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Tom tat

Nghién ciru danh gid tac dung cua ché pham thao dwoc Decholes-2, chita cac thanh
phan thao dwoc gom hoa hoe (20/) vo cam (15%), vo chanh (]0/) ny tam, that (15‘7)
rau diép cd (15/) hat bi (15%) va ré chanh (10%), trongphong ngu'a va d‘zeu tri xo vita
dong mach trén mo hinh chugt cong trang. Mé hinh xo vita dwoc gdy ra bang ché do dn
giau chat béo khéng lanh manh. Chuot dwoc chia thanh cac nhom: chirng sinh Iy, mo hinh
va cdac nhom dung Decholes-2 (liey 320 mg/kg/ngay va 640 mg/kg/ngay) hodc Atorvastatin
(10 mg/kg/ngay). Két qua cho thdy Decholes-2 giam dang ké cac chi so lipid mdu (TG,
cholesterol toan phdn, LDL-Cholesterol, VLDL-Cholesterol, chi so6 vita xo mach), tang
HDL-Cholesterol, giam nhiém mé gan va cai thién ton thwong xo vita dong mach chu bung,
voi hiéu qua tong dwong Atorvastatin. Hinh anh Vi thée dong mach chu bung cua cac nhom
dung thuoc gan tuwong tir nhom chu"ng siph Iy. Két ludn, Decholes-2 la mot ché pham thdo
dirge tiém nang trong phong ngira va diéu tri xo vita déng mach.
Tir khoa: Xo vita dong mach, Decholes-2, Mo mau, Herbals, siéu am.
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Abstract

This study evaluated the effects of the herbal preparation Decholes-2, which contains
Sophora japonica flower (20%), orange peel (15%), lemon peel (10%), Panax notoginseng flower
buds (15%,), fish mint (15%), pumpkin seed (15%), and lemon root (10%,), on the prevention and
treatment of atherosclerosis in Wistar rats. Atherosclerosis was induced by an unhealthy high-
fat diet, and the animals were divided into normal control, model control, and treatment groups
receiving Decholes-2 at doses of 320 mg/kg/day and 640 mg/kg/day, or Atorvastatin (10 mg/kg/day)
as a reference drug. The results demonstrated that Decholes-2 significantly reduced serum lipid
parameters, including triglycerides (TG), total cholesterol, LDL-C, VLDL-C, and the atherosclerosis
index, while increasing HDL-C levels, reducing hepatic steatosis, and improving histopathological
features of the abdominal aorta. The therapeutic effects of Decholes-2 were comparable to those of
Atorvastatin, and histological examination revealed that the abdominal aorta of Decholes-2-treated
rats closely resembled that of the normal control group. These findings suggest that Decholes-2 is a
promising herbal formulation for the prevention and treatment of atherosclerosis.
Keywords: Atherosclerosis, Decholes-2, Blood lipids, Herbals, Ultrasound.

1. Pit vin dé

Xo vira dong mach (atherosclerosis) 1a
mot bénh 1y viém man tinh cta thanh df)ng
mach, dédc trung boi sy tich tu lipid, t€ bao
viém va chat xo hoa, dan dén hinh thanh
mang xo vira [am hep long mach va gidm do
dan hoi cta dong mach. Qua trinh nay bat
dau tr ton thuong ndi mac dong mach do

cac yéu té nhu tang lipid mau, oxy héa LDL
(oxLDL), va phan tng viém, dan dén su di
cu cua bach cau don nhan, hinh thanh té bao
bot (foam cells), va tang sinh t€ bao co tron
mach mau (VSMC) Ket qua la mang X0
vita co thé v, giy huyét khoi va cac bién
cb tim mach nghiém trong nhu nhoi mau co
tim hodc d6t quy. Bénh ly nay la nguyén
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nhan chinh gay tir vong do bénh tim mach,
chiém khoang 50% céc tru(yng hop t vong
¢ cac nudc phuong Tay va dang gia ting
nhanh chong ¢ cac nude dang phat trién do
thay doi 161 song (Pahwa R, Jialal I.,2023).

