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LO1 CAM ON

Dé hoan thanh luan vin nay, véi tat ca 1ong Kinh trong va biét on sau sic, toi
xin dugc gui 1oi cam on dén Pang ty, Ban Giam déc Hoc vién Y Duoc hoc ¢6
truyén Viét Nam, Phong dao tao Sau dai hoc, cac Bo mén, Khoa phong cua Hoc
vién Y Duoc hoc ¢é truyén Viét Nam, 13 noi truc tiép dao tao va tan tinh giup d5 toi
trong qua trinh hoc tap, nghién cuu.

T6i ciing xin bay t6 10ng biét on t4i toan thé thay ¢, cac anh chi k¥ thuat
vién, cac em sinh vién dang nghién curu khoa hoc tai b6 moéon Dugc ly - Hoc vién
Quén y da luon bén to6i, giap d& toi trong qua trinh tdi thyc hién va nghién ctu

T6i xin bay to 10ng kinh trong va biét on siu sac téi PGS.TS. Nguyén Hoang
Ngan, TS.Tran Anh Tuén, 1a nhiing nguoi thiy huéng dan truc tiép ludn theo sat,
thudng xuyén giup dd, cho toi nhiéu y kién quy béau, sat thuc trong qua trinh hoc tap
va nghién ctru dé hoan thanh luan vin nay.

T6i xin gui 10i cam on chan thanh va long biét on sau sac dén Chi uy, Lanh
dao Bénh vién Cong an thanh phé Ha Noi, tap thé phong Ké hoach tong hop da tao
diéu kién giup d t6i trong qua trinh toi hoc tap, thuc hién va nghién ctu.

Cubi cung tdi xin guri 107 cam on chan thanh nhat ti gia dinh, ban bé di ludn
d6ng hanh, dong vién, chia sé véi toi trong subt qué trinh hoc tap va nghién cau.

Luan van hoan thanh cé nhiéu tdm huyét cia nguoi viét, song van khong thé
tranh khoi sai sot. Xin cam on su dong gop chan thanh cua quy thay cd, anh chi em
ban bé déng nghiép.

Xin tran trong cam on!

Téac gia

Nguyén Thi Thu Huong



LOI CAM DOAN

T6i la Nguyén Thi Thu Huong, hoc vién cao hoc khda 12, Hoc vién Y dugc
hoc c6 truyén Viét Nam, chuyén nganh Y hoc c6 truyén, xin cam doan:

Day 1a luan vin do ban than toi truc tiép thuc hién dudi sy hudng din cua
PGS.TS. Nguyén Hoang Ngan va TS.Tran Anh Tuan.

Cong trinh nay khong tring lap véi bat ky nghién ctu nao khac da duoc
cdng bd tai Viét Nam.

Cac sd liéu, théng tin trong nghién ciu 1a hoan toan chinh xéc, trung thuc va
khach quan, d dugc xac nhan va chap thuan cua co s noi nghién cuu.

T6i xin hoan toan chiu trach nhiém trudc phép luat vé nhitng cam két nay.

Ha Noi, ngay thang 5 nam 2022

Tac gia

Nguyén Thi Thu Huong



NHUNG CHU VIET TAT TRONG LUAN VAN

ALT : Alanine aminotransferase

AST . Aspartate aminotransferase

BMI : Body mass index (Chi s6 khdi co thé)

CRP : Protein C Reactive (Protein phan tng C)

DVTN : bong vat thuc nghiém

LDs, : Lethal dose 50 (Liéu gay chét cho 50% sb dong vt thir nghiém)
LDL-C : Low density lipoprotein cholesterol (Lipoprotein ti trong thap)
HDL-C : High density lipoproteins cholesterol (Lipoprotein ti trong cao)
TC - Total cholesterol (Cholesterol toan phan)

TG : Triglycerid

WHO - World Health Organization (T6 chirc Y té thé giGi)

XVbM : Xo vira dong mach

SAC : S-allyl-L-cystein

VLDL-C  : Very low-density lipoprotein cholesterol (Lipoprotein ti trong raf
thap)

YHCT :'Y hoc ¢ truyén

YHHD : Y hoc hién dai
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PAT VAN PE

Xo vita dong mach 1a sy phdi hop céc hién tuong thay d6i cau tric noi mac
cta cac dong mach 16n va vira, bao gém su tich tu cuc bo cac chat lipid, cac phic
bo glucid, méu va cac san phiam cua mau, mé xo va cin ling acid lam cho long
mach hep lai va kém dan hoi. Xo vira dong mach gay ra 2 bién chang nguy hiém Ia
nhdi mau co tim va tai bién mach mau ndo. Trén toan thé gisi bénh ly tim mach da
vuot xa cac bénh nhidm khuan néi chung va ciing 1a nguyén nhan hang dau gay tu
vong. Tai Hoa Ky, khoang 610.000 ngudi chét vi bénh tim mdi nam. Do 1a cu 4
treong hop tr vong thi c¢6 1 nguoi. Bénh mach vanh 1a nguyén nhan gay tir vong
hang dau & thé gioi phuong Ty, giét chét hon 370.000 ngudi mdi nam. Trung binh
c6 khoang 735.000 nguoi My bi dau tim mdi nam. Trong sé nay, 525.000 c6 cudc
tan cong ban dau va 210.000 c6 cudc tin cdng lap lai. Nguoi ta dd bao cdo rang
75% truong hop nhoi mau co tim cap tinh xay ra do vé mang bam va ty Ié v mang
cao nhat dugc quan sat thidy & nam gigi trén 45 tudi; trong khi d6, ¢ phu nit, ty Ié
mac bénh ting 1én sau 50 tudi. Ty I& xo vita ddng mach & nam gidi cao hon so véi
nit gii 1a do chirc ning bao vé cua hormone sinh duc nit nhung bi mét di sau khi
mén kinh [1],[2],[3].

O Viét Nam, cling vai su phat trién cua kinh té- x& hoi, ngay cang nhiéu nguoi
cao tudi mac céac bénh réi loan chuyén hoa nhu tiang lipid mau, ting huyét ap, dai
thao dudng... Tang ham lugng céc chat lipid trong mau (cholesterol va triglycerid)
rat thuong gap va 1a mot trong nhiing yéu té nguy co c6 thé thay d6i duoc quan
trong bac nhat caa bénh tim mach, day 1a nhiing yéu té nguy co cia vira xo dong
mach. Tuy nhién, do dn udng thiéu kiém soat ma hién nay sé ngudi tré mac bénh
ngay cang nhiéu hon [3],[4].

Diéu tri ¢6 hiéu qua hdi chimg rdi loan lipid mau s& lam han ché su phat trién
cua bénh xo vira dong mach va ngan ngura dugc cac bién ching vé tim mach. Y hoc
hién dai da tim ra nhiéu loai thudc c6 tac dung diéu chinh réi loan lipid méau: nhém
fibrat (bezafibrat, fenofibrat, gemgibrozil...), nhom statin (fluvastatin, lovastatin,
pravastatin...). Vi vay, kiém soat, diéu tri xo vira dong mach 1a viéc 1am c¢6 ¥ nghia to 16n

nham han ché nhiing bién ching nguy hiém cua xo vita dong mach, nang cao chét luong



cudc song cua ngudi dan. Dac biét, khi nhiéu tinh trang bénh 1y di kém nhau thuong
lam cho bénh nhan phai uéng nhiéu loai thudc khéc nhau vira gay nhiéu phién toai
cho ngudi bénh, khé tuan tha phac do diéu tri vira 1am ting nguy co tuong tac thudc
va tang doc tinh cua thude [1],[5].

Nudc ta c6 ngudn duoc liéu phong phd, nhiéu doi duoc cha 6ng ta sir dung
cho diéu tri va cham séc stc khoe. Trong d6 cac duoc lidu dugc st dung véi tac
dung ha lipid mau, glucose mau, du phong va diéu tri xo vita dong mach 1a: Son tra,
giao co lam, do ngon, 14 sen, trach ta, bup giam, toi... Tuy nhién viéc st dung cac
dugc lidu nay van chu yéu 1a theo phuong phap truyén théng, 1am tac dung cua cac
dugc liéu khong cao, khdng thuan tién cho ngudi bénh. Do vay viéc két hop y hoc
co truyén va y hoc hién dai, chuyén dang tir cac duoc liéu thanh cac dang bao ché
hién dai, lam tang tac dung va thuan tién cho st dung ctia nguoi bénh Ia viéc lam
cin thiét [6].[7].

Toi den, Bup giam, Giao c6 lam va Trach ta c6 nhiing thanh phan héa hoc cé
tac dung ha cholesterol méau, ha glucose mau, du phong va diéu tri xo vira dong
mach theo cac co ché, vi tri tic dung khac nhau, khi phdi hop véi nhau thuong tao
ra dugc tac dung hiép ddng. Trach ta c6 tac dung loi niéu, thai mudi, co loi trong du
phong va diéu tri xo vita dong mach khi phdi hop véi cac dugc liéu cé tac dung ha
cholesterol mau, ha glucose méau [8],[9].

Tir 4 duoc liéu Toi den, Byp giam, Giao co lam va Trach ta, Hoc vién Quan y
da bao ché ra vién nang Anmaha, dat tiéu chuan co so, véi dinh huéng tac dung
phong va diéu tri xo vita mach. Viéc danh gia tinh an toan va tac dung cua ché
phiam trén dong vat thuc nghiém 1a mot budc quan trong trong phat trién san pham.
Vi vay, chiing tdi tién hanh dé tai “Nghién ctru doc tinh cap va tac dung diéu trj xo
vira dong mach cua vién nang Anmaha trén dong vat thuc nghiém”.

Muc tiéu:

1. Pdnh gid déc tinh cdp cia vién nang Anmaha trén chugt nhdt tring

2. Pdnh gid tic dung diéu tri xo vica dpng mach cria vien nang Anmaha

trén chugt cang trdng.



CHUONG 1 :
TONG QUAN TAI LIEU

1.1. TONG QUAN VE XO VUA PONG MACH THEO Y HQC HIEN DAl
1.1.1. Pinh nghia xo vira dgng mach

Xo vira d6ng mach (XVBM) 1a mot ton thuong giai phau rat hay gap ¢ thanh
d6ng mach. XVDM la su phdi hop cac hién trgng thay dbi cau tric noi mac cua cac
do6ng mach 16n va trung binh, bao gom su tich tu cuc bd cua cac chat lipid, quéa trinh
oxy hoa, xam nhap cua té bao viém va ting sinh cac yéu té xo héa ¢ néi md mach
méu din dén hep 16ng mach, hinh thanh huyét khéi va tic mach [1],[2].

C6 nhiéu yéu t6 nguy co giy XVDM. XVDM la mét hién twong bénh ly ning
né do nd gay ra nhiéu bién ching. Biéu tri co ban la ndi khoa, diéu tri ngoai khoa
khi c6 céc bién chang [10],[11],[12].

1.1.2. C&c quan niém hién nay vé co ché bénh sinh ciia xo vira ddng mach

- Vai tro cua té bao noi mé mach mau: Thay d6i vé luu lwong dong chay tao nén
c4c &p lyc cat (shear stress) 1én thanh dong mach, 1am long 1éo su lién két cua té bao
ndi md mach mau va gay ra sy day 1én cua cac glycocalyx, tao diéu kién cho su ling
dong cuia cac LDL va s xam nhap caa cac bach cau vao 16p dudi noi mac [13].

- Vai trd ciia LDL va san pham oxy hoa trong xo vita dong mach: Sau qué trinh
thay doi do tac dong co hoc ¢ 16p t& bao ndi MO mach mau, cac san pham cua qué
trinh oxy hoa LDL tac dong dén thanh mach tai chd, gdy doc céc té bao noi md, dan
dén phan tng viém, ting ling dong cac lipoprotein, ting hoat tinh cua
methyltransferases, giam nitric oxid thuc ddy qué trinh XVDM tién trién [13], [14].

- Vai tro cua cac dai thuc bao chuyén dang tir cac bach cau don nhan: Cac té
bao ndi mac, cam nhan sy hién dién cua san pham trung gian caa qua trinh oxy hoa
LDL, tiét ra cac monocyte chemoattractant protein 1 thu hit cac bach cau don nhan
vao nodi trung mac, kich thich tao thanh dai thuc bao hap thu cac san pham trung

gian cua qua trinh oxy héa LDL [2],[15].



- Vai tro cua co tron thanh mach va tién trién xo vira dong mach: Khi cé tén
thurong mach mau, cac té bao co tron thanh mach cé thé co lai va san xuat chat
trung gian gay viém, din dén su gia ting va xam nhap té bao co tron.

- Vai tro cua cac oxysterol trong xo vira dong mach: Cac oxysterol hinh thanh
trong qué trinh oxy héa LDL sau khi thAm nhap vao néi trung mac. Oxysterol cd thé
gy doc té bao thanh mach qua qué trinh viém, gay chét theo chuwong trinh va tich tu
phospholipid. Oxysterol con anh huong dén dan hdi thanh mach, yéu té quan trong
gay ra XVBM [2],[13].

1.1.3. C4c yéu t6 nguy co va co ché bénh sinh

1.1.3.1. Céc yéu té nguy co

* C4c yéu t6 nguy co hang dinh (khong thay d6i duoc):

+ Tudi: ton thwong xo vita duong nhu xuat hién rat sém va gia ting theo
tudi; Tudi phan anh thoi gian mot cé thé tiép xuc véi cac yéu té nguy co khac.

+ Gidi tinh: nam ¢6 nguy co ¢6 xo vira cao hon nitr (nam/nir = 5/1).

+ Pic diém di truyén: tién st gia dinh c6 bénh tim mach (b - me) ciing 1a
mot yéu t6 nguy co cao.

* Cac yéu té nguy co c6 thé thay d6i duoc:

- C4c yéu té nguy co do 16i séng:

+ Thudc 14: ngoai nguy co gdy ung thu ndi chung, nd con gy nguy co xo
vita dong mach. Nguy co gin lién véi sé goi thude 14/nam.

+ Ché d¢ an: ché d6 an nhiéu acide béo bdo hoa thi gy xo vita dong mach cao
do lam gia tang ty 1¢ LDL - Cholesterol.

+ Udng ruou: ruou 1am gia ting huyét 4p va céc triglycerid.

+ Béo phi: danh gia dwa vao chi s6 khdi co thé (BMI). Binh thudng BMI tir 20
- 25 @ nam va 19 - 24 & nit. Béo phi bénh 1y khi BMI > 40. Béo phi kiéu nam (vong

bung > 102 cm ¢ nam va > 88 cm ¢ nir) 1a c6 nguy co xo vira cao nhat.



+ Sy hoat dong: hoat dong cua co thé déu din 1am thay ddi cac yéu td nguy co
(duy tri can ning binh thuong, giam hut thude 14 va lam thay ddi ché d6 an). Hoat
dong con lam giam LDL - C.

- Cac yéu td tinh than - x4 hoi.

+ Céc yéu té nguy co moi:

+ Tang homocystein mau.

+ Tang fibrinogen mau.

+ Téang protein C Reactive (CRP).

* Cac bénh ly nguy co:

- Pai thao dudng: dai thao duong type I va IT déu phdi hop véi su gia ting nguy
co tim mach. Dbi véi dai thdo duong type I, nguy co xuét hién sém trude 30 tudi.
Trong khi dai thiao duong type II thuong kém theo cic yéu td nguy co khac (ting
huyét ap, r6i loan lipid mau, béo phi). Réi loan lipid mau. Sy gia ting LDL- C va
c4c TG rat nguy hiém. Sy gia ting HDL-C c6 tac dung bao vé.

- Tang huyét ap: anh hudng cua tang huyét 4p trén tim mach quan trong nhét 13
mach mau nao.
1.1.3.2. Bénh sinh ctia mang xo vira

Co ché sinh 1y bénh van con nhiéu diéu chua rd. Tuy nhién cé cac yéu té nguy
co gdp phan giy nén mang xo vira:

- Lam thay dbi céc té bao noi mo

- Lam tang sinh cac té bao co tron, ndi mac.

- Lam thay d6i chuyén hoa trong céc té bao co tron (tich liiy lipid, ting LDL -
cholesterol...).

* Cac yéu to té bao:
- Té bao don nhan: Day 1a mot té bao sém cé anh hudng trong qué trinh sinh

bénh hoc cua xo vita dong mach.



Budc dau tién 1a két dinh vao 16p ndi mo, sau d6 tham nhdp vao 16p ndéi1 mac.
Té bao nay c6 thé chuyén dang thanh té bao bot (cellule spumeuse), day la cac giot
md sau khi bat dinh LDL.

- Soi co tron (FML): La yéu t6 quan trong thir hai.

+ N6 ¢6 thé di chuyén, nhan 1én, va tong hop cac yéu té ctua khung ngoai bao.
Chinh diéu nay gbp phan hinh thanh nén phan xo cia mang xo vita.

+ Vai trd clia soi co tron dudng nhu rat quan trong trong qua trinh gay hep sau
khi tao hinh mach mau.

- Té bao ndi md (endothélium): Pay 1a hang rao hoat dong gitta dong mau va
thanh dong mach.

Tat ca cac thay d6i co hoc hodc co ning cia té bao néi mod déu 1am gia ting su
hinh thanh mang xo vita, n6 tao diéu kién thuan loi cho su ngung tap tiéu cau.

Tiéu cau khong chi co thé tao diéu kién cho tic dong mach ma con tham
gia vao sy hinh thanh mang xo vita do tong hop yéu t6 ting truong. Sy thay di
ciia té bao ndi mo tao diéu kién két dinh céac té bao don nhan va lam tham nhap
cac phan tur lipid.
* Cac yéu t6 khong thudc té bao:

C6 rat nhiéu yéu té trong nhom ndy, bao gdm cac yéu to ting truong, cac
cytokines, v.v... va didc biét la LDL-C. Cac LDL-C trai qua su oxy hoa bén trong
thanh dong mach, 1am hinh thanh cac té bao bot. Trén thuc té, chi ¢6 cac LDL-C bi

bién d6i hoidc bi oxy hda méi bi dai thuc bao bat gitr.
1.1.4. Piéu tri

1.1.4.1. Nguyén tic chung

- Diéu tri cac yéu td nguy co chinh: rdi loan lipid mau, nghién thudc 1, dai thao
duong, ting huyét ap...

- Piéu tri cic bién chimng ciia XVDM bang cach ngin ngira nguyén phat hay thi phét.

- Diéu tri cac tén thuong mach mau trong tirng bénh Iy mach mau cu thé [16], [17].



