and

acupressure.

Hoat huyet an nao (HHAN — Blood regulation and Brain Calm) is originated from
“Truc u hoat huyet dan — Statis release and blood regulation elixir” by removing Kim
ngan hoa (Flos Lonicerae) and Tho phuc linh (Rhizoma Smilacis Glabrae) and adding
Dia long (Pheretima). Experimental study has shown that HHAN has anticoagulation
effect similar to Sintrom and improves memory. In order to evaluate the outcomes of
“Hoat huyet an nao” in cerebral infarction stroke patients, this study had carried out with
two aims: 1. Analyze acute toxicity and semi-chronic toxility of “Hoat huyet an nao”
capsule on experiment. 2. Evaluate motor rehabilitation effect and side effect of “Hoat

huyet an nao” capsule on post-acute ischemic tentorium cerebelli stroke patients”.
DISSERTATION’S NEW CONTRIBUTIONS
Scientific significance

“Hoat huyet an nao” rooted from hearbal medicine, in form of capsule, prepared
with a Modern procedure. Drug quality is qualified. That this medicine causes no side
effect and recovers motor function brings about a new safe and efficient choice for

treatment.

Practical significance



Stroke has become increasing in younger people, causing severe complications
and decreasing quality of life of patients. To study a Traditional medicine preparation
which is benign and convenient as well as effective in rehabilitation and prevention is an

appropriate trend with high realistic meaning.
New contributions

HHAN capsule does not result acute and semi-chronic toxicities.

“Hoat huyet an nao” efficiently improves motion according to Orgogozo, Barthel
and Rankin score indexes. After treatment, result in trial group is significantly higher
than that of control group (p < 0,001) and the motor function restoration in category of qi

deficiency and blood stasis is better than that of gi stagnation and blood stasis.
STRUCTURE OF DISSERTATION

The dissertation consists of 127 pages: Introduction (02 pages); Chapter 1:
Introduction (34 pages); Chapter 2: Material, Object and Research Methodology (14
pages); Chapter 3: Outcome (36 pages); Chapter 4: Dicussion (38 pages); Conclusion: 02
pages; Petition: 01 page; References (179 pages with 122 Vietnamese documents, 22
Chinese and 35 English one. This dissertation is illustrated with 47 tables, 5 graphs and

12 images.



DISSERTATION CONTENT
CHAPTER 1. INTRODUCTION

1.1. Stroke in Modern medicine
1.1.1. Etiology and pathogenesis of cerebral infarction stroke

Cerebral infarction includes: thrombosis, vessel blockage, lacunar infarct and

bleeding cerebral infarction.

Causes: atheroma, fibrodysplasia, or a clot formed in heart or big arteries travels to
brain vessels that have smaller diameter. In addition, common risk factors causing
cerebral infarction are: hypertension, diabetes, dislypidemia, and cardiovascular diseases.
In recent time, inflammation elements, endoartery, increased plasma fibrinogen level,

elevated homocysteine level...

Pathogenesis: Cerebral cells in injury part caused by ischemia will have anaerobic
metabolism producing excessive acid lactic which confuses Ca™ and K" distribution,
destroy cells, damages cell chemistry resulting necrosis in neurons, glial cells and

surrounding tissues.
1.1.2. Cerebral infarction treatment in Modern medicine
- Treatment in acute stage:

Time is brain, accurate diagnosis, timely act, and appropriate treatment save
patients, rate of cured patients is high. Modern medicine applies high-technology such as:
catheter-directed procedures, stent implantation, clot-busting medicine TPA (Alteplase).
However, these applications need to perform at medical centers with adequate materials,
medicine, specialized experts and critical requirements for patients; as a result, there are
not many patients can approach these technologies. Therefore, treatment for a majority of
ischemic stroke patients still follows the routine principles (ABC): Airway, Breathing and

Circulation. Some medications: Anti-brainswelling drug, anticoagulation drug, brain-



protecting drug, blood pressure controlling drug from 160/90 mmHg to 185/100 mmHg;

combines with treating risk factors.
- Treatment for post-acute stage of cerebral ischemia:

Modern medicine uses antiplatelet drug (aspirin, ticlid); cognitive boost drug
(Nootropyl, Tanakan); neuronal cell-protecting drug (cerebrolysin, citicholin), cause-
treating drugs: hypertension, dyslipidemia, diabetes, atrial fibrillation, mitral valve

regurgitation. ..

1.1.3. Rehabilitation in Modern medicine

- Rehabilitation helps patients to recover inherent function, avoid complication

and worse condition.