Theo thong ké cap nhat nam 2025 tu
Hi¢p hoi Tim mach My (AHA), xo vira
dong mach lién quan dén khoang 10 tri¢u
ca tir vong hang nam toan cau, chu yéu do
cac bénh ly tim mach va mach mau nao.
Ty 1€ mac bénh tang theo tudi, voi cac yéu
to nguy co chinh bao gom: tang lipid mau
(cao cholesterol LDL va triglyceride), tdng
huyet ap, hut thuoc 14, tieu duong, béo phi,
161 sOng it van dong, phe do an giau chat
béo bio hoa, va yéu to di truyén (nhu tlen
str gia dinh hoac bién d6i gen lién quan den
chuyen hoa 11p1d) Céc yéu t0 nay thuc day
qua trinh viém va oxy héa, lam ton thuong
ndi mac dong mach ttr sém, tham chi tir tu6i
thiéu nién, va tién trién am tham qua, nhiéu
thap ky. Ngoal ra, cac yeu t6 m&i ndi nhu
cang thang man tlnh 6 nhiém moi tru:(mg
va nhiém tring (nhu vi rat CMV) ciing gop
phan thic ddy bénh (Martin et al., 2025;
Dichgans et al., 2019).

Diéu tri xo vira dong mach hién nay
chu yéu tap trung vao kiém soat yéu to nguy
co thong qua thay doi 16i song (ché do dn
lanh manh, tap luyén, bé thuoc 14) va thudc
men, bao gom statin (giam cholesterol),
thuoc chong tiéu cau (aspirin), thuéc ha
huyét 4p va thuoc kiém soat duong huyét.
Trong truong hop nang, can thiép phau
thuat nhu nong mach hodc dt stent c6 thé
duqc ap dung. Tuyﬂnhlen cac phuong phap
nay thuong chi kiém soat tri¢u chung ma
khong dao nguoc hoan toan qué trinh bénh,
dong thoi co thé gy tac dung phu nhu 101
loan co, tdng men gan hodc tuong tac thude.
Do do6, nhu cau tim klem cac bién phap
phong ngira va hd trg didu tri ty nhién, an
toan hon ngay cang tang, dac biét 1a tir cac
ché pham thao dugc voi tac dung da muc
tiéu (Thak et al., 2025.

Céc nghlen clru gan day cho thay thao
dugc co tiem nang 16n trong viéc phong
ngua va giam xo vira dong mach nhd céc
hop chét ty nhién nhu polyphenol flavonoid
va saponin, véi co ché chong viém, chéng
oxy hoa, giam lipid méu va tc ché tiang sinh
t bao. Vi duy, Salvia miltiorrhiza (Pan sam)
chira salvianolic acid B v tanshinone IIA,
gitp giam lipid mau (TC, TG, LDL-C),
uc ché biéu hién LOX-1 va NF-«xB, giam
viém va oxy hoa trong md hinh chudt thicu
ApoE. Panax ginseng (Nhan sam) vdi
ginsenosides nhu Rb1 va Rg3 cai thién lipid
mau, tang NO d¢€ gian mach, va giam viém

qua uc ché NF-«B, dugc chimg minh qua
cac thir nghiém 1am sang ngau nhién kiém
soat (RCT) ¢ bénh nhan tiéu duong loai
2, giam d0 cung dong mach va huyét ap,
Curcumin tir Curcuma longa (Nghé) tic ché
NF-kB, TLR4 va NLRP3, giam hinh thanh
foam cells va mang xo vita trong md hinh
chugt ApoE—/—, dong thoi, cai thién lipid
mau va giam viém trong cac thir nghiém
lam sang trén bénh nhan tim mach (liéu 80-
1000 mg/ngay trong 8-24 tuan). Cac thao
dugc khac nhu Ginkgo biloba cai thién
chuc nang ndi mac va gidm viém qua Uc
che MMP-1, trong khi Ganoderma lucidum
(Nam linh ch1) tang cuong chdng oxy hoa
qua Nrf2/HO-1 va giam lipid qua ACOXI.
Céc nghién clru tong quan ndm 2024-2025
nhan manh rang thao duoc Trung Quoc nhu
Yiqi Huoxue Huatan c6 tdc dung chong xo
vita qua di€u chinh h¢ vi sinh duong rudt
va giam viém (Shaito et al., 2020; Kim JY,
Shim SH, 2019; Huang et al., 2024),

Mic du co bang chung thuyéet phuc
tir nghién cru tién 1am sang va mot s thir
nghiém lam sang, nhlmg can thém cac
nghlen ctru 16n hon dé x4c nhan hi¢u qua
va an toan lau dai ctua ché pham thao dugc.
Nghién ctru nay nham phat trién va danh gia
ché phdm thao duoc méi dé phong nng:a va
gidm xo vita dong mach, dua trén cic co s&
khoa hoc cép nhat, gop phan vao chién lugc
diéu tri toan dién va bén vimg.