1.1.4.2. Ngin ngira C4C Yéu té nguy co

Thay d6i 16i séng va diéu chinh céc yéu t6 nguy co 13 méot ndi dung quan trong

trong diéu tri bénh 1y XVDM néi chung [2],[5],[15]:

- Giam cén nang va giam vong eo.

- Bo thubc l4.

- Kiém soét huyét 4p muc tiéu: Tang huyét ap khi c6 XVDM nio thudng ding
cac thude chen kénh calci, e ché enzym chuyén.

- Kiém soét tot duong huyét khi co dai thao duong.
1.1.4.3. Thuéc diéu tri

Céc thudc chinh dugc st dung dé diéu tri XVDM canh va XVDM néi chung
la cac thude ha lipid méau va chéng ngung tap tiéu cau [26],[30], ngoai ra con co céc
thudc gidn mach. Bén canh do, co ché gay XVDM duoc cho 13 lién quan dén céc
g6c tu do tir qua trinh oxy héa LDL, vi vay véan dé sir dung cac thudc cé tac dung

chéng oxy héa trong du phong va diéu tri XVDM dang ngay dugc quan tam [2].

Thudc ha lipoprotein mau;

Thudc chéng ngung két tiéu cau;

Cac thuéc gian mach;

Cac thudc chéng oxy hoa trong diéu tri xo vira dong mach.

* Cdc chdt tao phitc véi acid mt (cholestyramin, colestipol, colesevelam)
- Co ché: cac chét tao phirc v6i acid mét hay cac resin tich dién am s& gan véi acid mat
tich dién dwong tao thanh phirc hop resin/acid mat khong duoc hap thu va bi dio thai qua
phén, lam giam ndng d6 acid mat. Té bao gan ting cudng chuyén hoa cholesterol thanh
acid mat, 1am cho ndng do cholesterol trong té bao gan giam, kich thich ting sinh cac LDL
receptor va lam tang thanh thai LDL trong huyét tuong,

- Tac dung khong mong mudn: rdi loan tiéu hoa, giam su hap thu cia 1 s vitamin (A,
D, E, K) va anh hudng dén su hép thu ctiia mot s6 thude khac nhur digoxin, warfarin va cac

hormon tuyén giap [5].



* Chdt trc ché hdp thu cholesterol — Ezetimibe:

- Co ché: ezetimibe gan tryc tiép vao protein van chuyén NPC1L1 va tc ché qué trinh
hép thu cholesterol tai rudt non, lam giam luong cholesterol dur trit trong gan va 1am ting
thanh thai cholesterol trong méau thong qua 1am ting s lwong cac LDL receptor.

- Ezetimibe tuong ddi an toan, it xuat hién cac tac dung khéng mong mudn.

* Acid nicotinic (niacin):

- Co ché: tai mé md, niacin trc ché su thuy phan TG boi cic lipase nhay cam véi
hormon, 1am giam luong acid béo tir do vé gan va giam tong hop TG va giai phong VLDL
tai gan. Ngodi ra, niacin con trc ché hoat dong cua diacylglycerol acyltransferase-2 —
enzym tham gia qua trinh tong hop TG .

- Tac dung khéng mong mubn: néng bimg, nglra nira ngudi trén, rdi loan tiéu hoa, 1am
tang nong d6 acid uric trong huyét twong. Thudc c6 thé gy ra tinh trang khang insulin va
]am ning thém tinh trang ting dudng huyét [13].

* Dan xudt acid fibric (Fibrat):

- Co ché: fibrat kich thich hoat dong ctia cac LPL 1am tang thity phan TG, lam giam
tong hop apoC-1III (ting thanh thai cc lipoprotein tan du), thuc ddy qué trinh oxy hoa cua
cac acid béo, 1am giam san xuat VLDL. Fibrat thong qua PPARa con 1am ting s lwong
ctia apoAl va apoAll nén lam ting nong d6 HDL-C.

- Tac dung khong mong mudn: réi loan tiéu hoa, ting nguy co xuat hién soi mat, ting
tac dung ctia warfarin va mét s6 thudc ha dudng huyét dudng udng .

* C4c statin: La nhom thude hiéu qua nhat va c6 kha ning dung nap t6t nhat trong diéu
tri rbi loan lipoprotein méu.

- Co ché: HMG-CoA reductase 13 mot enzyme quan trong trong sinh tong hop
cholesterol, va tic ché enzyme nay giam tong hop cholesterol. Bang cach tic ché sinh tong
hop cholesterol, statin 1am ting hoat dong ctia cac LDL receptor ¢ gan, va do d6 thuc day
qué trinh thanh thai LDL khoi vong tuan hoan, két qua 1a 1am giam nong d6 LDL-C.
Nhiéu nghién ciru gan day chi ra mét sd tac dung doc lap véi tac dung ha cholesterol mau
cta statin ¢6 1gi ddi v6i tim mach: cai thién chuc nang nd1 mac mach do kich thich
giai phong NO, 6n dinh mang xo vita, chéng oxy hoa, chdng viém, chéng huyét
khi. Ngoai ra, statin con c6 mot s6 tac dung c6 loi trén hé mién dich, hé than kinh

trung wong va xuong.



- Tac dung khong mong mudn: ri loan tiéu hoa, dau dau, mét méi, dau co hodc dau
khop. Tang hoat do cac transaminase gan (AST va ALT). Bénh co nang, dac biét 1a ti€u co

van hiém khi xay ra [16].
* Acid béo omega-3 (ddu cd):

- Acid béo khong bao hoa da omega-3 (Omega-3 polyunsaturated fatty acids -
PUFAs) c¢6 mat nhiéu trong dau c4, bao gdm acid eicosapentaenoic (EPA) va acid
decohexanoic (DHA) 13 hai phan ttr dugc sir dung phd bién trong didu tri ting lipid mau.
PUFASs lam giam ndng d6 TG huyét tuong nhung 1am ting ndng do cholesterol.

- Tac dung khong mong mudn pho bién ciia PUFAs 14 16i loan tiéu hoa (dau bung,
budn nén, tiéu chay) va vi tanh trong miéng sau khi udng thude.

* Alirocumab va Evolocumab: 14 nhimng khang thé don dong nhan bén, ¢6 tac dung trc
ché proprotein convertase subtilisin—kexin type 9 (PCSK9) tir d6 1am ting s6 luong LDL-
receptor & bé mit t& bao gan, két qua 13 1am giam ndng d6 LDL cholesterol trong mau. Co
ché nay gidng mot phan véi co ché tac dung ciia nhom statin (Iam tang s6 lugng LDL-
receptor) tuy nhién tac dung phong ngira cac bién c¢b tim mach ciia cac thudc niy chua
duoc chimg minh 16 rang [17].

* Piéu tri phoi hop thuoc

- Nhiing bénh nhan khong dat muc ti€éu LDL-C va non-HDL-C véi statin don tri li€u,
c6 thé phdi hop chit tc ché hap thu cholesterol hodc chét tao phirc v6i acid mét.

- V6i nhitng bénh nhan nguy co cao khong dat duwoc muc tiéu ndng d6 LDL-C voi
statin don tri liéu va c6 ndng d6 HDL-C thap: phdi hop niacin véi statin.

- Nhing bénh nhan nguy co cao dang ding statin c6 ndng do TG cao co thé phdi hop
thém fibrat hodc dau ca.

- Nhiing bénh nhan ting TG mau nang khong dat duoc muc ti€u non-HDL-C véi
fibrat thi c6 thé can nhic bo sung thém statin [18].
1.1.4.4. Piéu tri can thigp

Chi dinh khi hep dong mach trén 70%, dac biét khi hep dong mach co triéu ching.

Muc tiéu cua phau thuat 1a lay bo mang xo vira nham giam nguy co tai bién.

Diéu tri hep dong mach bang can thiép noi mach.

Chi dinh cho nhdi mau ndo dén sém do tic dong mach canh.
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1.2. XO VUA PONG MACH THEO Y HQOC CO TRUYEN

1.2.1. Quan niém vé xo vira ddng mach hién nay theo y hoc cé truyén

Theo y hoc ¢b truyén, cac triéu chitng mé ta bénh XVDM thudc pham tru
ching tam thong, tam quy, kién vong, huyén vung... [10].

Bién chirng 1am sang cin ctr vao biéu hién cu thé caa bénh trong cac pham tru
tam théng, tdm quy, huyén vung, trang phong, kién vong... Nhan t6 quan trong
nhit gdy XVDM la ching réi loan chuyén héa lipid mau. Cac mang vira xo lam
giam tinh dan hoi thanh mach, chit hep 10ng mach lam giam va ngung tré luu thong
mau. Cho nén, co ché bénh sinh cua né co lién quan chit ché dén nhan té d¢am troc
va huyét « [10],[19].

1.2.2. Nguyén nhan va bién chirng luin tri cia xo vira dong mach theo YHCT
1.2.2.1. Nguyén nhdn, co ché bénh sinh

Nguyén nhan, co ché bénh sinh lién quan mat thiét dén khi tré huyét & va dam troc.

* Co thé gia yéu:

- Bénh thuong gap & ngudi gia, khi qua tudi 50 thi than khi dan suy. Than
duong hu suy nén khong thiic day dugc duong khi cua ngii tang. Than &m hao ton
nén khong nuédi dudng dugc phan &m cua ngii tang. Than tinh bét tic 1am néo tay
hu nhugc ciing gdy nén hoa mat, chdng mat, hay quén. Tam duong khong hung
phan 1am khi huyét van hanh khdng théng gay nén tic mach nio va dau tic nguc.
Tam a&m bat tac 1am tim khong dugc nudi dudng gay nén tam quy.

- Ty duwong hu nhugc lam dam troc ndi sinh gay nén héi hop, tréng nguc, dau
trc nguc, hoa mat, chéng mat.

- Can am bat ttc 1am can duong thuong cang, can phong ndi dong gay nén hoa
mat, chéng mit, c6 thé gay ching tring phong [20].

* An udng khong diéu dg: Thich an dd béo ngot, nghién ruou 1au ngay 1am ton
thuong ty vi. Chirc ning van héa cua ty vi b rdi loan 1am tu thip thanh dam gay tro
tré trong mach, rdi loan van chuyén dwong khi & phan nguc gy nén dau tic nguc
(hung t&). Néu dam troc @ tré lam thanh duong khong thing, troc &m khong giang

thi c6 thé gay nén hoa mat, chong mat. Néu dam tré tdm mach lam tam khong duoc
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nudi dudng gay nén hdi hop, tréng nguc. Ty 1a hau thién chi ban nén khi ty vi bi ton
thuong s& 1am rdi loan ngudn hoéa sinh khi huyét lam tim khong duoc nudi dudng
day da gay nén hoi hop, trong nguc; ndo khong dugce nudi dudng diy du gay nén
hoa mét, chéng mat [10].

* Roi logn tinh chi: Lao dong tri 6c nhiéu dé gay ton thuong tam, lo ling
nhiéu d& gay ton thuong than. Khi huyét hao hu lam tim than khéng dugc nudi
dudng gay nén hoi hop, trong nguc (tim quy), dau dau va chéng mat (huyén vung),
hay quén (kién vong). Ty hu khi két, tu tn thanh dam; cau gian thuong can lam can
khi uét két, khi uat hoa hoa hun dét tan dich thanh dam; khi tré huyét @, dam tré
huyét mach gay nén dau tic nguc (hung ty), hoi hop, trong nguc, dau dau va
chéng mat [19], [20].
1.2.2.2. Bi¢n charng lugn tri

* Bign ching vé hu thuc:

- XVDM 1a bénh thudc ban hu va tiéu thuc. Ban hu chu yéu la can, than, tam,
ty hu; tiéu thuc chu yéu 1a dam troc, huyét w.

- Do vi tri vita xo khac nhau nén anh hudng dén cac co quan ciing khac nhau
cho nén bién chirng tang pha hu ciing c¢6 sy khac biét. Vita xo dong mach ndo sé
thiy biéu hién cua can, than hu; vira xo dong mach vanh thi chia yéu 13 tam hu,
ngoai ra ¢ quan hé mat thiét dén ty va than. Trong tiéu thyuc thi bat ké 1a thé nao
cling déu lién quan dén dam troc va huyét t.

* Nguyén tdc diéu tri:

Cin cr vao dic diém bénh XVDM thi nguyén tic diéu tri 1a tu bd can than,
dudng tam kién ty, hoat huyét hda & [10],[19].

1.2.3. C4c thé 1am sang ciaa xo' vira mach va diéu tri theo y hec cé truyén

Theo PGS.TS.Tran Qudc Bao (2012) chia bénh nay ra lam 5 thé:
1.2.3.1. Tam t ludng hu

- LAm sang: hdi hop, tréng nguc, mat nga, dau dau, chong mat, van dong lam
bénh ning 1én, hay quén, sic mat khong twoi, mét moi, tiéng ndi nho, the yéu, an
kém, bung day, chat ludi nhot, c6 4n ring, mach té nhwoc.

- Phép tri: kién ty dudng tam, b ich khi huyét.
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- Bai thuéc: Quy ty thang.

Bach truat 12g Puong quy 12g Phuc than 12g
Hoang ky 15¢ Long nhén 10g Vién chi 06g
Tao nhan 129 Moc huong 06g Cam thao 06g
Nhéan sam 039

Bai thudc trén sic ubng, ngay 01 thang.

Trong bai thube nay, nhan sam co tac dung “bd ngill tang, an tinh than, dinh
hon phach” dé bo khi sinh huyét, dudng tam ich ty. Long nhédn c6 tac dung bo ich
tam ty, dudng huyét an than. Hoang ky, bach trudt gitp nhan sam ich khi kién ty.
Puong quy gitip long nhian dudng huyét bo tdm. Phuc than, vién chi, tdo nhan dé
ninh tdm an than. Moc hwong dé 1y khi tinh ty, phdi hop voi thude bo khi dudng
huyét 1am cho bd ma khong né tré ¢ vi. Cam thao c6 tac dung ich khi bd trung va
diéu hoa cac vi thudc. Khi sic thudc cho thém sinh khuong, dai tdo dé diéu hoa ty vi
va gitup cho tang cuong sinh hoa [10].
1.2.3.2. Ty thdgn dwong hw

- LAm sang: dau tic nguc, hdi hop tréng nguc, hut hoi, mét, ngai noi, sac mat
trang béch, dau lung, so lanh, chan va tay lanh, dn kém, dai tién phan long, chit ludi
nhot, mach tram tri té hoac két dai.

- Phép tri: 6n bo ty than, théng lac ninh tam.

- Bai thuéc: Ly trung thang phéi hop véi Hitu quy am.

Thuc dia 209 Hoai son 159 Sonthu 10g
Ky tu 10g Cam thao chich 069 Do trong  10g
Nhuc qué 06g Phu ttr ché 06g Nhan sam 06g
Bach truat 15g Can khuong 06g

Céc vi thudc trén sic udng, ngay 01 thang.

Trong bai thudc ndy, can khuwong, nhuc qué, phu tir ¢6 tinh vi cay néng, quy
Kinh ty vi; c6 tdc dung On trung tan han, phu duong tc am. Bénh thudc hu chiung
nén dung nhan sam co tinh vi ngot, 4am va nhap vao kinh ty dé bo hau thién, khi
vugng thi duong hoi phuc. Ty thudc thap tho, do trung hu bat van nén sinh han thap

cho nén dung bach truit co tinh vi ngot, ding, on tio; c6 tic dung tdo thip kién ty,
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kién van trung ti€u. Thuc dia, hoai son, ky tur, son thu déu 1a cac vi thude c6 tinh vi
ngot nhuan; co tac dung tu bo than am, dudng can kién ty, trin tinh bod tuy nén khi
phdi hop véi cac vi cay nong thi dat duoc hiéu qua “4m trung cau duwong”. Cam
thao chich c6 tinh 6n; ¢6 tic dung bo ty ich khi, diéu hoa cac vi thube [10],[21].
1.2.3.3. Can thdn dm hw

- Lam sang: chong mat, U tai, mat ngu, hdi hop, hay quén, tac nguc hodc dau
nhoi, d& cau gat, 10ng ban chan va tay néng, dau lung, moéi gdi, di tinh, ra mo hdi
trom, chat ludi hdng khd, mach té sac.

- Phép tri: tu bo can than, dudng &m an than.

- Bai thusc: Nhat quan tién phdi hop véi Ta quy hoan.

Sa sam 129 Mach mon 12¢g Thuc dia 20g

Ky tu 10g Xuyén luyén tir 04qg Hoai son 129

Phuc linh ~ 10g Cam thao chich 06g Son thu 06g

Puong quy 129 Ldc gidc giao 20g Quy ban 129

Bai thudc trén sic ubng, ngay 01 thang.

Trong bai thudc nay, thuc dia dé ich than dudng can, tu thuy ham moc. Ky tir
¢ tac dung bo can than, ich tinh huyét. Puong quy c6 tac dung dudng huyét bd
can. Quy ban c6 tinh vi ngot médn lanh dé bd can than am va tiém duong. Ldc giac
giao c6 tinh vi ngot man 4m dé ting cuong bd huyét va 6n bo than duong. Nhu vay,
trong dudng huyét lai co ca diéu huyét, bo can lai c6 ca so dat. Sa sdm, mach mén
dé dudng am sinh tan, nhuan tdo chi khat, thanh kim ich vi. Xuyén luyén tir ¢6 tinh
vi déng lanh, so can tiét nhiét, hanh khi chi théng va khi dugc phdi hop voi mot tap
hop cac vi ngot lanh tu am dudng huyét s& tranh dugc kho tao thuong 4m va tiét can
hoa ma binh hoanh nghich. Phuc linh dé kién ty tham thap. Cam théo chich dé kién ty
hoa vi, diéu hoa céc vi thude [10],[22].
1.2.3.4. Dam trocC tro tré

- Lam sang: hoi hop, mat ngu, dau dau, chong mat, dau tiac nguc, hay quén,
ngudi béu tré, chan tay cam giac nang né, an kém, day bung, réu ludi trang nhép,
mach huyén hoat.

- Phap tri: 1y khi khir dam, kién ty hoa vi.
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- Bai thusc: Pao xich tan.
Sinh dia 10g Moc thong 10g Sinh cam thao 10g
Céac vi thudc trén tan bot, mdi 1an uéng 10g vé1 nude sdc trac diép, uéng khi
thudc con 4m va sau khi an.
Néu hoi hop nhiéu thi gia toan tao nhan 10g, vién chi 06g.
Néu dam uit hoéa hoa gay déng miéng, but rut, réu ludi vang nhdp thi nén
dung bai Hoang lién 6n dém thang va gia chi tir 12g [10],[21].
1.2.3.5. Khi trg huyét
- Lam sang: dau tac nguc, dau dau, chong mat, hdi hop trong nguc, hay quén, mat
nga, mét moi, hut hoi, chat ludi tim hoac cd ban & huyét, mach huyén sac hoic két dai.
- Phép tri: hoat huyét hda &, Iy khi théng lac.
- Bai thudc: Huyét phu tryc & thang.

bao nhan 10g Hong hoa 10g  Duong quy 12¢
Sinh dia 12g Xuyén khung 129 Xich thugcl2g
Nguu tat 129 Cét canh 05g Saihdo 129
Chi xéc 10g Cam thao 06g

Céc vi thude trén sic udng, ngay 01 thang.