- Rehabilitation should be used right after morbid manifestation and vital signs are
controllably stable. Apply appropriate techniques and postures to individual. Utilize
special techniques as facilitation technique, anti-contracture technique, and anti-reflex

technique.

- Rehabilitation techniques: Patient in period of coma and stable conditions,
wakefulness and is still in bed or able to be out of the bed. Rehabilitation techniques

should be depending on periods of patients in order to reach the most effective results.
1.2. Stroke in Traditional medicine
1.2.1. Etiology and pathogenesis of wind stroke

Ischemic stroke is categorized in Wind stroke syndrome of Traditional Medicine.
The major etiological factors of this condition include 3 groups: the six external
pathogenic factors, the seven emotional injuries and the others which do not belong to the
interior and exterior. Differentiations of main factors and secondary ones could not be
distinct, these always have an interaction. However, there are three main reasons for wind

stroke in Traditional medicine including: wind evil, fire evil and dampness evil.



Pathogenesis of wind stroke: From Jin Yuan Dynasty (1280 — 1368) ancient
physicians reported that internal wind mainly causes wind stroke. Nowadays, medical
experts focus on explaining wind stroke pathogenesis with Traditional medicine
syndromes such as: “Wind stroke by excessive liver yang: imbalance between liver yang
and liver yin (liver blood)”. “Wind stroke by excessive heart fire: deficient kidneys water
cannot control hert fire”; “Wind stroke by deficient qi: those over 40 years old will have
qi deficiency or overthinking and anger damaging qi aspect”; “Wind stroke by deficient
liver yin and kidneys yin: elder people with zang-fu organ functions failure or

overexertion leading to deficient kidneys yin and liver yin, hyperactivity of liver yang.
1.2.2. Wind stroke treatment

Treatment for acute wind stroke: In traditional medicine, wind stroke is classified
into 2 syndromes: channel-collateral stroke presents mild symptoms without coma and
zang-fu/organs stroke presents severe symptoms with coma. Treatment principles and
fomulars are based on syndrome differentiations: Qi deficiency and blood stasis — tonify
qi, circulate blood, dredge collateral, use “Bo duonghoannguthang” (Yang supplementing
and Five returning decoction), Yin deficiency and yang excess — fortify Yin, store Yang,
relax liver and extinguish wind, use “Tran can tucphongthang’ (Liver relaxation and win
extinguishment decoction) or zang-fu/organ stroke with Yang blockage — clear heat,
extinguish wind, open the seven orifices, use “Thien ma cau dang” (Rhizomagastrodinae
and ramulus et uncusuncarinae beverage) combined with “Chi bao don” (Purple snow
elixir); zang-fu/organ stroke with Yin blockage — dry plegm, open orifices refresh the
mind, use “Dich dam thang”; zang-fu/organ stroke with the condition of Yang qi leaving
body — supplement qi warm Yang, block leaving qi tonify essential qi, use “Sam
phuthang” (Ginseng and aconite decoction). In addition, treatment could include
“Ancungnguuhoanghoan” which clear heat, open orifices, resolve dampness and release
toxic substances. Adults orally take 01 tablet within 24 hours, in 3-5 days, while children

use half of adults’ dose.

1.2.3. Rehabilitation in Traditional medicine



Non medication therapy

- Acupuncture is highly recommended in rehabilitating post-acute ischemic stroke.

Effect: Dredges channels and collaterals; regulates gi blood and zang-fu/organ functions.

- Massage and acupressure: Effect: circulates gi blood, recovers motor, verbal and

perception functions.

- Health preservation practice: strengthens spirit in order to improve spiritual

disorders and haunted thinking after stroke.
Medication therapy

- Some preparations of Traditional medicine: Ligustan: 24 pills/day, effects:
supplements blood, circulates blood, and expels wind. Hoa da tai tao hoan: 8g/time x 2
times/day, effect: tonifies qi, dredges collaterals, stores wind and resolves dampness.
Kien nao hoan: 2 pills/day, effect: fortifies gi blood, circulates blood releases stasis,
calms mind, stores wind and dredges collaterals. Neuro-aid: 12 pills/day, effect:
strengthens qi blood, circulates qi blood, expels wind, dredges channels and collaterals,

calms channels.

- Remedies: Bo duong hoan ngu thang (Yang supplementing and Five returning
decoction) from “Phuong te lam sang - The book of Clinical medication treatment”,
effect: strengthens qi blood, resolves stasis and dredges collaterals; Diahoang am tu (from
Tuy minh luan), effect: tonifies kidneys Yin, calms mind, opens orifices. “Chi bao don”
(from Hoa te cuc phuong), effect: releasesplegm-stasis, opens orifices, calms spirit, clears

heat and resolves toxic substances.