2. Vit liéu va phuwong phap nghién ciru
2.1. Péi twong va vit liéu nghién cuu

Cac thao duogc kho st dung trong
nghién ciru duogc lam sach, say kho va
nghién min, sau do, phoi tron theo ty 1¢
khoi luong nhu sau: hoa hoe (20%), vo cam
(15%), vo chanh (10%), nu tam that (15%)
rau di€p cé (15%), hat bi (15%) va ré chanh
(10%).

_ Cac hoa chit va ta dugc chinh bao
gdm: cholesterol tinh khiét (Merck buc),
acid cholic (Sigma, Singapore), ethanol
96% (Viét Nam) va cdc thanh phan khac
du'qc str dung dé ché bién thurc an giau lipid
va md chay nham gay mo hinh r6i loan lipid
mau trén dong vat thuc nghiém.

Cac bo hoa chét xét nghiém sinh hoa
duogc str dung dé dinh lugng cholesterol toan
phan triglycerid, HDL-C va LDL- C,huyet
thanh do hang MEDIA (Italia) san xuat.

Dong vat thu nghiém 1a chudt cbng
tring chung Wistar, dat tiéu chuan thi
nghiém (khoi luorng trung binh 180-220 g),
duoc phan ngau nhién thanh 5 16, moi 16
gom 10 con, nudi thich nghl trong dleu kién
fidu chuan vé nhiét 49, 4nh sang va ché do an
trong 7 ngay trudc khi tién hanh thi nghiém.
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2.2. Phwong phap nghién ciru

(1) Chiet xuat thao dwoc bang siéu
am va tao sdn pham Nguyen liéu thao
duoc (x) ‘da duoc nghren (kich thuge ~0.5-
1 mm) va can chinh x4c. Hon hop (100 g)
duoc chlet bang EtOH 70% véi ti 1€ 1:10
(W/V) bang may siéu am (probe sonicator
hodc ultrasonic bath). Chiét 3 lan (probe:
40% cong sudt, 2 s on/2 s off, 15-20 phut
nhiét d6 <40 °C). Dich chiét duoc loc, gop
va c0 quay chan khong (rotary evaporator)
¢ <40 °C dé loai dung moi, sau do6 sy nhiét
d6 thap de thu cao kho duoc liéu.

(2) Bao ché tao vién nang Decholes-2.
Bot chiét da chuan hoa dugc phoi voi ta duge
(microcrystalline cellulose, croscarmellose,
magnesrum stearate, Aerosrl) va dong vao
vo nang dé tao vién 570 mg/Vlen Pdng déu
trong luong va vién luu trlt & 4-25 °C, tranh
anh sang.

3) Chudn bi dung dich cho uong
va liéu diung trén chugt. Trude mdi lan
dung, Vién/nang nghién ‘thanh bot va phén
tan trong nudc cat vo trung chira Na-CMC

0.5% (W/V) tao huyén dich. The tich cho
uong ap dung 5 mL/kg; dé dat lidu 320 mg/
kg, huyén dich chuan ¢ 64 mg/mL (licu
640 mg/kg tuong ung 128 mg/mL). Thé
tich dung cho mot con ning 200 g 1a 1.0
mL (twong duong 320 mg/kg). Huyén dich
duoc chuan bi hang ngay hodc bio quan 4
°C toi da 24-48 h; lac déu trudc khi dung.

(4) Gady vita xo mach cho chugt:
Chudt duogc gy X0 via dong mach theo
phuong phép cta Valentina Yurina va cong
su (2019) Chuot cong trang duoc cho an
thuc an nhidu mg chay trong thoi gian 8
tudn. Thirc an nhiéu ddu 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%,
md lon chay (dun néng & 190°C trong 24

gi0) 10%, acid cholic 0,3%, Cholesterol
2%. Lay mau tai cac thoi diém 0, 4 va 8
tudn dé xét nghlem cac chi so 11p1d mau:
triglycerid (TG), cholesterol toan phan
(TC), high-density lipoproteins (HDL-C).