Bai thudc ndy duoc ciu tao tir bai Pao hong tir vat thang két hop véi bai Tu
nghich tan va gia cat canh, nguu tat. Trong bai thudc nay, duong quy, xuyén khung,
xich thuoc, dao nhan, hong hoa déu co tac dung hoat huyét hoa . Nguu tat cé tac
dung khr huyét @, thong huyét mach, dan & huyét ha hanh. Sai ho ¢6 tac dung so
can giai uit, thing dat thanh duong. Cat canh c6 tic dung khai tuyén phé khi, dua
thudc 1én trén két hop véi chi xac (mot thing mot giang) dé hanh khi & ving nguc
lam cho khi hanh thi huyét hanh. Sinh dia c6 tac dung luong huyét thanh nhiét duoc
phéi hop véi duong quy dé dudng 4m nhuan tio 1am cho khir & ma khong thuong
am huyét. Cam thao diéu hoa cac vi thudc. Pac diém cua bai thudc nay 1a hanh
huyét dé phan @ tré, giai khi dé phan uat két, hoat huyét ma khong hao huyét, khtr
ma lai sinh tan. Néu dau ttirc nguc nhiéu thi gia gidng huong 12g, uat kim 08g, dién

hd sach 12g, nhii hvong 06g, mot duoc 06g, tam that 06g [10],[22].
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1.3. TONG QUAN CAC NGHIEN CUU PIEU TRI XO VUA PONG MACH
BANG THUOC YHCT

1.3.1. Cac nghién ciru trong nwéc

- Niam 2012, nghién ctru cia Vil Thi Thuan vé tac dung diéu chinh ri loan lipid
Mau va giam xo vira mach méu cua bai thubc BBT (Bén ha bach truat thién ma thang)
trén thyc nghiém cho két qua: Cho tho udng liéu 3g/kg/ngay va 6g/kg/ngay 8 tuan lién
tuc lam giam 10,06% va 10,35% TC, giam 36,47% va 27,86% LDL-C [24].

- Nim 2015, Nguyén Thi Thay, Pham Thi Van Anh, Nguyén Duy Nhu nghién
ctiu tac dung diéu chinh rdi loan lipid mau cua vién nang Giang chi tiéu khat linh
trén moé hinh ngoai sinh ¢ chudt cong trang cho thy sau 4 tuan, SAD (thanh phan
chinh 1a Giao c6 lam) liéu 0,36 g/kg/ngay c6 tac dung diéu chinh ri loan lipid mau
trén md hinh ngoai sinh & chudt cong trang (p<0,05). SAD véi mic lidu 1,08 g/kg/ngay
lam giam triglycerid (p < 0,05), va c6 xu hudng lam giam LDL (p > 0,05) [25].

- Niam 2017, Pham Thanh Tung, Truong Viét Binh, Nguyén Trong Thong,
Pham Thi Van Anh nghién ctu tac dung diéu chinh réi loan lipid mau cua vién
nang Vinatan (thanh phan chinh Ia cao chiét Giao c6 lam) trén mé hinh gay réi loan
lipd mau trén mo hinh ngoai sinh & chudt cdng trang cho thay & liéu 0,2 g/kg/ngay
va liéu 0,6 g/kg/ngay trén chudt cong tring déu co tac dung han ché rdi loan lipid
mau gay ra boi hdn hop dau cholesterol + acid cholic + propylthiouracil, biéu hién
qua su giam co y nghia thong ké nong d6 LDL - C (30,3% va |32,51 %), lam ting
nong d6 HDL -C véi p < 0,05 so véi 16 mé hinh [26].

- Niam 2019, Lé Thi Minh Phuong d4 nghién cttu tic dung chéng oxy hoa va xo
vira dong mach cua vién nang mém “ich tri vuwong” trén thuc nghiém va lam sang.
Két qua nghién ciu thuc nghiém cho thay ich tri vaong c6 tac dung chéng oxy hoa
va xo vira dong mach ¢ ca 2 liéu thir déu tang TAS huyét twong (p < 0,05), giam
muc ting SOD trung binh hong cau (p < 0,05). ich tri vuong 180 mg/kg/ngay han
ché muc ting nong d6 MDA so Véi truge nghién ciu (p > 0,05). Ich tri viong c6
tac dung chéng xo vira dong mach qua giam mic do xo vira dong mach trén dai thé

va vi thé, cai thién cac chi sé lipid mau so véi 16 mé hinh (p < 0,05) [23].
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1.3.2. Cac nghién ciru trén thé gioi

Hién nay céc nghién cau vé thubc YHCT trong diéu tri XVDM theo huéng
tim kiém céc thubc co tac dung chong XVPM thong qua tac dong 18én cac co ché
ciia XVDM nhu: tim kiém céc thude co tac bao vé ndi mac mach mau, giam LDL
trong mau, ngin ngira qué trinh oxy héa LDL hinh thanh géc tu do, ngan ngtra su
xam nhap té bao cta qua trinh viém vao 16p noi trung mac va ngin chan su hinh
thanh huyét khéi [27].

- Nghién cau cua Zhong XN va cong sy (2013) cho thay vién N&o tdm thong
c6 tac dung lam giam ton thwong XVPM, giam LDL, giam biéu hién gen iNOS

mRNA (P < 0,001) va giam néng ¢6 NO thanh mach (P < 0,001) trén tho [27].
- Nghién ctru ciia Fu WJ va cong su (2017) cho thdy Vién hoan An cung nguu

hoang (Angong Niuhuang) c6 tadc dung lam giam do day thanh dong mach chuy,
giam LDL, giam MDA huyét twong, giam CRP [29].
1.4. TONG QUAN VE VIEN NANG ANMAHA
1.4.1. Thanh phan vién nang Anmaha
Vién nang Anmaha duoc tao thanh tir bon vi thuéc nam: Téi den, Bup giam,
Giao cb lam, Trach ta.
- Thanh phan: Bot cao kho toi den 120mg, Bot cao khd Bup giam 100mg, Bot
cao khd Giao cd lam 90mg, Bot cao khd Trach ta 90mg, ta duoc vira du 450mg.
- Dang bao ché: Vién nang cing.
1.4.2. Phan tich thanh phan vién nang Anmaha theo tac dung dwgc ly
Toi den: Tir nhitng nim dau cua thé ki 21, tai Han Québc va Nhat Ban da bit
dau nghién cau vé qua trinh 18n men t6i twoi [30]. Téi dugc ching minh ¢é tac dung
t6t trong ha lipid méu, giam vita xo mach Nghién ctu tai Hoc vién Quan y d3 ching
minh cao chiét toan phan cua toi thu hai ¢ dao Ly Son co tac dung Gc ché ting
cholesterol va triglyceride trong mau dong vat thi nghiém trén ca hai phuong phap
tang cholesterol ndi sinh va ngoai sinh [31]. Theo nghién ctru cua Y.Y. Jeong va cac
cong su, hiéu luc chong oxy hoa cua téi 1én men tiang gap 25 lan so Vi toi tuoi. Tac

dung cua toi den thé hién rd nhat trong tac dung chéng oxy héa, mét co ché quan
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trong trong phong chdng vita xo mach va nhiéu bénh Iy khac. Ngoai ra toi den con
nhiéu tac dung quy khac nhu khang lai cac té bao khdi u ting cuwong mién dich
[321,[33],[341,[35].

Bup giam: ¢ vi chua, tinh mat, cé tc dung thanh nhiét, giai khat, 1idm phé,
chi khai. T4c dung duoc ly caa dich chiét nuge- ethanol cia dai kho hoic 14 cua bup
giam c6 tac dung 1am giam ndng d6 LDL, triglycerid, cholesterol va ca VLDL trong
mau va ting ndng d6 cua HDL [36],[39]. Do d6, 1am giam nguy co mac cac bénh
tim mach nhu bénh mach vanh, xo vita d6ng mach. Co ché giam LDL ¢ thé la do
su &rc ché tong hop triacylglycerol, do d6 giam néng d6 LDL [40]. Ngoai ra bup
giam con c6 nhiéu tac dung khac nhu chéng co thit co tron, tac dung khang khuan,
tac dung chong viém, chong oxy hoa, lgi tiéu, ha huyét ap, chong ung thu, ha duong
huyét...[41],[42],[43].

Giao cb lam: c6 thanh phan hda hoc chinh 1a flavonoid va saponin. Sé sapoin
cua giao ¢6 lam nhiéu gap 3- 4 1an so vé6i nhan sam. Trong d6, mot s6 ¢6 cau tric
hoa hoc gidng nhu cau tric c6 trong nhan sam (ginsenozid). Ngoai ra giao c6 lam
con chira cac vitamin va cac chat khoang nhu selen, k&m, sit, mangan, phospho...
[36],[38],[46]. Giao cb lam c6 nhiéu tac dung tét ddi véi hé tim mach, 1am ha lipid
mau, ha glucose mau, tang luu lugng vanh, giam ap luc mau, lam giam nhip tim,
lam ting do bén mach ngoai vi, d6ng mach ndo va dong mach vanh. Nhing thanh
phan mang lai hoat tinh nay duoc béo céo la gynosaponin E, G, K, progypenosid
A2, 1,J, M, N va O. Ngoai ra giao c6 lam c6 nhiéu tac dung khac nhu ting cudng
mién dich, chdng oxy hoa, an than, giam dau...[8],[26], [28],[47].

Trach ta: co vi ngot, tinh han, vao 2 kinh than va bang quang, co tac dung loi
thay, tham thap, thanh nhiét. Trach ta cé tac dung loi tiéu thai natri, kali, clo va thai
ure. Trén tho gay tang lipid mau, vira xo mach, trach ta cé tac dung ha lipid mau,
chéng vira xo mach rd [5]. Trén chudt cong thuc nghiém c6 lipid mau cao, cac chat
Alisol A va Alisol A, B, C monoacetat tron trong thirc an hang ngay véi ti 1€ 0,05-
0,1% déu c6 tac dung ha cholesterol mau dat 50% [24],[25]. Trén tho c6 ché do an
giau cholesterol va lipid, Trach ta c6 tac dung ha lipid & gan. Ddi véi chudt cong

trang c6 ché d6 an thiéu protein dan dén gan nhiém mé, trach ta cé tac dung diéu tri
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rd rét. Trén 1am sang ¢ nhitng bénh nhan co lipid mau ting cao, hang ngay udng
vién trach ta véi liéu 4,2g/nguoi, ding 2-4 tuan cé tac dung ha cholesterol, beta-
lipoprotein va triglycerid trong mau. Ngoai ra Trach ta con thé hién mot sé tac dung
khac nhu chdng viém, ha huyét ap...[48],[49].
1.5. TONG QUAN VE PQC TINH CAP VA MO HINH GAY VUA XO
MACH TREN PONG VAT THUC NGHIEM
1.5.1. Téng quan vé dgc tinh cap
1.5.1.1. Y nghia

Dac tinh cap cung cap thdng tin cho viéc xép loai mirc d6 doc cua thude, du
doan triéu chung va du kién bién phap diéu tri ngd doc cap; thiét 1ap mac lidu cho
nhitng thir nghiém doc tinh va tac dung ciing nhu pham vi an toan cua thudc nghién
ctiu tiép theo [50].

Cac phép thtr doc tinh cip can xac dinh:

Liéu an toan;

o o

Liéu dung nap toi da;

Liéu gay ra doc tinh c6 thé quan sat dugc;

o o

Liéu thap nhat c6 thé gay chét dong vat thi nghiém (néu co);

e. Liéu LD50 gan dung (néu c6 thé xac dinh duoc);

f. Nhitng triéu ching ngod doc dién hinh cé thé quan sat dugc trén dong vat va
kha nang hoi phuc (néu cd).

1.5.1.2. Phwong phdp thir nghi¢m dgc tinh cap

Nghién ctru doc tinh cp cua vién nang Anmaha trén chudt nhét tring bang
duong udng theo huéng dan cua Bo Y té Viet Nam, tién hanh theo phuong phap
Litchfield — Wilcoxon [38],[50].

Truéc khi tién hanh thi nghiém, cho chuét nhin an 12 gid, nudc udng tu do.
Sau 12 gio, chuot duoc chia ngau nhién thanh céac 16, moi 16 10 con. Céc 16 thir
duoc cho uéng Anmaha véi thé tich 0,2 ml/10g, udng 3 1an/24h, mdi lan cach nhau

3 tiéng. Thao tac cho chudt udng thube duoc thuc hién boi mot ky thuat vién co



19

nhiéu kinh nghiém. Muc liéu cho udng & mdi 16 ting dan: 1500 mg/kg; 4500 mg/kg;
6000 mg/kg; 7500 mg/kg; 9000 mg/kg; 10500 mg/kg; 12000 mg/kg thé trong.
1.5.1.3. Theo doi, danh gida

Theo ddi DVTN trong vong 7 ngiy sau khi dung thudc. Thoi gian theo ddi c6
thé ngdn hon (5 ngay) néu thay céac biéu hién ngo doc da hét, hoic kéo dai hon (14
ngay) néu biéu hién ngd doc chua rd rang hodc can theo ddi thém vé kha ning hoi
phuc. Ghi chép va md ta bat ki triéu chuang, biéu hién khac thuong nao cia DVTN,
néu co.

Céc chi tiéu can quan séat bao gom:

- Tinh trang hoat dong, kha ning tiéu thu thirc an, nuéc udng, tinh trang phan,
nudc tiéu.

- Trong lugng co thé: xac dinh trong luong trude khi két thac thi nghiém.

- Biéu hién doc cap tinh dac biét ngay sau khi dung thudc, nhitng biéu hién bat
thuong trén than kinh, van dong nhu hanh vi, ctr déng, di lai, co giat, biéu hién cua
c4c chirc nang ho hap, tuan hoan, tiéu hoa nhu nhip tim, nhip thé, ndn mira, phan xa
Cla gidc quan nhu mét mii, biéu hién tinh trang chat bai tiét, 1ong...cia DPVTN.
Chu y phan biét véi cac biéu hién do tac dung duoc ly cua thude (an than, gay ngu,
ha huyét 4p...).

- Xac dinh sé lvgng DVTN c¢6 biéu hién ngd doc; thoi gian bat dau thé hién
triéu chimg doc, thoi gian kéo dai cac triéu ching, kha nang hdi phuc.

-S4 lwong DVTN bi chét (néu cd) thoi gian chét (g véi méi muc lidu da thir.

- Chét tién doan. Nhitng DVTN & tinh trang suy kiét, hip héi kéo dai, khong c6
kha niang song sot (VTN khong thé dn udng trong khoang thoi gian theo ddi, dugc
tién doan 1a s& chét), thi duoc tinh nhu 14 trudng hop DPVTN bi chét,

Mb dé quan sat dai thé nhirng dong vat bi chét trong thoi gian theo ddi. Néu
quan sat trén dai thé thay nhirng biéu hién bt thuong, 1am tiéu ban vi thé dé quan

sat r0 hon néu co diéu Kién.
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1.5.2. Tong quan vé cac md hinh giy xo vira mach trén dong vat thuc nghiém

Nhiéu md hinh dong vat da dugc phat trién dé nghién ctu vé xo vira dong
mach. Cac md hinh khac nhau c6 nhitng vu va nhugc diém riéng. Céc tiéu chi
chung cho mét mé hinh dong vat thich hop bao gom kich thuée dong vat, sy tién loi
trong cham soc va lam thyc nghiém, hd so di truyén di biét, su twong dong véi con
ngudi va chi phi nghién ciru. M6 hinh trén dong vat nhé nhu chudt va tho, thuong
cung cap thdng tin c6 gia tri vé cin nguyén va sinh Iy bénh cua xo vira dong mach,
tién hanh thuan tién, d& chiam soc, do d6 thuong duoc sir dung. Cac mo hinh dong
vat 16n nhu lgn va linh truéng cé nhimg diém tuong dong dang tin cdy hon véi
bénh & nguoi, tuy nhién chi phi nghién ctu I6n, diéu kién chim séc khé khan...,
thuong chi tién hanh trong nhiing diéu kién nhat dinh do doi hoi caa nghién ciu cu
thé [51],[52].

Tai Viét Nam, mé hinh giy xo vita mach trén tho tang lipid mau duoc mot sb
tac gia sir dung [23],[25],[26]. M6 hinh giy xo vira mach trén chuot cong tring in
thirc an nhiéu dau m& chéy trong thoi gian dai ¢ nhiéu diém twong déng véi bénh
sinh vé& xo vira mach trén ngudi, 14 mé hinh twong ddi cap nhat duoc céc tac gia st

dung trong cac cdng bé trong thai gian gan day [25],[48].



21

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

2.1. CHAT LIEU NGHIEN CUU

Vién nang Anmaha dugc tao thanh tir bdn vi thuéc nam: Toi den, Bup giam,
Giao ¢ lam, Trach ta. Cac nguyén liéu duoc dung dudi dang nguyén liéu kho, dat
tiéu chuan Duoc dién Viét Nam V, dugc chiét xuat thanh cao long, sau d6 phun siy
thanh cao kho trong vién nang Anmaha. Quy trinh bao ché duoc nghién ciu va tham
dinh tai Vién dao tao Duoc, Hoc vién Quan y. Vién nang Anmaha dat tiéu chuan co s
dugc dua vao nghién cuu.

Bang 2.1. Thanh phan vién nang Anmaha

. Khoi lwgng
Tén nguyén, phu liéu Tiéu chuan
T (mg)
1 Bot cao kho toi den TCCS 120
2 Bot cao khd bup gidm TCCS 100
3 Bot cao kho giao co lam TCCS 90
4 Bot cao kho trach ta TCCS 90
5 Ta duoc (Tlnh bot ng(), Natri 1 vién nang
starchglycolat, Magnesi stearat, Vira du
aerosil, Lactose) (450mg)

Vién nang Anmaha c0 chtra 400mg cao duoc liéu, tuong tng véi 450mg bot
trong vién nang. Bot thudc kho toi, mau vang nau, déng nhat, mui thom dic trung,
vi dang va hoi ngot.

Liéu sir dung trén nguoi: 06 vién nang/ngay, twong (rng 2400mg/ngay.