1.3. Overview of Hoathuyetannao

1.3.1. Origin of remedy

Hoat huyet an nao (HHAN — Blood regulation and Brain Calm) is originated from “Truc
u hoat huyet dan — Statis release and blood regulation elixir”’by removing Kim ngan hoa

(Flos Lonicerae) and Tho phu clinh (Rhizoma Smilacis Glabrae), because Kim ngan hoa
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has antibiotics and anti-inflamatory effects and Tho phuc linh has water regulation and
Diuretic effects. Adding Dia long (Pheretima) which has dampness release, anti-
thrombotic and antiplatelet effects. Dia long combining with medicines which can expel
stasis, circulate blood, supplement qi blood, dredge collaterals of “Hoat huyet an nao

thang”, increases restoring effect in patients with ischemia stroke.

1.3.2. Hoat huyet an nao ingredients: Hong hoa (Flos Carthami) 7,0g; Dao nhan
(Semen Pruni) 5,6g; Xuyen khung (Rhizoma Ligustici wallichii) 6,3g; Dan sam (Radix
Salviae miltiorrhizae) 18,7g; Dia long (Pheretima) 5,0g; Xich thuoc (Radix Paeoniae
veichii) 11,8g; Duong quy (Radix Angelicae sinensis) 18,7g; Sinh dia (Radix Rehmanniae
glutinosae) 18,7g; Hoang ky (Radix Astragali membranacei) 16,6g; Nguu tat (Radix
Achyranthis bidentatae) 17,6g; Cam thao (Radix Glycyrrhizae) 5,8g.

- Effects: Relieves stasis, promotes blood flow, tonifies gi-blood, and dredges

channels and collaterals.

- Indications: Cerebral infarction related to qi deficiency blood statis, gi stagnation

blood stasis, deficient gi and blocked blood syndromes.
CHAPTER 2.MATERIALS, OBJECTS AND RESEARCH METHODOLOGY

2.1. Research materials: HHAN capsules 500mg, 60 capsules/phial. Produced at

National Hospital of Traditional Medicine with root qualification.

2.2. Research Objects

Experimental study on toxicity: Pure Swiss mice, health, weight 20£2g, supplied by
National Institute of Hygiene and Epidemiology (NIHE). NewZealand white rabbits,
weight 1,8kg to 2,5kg, provided by Dan Phuong Center for experimental animal supply,

Hanoi.

Clinical research



- Inclusion criteria: in Modern medicine: 100 patients aged from 40 to 75 years
old, post-acute stage of cerebral infarcts stroke in tentorium cerebelli, first time injuried,
Glasgow above 10 marks, understand conversation. Motor paralysis degree Il and more
according to Rankin, Barthel and Orgogozo, injuries in cerebral MRI. In Traditional

medicine: qi deficiency blood stasis and gi stagnation blood stasis.

- Exclusion criteria: cerebral hemorrhage, brain tumor, tuberculosis, hepatic

failure, renal failure, cardiac failure, mental disorder, pregnancy...

2.3. Research method

- Experimental research: Acute and semi-chronic toxicities research following the

guidance of WHO, LDs, identification following Litchfield — Wilcoxon.

- Clinical research: Prospective research with clinical intervention, purposive sampling,
grouping into trial and control groups, ensure the similarity about age, gender, paralysis
level. Trial group (NC): 50 patients treated with 1 capsule/time x 2 times/day after
breakfast and dinner in 40 consecutive days and reference treatment. Control group (C):
50 patients treated with reference treatment (Tanakan 40mg 3 pill/days after breakfast
and dinner in 45 consedutive days, electrical acupuncture, massage and acupressure 5

days/week.

- Observational criteria: Clinical evaluation: 1% day (Ng), 30" day (N3) and 45™ day
(Ngs), pulse rate, blood pressure. Observe and analyze Orgogozo, Barthel and Rankin
score improvements; qi deficiency blood stasis, qi stagnation blood stasis of Traditional
medicine. Sub-clinical criterions in Ny and Ngs: hematology, serum biochemistry, serum

fibrinogen (g/l), prothrombin ratio (%).

- Overall evaluation: sort A: improve 2 degrees of paralysis; sort B: improve 1 degree of

paralysis; sort C: no improvement.

2.3.3. Avenue and time: Toxicity in experiment was carried out in Pharmacology

Department of Hanoi Medical University. Clinical trial study was implemented in
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National Hospital of Traditional Medicine. The research has conducted from October
2013 till October 2016.