Thudc dugc cho uong hang ngay vao
mot gio co dinh (8h sdng) cung véi qua trinh
cho chudt an ché d6 an gay vira xo mach.

Low density lipoprotein (LDL-C) va
Very low density lipoprotein (VLDL-C)
duoc tinh theo cong thirc Friedwald:

LDL-C=TC-HDL-C - VLDL-C

VLDL-C = Triglycerid/2,2.

Chi s6 viraxomach (chi soAtherogenic
index - A.I) dugc tinh toan theo cong thurc:

A.l=(TC-HDL-C) HDL-C

Ket thic 8 tudn dung thudc, chudt
duoc giét, 14y gan danh gia hinh anh dar thé,
lay dong mach chu bung lam tiéu ban danh
gida murc do ton thuongyfra X0.

(5) Kiém soat chat luo‘ng va an toan.
Xé4c dinh doc tinh cap va doc tinh ban
truong dién ctia sin pham; cac ch1 tiéu khac
(d6 am, ddng déu ham lugng, kiém nghiém
vi srnh) dugc thuc hién theo tiéu chuan
phong thi nghlem Thi nghlem thue hién sau
khi dugc Hoi dong Dao duc Dong vat phe
duyét; qua trinh cho udng va theo ddi strc
khoe dong vat ghi chép hang ngay.

(6) Phdn tich va xiw ly so liéu -
(ANOVA, SPSS 16.0, p <0,05).
3. Két qua va thao luan
3.1. Su thay doi ham lwong cholesterol
toan phan trong mdu chugt

Sau thoi gian gy mo h1nh va can thiép,
ndng do cholesterol toan phin trong huyét
thanh chudt & cdc nhém thi nghiém duoc
xéc dinh va so sanh. Két qua duoc trinh
bay trong Bang 1 va Biéu d6 ham lugng
cholesterol toan phan (mmol/L) trong méau
chudt ¢ cac nhom thi nghiém dugc trinh bay
tai Hinh 1.

Bang 1. Cholesterol toan phan trong mau chudt (mmol/L, n = 10, £SD)
Thoi diém xét Truwée thi
nghiém oA Sau 4 tudn (b) | Sau 8 tuin (c) p
A A nghiém (a)
Lo nghién ciru
Ching sinh 1y (1) 1,81 £0,21 | 1,80+ 0,24 1,82 +0,19 p>0,05
M5 hinh (2) 1,79+0,23 |3,54+0,68 4,26 + 0,74
Thubc thir lidu 1 (3) 1,81 £0,26 |2,92+0,55% | 3,34+0,81%* p <
Thudc thir lidu 2 (4) 1,83 +£0,25 | 2,86+ 0,63%* | 3,28 +0,80%* 0,01
Tham chiéu  (5) 1,82+£0,27 |2,82+0,66%* | 3,26+0,79%*
P >0,05  |p,<0,0I; *p,<0,05 **p <001 -
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Hinh 1. Biéu d6 ham lugng cholesterol toan phan (mmol/L) trong mau chudt &
cac nhém thi nghiém

Him lreng Cholesterol toan phin

mmol/L

(=T e R L -

Ching sinh ly M©& hinh

B Trwée TN W Sau4tuln

R S
an ol sil ail

Lidu thir 1

Lidu thir 2 Tham chiéu
Thei gian

Sau 8tuin

Nguon: Ket qua phan tich va xu li dir liéu cua nhom tac gia

Nhdn xét:

Chudt an khau phan nhidu mo
chay cho thiy su tang ro rét ham luong
cholesterol toan phan trong méu, thé hién
nhu sau:

So voi 16 chl'mg sinh ly, tai céac
thoi diém sau 4 va 8 tudn, ham luong
cholesterol toan phan trong mau cua cac 16
tir 16 2 dén 16 5 déu ting c6 ¥ nghia thong
ké (p <0,01).

Khi so sanh theo thoi gian trong
cfmg mot 10, cac 10 tr 16 2 dén 16 5 déu
cd muc cholesterol toan phan ting dang
ké sau 4 va 8 tuan so v6i trude thi nghiém
(p<0,01)..