- Tinh quan binh mot ngudi 50kg thi lieu ding du Kién trén nguoi sé la
48mg/kg/ngay. Quy ddi theo hé sb quy doi tir ngudi sang dong vat thuc nghiém,

licu twong duong trén chudt cong trang véi hé sé quy doi 1a 07 thi lidu dy kién c6
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tac dung trén chuot 12 336mg/kg/ngay, lidu twong duong trén chudt nhit tring voi
hé sd quy doi 1a 12 thi liéu dy kién co tac dung trén chudt 1a 576mg/kg/ngay. Bot
trong vién nang dugc can chinh xac trén can 10-4, duoc hoa tan trong nudc ct, cho
chuét udng bang kim chuyén dung (kim cong dau tu).

- Thuéc tham chiéu: dang bot, Atorvastatin; Thubc duoc dung lam d6i ching

duong trong Réi loan chuyén héa Lipid mau.
2.2. PONG VAT NGHIEN CUU

- Chudt nht tréng chung Swiss ca 2 giéng, khoe manh, 6 tuan tudi, can nang tu
18 -22 gam/con.

- Chuot céng tréng chung Wistar, giéng duc, khoe manh, trong lugng 200 -
250g duogc cung cdp bai Ban cung cip dong vat thi nghiém - Hoc vién Quan y, nudi
dudng trong phong nudi dong vét thi nghiém mét tuan trude khi tién hanh thi nghiém.

Chudt thi nghiém dugc cho an thic an theo tiéu chuan thtrc an cho dong vat
nghién ctru, nude sach dun sbi dé ngudi udng tu do. Hang ngdy theo ddi ghi chép

dién bién két qua thi nghiém.
Bang 2.2. S6 lwgng ddng vat thuc nghiém

Pong vit n Tiéu chuan Nghién ciru
Chudt nhéat tréng 80 Ca hai giéng, khée manh, | Nghién ctru doc tinh cép
ching Swiss trong luong 18 -229
Chudt cbng tring Gidng duc, khoe manh, | Nghién ctru tac dung diéu
. 50 ' ' :
ching Wistar trong lwong 200 - 250g tri xo vira dong mach

2.3. THOI GIAN, PIA PIEM NGHIEN CUU

- Dia diém: B6 mon Duoc ly — Hoc vién Quan .

- Co quan doc tiéu ban: Khoa Giai phau bénh va phap y — Bénh vién Quan y
103 - Hoc vién Quan y.

- Thai gian: nghién ctru duoc tién hanh tir thang 06/2021 dén thang 09/2021.
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2.4. CAC TRANG THIET BI, HOA CHAT PHUC VU CHO NGHIEN CUU
- Kim dau ti cho chuot uéng, cdc chia vach, bom kim tiém 1ml.

- May xét nghiém huyét hoc tu dong XE2100, hang Sysmex.

Hinh 2.1. M4y xét nghiém huyét hoc
- Can dién tir cua Nhat, do chinh x4c 0,001 gam.

- B0 dung cu m6 dong vat c& nho va cac dung cu thi nghiém khac.

Hinh 2.2. Can dién tir Hinh 2.3. Kim tiém dau t0

2.5. PHUONG PHAP NGHIEN CUU

Thiét ké nghién cau: Nghién ctiu thuc nghiém, c6 d6i chiéu véi nhém ching.
2.5.1. Panh gia déc tinh cip cia vién nang trén chudt nhat tring

Nghién ctru doc tinh cip cua vién nang Anmaha trén chudt nhat tring bang
duong udng theo phuong phéap Litchfield — Wilcoxon, huéng dan cua To chuc Y té
Thé gisi va Thong tu hudng dan vé thir thubc trén 1am sang cua Bo Y té
[50],[56],[57].
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Truéc khi tién hanh, cho chudt nhin dn 12 gid, nuwéc udng ty do. Sau 12 gio,
chuot duoc chia ngau nhién thanh cac 16, mdi 16 10 con. Céc 16 thir duoc cho udng
Anmaha Vvéi thé tich 0,2 ml/10g, udng 3 1an, mdi lan cach nhau 3 tiéng. Thao tac
cho chuét udng thude dugc thuc hién boi mot ki thuat vién c¢é nhiéu kinh nghiém.
Mtc lidu cho udng & mdi 16 ting dan: 1500 mg/kg; 3000 mg/kg; 4500 mg/kg; 6000
mg/kg; 7500 mg/kg; 9000 mg/kg; 10500 mg/kg; 12000 mg/kg thé trong.

Theo ddi, danh gia tinh trang chung cia chuot & mdi 16 trong vong 72 gid sau
khi cho chuét udng thudc 1an cudi. Tinh trang chung ciia chudt duge danh gia thong

qua céc chi tiéu sau:

- Theo doi, danh gia tinh trang hoat dong, van dong cua chuot: cac chuot co
biéu hién cua trang thai kich thich than kinh hay khong (nhu ting hoat dong, dé bi
kich thich bai cac tac nhan anh sang, tiéng dong...); c6 biéu hién cua trang thai Gc
ché than kinh hay khéng (giam hoat dong, 1 do, hay nam nhiéu...); c6 biéu hién veé
t6n thuong than kinh van dong hay khong (dang di 130 dao, bi run céc chi, ning c6
thé c6 co giat, hay yéu co di lai kho khan...).

- Theo ddi, danh gia tinh trang anh huong téi than kinh thuc vat: 6 tinh trang bi
ra mo hoi hozc bi kho do da hay khong; dong tir mat c6 biéu hién bi co, gidn hay khdng.

- Theo ddi, danh gia tinh trang hd hap:

+ Chudt c6 biéu hién bi kho the khong, khi khé thd chudt s& cd biéu hién co
rt cac co thd ving ¢6, nguc va co biéu hién tim tai do thiéu oxy. Dya vao su co rit
cac co thd danh gia biéu hién kho thé dang nhanh ndng hay c6 biéu hién tc ché 1am
cham nhip the...

+ Chudt c6 biéu hién caia ho khéng: khi ho chudt ran nguoi lai, con ho gay van
dong dot ngot cia cung dau va co. Khi phat hién nghi ngd chudt ¢ biéu hién bi ho,
cho chudt vao 6ng co gan thiét bi khuéch dai am thanh dé nghe va dém s tiéng ho
cua chuot.

- Theo dbi, danh gi4 tinh trang an ung cia chuodt: ngay dau tién do dwa luong

thudc nhiéu vao da day, viéc theo ddi danh gia chi mang tinh tham khao. Tir ngay
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thi 2 tré di, quan sat danh gia sy anh huéng cua thuée dén hoat dong in udng cua
chuét, luong thirc dn va nudc udng ma chudt tiéu thu.

- Theo ddi, danh gia tinh trang chat thai ciia chudt: cac chudt c6 biéu hién cua di
ngoai phan nat hay léng nuéc khdng, xuat hién & nhitng mac lidu ndo, sau ding
thudc bao 1au, sau bao lau thi hdi phuc. Quan sat hau mén cac chudt. Nhing chuot
khong bi di ngoai thi hau mén khd. Cac chuét c6 biéu hién di ngoai hdu mén wét,
dinh phan, c6 thé c6 viém tay do. ..

- Theo d&i danh gia nhitng biéu hién bat thuong khac nhu bi dau quan bung, bi
ngta dua chan lén gai...

- Theo ddi, danh gia s6 chudt chét & mdi 16 trong vong 72 gio sau khi cho chuot
udng thude lan cudi. Véi mdi chudt bi chét, can ghi chép day du cac biéu hién coa
chuét trudce khi chét, thoi diém xuat hién céc biéu hién do, thoi gian kéo dai cua céc
biéu hién d6 va thoi diém khi chudt chét.

Tién hanh phu tich quan sat tinh trang cac tang ngay sau khi c6 chudt chét

(néu c6) dé xac dinh nguyén nhan gay doc.

Qua trinh theo doi duoc thuc hién bai cac nghién cau vién cé kinh nghiém,

chia thanh nhiéu ca dé theo ddi lién tuc, mdi ca gom 2 ngudi theo di.

Néu cd chudt chét, tim liéu cao nhat khdng gay chét chudt (0%), liéu thap nhat
gay chét chudt hoan toan (100%) va céc lidu trung gian. S6 chudt chét dugc dém
theo tirng 16. Tir d6 xay dung d6 thi tuyén tinh dé xac dinh LD50 cua thuéc thu.
Tién hanh phau tich quan sat tinh trang cé4c tang ngay sau khi ¢ chudt chét (néu co)

dé xac dinh nguyén nhan gy doc.

Sau d6 tiép tuc theo ddi tinh trang chung caa chudt va sé chudt chét & mdi 16
(néu co) cho dén hét 7 ngay sau khi ung thudc. Cac dau hiéu bat thuong cua chuot
cling nhu s6 chudt chét trong thoi gian sau 72 gio cho dén hét 7 ngay sau khi uéng
thudc duoc ding dé xem xét danh gia vé kha ning gay doc muon cua vién nang

Anmabha.
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- Chudt 18-20 gam
- Nhin an qua dém
- Chia ngau nhién 10

Vién nang Anmaha

con/lo

v

Udng vién nang Anmaha liéu ting

dan trong cling mat thé tich

»| Liéu thap nhat gay chét 100% chut

Liéu cao nhat khdng c6 chuot chét

Tinh toan xac
dinh LDs,

\ 4

«—

- Theo d&i tinh trang chung, biéu hién
nhiém doc trong 72 gid va 7 ngay sau khi
uéng thuéc.

- Phau tich danh gia tat ca chudt chét (néu

co)

So dd 2.1. So' d6 nghién ciru doc tinh cap
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2.5.2. Panh gia tac dung diéu tri xo vira mach trén chugt céng tring

Panh gia tac dung diéu tri xo vira mach tién hanh trén chudt céng trang,
theo m6 hinh giy xo vira mach dugc md ta boi Valentina Yurina va cong su
nam 2019 [49].

Chuét cbng trang (chung Wistar) du tiéu chuan thi nghiém, duoc phan ngau

nhién vao 5 16, mdi 16 10 con.

- L6 1 (chang sinh Iy): khong gay xo vita mach, udng nudc cat.

- L6 2 (ching bénh 1y): gdy xo vita mach + uéng nudc cat.

- L6 3 (tham chiéu): gay xo vita mach + ubng Atorvastatin 3 mg/kg/24h.
- Lo 4 (I8 tri 1): gdy xo vita mach + ubng Anmaha liéu 336 mg/kg/24h

- L6 5 (16 tri 2): gay xo vita mach + ubng Anmaha liéu 672 mg/kg/24h

Tién hanh gy xo vira dong mach theo phwong phap dugc mo ta bai Valentina
Yurina va cong su. Chudt céng trang dugc cho an thirc dn nhiéu m& chay trong thoi
gian 8 tuan. Thirc 4n nhiéu diau m& chay cho chudt duoc ché bién theo cong thirc
sau: Bot ngd 42,7 %, dau dau nanh 7%, Casein 20%, Sucrose 10%, Cellulose 5%,
Gelatin 3%, m& lgn chay (dun nong & 190°C trong 24 gid) 10%, acid cholic 0,3%,
Cholesterol 2%. Liy méu tai cac thoi diém 0, 4 va 8 tuan dé xét nghiém cac chi sb
lipid mau: TG, TC, HDL-C, LDL-C.

Thude duoc cho ubng hang ngay vao mét gio ¢ dinh (8h sang) ciing véi qué

trinh cho chudt an ché d6 an gay xo vita ddng mach.
Chi s6 xo vira mach (chi s6 Atherogenic index - A.I) duoc tinh toan theo cong thuc:
Al = (TC — HDL-C)/ HDL-C

Két thic 28 ngay dung thudc, chudt dugc mo, liy gan danh gia hinh anh dai

thé va vi thé gan, lay dong mach chu 1am tiéu ban danh gia mirc d6 ton thuong xo vira.
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50 chudt cong tring duc khoe

manh, chia ngau nhién 5 16

v

10 chuot khong gay xo vira

v

40 chudt gay xo vira

L6 1 L6 2
Udng Udng
nuGe cat nude cat

L6 3
Uéng
Atovastatin
10mg/kg/24h

l

L6 4 L6 5
Udng Udng
Anmaha Anmaha
lidu 1 lidu 2

336mg/kg 672mg/kg
124h 124h

Sau 28 ngay dung thudc,
danh gia mo6 bénh hoc nhuém HE cua dong mach chu

So d6 2.2. So' dd nghién ciu tac dung diéu tri xo vira mach
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2.6.SAl SO VA CACH KHONG CHE SAI SO

Céc phuong phap duoc ap dung dé han ché tdi da cac sai s6 co thé xay ra
trong qua trinh thu thap, phan tich va xt Iy s6 liéu:

- Pong vat nghién ciru duoc lya chon twong ddi dong déu, khoe manh, khong co
di tat hay d4u hiéu bat thuong.

- Thoi gian thuc hién cac budc thi nghiém giita céc 16 chudt 1a thong nhat cling
mot thoi diém.

- S6 liéu duoc do dac can than va chinh xéac bang cac dung cu, may moc tai phong
thi nghiém. Luu trix s6 liéu, thong tin bang sb ghi chép, chup anh.

- X ly s6 liéu bang phan mém chuyén dung trén may tinh.
2.7DA0 PUC NGHIEN CUU

- Pé cuong nghién ciru duoc thong qua Hoi dong dao duc trong nghién ciu y
sinh hoc va khoa hoc cua Hoc vién Y duoc hoc ¢ truyén Viét Nam truge khi trién
khai nghién ctu.

- Nghién ctru dugc thuc hién trén chudt nhét tring va chudt céng tring. S6
lugng dong vat thir nghiém sir dung trong cac mé hinh thi nghiém dugc han ché ¢
muc toi thiéu va du xu ly théng ké.

- Nhitng chudt chét trong qua trinh 1am thi nghiém (néu c6) va sb chudt chét sau
qua trinh 1am thi nghiém hoan thanh déu duoc xt 1y theo dung quy dinh.

Viéc lra chon dong vat thi nghiém, diéu kién chim nudi va st dung dong vat
déu tuan thu chat ché theo “Hudng dan noi dung co ban tham dinh két qua nghién
ctru tién 1am sang thude tan duogc, thube cd truyén, vic xin va sinh pham y t&” cua
Bo Y té.

2.8.XU LY SO LIEU

Cac sb liéu duoc xur 1y theo cac phuwong phap thdng k& y sinh hoc, so sanh
bang test Anova str dung phan mém SPSS 20.0.

S6 liéu duoc biéu dién dudi dang X + SD. Sy khac biét c6 ¥ nghia théng ké
khi p < 0,05,
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CHUONG 3 :
KET QUA NGHIEN CUU

3.1. KET QUA NGHIEN CUU PQC TINH CAP

3.1.1. Két qua theo déi, danh gia tinh trang chung caa chudt trong vong 72 gio

sau udng thuéc thir

- Két qua vé tinh trang hoar déng, vdn déng cua chugt: cac chudt & tat ca cac 16
hoat dong, van dong binh thuong, khong c6 chudt nao c6 biéu hién cua cac trang
thai kich thich hodc wc ché than kinh; khéng c6 chudt ndo c6 biéu hién vé ton
thuong than kinh van dong.

- Két qud vé anh huéng téi than kinh thyc vdt: cac chudt ¢ tit ca cac 16 déu
khdng thdy cd biéu hién vé anh hudng cua thude I1&n tinh trang than kinh thuc vat;
khdng c6 chudt ndo cd tinh trang bi ra md hdi hoic bi kho do da; dong tir mét cua
cac chuot binh thudng, khdng c6 chudt nao ¢ biéu hién bi bi co, gidn dong tu.

- Két qud Vvé dnh huéng t6i tinh trang hd hdp: Céc chudt ¢ tat ca cac 16 déu co
tinh trang hd hap binh thuong. Chudt khong cé biéu hién gi cua khd tha, khdng thiy
cO tim tai, khéng co ho.

- Két qud Vé tinh trang dn uéng cua chugt: tir ngay thir 2 tré di cac chudt ¢ tat
ca cac 16 di an udng binh thuong, khéng cé biéu hién cua viéc bo in cling nhu
khong c6 biéu hién cua viéc dn udng ting lén.

- Két qua vé tinh trang chat thdi cua chugt: cac chudt di ngoai phan khudn, mau
sic binh thuong. Kiém tra hau mén cua cac chudt thiy hau mon khd, khdng cd tay do.

- Két qud vé danh gid nhing biéu hién bdt thirong khéc: Céc chudt ¢ tt ca cac
16 déu khong c6 biéu hién bat thuong gi khac (khdng bi dau quin bung, khéng bi

ngtra dua chan Ién gai...).
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3.1.2. Két qua theo déi, danh gia s6 chudt chét & mdi 16 trong vong 72 gid sau

udng thuéc thir
Két qua nghién ciru dugc trinh bay ¢ bang 3.1

Biing 3.1. Két qua danh gia s6 chudt chét & mdi 16 trong vong 72 gio sau
uong thuoc thir

~ .~ | Sbchudtthi | Liéu sir dung 3 £ S6 chudt séng / chét
L6 chudt nghiém (mg/kg TLCT) Thé tich cho uong sau 72 gid
Lo 1 10 1500 02mL/10g x 3lan 10/0
Lo 2 10 3000 0,2mL/10g x 3 lan 10/0
Lo 3 10 4500 02mL/10g x 3lan 10/0
Lo 4 10 6000 0,2mL/10g x 3 lan 10/0
L6 5 10 7500 0,2mL/10g x 3 lan 10/0
Lo 6 10 9000 0,2mL/10g x 3 lan 10/0
Lo 7 10 10500 0,2mL/10g x 3 lan 10/0
L6 8 10 12000 0,2mL/10g x 3 lan 10/0

Chuot nhat trang dugc udng thude thir voi cac mic lieu khéc nhau tir lidu thap
nhat 1a 1500 mg/kg thé trong dén liéu cao nhat 1a 12000 mg/kg thé trong,
0,2ml/10g, udng 3 lan, mdi lan cach nhau 3 tiéng.

So Vi liéu du kién co tac dung trén chudt nhat trang 1a 576 mg/kg, mic lidu
12000 mg/kg gap 20,83 lan. Nhu vay, chudt di ubng dén liéu gap 20,83 lan lidu du
kién c6 tac dung ma khéng cé chudt nao chét, khdng cé dau hiéu bat thuong nao &

cac chuot.
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3.1.3. Két qua theo dbi, danh gia tinh trang chung va sé chudt chét & méi 16

trong thoi gian sau 72 gio cho dén hét 07 ngay sau uéng thudc thir

3.1.3.1. Két qud theo dai, dinh gid tinh trang chung cia chudt ¢ méi 16 trong thoi

gian sau 72 gio' cho dén hét 7 ngay sau uéng thuéc thi

- Két qua vé tinh trang hoar déng, vdn déng cua chugt: cac chuot & tat ca cac 16
hoat dong, van dong binh thudng, khong c6 chudt nao c6 biéu hién cua cac trang
thai kich thich hodc wc ché than kinh; khéng c6 chudt ndo c6 biéu hién vé ton
thuong than kinh van dong.