2.3.4. Data analysis: SPSS 16.0 of IBM is used for bio statistical analysis.
CHAPTER 3.RESEARCH RESULTS

3.1. Research outcomes in experimental study

3.1.1. Acute toxicity in experiment of HHAN

Mice orally took from minimum dose (25,86g/kg) to maximum dose (64,66g9/kg),
44,99 times higher than the clinical dose. After 72 consecutive hours, no mouse found

death. In conclusions: HHAN has no acute toxicity, hence LDsywas not identified.
3.1.2. Semi-chronic toxicity in experiment

- General state and weight change in rabbit; rabbits in 3 lots with normal activities,
flexibility, bright eyes, glossy fur, good diet, normal stools. After 4 and 8 weeks, the
weight is rabbit is higher than that in pr-treatment (p<0,05).

- Blood production evaluation

Table 3.1. Result in the quantity of red blood cell in rabbits

Duration for HHAN Red blood cell quantity (T/I) (X + SD) ,
treated Control lot Lot 1 Lot 2 o

Pre-treatment 4,90 + 0,46 508+0,50 | 4,94+0,52 > 0,05

After 4 weeks 4,84 +0,53 504+0,67 | 4,77+051 > 0,05

Pp-a > 0,05 > 0,05 > 0,05

After 8 weeks 5,20 + 0,55 554+0,56 | 5,06+ 0,40 > 0,05

Pp-a > 0,05 > 0,05 > 0,05




Comment: After 4 and 8 weeks drinking HHAN, the quantities of red blood cell in
lot 1 (0,36g/kg/24h), lot 2 (1,08g/kg/24h) are not different from those of control lot (p>

0,05).

Table 3.2. Result in the quantity of white blood cell in rabbits

Duration for

White blood cell quantity (G/I) (X + SD)

HHAN treated Control lot Lot 1 Lot 2 e
Pre-treatment 6,96 + 1,26 6,15 + 1,29 7,42 + 2,47 > 0,05
After 4 weeks 6,61+ 1,84 7,03+1,76 6,76 + 2,09 > 0,05
Pp-a > 0,05 > 0,05 > 0,05
After 8 weeks 7,05 + 1,47 6,62 + 1,43 6,90 + 2,24 > 0,05
Pp-a > 0,05 > 0,05 > 0,05

Comment: The quantities of white blood cell in lot 1 and lot 2 are not different

from those of control lot (p > 0,05).

Table 3.3. Result in the quantity of thrombocytes in rabbits

Duration for

Thrombocytes quantity (G/I) (X + SD)

HHAN treated Control lot Lot 1 Lot 2 e
Pre-treatment 311,80 £64,94 | 297,50 £ 31,93 | 304,80 £+ 23,86 > 0,05
After 4 weeks 250,90 £ 97,94 | 246,70 £85,43 | 271,70 £41,78 > 0,05
Pp-a > 0,05 > 0,05 > 0,05
After 8 weeks 332,20 £48,32 | 295,20 £ 51,77 | 293,90 £ 63,42 > 0,05
Pp-a > 0,05 > 0,05 > 0,05

Comment: The quantities of thrombocytes in lot 1 and lot 2 are not different from

those of control lot (p > 0,05).
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- Liver cell necrosis level evaluation

Table 3.4. Result in serum AST concentration

Duration for

AST concentration (UI/l) (X £ SD)

HHAN treated Control lot Lot 1 Lot 2 e
Pre-treatment 43,20 £ 13,48 41,60 £ 10,89 42,50+ 7,79 > 0,05
After 4 weeks 42,90 + 13,34 34,10 £ 11,92 51,60 £ 22,74 > 0,05
Pps > 0,05 > 0,05 > 0,05
After 8 weeks 50,30 £ 14,30 41,80 £ 11,02 53,10 £ 11,69 > 0,05
Pp-a > 0,05 > 0,05 > 0,05

Comment: Serum AST concentration in rabbits after 4 and 8 weeks in lot 1 (dose

of 0,36g/kg/day) and lot 2 (dose of 1,08g/kg/day) are not different from those of control

lot (p > 0,05).

Table 3.5. Result in serum ALT concentration

Duration for

ALT concentration (Ul/I) (Y + SD)

HHAN treated Control lot Lot 1 Lot 2 e
Pre-treatment 58,30 + 9,24 55,50 + 8,85 55,30 + 7,79 > 0,05
After 4 weeks | 5990+1579 | 59,10+ 1569 | 63,10 + 18,26 > 0,05
Pp-a > 0,05 > 0,05 > 0,05
After 8 weeks 63,30+9,78 | 5860+12,12 | 62,30+ 12,65 > 0,05
Pp-a >0,05 > 0,05 > 0,05

Comment: Serum AST concentration after 4 and 8 weeks in lot 1 and lot 2 are not

different from that of control lot (p > 0,05).
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- Hepatic function evaluation: Bilirubin (umol/l); Albumin (g/l); Cholesterol (mmol/l) in
lot 1 and lot 2 are not different between pre and post treatment as well as from those of
control lot (p > 0,05).

- Renal function evaluation

Table 3.6. Result in serum creatinin concentration in rabbits

Duration for Creatinin concentration (Ul/1) (X + SD)

HHAN treated Control lot Lot 1 Lot 2 e
Pre-treatment 1,05 + 0,05 1,05 + 0,05 1,04 + 0,05 > 0,05
After 4 weeks 1,05 + 0,05 1,05 + 0,05 1,06 0,05 > 0,05
Pp-a > 0,05 > 0,05 > 0,05
After 8 weeks 1,06 + 0,05 1,04 0,05 1,06 0,05 > 0,05
Pp-a > 0,05 > 0,05 > 0,05

Comment: Creatinin concentrations after 4 and 8 weeks in lot 1 (dose of
0,36g/kg/day) and lot 2 (1,08g/kg/day) are not different from those of control lot and

between pre and post treatment (p > 0,05).

- Pathohistology change: Macro-image: there are no morbid change in heart, lung, liver,

spleen, pancreas, kidneys and digestive system in rabbits.

- No difference in liver and kidneys micro-images among lot 1, 2 and control.
3.2. Clinical research results

- Age: Trial group: 67,20 £ 7,39; control group: 64,24 + 8,51 (p > 0,05).

- Gender: Trial group: male/female (29/21); control group: male/female (30/20).

- Pre-treatment characteristics according to Orgogozo, Barthel and Ranking:
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+ Orgogozo: Trial group-Control group: paralysis degree 111 (16,0% - 26,0%); degree IV
(84,0% - 74,0%). Paralysis in 2 groups (p> 0,05).

+ Barthel: Trial group-Control group: paralysis degree 111 (78,0% - 74,0%); degree 1V
(16,0% - 22,0%). Paralysis in 2 groups (p> 0,05).
+ Rankin: Trial group-Control group: paralysis degree 111 (28,0% - 22,0%); degree 1V; V
(72,0% - 78,0%). Paralysis in 2 groups (p> 0,05).

Clinical manifestations in two classifications pre-treatment:

- Qi deficiency blood stasis: trial group (36 patients), control group (35 patients).
Symptoms: fatigue, short breathing, lazy to move, red tongue with ecchymosis, weak

pulse in both two groupd are not different (p> 0,05).

- Qi stagnation blood stasis: trial group (14 patients), control (15 patients). Symptoms:
Fullness in chest and hypochondriac, reduced food intake, lazy to move, yellow urine,
constipation, red tongue with ecchymaosis and hesitant pulse are equal in two groups ((p >
0,05).

3.2.2. Outcomes in Modern medicine

- Improvement in Orgogozo, Barthel and Rankin scales

100
90 897

80 /*’” 8 —wm 773 P <0.001
70 /.—03.4
60 /

50 / o—Trial group
40 9.7 —— Control Group
30
20

10
0

NO N30 N45

Graph 3.1. Average score in Orgogozo scale in two group

Comment: Orgogozo average score in two group after 30 and 45 days of treatment

aresifnificantlly improved. Trial group: Increased from 37,0 + 10,59 t089,7 + 4,78, higher
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than that of trial group: from 38,7 + 8,85 to 77,3 = 9,9. The difference is statistically

significant with p < 0,001.
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Graph 3.2. Paralysis change classification according to Orgogozo

Comment: Trial group: 48 patients with sort A (96,0%); 2 patients with sort B

(4,0%); Control group: 28 patients with sort A (56,0%), 22 patients with sort B (44,0%).

The difference is statistically significant with p < 0,001.
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Graph 3.3.Avarage score according to Barthel in 2 groups

Comment: Barthel average score in two groups after 30 and 45 days of treatment

aresifnificantlly improved. Trial group: Increased from 35,30 + 10,22 to 87,30 * 5,82,
higher than that of trial group: from 32,40 + 9,05 to 73,00 = 8,57. The difference is
statistically significant with p < 0,001.
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m Trial group
m Control group

Graph 3.4. Paralysis change classification according to Barthel

Comment: Trial group: 47 patients with sort A (94,0%); 3 patients with sort B
(6,0%); Control group: 19 patients with sort A (38,0%), 30 patients with sort B (60,0%).
The difference is statistically significant with p < 0,001.