- Két qua vé anh hwong t6i than kinh thyc vat: cac chudt ¢ tat ca céc 16 déu khdng
thdy c6 biéu hién vé anh huong cua thudc 18n tinh trang than kinh thyc vat; khéng co
chudt ndo cé tinh trang bi ra md héi hoic bi kho do da; dong tir mat cua cac chudt binh
thuong, khong c6 chudt nao c6 biéu hién bi bi co, gidn dong tu.

- Két qua vé dnh huong téi tinh trang hd hdp: Céc chudt & tat ca cac 16 déu co
tinh trang hd hap binh thuong. Chudt khong cé biéu hién gi cua khé tha, khdng thay
cé tim tai, khdng co ho.

- Két qua vé tinh trang dn uéng cia chugt: Cac chudt o tat ca cac 16 da an udng
binh thudng, khong cé biéu hién cua viéc bo in cling nhu khong c6 biéu hién cua
viéc an udng tang 1én.

- Két qud vé tinh trang chdt thai cia chugt: Céc chudt & tat ca cac 16 di ngoai
binh thuong, phan khuén, hau moén khao.

- Két qua vé danh gid nhing biéu hién bdt thirong khéc: Céc chudt ¢ tat ca cac
16 déu khong c6 biéu hién bat thuong gi khac (khong bi dau quan bung, khong bi

ngtra dua chan Ién gai...).
3.1.3.2. Két qud theo déi, danh gid so6 chudt chét ¢ méi 16 trong thoi gian sau 72
gio' cho dén hét 7 ngay sau uéng thuéc the

Trong thoi gian sau 72 gid cho dén hét 7 ngay sau udng thudc thir, khong co

chudt ndo bi chét.
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3.2. KET QUA NGHIEN CUU TAC DUNG PIEU TRI XO VUA MACH

3.2.1. Sw thay déi ham lwgng cholesterol toan phan trong mau chuét

Két qua duoc trinh bay & bang 3.2

Bang 1.2. Ham lwong cholesterol toan phan (mmol/l) trong méau chuét (n =10)

Thoi diém .
_ Trudc thi Sau 14 ngay .
xét nghiém ) Sau 28 ngay (c) P
nghiém (a) (b)
L6 nghién cwr
Ching sinh Iy (1) 1,82+0,33 | 1,86+0,21 1,84 +£0,31 p>0,05
M® hinh (2) 421+0,69 | 4,14+0,54 4,03+ 0,62 p > 0,05
Thuoc thirliéu1 (3) | 4,25+0,76 | 3,28+0,46* | 2,66+0,43** |p, <005
Thudc thir licu 2 (4) | 4,24+0,81 | 2,92+0,55** | 2,48+0,53** | p.,<0,05
Tham chiéu (5) 418+0,73 | 2,92 +0,63** | 2,47 +0,38** | p.<001
p p1<001 | ps<001;*p,<0,05; **p,<0,01 -
Nhan xét:

- Tai thoi diém trudc thi nghiém (ngay sau khi két thic 8 tuan cho chudt an

béo), cac 16 cho chudt an thirc an nhiéu m& chay (tir 16 2 dén 16 5) ¢6 ham luong

cholesterol toan phan trong mau ting cao rd rét so vai 16 ching sinh ly (p < 0,01).

- O 16 md hinh, sau khi két thic 8 tuan cho chudt an thirc dn nhiéu m& chay,

ham luong cholesterol toan phan trong méu giam nhe khong dang ké (p > 0,05).

- O céc 16 ding thude, so sénh thoi diém sau so véi thoi diém trude, ham luong

cholesterol toan phan trong méau giam c6 y nghiia thong ké (p < 0,05 va p < 0,01).

- Tai thoi diém sau 14 ngay, 16 dung thuéc tha lidu 2 va 16 dung thudc tham

chiéu Atorvastatin c6 ham lwong cholesterol toan phan trong mau giam co6 y

nghia théng ké so v&i 16 md hinh véi p < 0,01, 16 dung thudc thr lidu 1 giam co

¥y nghia thong ké véi p < 0,05.
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- Tai thoi diém sau 28 ngay, 16 dung thude thi lidu 1, lidu 2, va thude tham chiéu

Atorvastatin ¢6 ham lugng cholesterol toan phan trong mau déu giam c6 y nghia

théng ké so véi 16 mé hinh véi p < 0,01.

3.2.2. Su thay ddi ham hrong Triglycerit (TG) mau chudt

Két qua duoc trinh bay & bang 3.3.

Bang 3.3. Ham lwgng TG (mmol/l) trong mau chugt (n = 10)

Thoi diém
] _ Truwéc thi | Saul4ngay .
xét nghiém ) Sau 28 ngay (c) p
nghiém (a) (b)
L6 nghién ctru

Chung sinh ly (1) 0,94+0,32 | 0,92+0,27 0,95 + 0,23 p > 0,05
M® hinh (2) 1,73+0,35 | 1,62+0,56 1,54 +0,46 p > 0,05
Thudc thir liéu1 (3) | 1,71+0,69 | 1,47 +0,41* 1,35+048** | p,<0,05
Thudc thir liéu 2 (4) | 1,69+0,28 | 1,40 £0,46** | 124+040** | p.,<0,05
Tham chiéu (5) 1,74+0,35 | 1,41 +£0,53* | 123+037** |p.<0,01

p p1<0,01 p1<0,01; * p,<0,05; ** p,< 0,01 -

Nhan xét:

- Tai thoi diém trudc thi nghiém (ngay sau khi két thic 8 tuan cho chudt an

béo), cac 16 cho chudt an thirc dn nhidu m& chay (tir 16 2 dén 16 5) ¢6 ham luong TG

trong mau tang cao rd rét so vai 16 chang sinh ly (p < 0,01).

- O 16 md hinh, sau khi két thic 8 tuan cho chudt an thirc dn nhiéu m& chay,

ham lwong TG trong mau giam nhe khong dang ké (p > 0,05).

- O céc 16 dung thudc, so sanh thoi diém sau so véi thoi diém trude, ham luong TG

trong mau giam c6 ¥ nghia thong ké (p < 0,05 va p < 0,01).

- Tai thoi diém sau 14 ngay, 16 dung thuéc tha lidu 2 va 16 dung thudc tham

chiéu Atorvastatin c6 ham lwong TG trong mau giam c6 y nghia thong ké so véi
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16 md hinh véi p < 0,01, 16 dung thubc thir lidu 1 giam c6 ¥ nghia thong ké véi p

<0,05.

- Tai thoi diém sau 28 ngay, 16 dung thude thir liéu 1, lidu 2, va thudc tham chiéu

Atorvastatin c¢6 ham luong TG trong méau déu giam c6 ¥ nghia théng ké so véi 16

mo hinh va&i p <0,01.

3.2.3. Sur thay ddi ham lwgng HDL-Cholesterol mau chudt

Két qua duoc trinh bay ¢ bang 3.4.

Bang 3.4. Ham lwgng HDL-Cholesterol mau (mmol/l) chugt (n = 10)

Thoi diém
Xetnghiém | rrwéc thi Sau 14 ngay ]
nghiém (a) &) Sau 28 ngay (c) p
L6 nghién ctru
Changsinhly (1) | 0,83 +0,21 0,82+ 0,18 0,84 + 0,24 p>0,05
Mb hinh (2) 0,76+0,26 | 0,79+0,28 0,81+0,30 | p>0,05
Thuoc thirlieu1 (3) | 0,77 +0,24 0,96 + 0,20 1,02 £ 0,23** | p,,<0,05
Thudcthirlidu2 (4) | 0,74+0,26 | 1,02 +0,24* 1,06 £0,25** | p,,<0,05
Tham chiéu o) 0,79 £ 0,27 1,04 £0,27* 1,08 £0,31** | p.,<0,01
p > 0,05 P3451<0,01; * p,<0,05; ** p,< 0,01
Nhan xét:

- Tai thoi diém trudc thi nghiém (ngay sau khi két thic 8 tuan cho chudt an

béo), cac 16 cho chudt an thirc an nhiéu m& chay (tir 16 2 dén 16 5) ¢ ham luong

HDL - Cholesterol mau giam nhung khong co y nghia thdng ké so vai 16 ching sinh

Iy (p > 0,05).

- O 16 md hinh, sau khi két thic 8 tuan cho chudt an thirc dn nhiéu m& chay,

ham lugng HDL-Cholesterol mau ting nhe khong dang ké (p > 0,05).

- O céc 16 dang thudc, so sanh thoi diém sau so vai thoi diém trude, ham lugng HDL

Cholesterol trong mau ting c6 ¥ nghia thong ké (p < 0,05 va p < 0,01).
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- Tai thoi diém sau 14 ngay, 16 dung thubc tha lidu 2 va 16 dung thudc tham
chiéu Atorvastatin c6 ham lwgng HDL - Cholesterol trong mau tang c6 y nghia
théng ké so véi 16 md hinh véi p < 0,05, 16 dung thudc thir liéu 1 ting chwa co ¥
nghia thong ké (p > 0,05).

- Tai thoi diém sau 28 ngay, 16 dung thudc thu liéu 1, liéu 2, va thudc tham chiéu
Atorvastatin ¢6 ham luong HDL - Cholesterol mau déu ting c6 ¥ nghia thong ké so
v6i 16 mé hinh v6i p<0,01.

3.2.4. Su thay d6i ham lwong LDL-Cholesterol méau chudt
Két qua duoc trinh bay & bang 3.5.
Bang 3.5. Ham lwong LDL-Cholesterol (mmol/l) mau chugt (n = 10)

Thoi diém \
xét nghiém rg:gr;tg) s 1(4;)ngay Sau 28 ngay (c) p
L6 nghién cwr
Changsinhly (1) | 0,60+0,23 | 0,58+0,21 0,61 % 0,22 p>0,05
Mb hinh (2) 2,66+055 | 2,60+0,67 2,49 + 0,69 p>0,05

Thuoc thirlieu 1 (3) | 2,69+054 | 163+048* | 101£036* | o _(0g

Thudc ther liéu 2 (4) | 2,72+0,61 | 1,29 +0,42%* 0,85+0,42** | poy<0,05

Tham chiéu (5) 262+£022 | 126+036** | 081+034%* | Pea<001

P p4< 0,01 p.a< 0,01; * p,< 0,05;** p,< 0,01 -

Nhan xét:

- Tai thoi diém trudc thi nghiém (ngay sau khi két thic 8 tuan cho chudt an
béo), cac 16 cho chudt an thirc dn nhidu m& chay (tir 16 2 dén 16 5) c6 ham luong
LDL - Cholesterol trong mau tang cao rd rét so vai 16 ching sinh ly (p < 0,01).

- O 16 m6 hinh, sau khi két thic 8 tuan cho chuét an thirc dn nhiéu m& chay,

ham luong LDL - Cholesterol trong mau giam nhe khéng dang ké (p > 0,05).




37

- O céc 16 dung thudc, so sanh thoi diém sau so véi thoi diém trude, ham lwong LDL-

Cholesterol trong méu giam c6 ¥ nghia thong ké (p < 0,05 va p < 0,01).

- Tai thoi diém sau 14 ngay, 16 dung thudc ther liéu 2 va 16 dung thube tham

chiéu Atorvastatin c6 ham luong LDL - Cholesterol trong méau giam cé y nghia

théng ké so véi 16 md hinh véi p < 0,01, 16 ding thudc thir lidu 1 giam c6 v

nghia thong ké vai p < 0,05.

- Tai thoi diém sau 28 ngay, 16 dung thude thir liéu 1, lidu 2, va thudc tham chiéu

Atorvastatin c6 ham luong LDL - Cholesterol trong mau déu giam c6 y nghia théng

ké so vai 16 md hinh véi p <0,01.

3.2.5. Sw thay ddi chi s6 Atherogenic index (A.1) ciia cac 16 chudt nghién ciru

Két qua dugc trinh bay & bang 3.6.
Bang 3.6. Chi s6 Atherogenic index (A.1) (n = 10)

Thoi diém
xétnghigm | Trwdcthi o 1 ngay (b) | Sau 28 ngay (c) p
nghiém (a)
L6 nghién ctru
Chang sinh Iy (1) 1,23+0,37 | 1,23+0,41 1,21 +0,42 p > 0,05
M6 hinh (2) 453+0,46 | 4,21+0,55 3,94 + 0,63 p> 0,05
Thudc thir lidu 1 (3) | 4,39+0,48 | 2,38 +0,52* 1,59 + 0,54**
Poa< 0,05
Thudc thir lidu 2 (4) | 4,65+0,44 | 1,87 +0,39%* 1,34 + 0,46**
Pep< 0,05
Tham chiéu (5) 443+0,51 | 1,83+0,43** 1,28 +0,38** | p.,<0,01
p p4<0,01 p4<0,01; * p,< 0,05; ** p,< 0,01 -
Nhan xet:

- Tai thoi diém trudc thi nghiém (ngay sau khi két thic 8 tuan cho chudt an

béo), cac 16 cho chudt an thirc an nhidu md chay (tir 16 2 dén 16 5) ¢ chi sb

Atherogenic index tang cao ro rét so véi 16 ching sinh ly (p < 0,01).
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- O 16 md hinh, sau khi két thac 8 tuan cho chudt an thirc dn nhiéu m& chay, chi
s6 Atherogenic index giam nhe khong dang ké (p > 0,05).

- O céc 16 dung thude, so sanh thoi diém sau so véi thoi diém truée, chi sb
Atherogenic index giam c6 ¥ nghia thong ké (p < 0,05 va p < 0,01).

- Tai thoi diém sau 14 ngay, 16 dung thubc thir liéu 2 va 16 dung thudc tham
chiéu Atorvastatin c6 chi sé Atherogenic index giam cé ¥ nghia thong ké so véi 16
mé hinh vai p < 0,01, 16 ding thudc thi liéu 1 giam c6 y nghia théng ké véi p < 0,05,

- Tai thoi diém sau 28 ngay, 16 dung thudc tha lidu 1, liéu 2, va thudc tham
chiéu Atorvastatin cé chi s6 Atherogenic index déu giam cé y nghia thong ké so véi

16 m6 hinh vé6i p <0,01.
3.2.6. Két qua danh gia hinh anh dai thé va vi thé gan chut

Hinh anh dai thé gan chudt dai dién cho cac 16 chudt nghién ciru duoc trinh
bay ¢ hinh 3.1.

(3) @)

(5)

Hinh 3.1. Hinh 4nh dai thé gan chugt. (1) 16 chieng sinh 1y, (2) 16 md hinh, (3) 16
thuoc thir lieu 1, (4) 10 thuoc thir lieu 2, (5) 16 tham chieu Atorvastatin.

Két qua quan sat dai thé bang mat thuong va dudi kinh lap c6 d6 phong dai 25
lan cho thay: O 16 chiing sinh ly, gan sam mau; O 16 md hinh, gan bac mau, mau sic
vang séang, thé hién hinh anh gan nhiém mg; Céc 16 dung thubc, mau sic cua gan

sam mau hon so v&i gan ¢ 16 md hinh, vé gan véi mau sac caa gan & 16 chang sinh ly.
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Hinh anh vi thé gan chuét dai dién cho cac 16 chudt nghién ctru duoc trinh bay

o hinh 3.2:

Wit i R
) ,/" 'y ,;]
/‘f*"\ r";.)
l .

Hinh 3.2. Hinh anh vi thé gan chugt nhugém HE (x 400). (1) 16 chirng sinh ly, (2) 16
ching bénh, (3) 16 tham chiéu Atorvastatin, (4) 16 thuac thir lieu 1, (5) 16 thuoc thir
lieu 2.

Két qua danh gia vi thé gan nhuom HE cho thay:
- M0 bénh hoc gan chudt caa 16 ching sinh 1y cho thay cac xoang mach nan hoa
va tinh mach trung tam tiéu thuy binh thuong. Cac té bao gan khong bj thoéi hoa.
- O 16 md hinh, céc té bao gan bi thoai héa m& (miii tén). Cac xoang mach sung
huyét nhe.
- Céc 16 dung thude (16 3, 4, 5), hinh anh mé bénh hoc gan chudt vé& gan tuong

duong so vai 16 chang sinh ly.
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3.2.7. Két qua danh gia mirc d§ xo vira ciia dong mach chi bung

Tiéu ban mod bénh hoc dong mach chu bung chuét dugc thuc hién va dugc doc
tai khoa Hinh thai giai phau bénh, Bénh vién 103.

Hinh anh m6 bénh hoc dong mach cha bung dai dién cho céac 16 chudt duoc
trinh bay ¢ hinh 3.3.

.I

(1) Q) w
3 (4) 7 (5

-

Hinh 3.3. Hinh anh vi thé dong mach chi bung chugt. (1) 16 chieng sinh Iy, (2)
6 md hinh, (3) 16 thuoc thir lieu 1, (4) 16 thuoc thir lieu 2, (5) 16 tham chieu
Atorvastatin (HE x 400).

Két qua danh gid vi thé dong mach chi bung chudt cho thay:

- M6 bénh hoc @ong mach chu bung chuét cua 16 chung sinh ly thanh mach
maong va min, cac té bao co nam dinh hudng ngang véi ng dong mach chi.

- O 16 md hinh, 16ng thanh mach gb ghé, cac té bao bot (mili tén den) xuat hién
ngay 16p dudi niém mac, 1a co so cua sy phat trién vira xo (mii tén d6) hinh thanh
phia trén.

- Céc 16 dung thude (16 3, 4, 5), hinh anh md bénh hoc dong mach chu bung
chudt vé gan twong duong so véi 16 ching sinh ly. Long thanh mach ¢ gd ghé hon

khong dang ké so véi 16 ching sinh Iy, khong thay biéu hién cac té bao bot va vira xo.
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CHUONG 4 :
BAN LUAN

4.1. VE POC TINH CAP CUA VIEN NANG ANMAHA

Theo huéng dan cua To chic Y té thé gisi va Bo Y té Viét Nam [56], [57],
ngoai trir cac bai thudc co phuong duoc chiét xuat theo phuong phap truyén thong,
tat ca cac thudc c6 nguon gbc tir duoc lidu déu phai danh gia doc tinh cap va bén
truong dién trén dong vat thuc nghiém trude khi dua vao thir nghiém trén ngudi.
Vién nang Anmaha véi hoat chat chiét xuat tir duoc liéu, 1a dang ché pham méi, do
d6 1a dbi twong can duoc danh gia vé doc tinh cap.