= Trial group
m Control group

Graph 3.5. Paralysis change classification according to Rankin

Comment: Trial group: 47 patients with sort A (94,0%); 3 patients with sort B (6,0%);
Control group: 11 patients with sort A (22,0%), 39 patients with sort B (78,0%). The

difference is statistically significant with p < 0,001.
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3.2.3. Treatment outcomes in Traditional medicine

Table 3.7. Paralysis improvement in two Traditional medicine classifications

Qi deficiency Qi stagnation
Paralysis i i
_ Trial group Control Trial Control
improvement after P-rri-con
(n=36) group group group

45- day treatment
(n=35) (n=14) (n=15)

1 stage 2 13 0 9
Orgogozo > D
34 22 14 6
stage
1 stage 2 20 1 10
Barthel > 2 <0,001
34 15 13 4
stage
1 stage 3 19 0 7
Rankin > D)
33 16 14 8
stage

Comment: Paralysis improvement in qi deficiency blood stasis syndrome was better than
that of gi stagnation blood stasis. Trial group changed 2 degrees of paralysis higher than

that of control group (p<0,001).
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3.3. Side effect results

- In clinic
Table 3.8. Side effects of Hoathuyetannao
Symptom N5 (n=50) N3q (N=50) N5 (n=50)
n % n % n %

Headache 0 0,00 0 0,00 0 0,00
Dizziness 0 0,00 0 0,00 0 0,00
Nause, vomitting 1 2,00 0 0,00 0 0,00
Stomachache and

diarrhea 2 4,00 0 0,00 0 0,00
Allergy, urticaria 0 0,00 0 0,00 0 0,00

Comment: During treatment, 01 patient (2.0%) with nausea and 02 patients (4.0%) with

stomache finishing after two days.

- In sub-clinical aspect: After 45 days of treatment, both trial and reference drugs do not
damage hematologic organs, liver function and kidneys function. The quantities of red
blood cell, white blood cell, thrombocytes, hemoglobin are all in normal ranges. Ure,
creatinin, AST, ALT, Cholesterol, Tryglicerid isn’t changed (p>0,05).
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CHAPTER 4.DISCUSSION
4.1. Toxicity of Hoathuyetannao
4.1.1. Discussion on acute toxicity

Acute toxicity study of preparation plays a very important role in guiding and
anticipating the dose for experimental and clinical researches as well as warning possible

effects occurring in case it’s overdose.

White mice from 20 + 2g orally took from the dose of 25,86g/kg to the maximum
dose of 64,669/kg (44,99 times higher than human dose). No mouse is dead and there are

no abnormal symptoms found in 72 hours after drinking and 7 continuous days.

The dose of 64,66g/kg (equal to 129,31 capsules/kg), which is the maximum dose,
does not cause any poisoning presence and LDsq is not identified. According to WHO

criteria, Hoat huyet an nao capsule is evidently safe with no acute toxicity.

4.1.2. Discussion on semi-chronic toxicity
- Effect on general condition and weight of rabbits

The result has shown that in the weight of 3 lots including control lot, lot 1
(0,369/kg/24h) and lot 2 (1,08g/kg/24h) after 4 and 8 weeks drinking HHAN all increase
in a comparison with those rates in pre-experiment (p<0,05). There is no difference
between lot 1, 2 and control lot. Motion, digestion, stools, eyes are normal. Thence, Hoat

huyet an nao does not have impacts on general status and growth of rabbits after 8 weeks.

- Effect on hematologic organs

Vessel blood is taken three times in 3 lots pre-treatment, 4 weeks and 8 weeks.
Quantities of red blood cell, white blood cell and thrombocytes are in normal ranges (p >
0,05). There is no difference between lot 1, 2 and control lot (p > 0,05). From the
mentioned results, HHAN does not have impacts on hematologic organs with the dose of

1,08g/kg/day (3 times higher than the clinical dose).
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- Effect of HHNA on hepatic and renal functions

The research on semi-chronic toxicity has shown that HHAN does not have
impacts on hepatic and renal functions of rabbits, does not damage hepatic cell and renal
cell in sub-clinical test and pathohistology. The rates of ALT, AST, Bilirubin, Albumin,
Cholesterol, Creatinin are all in normal ranges (p > 0,05). The study also has shown that
those herbal medicines are evidently safe and ensured that the trial preparation is

nontoxic.