Chudt nghién ciru dugc lua chon bao gdm ca chudt duc va chudt cai, két qua
nghién ciu vi thé bao ham cho ca 2 giéng. Pudng dua thudc sir dung 1a duong
udng, theo ding nhu duong du kién sir dung trén nguoi. Khi sir dung dudng ubng,
dé bao dam cho chudt dung duoc mot luong thube 16n véi dd chinh xéac cao, viéc
dua thube cudng buc vao da day chudt qua kim cong dau ti chuyén dung duoc thuc
hién. Thao tac nay c6 thé gay ton hai duong thuc quan da day gay xuat huyét hoac
thung da day, hoic c6 thé dua nham thudc vao dudng hd hap gay sic thude, suy hd
hip 1am chudt chét. Ngoai ra thao tac bat chudt néu thuc hién khong tét s& gay ton
thuong chudt, tham chi c6 thé 1am chét chugt.

Viéc theo ddi danh gia tinh trang chung cua chudt, ciing nhu sé chudt chét &
mdi 16 doi hoi phai theo ddi thudng xuyén lién tuc, tranh viéc dé sét cac dau hiéu bi
doc. Khi tién hanh cdng viéc theo ddi nay, ching toi ludn phan thanh ca véi mdi ca
it nhat c6 2 nguoi theo dbi va viéc theo ddi duoc tién hanh lién tuc. Viéc phau tich
chudt duoc chuan bi sin sang dé néu c6 chudt chét can phai tién hanh phau tich
ngay nham danh gia nguyén nhan giy chét chudt. Cac nguyén nhan gay chét chuot
c6 thé 1a do doc tinh cua thude nhu gay kich thich than kinh 1am chudt co giat, suy
hd hap va chét; hoic gay suy gan, suy than; nhung ciing c6 thé do di 1ong nhiéu gay
rbi loan dién giai ma chét; do tac ruot; do ton thuong gy chay mau trong... Trong
nghién ctiu vé doc tinh cap caa vién nang Anmaha, khong c6 chudt nao bi chét nén

khong c6 bat ky cac nguyén nhan nao ké trén.
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Két qua nghién ciu doc tinh cdp duong udng cua vién nang Anmaha trén
chudt nhat trang cho thay véi mac lidu cao nhat c6 thé cho chudt udng trong 24h 1a
12000mg/kg thé trong, gap trén 20 lan (20,83 lan) lidu du kién c6 tac dung, cac
chuét van khoe manh, 16ng muot, mit trong, dn udng va hoat déng binh thuong,
khdng c6 chudt nao chét.

Viéc chua tim thdy LDy cua vién nang Anmaha theo duong ubng trén chuot
nhét trang véi mac lieu cao nhat c¢é thé cho chudt udng trong 24h 13 12000mg/kg,
gap 20,83 lan muc lidu du kién co hiéu qua, cung véi viéc khong phat hién thay cac
biéu hién bat thuong cua tinh trang bi doc khi ding thudc liéu cao, ching to vién
nang Anmaha c6 tinh an toan cao.

Két qua nghién ctu cho thay, véi tinh an toan cao cia vién nang Anmaha
trong thtr nghiém doc tinh cap 1a pht hop vaéi tinh an toan cua cac dugc liéu thanh
phan gom toi den, bup giam, trach ta va giao c6 lam. Pay la cac duoc liéu duoc dan
gian str dung nhiéu, stir dung tir 1au va hau nhu chua thay béo co vé doc tinh cua
cac dugc liéu nay.

Cac nghién ctru doc tinh cua Giao cb lam, cho thay rang cac chat chiét xuat tur
thuc vat tuong d6i an toan trong cac thi nghiém doc tinh cap tinh va dai han & liéu
luong da cho trong khi khong c¢6 nghién ctru doc tinh nao dugc bao cao. Nghién ciru
doc tinh cap va ban truong dién cua vién nang Vinatan gom 2 thanh phan chinh Ia:
cao chiét giao c6 lam va polyphenol cuiia ché xanh trén chudt nhat trang, dung dén
lidu 25g/kg chua thdy diu hiéu ngd doc & chudt sau 7 ngay theo ddi khdng c6 chuot
chét trong 72 gid sau udng thudc. Vi vay chua xac dinh dwoc LDscua vién nang
Vinatan trén chudt nhit tring theo dudng udng [26].

Poc tinh cap va ban cap tinh theo duong udng, ciing nhu cac nghién ctu loi
tiéu duoc thuc hién cua Bup giam (Hibiscus sabdariffa calyces) duoc nhiéu tac gia
danh gia. Téng cong 20 con chudt Wistar d duoc st dung cho mdi nghién ciru doc
tinh va duoc phan thanh 4 nhém 5 con chudt. Chiét xuat dugc si dung véi liéu duy
nhat hang ngay 1a 125mg, 250mg va 500 mg/kg thé trong trong 28 va 90 ngay
tuong Gmg. P& danh gia hoat dong loi tiéu, 25 con chudt dwoc chia thanh 5 nhém 5

con chudt va cho dung nuéc mudi sinh 1y binh thwong, hydrochlorothiazide 10
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mg/kg, Hibiscus sabdariffa calyces 67,5mg, 125mg va 250 mg/kg qua duong udng,
sau 18h ldy mau nudc tiéu, do thé tich va phan tich nong do céac chat dién giai. Cac
thong s6 huyét hoc va sinh hoéa duge danh gia cling nhu mé bénh hoc cua than va
gan. Nghién ctru nay di diéu tra hd so an toan cua cac chinh quyén cap tinh, cap
tinh, ban méan tinh va kha ning loi tiéu cua chiét xuit nudc cua cay Hibiscus
sabdariffa calyces [59].

Bao cao trude day vé hd so doc tinh caa Hibiscus sabdariffa cho thay khéng
c6 doc tinh quan sat dugc ¢ 15g/kg calyces (liéu cao) chiét xuat trong nudc va
ethanol & chudt trong vong 7 ngay sau khi udng (Reanmongkol va Itharat, 2007).
Nghién ciru nay di cung cap thdng tin quan trong vé su thay doi cac thong sé sinh
hoa nhu 14 cong cu dé xac dinh doc tinh. RS rang 1a tir cac két qua trong nghién ctu
nay rang chat chiét xuat twong ddi it doc hon ddi véi cac chinh quyén dudi cip tinh
hon 1a ban man tinh. Mac du vay, taic dung khong doc hai cua viéc st dung chiét
xuat duéi thoi ky man tinh d6i voi mot sb thong sd sinh héa ciing da duoc thiét 1ap.
Nhitng quan sat nay cho thiy rang chiét xuat dang nuéc cia Hibiscus sabdariffa
calyces 1 an toan bang dudng udng trong thoi ky ban cip tinh trong khi viée st
dung dudi man tinh nén dugce thyc hién mdt cach than trong. Lugng nudc tiéu tang
1én va su bai tiét chat dién giai xac nhan kha nang loi tiéu cla cay va no tao ra loi
tiéu twong duong voi hydrochlorothiazide chuan tham chiéu [59]. Nhém nghién ciru
do PGS.TS. Tran Thu Huong, Hoi Hoa hoc Viét Nam va cac d@)ng nghi¢p da luya
chon dai hoa Bup gidm (Hibiscus sabdariffa L.) 1am ddi tugng nghién ctru, thir hoat
tinh gdy doc té bao cua dich chiét tir dai hoa Bup gidm. Két qua thir cho thiy dich
chiét nay khong thé hién hoat tinh & cac ndng do6 thir nghiém, do an toan cao [6].

Sireeratawong va cong su, 2013 ciing dd bao cdo vé tinh an toan cua chiét xuat
dai hoa Hibiscus sabdariffa (loai mau d6) khi dung liéu duy nhat 5.000 mg/kg thé
trong sau 14 ngay. Ho ciing bao cao su an toan & lidu lugng tir 50 dén 200 mg/kg
thé trong chiét xuat sau khi uéng mdi ngay trong 270 ngay. Ngoai cac tac dung c6
loi khac nhau cua Hibiscus sabdariffa, tinh an toan caa né dé tiéu thu lam thuc
pham hoic thudc ciing can dwoc chd y. Hibiscus sabdariffa da duoc bao céo 1a c6

muc do doc cap tinh thap [61]. Nghién cau cua Orisakwe va cong su trén dong vat
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str dung chudt bach tang Wistar duc bao céo rang str dung Hibiscus sabdariffa lidu
cao (4600 mg/kg) trong 3 thang khéng gay ra phan tng doc hai, mac du tac dong
tiéu cuc 1én tinh hoan va s luong tinh tring duoc tim thay [53].

Nghién ctu trén thuc nghiém ¢ chudt nhat tring va the dé danh gia doc tinh
cap va doc tinh ban truong dién cua dich chiét t6i den Ly Son. Chudt nhit trang
dugc udng véi cac muc lidu tang dan (3, 4, 5, 6, 7, 8, 9 va 10 g/kg trong luong co
thé chuét), khéng c6 chudt nao chét trong 72 gior (ké ca mic lidu toi da c6 thé dua
vao da day chuot 10 g/kg/24 gio), két qua: chua tim thay LDsg, véi liéu ubng téi da
ma chudt co thé udng duogc (10g/kg trong lwong co thé). Tho duoc udng dich chiét
t6i den hang ngay liéu 2/kg/24 gio va 4g/kg/24 gio trong 42 ngay; két qua trén tho,
dich chiét toi den & cac muc lidu 2g va 4g/kg/24 gio uéng hang ngay trong 42 ngay
khong anh hudng dén su phét trién thé trong co thé, cac chi sb dién tim, huyét hoc,
sinh héa va mé bénh hoc gan, lach, than tho. Cho thay dich chiét toi den Ly Son c6
d6 an toan cao trén dong vat thuc nghiém [62].

Nghién ciru tinh an toan cua bai thuéc TB15 trén thuc nghiém (cong thic bai
thudc: trach ta 30g, dai hoang 8g, son tra 12g, bach truat 20g, pha c6 chi 10g, dan
sam 30g, chi x4c 20g, qua lau nhan 15g), chua tim thay LDsy cua bai thudc theo
duong uéng trén chudt nhat tring véi muc lidu cao nhat cé thé cho chudt udng trong
24 gid 1a 228,0g/kg thé trong. Véi liéu 23,2g/kg/24 gid va lidu 69,6g/kg/24 gid cho
chuot cbng trang udng lién tuc trong 60 ngay, thuéc khdng anh hudng 1én trong
luong co thé va dién tim cua chudt; khong gy thay d6i c6 ¥ nghia thong ké céc chi
s6 huyét hoc, sinh hoa; khéng gay bién doi mé bénh hoc gan, lach, than caa chuot
nghién ctu. Két qua cho thay bai thudc TB15 khéng gy doc tinh cap va doc tinh
ban trudng dién trén dong vat thuc nghiém [63]. Nghién ctu caa Tran Quéc Bao va
Vii Huy Hai (2015), nham xac dinh doc tinh cap va danh gia doc tinh ban cap cua
bai thuéc DQXH-08 trén chudt. Két qua cho thay: véi licu téi da 23,81g/kg (sb
luong ti da chudt cd thé udng duoc) khong gay chét chudt trang sau 72 gio, chua
xéac dinh dugc LDso. V6i tong lidu 133,33 g/kg thé trong dung lién tuc trong 7 ngay
khong gay chét chudt trong 12 ngay theo ddi. Trong luong co thé ciing nhu hinh

anh mé bénh cua gan, lach, than & cac 16 chudt nghién ciru khong thay bién ddi so



45

vé6i 16 chiing. Vi chudt khdng chét nén khong xac dinh duoc LDso. M6t chat duoc
coi 1a khong doc néu nhu LDs, cta nd 16n hon 15gam/kg thé trong. Két qua nghién
ctru doc tinh cua bai thudc cho thay véi lidu 23,81 gam/kg thé trong chudt nhat
tring van chwa chét, vi thé bai thuéc DQXH-08 khong xac dinh dugc LDsg, 6 thé
coi bai thudc khong cé doc tinh [64].

4.2. VE TAC DUNG PIEU TRI XO VUA PONG MACH CUA VIEN NANG
ANMAHA TREN PONG VAT THUC NGHIEM

Pé danh gia tac dung chong xo vita dong mach cua vién nang Anmaha, nghién
ctru nay theo ddi va danh gia trén cac chi tiéu bao gém, cac chi sé lipid mau, hinh
anh md bénh hoc cua quai dong mach cha chuét thuc nghiém sau 8 tuan.

Trong nghién ciiu nay, ching tdi ding Atorvastatin 1am thuéc tham chiéu, do
Atorvastatin thuoc nhom statin, nhém thudc duoc coi 1a ¢ tac dung diéu chinh
RLLPM hiéu qua, c6 kha ning dung nap tét va dugc sir dung rong réi, co tac dung
cai thién chtrc niang ndi mac mach, 6n dinh mang XVBM, chdng viém, chéng huyét
khoi, chong oxy hoa, ting mat do xuong, c6 tac dung tét voi cac thanh phan lipid
mau: giam LDL-C va TG, ting HDL-C [5], [18].

L& md hinh sau 8 tuan cho chudt an ché do an nhiéu m& chay trong thoi gian
dai da lam tang rd cholestrol toan phén, TG, LDL-CI, VLDL-C, giam HDL-
Cholessterol. Piéu nay thé hién tinh trang ri loan lipid mau, cac cholesterol xau
tang cao trong khi HDL-Cholesterol giam. Cung véi sy gia tang lipid mau, dac biét
c4c thanh phan m& x4u, qua trinh peroxy hoéa lipid ting cao. Viéc tiéu thu nhiéu chat
béo khdng lanh manh dan dén co ché bénh sinh cua réi loan lipid mau, mot yéu té
nguy co xo vira ddng mach va tim mach bénh. Ché d¢ an nhiéu m& chay lam gia
tang cac cholesterol xau trong mau va tinh dé bi t6n thuong ctia né ddi vai qua trinh
oxy hoa. Quéa trinh oxy hoa lipid hoat dong nhu mét su khoi dau caa rdi loan chirc
ning biéu md din dén su phét trién ciia mang xo vira va xo vira dong mach.

Chung t6i ding Anmaha liéu 336 mg/kg/ngay va liéu 672 mg/kg/ngay (1/3
lidu trong dwong 1am sang) trong 4 tuan lién tuc dé danh gia tac dung diéu tri roi
loan lipid mau, dugc so sanh vai thuéc Atorvastatin liéu 10mg/kg/ngay trén chuot

cbng trang.
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Két qua nghién ctru cua ching toi cho thiy, Atorvastatin liéu 10mg/kg c6 tac
dung cai thién céac chi sé lipid mau chung: CT, TG, LDL-C, HDL-C. Két qua nay
phu hop voi két qua nghién ctu cia mot sb tac gia ciing st dung Atorvastatin liu
10mg/kg/ngay 1am thudc ching duong trong mé hinh diéu chinh rdi loan chuyén
hoa lipid mau trén chudt cng trang [48].

Két qua & cac bang 3.2 dén 3.6 cho thay:

Ham luong CT tai thoi diém sau 28 ngay, 16 dung thudc ther lidu 1, lidu 2 va
thudc tham chiéu Atorvastatin ¢c6 ham luong CT trong mau déu giam cé y nghia
théng ké so véi 16 mé hinh véi p < 0,01.

Ham lugng TG tai thoi diém sau 28 ngay, 16 dung thude tha lidu 1, liéu 2 va
thudc tham chiéu Atorvastatin ¢4 ham lugng TG trong mau déu giam cé y nghia
théng ké so véi 16 mé hinh véi p < 0,01.

Ham luong HDL-C tai thoi diém sau 28 ngay, 16 dung thudc thir liéu 1, liéu 2
va thudc tham chiéu Atorvastatin ¢6 ham lwgng HDL-C trong mau déu ting cé ¥
nghia thong ké so véi 16 md hinh véi p < 0,05 va p < 0,01.

Ham luong LDL-C tai thoi diém sau 28 ngay, 16 ding thubc thir lidu 1, liéu 2
va thuéc tham chiéu Atorvastatin c6 ham lwong LDL-C trong mau déu giam cé y
nghia thong ké so véi 16 md hinh véi p < 0,01.

Chi sb Atherogenic index tai thoi diém sau 28 ngay, 16 dung thudc thir liu 1,
licu 2 va thudc tham chiéu Atorvastatin ¢ chi sb Atherogenic index trong mau déu
giam c6 ¥ nghia théng ké so véi 16 mé hinh véi p < 0,01.

So sanh vai két qua nghién ciru cua nhom tac gia Allison L. Hopkins, Marnie
G. Lamm, Janet L. Funk, Cheryl Ritenbaugh nam 2013, nghién ctu trén ca nguoi
va dong vat vé tac dung cua bup giam (Hibiscus sabdariffla L.) trong diéu tri ting
huyét ap va tang lipid mau. Dich chiét Hibiscus sabdariffla c6 mirc doc tinh thap,
LDs, trong khoang tir 2000 dén trén 5000 mg/kg/ngay. Khong c6 dau hiéu doc tinh
trén gan va than, trir khi ding & liéu cao thi tac dung khéng mong mudn trén gan c6
thé xay ra. C6 dau hiéu cho thay tac dong cua Hibiscus sabdariffla L. nhu thudc loi
niéu, tuy nhién nhiéu truong hop khdng 1am anh huong dang ké dén mtc do chat

dién giai. Nghién ctu trén dong vat cho thdy su tiéu thu dich chiét Hibiscus
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sabdariffla L. tir dai va canh hoa 1am giam huyét &p theo kiéu phu thudc lidu (liéu tur
1mg/kg/ngay dén 1000mg/kg/ngay). Trong thir nghiém 1am sang ngau nhién, sy tiéu
thu tra hozc dich chiét 1am tir dai hoa Hibiscus sabdariffla L. (liéu tir 1,25g dén 10g,
chia 3 lan/ngay) 1am giam ca huyét ap tam thu va huyét ap tdm truong trén nguoi
truong thanh co ting huyét 4p d6 I va II va nguoi dai thao duong type II. Tong
lwong CT (lidu 1,5 mg/kg/ngay dich chiét nude tir canh hoa va lidu 200 mg/kg/ngay
dich chiét con tir hoa, trén 1 thang); LDL-C va TG déu thap hon (liéu 200
mg/kg/ngay dich chiét con tir hoa); dich chiét con tir dai hoa va 1a déu lam giam
tong lwong CT & lidu tir 200 dén 500 mg/kg/ngay, trong khi lwgng HDL- C chi ting
Ién khi dung dich chiét con tir dai hoa hoic 14 & mac liéu 500 mg/kg/ngay trong 1
thang trén chudt céng. Hon nira thir nghiém 1am sang ngau nhién cho thay, su tiéu
thu tra hodc dich chiét Hibiscus sabdariffla L. 1am giam dang ké tong luong CT,
LDL- C va TG tét nhu ting HDL-C [45].

Nhiéu tai liéu nghién ciru dich chiét toi den c6 tac dung chdng oxy héa, ha
lipid mau, chéng xo vita mach. Tac dung ha lipid mau c6 lién quan dén tac dung
chéng oxi hda cua toi. Toi den duoc xem 1 6 loi cho bénh nhan rdi loan lipid mau,
xo vira mach khi c6 tc dung chdng oxy hoé tdt va tac dong tich cuc dén LDL va
CT méu. Nghién ctru cua Ried Karin va cong su (ndm 2013) cho thay cac phat hién
cho thiy téi c6 hiéu qua trong viéc giam cholesterol xubng con 176 mg/dL va
lipoprotein ty trong thap con 96 mg/dL & ngudi c6 nong d¢6 CT cao (> 200 mg/dL),
t6i dwoc sir dung trong thoi gian dai hon 2 thang. Toi 1am giam 8% CT trong huyét
thanh va giam 38% nguy co bénh mach vanh & 50 tudi. Lipoprotein ti trong cao
muc CT cai tién nhe, va triglycerides khdng bi anh hudéng dang ké. Toi c6 thé duoc
coi nhu mét lva chon thay thé véi do an toan cao hon so voi cac thudc 1am giam
cholesterol ¢ nhitng bénh nhan c6 ham lugng cholesterol hoi cao [47].

Giao ¢ lam thudc chi Gynostemma Blume [30], c6 5 loai nhung da sb cac
nghién ctu tap trung trén loai Gynostemma pentaphyllum (Thunb) Makino.
Gynostemma pentaphyllum (Thunb) Makino goi la Giao cb lam, That diép dom, Co
yém, Thu trang 5 13, Ngil diép sam, cdy Truong sinh. Nhiéu tai liéu nghién ctu dich

chiét cua cay Gynostemma pentaphyllum cho thiy cay nay c6 tac dung giam lipid
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méu, e ché va phong té bao phat trién thanh ung thu. Dich chiét con co tac dung
chéng 130 hoa, diéu hoa hé than kinh trung wong, chéng viém giam dau, chdng loét
da day, dai thao dudng, ting huyét ap.

Chi Hibiscus gom khoang 300 loadi khac nhau, bup gidm hay but gidm
(Hibiscus sabdariffa L.) 1a loai thuoc ho béng (Malvaceae) [30], thanh phan hoa
hoc chinh trong dai hoa bup giam bao gdm chu yéu 1a céc acid hitu co, anthocyanin,
flavonoid, polysaccharide. Mét sé tac gia cho rang, dich chiét nudc- ethanol cua dai
kh6 hoic 14 caa bup giam c6 tac dung lam giam nong do LDL, triglycerid, cholesterol
va ca VLDL trong mau va ting nong d6 cua HDL. Mot sé hoat dong duoc ly cua
Hibiscus sabdariffa bao gébm giam hoat dong chong xo vita dong mach va lipid
huyét thanh & chudt va tho an cholesterol ciing nhu bao vé hong cau cua con nguoi
chéng lai qué trinh peroxy héa lipid & nhitng loai khac.

Béo phi la tinh trang tich tu m& thira trong co thé, mat can bang nang luong,
ting sinh md... 1am ting khéi lugng md m& thdng qua qué trinh sinh m& va gay
nguy hiém cho suc khoe, 13 mot van dé siic khoe cong dong 16n lién quan dén viéc
gia tang ty 1é mic cac bénh chuyén hoa nhu tiéu duong loai 2, huyét &p cao, bénh
tim, bénh gan, bénh than, bénh tdi mat va mot sb loai ung thu [1]. Nguyén nhén co
ban cua bénh béo phi co thé ké dén 1a do ché d6 an udng, rdi loan di truyén, 16i song
it van dong va céc yéu t tam ly. Sy mat can bang giira ning lwong thu vao va chi
tiéu cling gay ra sy tich tu caa cac mdé mao thua [2]. Oyindamola Vivian Ojulari,
Seul Gi Lee, Ju-Ock Nam (2019), d3 nghién cru tc dung c6 loi cua cac hop chét
hoat tinh sinh hoc tu nhién tir Hibiscus sabdariffa L. d6i voi bénh béo phi. Nhom
nghién ctru di kiém tra nghiém tuc tac dong cua chiét xuat Hibiscus sabdariffa trén
c4c théng sé khac nhau lién quan dén sy phét trién cua bénh béo phi nhu; anh
huong caa Hibiscus sabdariffa dén trong lugng co thé, dén sy tich tu lipid, chuyén
hoa CT va cac thong sb huyét trong, tac dung tc ché cua Hibiscus sabdariffa doi
Vvéi lipase tuyén tuy, va d6i véi sy biét hda/tao md caa té bao ma. Panh gia nay da
thu thap céc bao cdo vé cac tac dung chdng béo phi khac nhau caa cac hop chit hoat
tinh sinh hoc cia H. sabdariffa trong cac mé hinh té bao va dong vat, ciing nhu &

nguoi [27].
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Mot nghién ciru gan day duoc thuc hién trén té bao tién té bao ma 3T3-L1 cho
thay chiét xuat nudc cua H.sabdariffa va polyphenol cua H. sabdariffa ¢ nong do
500ug/mL va 10pg/mL da @c ché dang ké su biét héa tao md cua tién té bao md
[59]. Céc tac gia nay két luan ring polyphenol chira trong H. sabdariffa chu yéu
chiu trach nhiém vé anh huéng cta né ddi véi sy hinh thanh m&. Huang TW va
cong su [40], ciing cho thay chiét xuat polyphenolic cua H. sabdariffa hiéu qua hon
trong viéc ngan chin su hinh thanh md so véi Hibiscus sabdariffa nhu 1a dau hiéu
cua su biét hoa té bao md, trong khi SREBP 1 dugc tim thay giam theo cach phu
thudc vao nong do sau khi diéu tri bang ca Hibiscus sabdariffa.

Nhu vay, két qua nghién ciru ciia ching tdi cho thay, sau khi gay vira xo mach
trén chudt, thuéc duoc cho chudt ubng dé danh gia tac dung diéu tri, 1am hoi phuc
lai tinh trang vita xo trén thanh mach chudt. Két qua nghién ctu cho thay thudce
nghién ctu thé hién tac dung 1am giam lipid mau, giam réi loan m&d mau va két qua
lam giam nhiém m& gan, dic biét 1am giam t6n thuong vita xo dong mach trén mo
hinh chudt céng gay vira xo dong mach bang ché do an giau chat béo xau (ran
chay). Tac dung cta cao kho téi den duoc danh gia cung thubc tham chiéu
Atovastatin 3mg/kg/24h. Pay 1a thudc thuoc nhém statin, cé tac dung diéu chinh réi
loan lipid méau va chdng xo vira mach tét. Két qua nghién cau cho thay vién nang
liu 336 mg/kg/ngay va liéu 672 mg/kg/ngay cé tac dung tot trong diéu tri xo vira
mach, tuong duong vai thubc tham chiéu Atorvastatin 10 mg/kg/24h, htra hen la

mét ché pham tét gidp hd trg diéu trj rdi loan lipid mau, chdng xo vira mach.
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KET LUAN

Két qua nghién cau doc tinh cap va tac dung diéu tri xo vira do6ng mach cua
vién nang Anmaha trén dong vat thyc nghiém thu duoc két qua nhu sau:

1. Vé dgc tinh cap

Chua tim thiy LDs, ctia vién nang Anmaha theo dudng udng trén chudt nhat
trang. Vi muc liéu cao nhit c6 thé cho chudt udng 1a 12.000 mg/kg thé trong, ma
khdng gay chét chudt ndo, khéng cé biéu hién nao cua doc tinh cap.

2. Vé tac dung diéu tri xo vira ddng mach trén chuét céng tring

Trén mo hinh gdy xo vita mach bang ché do an nhidu m& chay ¢ chudt céng
tring, vién nang liéu 336 mg/kg/ngay va liéu 672 mg/kg, cho uéng trong 28 ngay
bat dau tir khi két thic 8 tuan an béo giy xo vira, cO tac dung tot diéu tri xo vira
mach, trong dwong véi thue tham chiéu Atorvastatin liéu 10 mg/kg can nang:

- Lam giam céc chi s6 xét nghiém lipid trong mau, gém: ham luong TG,
cholesterol toan phan, LDL-Cholesterol, VLDL-Cholesterol, chi s6 xo vita mach
(chi s6 Atherogenic index — A.l).

- Lam tang HDL-Cholesterol trong mu.

- Lam giam tinh trang gan nhiém mg.

- Lam giam hinh anh ton thuong xo vira mach déng mach cha bung chuot
nghién ciu. Hinh anh vi thé nhuém HE dong mach chu bung cua cac 16 dung thuée

khong khac biét nhiéu so voi cua 16 chang sinh ly.
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KIEN NGHI
Sau khi thuc hién xong dé tai, nhdm nghién ctiru 6 mét sé kién nghi nhu sau:

- Tiép tuc nghién ctu danh gia vé doc tinh ban truong dién, tac dung va co ché
tac dung diéu chinh réi loan lipid méau, chéng xo vita mach... cia vién nang
Anmaha trén dong vat thuc nghiém.

- Tién hanh nghién ctu danh gia tinh an toan va tac dung cua vién nang

Anmaha trén 1dam sang.



52



10.

11.

12.

TAI LIEU THAM KHAO
Hi Tim mach Viét Nam (2010). Khuyén céo 2010 vé c&c bénh Iy tim mach va
chuyén hoa, Nha xuat ban Y hoc.
Pahwa R, Jialal I. (2021). Atherosclerosis. Stat Pearls Publishing.
Benjamin EJ, Blaha MJ, Chiuve SE, et al (2017). Heart disease and stroke
statistics. The American Heart Association, 135:1-459.
White J, Swedlow DI, Preiss D, et al (2016). Association of lipid fractions at
risk for coronary artery disease and diabetes. JAMA Cardiol. 1(6): 692-699.
Nguyén Trong Théng (2011). Thudc diéu tri roi loan lipoprotein mdu, Dugc ly
hoc, tap 2, Nha xuat ban Gido duc Viét Nam, tr.176-185.
Tran Thu Huwong va cac cdng swr (2018). Nghién ctu quy trinh chiét xuat phan
doan gidu hop chat polyphenol tir loai Hibiscus sabdariffa L.(Malvaceae) @ng
dung dé ché tao thuc pham chitc nang. Pé tai nghién cizu khoa hoc, Hoi Hoa hoc
Viét Nam.
Eun-Soo Jung M.S (2014). Reduction of blood lipid parameters by a 12-wk
supplementation of aged black garlic: A randomized controlled trial. Nutrition,
Vol. 30(9), p.1034-9.
Gauhar Rehman, Hwang Seung-Lark, Jeong Si-Sung, et al. (2012),
"Heat-processed Gynostemma pentaphyllum extract improves obesity in
ob/ob mice by activating AMP-activated protein kinase", Biotechnology
letters, 34(9), pp. 1607-1616).
Nguyén Vin Long, Hoang Viin Lwong, Pham Vin Vwong, Nguyén Hoang
Ngan, Nguyén Duy Thirc (2009). Nghién ctu tac dung ha lipd mau cua toi thu hai
tai dao Ly Son, Quang Ngdi trén thuc nghiém. Pé tai nghién cizu khoa hoc, Hoc
vién Quany.
Tran Qudc Bio (2012). Xo vita dong mach. Bai giang Ngi khoa Y hoc cé
truyen, Nha xuat ban Quan do6i nhan dan, tr.136 - 148.
ESC/EAS Guidelines (2011), ESC/EAS Guidelines for the management of
dyslipidaemias, European Heart Journal, (32): 1769-1818.
Dichgans M, Pulit SL, Rosand J (2019). Stroke genetics: discovery, biology,
and clinical applications. Lancet Neurol, (6): 587-599.


http://circ.ahajournals.org/content/early/2017/01/25/CIR.0000000000000485
https://www.ncbi.nlm.nih.gov/pubmed/27487401

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

Szterk A., Zmyslowski A. (2017). Current knowledge on the mechanism of
atherosclerosis and pro-atherosclerotic properties of oxysterols. Lipids in Health
and Disease, vol. 16, pp. 188.

Goff DC Jr, Lloyd-Jones DM, Bennett G, et al (2013). ACC/AHA guideline
on the assessment of cardiovascular risk: A report of the American College of
Cardiology/American  Heart  Association Task Force on Practice
Guidelines. Circulation, 129: S49-S73, 2014.

Perez-Martinez P, Katsiki N, Mikhailidis DP (2020). The Role of n-3 Fatty
Acids in Cardiovascular Disease: Back to the Future. Angiology, 71(1):10-16.

Esper RJ, Nordaby RA (2019). Cardiovascular events, diabetes and guidelines:
the virtue of simplicity. Cardiovasc Diabetol, 18(1):42.

Stone NJ, Robinson J, Lichtenstein AH, et al (2014). ACC/AHA guideline on
the treatment of blood cholesterol to reduce atherosclerotic cardiovascular risk
in adults: A report of the American College of Cardiology/American Heart
Association Task Force on Practice Guidelines. J Am Coll Cardiol. 63:2899—
2934.

B0 Y té (2015). Hudng din chin dodn va diéu tri bénh néi tiét, chuyén héa, Nha
xuat ban Y hoc Ha Noi, tr.208-219, 255-265.

Truomg Pai hoc Y Ha Noi - Khoa y hoc ¢b truyén (2012). Xo vita dong mach.
Bénh hoc noi khoa y hoc co truyén, Nha xuit ban Y hoc.

Lwong y Nguyén Thién Quyén (1998). Chdn dodn phan biét chiing hadu trong
Péng y, Nha xuat ban Miii Ca Mau, Hoi Y hoc ¢6 truyén Ha Nai, tr, 201-215.
Hoang Bao Chau (1997), Pam thap, Noi khoa Y hoc ¢b truyén, Nha xuat ban Y
hoc, tr.326-343.

Tué Tinh (1999), “Pam am”, Tué Tinh toan tap, Nha xuit ban Y hoc.

L& Thi Minh Phwong (2019). Nghién ctru tic dung chdng oxy hoa va xo vita
dong mach ctia vién nang mém “ich tri vuong” trén thyc nghiém va 1am sang.
Ludn an tién s7, Bénh vién Y hoc ¢ truyén Quan doi.

Vii Thi Thuan (2012). Nghién ciru tac dung diéu chinh rdi loan lipid mau va giam xo
vira mach méau caa bai thudc BBT trén thuc nghiém. Ludn vin bdc si chuyén khoa cdp
Il, Truong Pai hoc Y Ha Noi.


http://circ.ahajournals.org/content/129/25_suppl_2/S49.long
http://www.sciencedirect.com/science/article/pii/S0735109713060282

25.

26.

217.

28.

29.

30.

31.

32.

33.

34.

35.

Nguyén Thi Thay, Pham Thi Van Anh, Nguyén Duy Nhuw (2015). Giang chi
tiéu khat linh diéu tri rdi loan lipid mau trén dong vat dai thao duong typ 2 thuc
nghiém. Tap chi Duoc hoc, 473, tr.48- 52.

Pham Thanh Tung, Trwong Viét Binh, Nguyén Trong Thong, Pham Thi Van
Anh (2017). Nghién ctu tac dung diéu chinh rdi loan lipid mau cua vién nang
Vinatan trén md hinh gay réi loan lipid mau ngoai sinh. Tap chi Duoc hoc, 489,
tr.42-44.

Oyindamola Vivian Ojulari, Seul Gi Lee, Ju-Ock Nam. (2019). Beneficial
Effects of Natural Bioactive Compounds from Hibiscus sabdariffa L. on Obesity.
Molecules, 24(1), 210.

Zhong XN, Wang HH, Hu XQ et al. (2013). Effects of Naoxintong on
atherosclerosis and inducible nitric oxide synthase expression in atherosclerotic
rabbit". Chin Med J (Engl), 126(6), pp. 1166 — 1170.

Fu WJ, Lei T, Nie H et al (2017). Anti-atherosclerosis and cardio-protective
effects of the Angong Niuhuang Pill on a high fat and vitamin D3 induced rodent
model of atherosclerosis. Journal of Ethnopharmacology, 195(4), pp. 118-126.
V6 Vin Chi (2021). Tir dién Cay thusc Viéet Nam, Nha xuat ban Y hoc. tr.265-
266, 991-992, 1032-1033.

Borlinghaus, J., Albrecht, F., Gruhlke, M. C., Nwachukwu, I. D., &
Slusarenko, A. J. (2014). Allicin:  chemistry and biological
properties. Molecules (Basel, Switzerland), 19(8), 12591-12618.

Dana Wang, Yonghui Feng, Jun Liu (2010). Black garlic (Allium sativum)
extracts enhance the Immune system. Medicinal and Aromatic plant science and
Biotechology, 4(1), pp.37-40.

Y.Y. Jeong, J.H. Ryu, J.H. Shin, M.J. Kang, J.R. Kang, J. Han, D. Kang
(2016). Comparison of anti-oxidant and anti-inflammatory effects between fresh
and aged black garlic extracts. Molecules, pp. 43.

S. Choi, H.S. Cha, Y.S. Lee (2014). Physicochemical and antioxidant properties
of black garlic. Molecules, pp. 16811-16823.

Trinh Nam Trung va cong sw (2015). Nghién ctru danh gia tic dung &c ché mot
s6 dong té bao ung thu trén thuc nghiém va bao ché vién nang toi den. Pé tai
nghién cuzu khoa hoc, Hoc vién Quan y.


https://sciprofiles.com/profile/1039788
https://sciprofiles.com/profile/author/SVo3ZEZJUlp2VXdjdm95VWkvbjk4bmVsZjNPS3BQcnp2TXJpRzFGSDZKZz0=
https://sciprofiles.com/profile/298722

36.
37.
38.
39.
40.

41.

42.

43.

44,

45.

46.

47.

48.

Pham Xuan Sinh (2018). Dugc hoc ¢é truyén, Nha xuat ban Y hoc.