4.2. Discusson on trial study results
4.2.1. Rehabilitation outcomes according to Orgogozo

The Orgogozo average scores in 2 groups significantly improve after N3g and Nygs.
The scores in trial group are higher than those of control group at 12,6 marks (Nsg) and

12,4 marks (N4s). This difference is statistically significant with p < 0,001.

Paralysis improvement from 2 degrees and more (reaching sort A) of trial group
are 48 patients (96,0%), higher than control group with 28 patients sort A (56,0%) and
sort B (44,0%) (Graph 3.2). From the above mentioned results, the paralysis degree

improve of patients treated with HHAN is better than that of control group.

The Orgogozo average score and paralysis degree increased in the study of Ngo
Quynh Hoa in 30 days using Thong mach so lac hoan are 74,44 + 9,84 and 2 paralysis
degrees (28,0%) respectively, in the study of Bui Xuan Tuyet in 20 days using Tuan hoan
nao are from 31,76 = 15,56 to 68,59 + 18,91, and 68,29% good and excellent sorts,
respectively. Those results are lower than the result found in this study, and the reasons
could be shorter study durations, different injury level and research designs leading to

distinct outcomes.

4.2.2. Rehabilitation outcomes according to Barthel

The disparity in the Barthel average score of trial group is higher than that of

control group after treatment, 13,5 and 14,3 marks (respectively) (Graph 3.3). This
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difference is statistically significant with p < 0,001. According to the objective
observation and evaluation in trial group, personal activities in patients is earlier
independent than that of control group, especially self-motion, eating and drinking,

prehensility, self-hygiene...

The result in table 3.4 is relevant to these objective manifestations. The number of
patients with 2-degree-paralysis increase is 47 subjects (94,0%) in trial group and 19
patients in control group (38,0%). This result is higher than that of Nguyen Cong
Doanh’s study, 2-paralysis-degree increase after 30-day treatment making up 71,15%;
and 51,11% in the research of Ngo Quynh Hoa. The differences among these above
mentioned results could be initially explained by the fact that the effects in improving
paralysis degree according to Orgogozo and Barthel of HHAN are better than those of

Thong mach duong nao am and Thong mach so lac hoan.
4.2.3. Rehabilitation outcomes according to Rankin scale

The result in graph 3.5 has shown that the paralysis in 100% patients in two
groups improves. Improved 2 paralysis degrees and more: 47 patients (94,0%) in trial
group which is higher than 24 patients (48,0%) in control group. Rehabilitation outcomes
in trial group are better than those of control group. These outcomes are similar to those
according to Orgogozo and Barthel. Compared to other studies, HHAN is better than
Tuan hoan nao in the study of Bui XuanTuyet with 34,2% recovery and 31,7% mild

complication.
4.2.4. Treatment outcomes in Traditional medicine

4.2.4.1. Discussion on paralysis degree improvement of two classifications in

Traditional medicine according to Orgogozo, Barthel and Rankin

The result in table 3.7 shows that the paralysis degree improvement in qi
deficiency blood stasis of trial group is better than that of control group. The effect of
HHAN could explain this result, to illustrate, Hoang ky and Duong quy tonify gi blood;

Dao nhan, Hong hoa, Dan sam, Xich thuoc resolve stasis, strongly circulate blood; Xuyen
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khung circulates qi located in blood and Nguu tat, Dia long store wind, release dampness
and dredge collaterals. The combination of these ingredients that has an effect on both
increasing essence @i and decreasing etiological factors effectively applies in

rehabilitating motor function in qi deficiency blood stasis and gi stagnancy blood stasis.
4.2.4.2. Discussion on the effects of Hoathuyetannao

According to the impact of HHAN on classifications of Traditional medicine:
There are several treatment principles for wind stroke encompassing to tonify gi blood, to
calm liver and to expel wind, to supplement blood store wind, to dredge intestines and to
resolve stasis, to wake mind and open orifices, to clear heat and to release dampness.
Clinical studies have shown that the treatment principle of circulating blood and
resolving stasis brings about effective outcomes on wind stroke such as: gi supplement
and blood circulation, blood circulation and phlegm release, qgi tonification and blood
circulation, gi and blood circulation, blood circulation and stasis release... In brief, wind
stroke with qi deficiency blood stasis and i stagnation blood stasis are mainly treated by
the treatment principle of circulating blood and releasing stasis that is the effect of
HHAN.

Hoat huyet an nao is prepared and formed with effects including: Hong hoa, Dao
nhan and Dan sam break stasis; circulate blood, halt pain, coos heart and release anxiety,
calms mind; Duong quy tonifies blood, circulates blood and moisten intestines; Xuyen
khung circulates blood and qi, dredges collaterals; Xich thuoc circulates blood and qi,
release inflammatory; Hoang ky supplements qi, treats gi deficiency, Nguu tat stores
wind, circulates blood and dredges channels, Dia long clears heat, calms mind, releases
dampness, Cam thao suppliments gi, calms gi and releases toxic substances, harmonizes
other herbs. The combination of these herbs treats gi deficiency blood stasis and qi

stagnation blood stasis.

4.3. Side effects
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After 45 days, there are no patients with nausea, two patients with mild
stomachache which finished in 2 days after. Besides, there are no patients with allergy,

urticaria and diarrhea (Table 3.8).

Hoat huyet an nao does not damage hematologic producing function, hepatic and
renal functions. The quantities of white blood cell, red blood cell, thrombocytes,
hemoglobin, hematocrit in pre and post treatment arethe same (p > 0,05). The rates of
cholesterol, triglyceride, LDL-C, HDL-C, ALT, AST, creatinin, glucose in pre and post
treatmentarein normal ranges and there are no difference in these rates between trial and

control groups (p > 0,05).

It is evidently to make sure that Hoat huyet an nao does not cause any side effect
in clinical trial, does not damage hematologic producing function, hepatic and renal
functions. The outcomes of trial study are relevant to those of experimental study.

CONCLUSION

1. Hoathuyetannao capsule is nontoxic

- Acute toxicity: mice drank the dose of 64,66g/kg (44,99 times human dose). Hoat huyet

an nao does not cause acute toxicity, and LCsis not identified.

- Semi-chronic toxicity: rabbits drank the dose of 0,36 g/kg (equal to clinical dose) and
the dose of 1,08 g/kg (3 times clinical dose), within 8 weeks. HHAN does not cause
semi-chronic toxicity and damage hematologic producing function and hepatic and renal

functions as well. Weight and general condition of rabbits are normal.

2. Hoat huyet an nao capsule effectively rehabilitates motor function in post-acute

infarction in tentorium cerebelli stroke patients and does not cause side effects.

2.1. Effect in motor rehabilitation

Hoat huyet an nao combined with reference drug rehabilitate motor function of

post-acute ischemia in tentorium cerebelli stroke patients.
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- Orgogozo score: Trial group: 96,0% sort A (48 patients), 4,0% sort B (2 patients);
control group: 56,0% sort A (28 patients), 44,0% sort B (22 patients). The Orgogozo
average score in trial group increases by 52,7 marks, higher than that of control group

(38,6 marks). The difference is statistically significant with p < 0,001.

- Barthel score: Trial group: 94,0% sort A (47 patients), 6,0% sort B (3 patients); control
group: 38,0% sort A (19 patients), 60,0% sort B (30 patients). The Barthel average score
in trial group increases by 52,0 marks, higher than that of control group (40,6 marks).

The difference is statistically significant with p < 0,001.

- Rankin score: Trial group: sort A: 94,0% sort A (47 patients), 6,0% sort B (3 patients);
control group: 48,0% sort A (24 patients), 52,0% sort B (26 patients). The difference is
statistically significant with p < 0,001.

- HHAN improves symptoms including hemiplegia, verbal disorder, central facial palsy,

numbness and tingling better than those of control group.

- Barthel score: Trial group: 94,0% sort A (47 patients), 6,0% sort B (3 patients); control
group: 38,0% sort A (19 patients), 60,0% sort B (30 patients). The Barthel average score
in trial group increases by 52,0 marks, higher than that of control group (40,6 marks).

The difference is statistically significant with p < 0,001.

- Rankin score: Trial group: sort A: 94,0% sort A (47 patients), 6,0% sort B (3 patients);
control group: 48,0% sort A (24 patients), 52,0% sort B (26 patients). The difference is
statistically significant with p < 0,001.

- HHAN improves symptoms including hemiplegia, verbal disorder, central facial palsy,

numbness and tingling better than those of control group.

HHAN capsule improves motor function in gi deficiency blood stasis syndrome better

than those of gi stagnation blood stasis syndrome and control group.

2.3. “Hoat huyet an nao” capsule does not have side effect.
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- In clinical sector: no patients found with allergy, headache, and nausea.
- In sub-clinical sector: renal and hepatic functions are not impacted.
PETITION

- Research on a larger sample size to assert the effect in either motor rehabilitation of
post-acute infarction in tentorium cerebelli stroke patients or effective prevention of Hoat

huyet an nao.

- Continue studying in the antihypertensive and vessel stretch effects, brain cell

protection effect to supplement the indications of HHAN.

- Register the trade-mark of Hoat huyet an nao capsule to ensure the political issue in

community application.
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