Pd Tat Loi (2019). Nhitng cay thudc va vi thuac Viet Nam, Nha xuat ban Y hoc.

Bd Y té (2018). Duoc dién Viét Nam, 1an xuat ban thir nim, Nha xuét ban Y hoc.

Bd mén Dwoc ly (2013). Duoc Iy hoc, Truong Pai hoc Y Ha Noi, Nha xuat ban
Y hoc, Ha Noi.

Huang TW, Chang CL, Kao ES, Lin JH (2015). Effect of hibiscus sabdariffa
flower extract on high-fat diet-induced obesity and liver injury in hamsters. Thuc
pham Nutr. Res, pp.29018.

Lé Tién Diing va cong su (2020). Nghién ctu san xuat cac san pham hd tro diéu
tri ting huyét 4p va réi loan m& mau tir dai hoa cdy Bup gidm (Hibiscus
sabdariffa) trong tai Dik Lik, Pé tai nghién cizu khoa hoc, Vién Han 1am
KH&CN Viét Nam.

Ping Thi Yén, Piang Quéc Tién (2018). Nghién ciu quy trinh san xuét tra but
giam hoa tan, Dé tai nghién cizu khoa hoc,Trudong Pai hoc Cong nghiép Thuc
pham TP.HCM

Riaz G., Chopra R (2018). A review of the phytochemical and therapeutic uses
of Hibiscus sabdariffa L. Biomed. Other pharmaceuticals, 102: 575-586.
Perez-Torres I., Ruiz-Ramirez A., Banos G., El-Hafidi M (2013). Hibiscus
sabdariffa Linnaeus (Malvaceae), curcumin and resveratrol as alternative agents
against metabolic syndrome. Cardiovasc Hemolysis Agent Med, 11: 25-37.
Hopkins et al (2013). Hibiscus sabdariffa L. in the treatment of hypertension and
hyperlipidemia: A comprehensive review of animal and human studies.
Fitoterapia, pp.84-94.

Pham Tuan Anh, Pham Thanh Ky, Trinh Thi Diép Thanh (2014). Dinh Iwong saponin
toan phan trong Giao ¢o lam Gynostemma pentaphyllum (Thunb.) Makino trong & 3 viing
bang phuong phap do quang. Tap chi Duroc hoc. 454, tr.52-56.

Ried, Karin & Toben, Catherine & Fakler, Peter. (2013). Effect of garlic on
serum lipids: An updated meta-analysis. Nutrition reviews, 71.pp.282-299.
10.1111/nure.12012.

Pham Thanh Tung (2019). Nghién ctu tinh an toan va tac dung caa vién nang
ctng Vinatan trong diéu tri hoi chiing réi loan lipid mau trén thuc nghiém va 1am
sang. Ludn vén Tién s7, Truong HVYDCT Viét Nam.



49.

50.

51.

52.

53.

54.

55.

56.

S7.

58.

59.

Yurina V, Yunita EP, Raras TYM et al. (2019). Prolonged-Heated High-Fat
Diet Increase the Serum LDL Cholesterol Level and Induce the Early
Atherosclerotic Plague Development in Wistar Rats. Journal of Tropical Life
Science 9 (1): 9 —14.

P6 Trung Pam (2014), “Phwong phap Litchfield — Wilcoxon”, Phwong phdp
xdc dinh déc tinh cap cua thuoc. Nha xuat ban Y hoc, tr.101-112.

Pham Ti Dwong Nguyén Thé Khanh (2005). Xét nghiém si dung trong 1am
sang, Nha xuat ban Y hoc, tr 40, 101, 108, 118 - 140.

Dazhuo Shi, Keji Chen Hao Xu (2012). Atherosclerosis: An Integrative East-
WestMedicine Perspective. Evidence-Based Complementary and Alternative
Medicine, Volume 2012, Article ID 148413, 4.

Orisakwe et al (2004). Testicular effects of sub-chronic administration
of Hibiscus sabdariffa calyx aqueous extract in rats. Reprod. Toxicol. 18: 295-298.

Mensah, G. A.,, Wei, G. S., Sorlie, P. D., Fine, L. J., Rosenberg, Y.,
Kaufmann, P. G., Mussolino, M. E., Hsu, L. L., Addou, E., Engelgau, M. M.,
& Gordon, D. (2017). Decline in Cardiovascular Mortality: Possible Causes and
Implications. Circulation research, 120(2), 366—-380.

Peter Libby (2010). The pathogenesis, Prevention and Treatment of
Atheroscleros. Harrision’s Cardiovascular Medicine, McGraw-Hill — Medical
Publishing Division, pp. 322 - 420.

Bo Y Té (2012). Thong tu Hudng dan vé thir thude trén 1am sang (03/2012/TT-
BYT).

World Health Organization. 2000. Working group on the safety and efficacy of
herbal medicine. Report of regional office for the western pacific of the World
Health Organization.

Adedapo A.A. Abatan M. Olorunsogo O (2004). Toxic effects of some plants
in the genus Euphorbiceae on haematological and biochemical parameters of
rats.Vet. Arh. 74: 53-62.

Reanmongkol W. Itharat A. Antipyretic activity of the extracts of Hibiscus
sabdariffa calyces L. in experimental animals. Songklanakarin J. Sci.
Technol. 2007; 29: 29-38.



60.

61.

62.

63.

64.

Akindahunsi A.A. Olaleye M. T (2003). Toxicological investigation of aqueous-
methanolic  extract of the calyces of Hibiscus sabdariffalL. J.
Ethnopharmacol. 89: 161-164.

Sireeratawong S. Itharat A. Khonsung P. Lertprasertsuke N. Jaijoy K.
(2013). Toxicity studies of the water extract from the calyces of Hibiscus
sabdariffa. In rats. Afr. J. Tradit., Complementary Altern. Med; 10 122-127.

Vii Binh Dwong, Nguyén Vin Long (2015). Nghién ctu tinh an toan cua dich
chiét t6i den 1y son trén thuc nghiém. Dé tai nghién cizu khoa hoc, Hoc vién
Quan y 103.

Ha Thi Nga, Nguyén Hoang Ngan, Tran Quéc Bao (2017). Panh gia két qua
nghién ciru doc tinh cap va doc tinh ban truong dién cua dich chiét bai thudc
TBI15 trén dong vat thuc nghiém. Tap chi Y Duoc hoc quén su, 3-2017.

Tran Quéc Bao, Vii Huy Hai (2015), Nghién ctu tinh an toan cua bai thudc
DQXH — 08 trén dong vat thuc nghiém. Dé tai nghién cizu khoa hoc, Hoc vién
Quan y 103.



PHU LUC 1
QUY TRINH SAN XUAT VIEN NANG ANMAHA

1. Pic diém may méc va trang thiét bi

Tén may, dung cu Quy céch Noi dung sir dung SL
Can dia 200g Can kiém tra trong luong t4i | 1 cai
Can dong ho 100 kg | Can bot, can duoc lidu 1 céi
Dén tir ngoai TQ Tiét khuan phong 6 cai
Hé théng chiét xuat, co cao TQ Nau chiét duoc liéu, ¢b cao 1 bo
Khay inox Céc co Say duoc lidu, sdy cao 20 cai
May rira TQ Rtra dugc ligu 1 cai
May xay TQ Xay cao 1 cai
May xat hat TQ Lam com 1 cai
May dong nang TQ Dong goi 1 céi
May diéu hoa Nhat Diéu hoa phong 2 céi
May hit am Nhat | Loc khong khi phong 2 cai
Ray cac co Ray bot 3 cai
RO nhya Céac loai | Rua duoc liéu, dung thudce 3 cai
Tu say TQ, VN | Say duoc liéu 2 CAi
2. Cong thire diéu ché cho 1 vién nang 450mg

Bot cao kho toi den 120mg
Bot cao kho bup gidm 100mg
Bot cao kho giao co lam 90mg
Bot cao kho trach ta 90mg
Ta duoc (Tinh bot ngd, Natri starch glycolat, Vira da 1 vién (450mg)
Magnesi stearat, aerosil, Lactose)

- Tinh chat: Vién nang cung, bén trong chira 400mg bot cao kho dugc liu,
twong ung voi 450mg.
- Tiéu chuin: Vién nang Anmaha do khoa Duoc - Hoc vién Quan y 103 cung

cap dat tiéu chuén TCCS.



PHU LUC 2
CAC VI THUOC TRONG VIEN NANG ANMAHA

1. Téiden

- Toi co tén khoa hoc la Allium sativum L., ho hanh Alliaceae.

- Tinh vi, cong nang: Toi cb vi cay, tinh én, quy kinh ty, phé, VI.

- Theo mét s nghién cuu, toi thudng cé chia 62,8% nudc; 6,3% protein; 0,1%
chat béo; 29,0% hydrat cachon. Ngoai ra con c6 mot vai nguyén té vi luong nhu Ca,
Fe, P, vitamin... Thanh phan quan trong c6 tac dung sinh hoc trong toi 1a allicin. Tuy
nhién allicin khong c6 san trong téi ma dugc sinh ra tir alliin dudi tac dung cua
enzym alliinase c6 san trong toi.

- Toi den 1a toi d& 1én men, c6 tén tiéng Anh la Black garlic hoic Fermented garlic.

TOI LY SON TUOI TOI LY SON DEN
(Trwdce 1€n men) (Sau 1én men)

- Téi dugc chang minh c6 tac dung tdt trong ha lipid mau, giam vita xo mach, Gc
ché tang cholesterol va triglyceride, chdng oxy hda cua téi 1én men ting gap 25 lan
SO V4i toi tuoi. TAc dung cia toi den thé hién rd nhat trong tac dung chéng oxy hoa,
mot co ché quan trong trong phong chéng vira xo mach va nhiéu bénh ly khac. Ngoai
ra toi den con nhiéu tac dung quy khac nhu khang lai céc té bao khéi u ting cuong

mién dich.



2. Bup giam
- Tén khoa hoc: Hibiscus sabdariffla L. thuoc ho Bong Malvaceae.

- Tén thudng goi: Actiso do, bup gidm, but giam...
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- Thanh phan héa hoc: Thanh phan héa hoc chinh trong dai hoa bup giam bao

gom chu yéu la cac acid hitu co, anthocyanin, flavonoid, polysaccharide.

- Tinh vi, cong nang: Bup giam c6 vi chua, tinh mat, c6 tac dung thanh nhiét, giai
khat, 1iém phé, chi khai.

- Téac dung duoc ly: Dich chiét nudc- ethanol caa dai kho hodc 14 cia bup giam co
tac dung lam giam ndng do LDL, triglycerid, cholesterol va ca VLDL trong mau va ting
nong d6 cua HDL. Do d6, 1am giam nguy co mac cac bénh tim mach nhu bénh mach
vanh, xo vira dong mach. Co ché giam LDL c6 thé 1a do sy wc ché tong hop
triacylglycerol, do d6 giam nong d6 LDL. Ngoai ra bup giam con c6 nhiéu tac dung
khac nhu chéng co thit co tron, tac dung khang khuan, tac dung chng viém, chdng oxy
hoa, loi tiéu, ha huyét ap, chdng ung thu, ha duong huyét. ..

3. Giaoco lam

Tén khoa hoc: Gynostemma pentaphyllum, ho Bau bi Cucurbitaceae.

Tén khac: Co yém, truong sinh thao, that digp dam, ngii digp sam.

Thanh phan héa hoc: Thanh phan héa hoc chinh 1 flavonoid va saponin. S6

sapoin caa giao ¢ lam nhiéu gap 3- 4 1an so véi nhan sam. Trong d6, mot s6 ¢6 cau
trdc hoé hoc giéng nhu cau tric c6 trong nhan sam (ginsenozid). Ngoai ra giao cb
lam con chaa céc vitamin va céc chat khoang nhu selen, kém, siat, mangan,

phospho...



Téc dung duoc ly: Giao ¢b lam ¢6 nhiéu tac dung tét ddi véi hé tim mach, 1am

ha lipid mau, ha glucose mau, tang luu luwgng vanh, giam ap luc mau, lam giam nhip

tim, 1am ting do bén mach ngoai vi, dong mach ndo va dong mach vanh. Nhiing

thanh phan mang lai hoat tinh nay dwgc béo céo 1a gynosaponin E, G, K,

progypenosid A2, I, J, M, N va O. Ngoai ra giao c6 lam cé nhiéu tac dung khac nhu

tang cudng mién dich, chdng oxy hoa, an than, giam dau...

4.

Trach ta

Tén khac: Ma dé nuéc.

Tén khoa hoc: Alisma plantago-aquatica L., ho Trach ta Alismataceae.
Thanh phan hoa hoc:

Trach ta chira cac Alisol A, alisol B, alisol A monacetate, 23- acetat alisol B, alisol

B monacetate, epialisol A asparagine, choline, tinh dau, alcaloit, vitamin B12, kali c6

ham lugng 147,5 mg %.

Tinh vi cong nang: Trach ta c6 vi ngot, tinh han, vao 2 kinh than va bang quang,

c6 tac dung lgi thity, tham thap, thanh nhiét.

Téc dung duoc ly: Trach ta c6 tac dung loi tiéu thai natri, kali, clo va thai ure,

ha cholesterol, beta-lipoprotein va triglycerid trong mau. Ngoai ra trach ta con thé

hién mot s tac dung khac nhu chdng viém, ha huyét &p.



PHU LUC 3

NHAT KY NGHIEN CUU THUC NGHIEM
ciia hoc vién Nguyén Thi Thu Hwong

- Hoc vién: Nguyén Thi Thu Huong

- Chuyén nganh: Y hoc cé truyén

- L6p Cao hoc 12 (2019-2021), Hoc vién Y duoc hoc ¢o truyén Viét Nam.

- Thay huéng dan: PGS.TS.Nguyén Hoang Ngan

TS.Tran Anh Tuan
- Pé tai: Nghién ctru doc tinh cip va tac dung diéu tri xo vita dong mach
Cua vién nang Anmaha trén dong vat thuc nghiém.

- Dia diém tién hanh nghién ctu: B mon Duoc 1y - Hoc vién Quan .

- Thoi gian nghién ctu: 06/2021 - 09/2021.

- Xt ly sb liéu, viét luan vian: 09/2021 - 02/2022.

*Cac noi dung nghién ctru:

1. Panh gia doc tinh cap cua vién nang Anmaha trén chudt nhat trang:

01/06/2021 - 18/06/2021.

2. Panh gia tac dung tac dung diéu tri xo vira ddong mach cua vién nang
trén chudt cong trang: 21/06/2021 — 21/09/2021.

- Tr 21/09/2021 - 28/10/2021: Tién hanh thu thap va xt Iy sé liéu.

- T 10/2021 - 02/2022: Tién hanh kiém tra va hoan thién luan van.

1. Nghién ctru déc tinh cap cia vién nang Anmaha trén chudt nhit trang

+ 01/06/2021 — 08/06/2021: Nudi duong chudt thi nghiém trong trong phong
nudi dong vat thi nghiém mét tuan trude khi tién hanh thi nghiém.

+ 08/06/2021: Can chudt. Chia 16, ¢anh dau. Cho chuét nhin an 12h qua dém.

+ 09/06/2021: Cho chudt udng thudc véi thé tich 0,2ml/10g thé trong/lan nhung véi
céac lidu tang dan (1500 mg/kg; 3000 mg/kg; 4500 mg/kg; 6000 mg/kg; 7500 mg/kg; 9000
mg/kg; 10500 mg/kg; 12000 mg/kg thé trong), 3 lan/ 24 gid, mdi lan udng cach nhau
3 gio.



+ 09/06/2021 - 12/06/2021: Theo ddi tinh trang chung (hoat dong, van dong;
16ng; dong tir mat; ho hap; an udng; bai tiét; bat thuong khéc) va sb luong chudt chét o
mdi 16 trong 72 gio.

+ 12/06/20221 - 16/06/2021: Tiép tuc theo ddi tinh trang chung cia chudt dén hét
ngay thir 07 sau khi udng thuéc thir lan dau.

2. Nghién ciru tac dung diéu tri xo' vira dong mach cia vién nang trén chudt
cdng tring

+ 21/06/2021 — 28/06/2021: Nuéi duong chudt thi nghiém trong trong phong
nudi dong vat thi nghiém mét tuan trude khi tién hanh thi nghiém.

+ 28/06/2021: Can chudt. Chia 16, danh ddu. L& 1 (chung sinh Iy): khéng gay
X0 vira mach, udng nuéc cat. Lo 2 (chiing bénh 1y): gdy xo vira mach + uéng nuéc
cat. L6 3 (tham chiéu): gdy xo vita mach + ubng Atovastatin 10 mg/kg/24h. Lo 4 (16
tri 1): gdy xo vita mach + udng Anmaha liéu 336 mg/kg/24h. L6 5 (16 tri 2): gy xo
vita mach + udéng Anmaha liéu 672 mg/kg/24h

+ 28/06/2021 - 23/08/2021: Chudt cong trang duoc cho an thirc an nhiéu m&
chay trong thoi gian 8 tuan.

+23/08/2021: Liy méu thoi diém TO xét nghiém céc chi s6 lipid mau: TG, TC, HDL-C,
LDL-C.

+ 24/08/2021 - 21/09/2021: Cho chudt udng thudc nghién ciru (Anmaha), thudc
tham chiéu (Atovastatin) hodc nudc cat theo phan 16.

+07/09/2021: Lay méu thoi diém T14 xét nghiém céc chi s6 lipid mau: TG, TC, HDL - C,
LDL -C.

+ 21/09/2021: LAy mau thoi diém T14 xét nghiém céc chi sb lipid méau: TG, TC, HDL-C,
LDL - C.

M6 chuot lay gan dénh gia dai thé va lam tiéu ban vi thé nhuom HE. Lay dong

mach cha dong l1am tiéu ban vi thé nhuom HE.



PHU LUC4
Hinh anh thuéc Anmaha sir dung trong nghién céu




THANH PHAN:

Bot cao khé Tai den

Bot cao khoé Bup giam
Bt cao khé Giao cd lam
Bot cao khé Trach ta

asrass ceasiaees 100mg

90mg
.......... .....90mg
Phu liéu: Tinh bot, talc, magie staerat, canxi cacbonat
vua du 1 vién

CONG DUNG:
Biéu chinh roi loan lipid mau,

giam cholesterol xAu.
Phéng chéng

vlra xo mach

DOI TUQONG s(r DUNG:
Nguw&i bj réi loan m& mau, vi¥a xo mach
CACH DUNG:

Ngui 1on ubng Ngay 2 lan, méi 1an 3 vién,

Nha may san xuét:
CONG TY co PHAN

DUoC PHAM PHU TiN
B/C: Then van La, Héng van, Thudng Tin, Ha Noi