Ca ché pharn thur nghiém Decholes-2
va Atorvastatin deu cho thay hiéu qua ha
cholesterol toan phan trong mau ro rét:

Sau 4 tuan, 16 thudc thir liéu 2 va 16

tham chiéu (Atorvastatm) c6 ham lugng
cholesterol toan phan giam c6 y nghia
thong ké so v4i 16 mo hinh (p <0 01)
16 thudc thir lidu 1 giam c6 ¥ nghia véi
p <0,05.

Sau 8 tuan, ham luorng cholesterol
toan phan trong mau ¢ céc 16 dung thude
thir lidu 1, liéu 2 va Atorvastatin déu giam
coy nghia thong ké so vdi 16 mé hinh (p
<0,01).

3.2. Sw thay doi
chugt

Dé danh gia anh huong cua ché pham
Decholes-2 dén chuyén hoa lipid may,
ham luong triglycerid (TG) trong huyét
thanh chudt ¢ cac 16 thi nghiém duoc xac
dinh tai ba thoi dlem trude thi nghlem sau
4 tuan va sau 8 tuan. Két qua danh gia nay
duoc trinh bay trong Bang 2.

ham lwong TG mdu

Béang 2. Ham lugng TG (mmol/l) trong méau chudt (n = 10, X+ SD)
Thoi diém.’fét Truwée thi A A
nghiém o Sau 4 tuan (b) Sau 8 tuan (c) p

Lo nghién ciru nghi¢m (a)
Chtng sinh 1y (1) 0,91+0,28 0,92 +0,26 0,94 + 0,27 p>0,05
M6 hinh (2) 0,93+0,25 |1,54+0,52 1,68 + 0,65
Thucfx: thir li:éu 1(3) 0,95+0,29 |1,28+0,43* 1,36 + 0,48%* P, <001
Thudc thtr lieu 2 (4) 0,91+0,18 |1,23+0,39%* |1,29+0,43%*
Tham chiéu (5) 0,94+0,23 |1,21 £0,37** |1,26+0,48*%*

P >0,05 |p,<001; *p,< 0,05 **p <001 -

Nguon: Két qua phan tich va xir li diF liéu ciia nhém tac gid

Nhin xét:

Ché d6 an nhiéu m& chay giy ting
rd rét ham lugng triglycerid (TG) trong
mau chudt, thé hién qua két qua sau: so
v6i 16 chung sinh 1y, ham lugng TG trong
mau cua cac 16 chudt tir 16 2 dén 16 5 deu
tang c6 y nghia thong ké (p < 0,01) tai
cac thoi diém sau 4 tuan va 8 tuan. Khi

so sanh theo thoi gian trong cung mot 106,
ham lugng TG trong méu cua cac 10 tir 10
2 dén 16 5 tai thoi dlem sau 4 va 8 tuan
cling tang c¢6 y nghia théng ké (p < 0,01)
so vdi trudce thi nghiém.

Che pham Decholes-2 va Atorvastatin
déu thé hién hi¢u qua ha triglycerid mau
rd rét. Sau 4 tuan, 16 thude thir lidu 2 va
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16 tham chiéu (Atorvastatin) c6 ham luong
TG trong mau giam c6 y nghia thong ké
(p <0,01) so v6i 16 md hinh; trong khi 16
thudc thir liu 1 cling gidm c6 y nghia thong
ké voi p < 0,05. Sau 8 tuan, cé ba 16 dung
thude thir lidu 1, lidu 2 va Atorvastatin déu
c6 ham luong TG giam cd y nghia thong
ké (p <0,01) so v6i 16 mo hinh.
3.3. Sw thay doi ham Ilwong HDL-
cholesterol trong mau chugt

Dé tlep tuc danh gid tdc dong cua
ché pham Decholes-2 1én chuyén hoa
lipid mau, ham lwong HDL-cholesterol
(HDL-C) - y€u t0 phan anh kha nang van
chuyen nguoc cholesterol - duoc xac dinh
tai cac thoi dlem truge thi nghiém, sau 4
tuan va sau 8 tuan. Két qua dugc trinh bay
trong Bang 3.

Nhin xét:

So véi 16 chung sinh ly, 16 m6 hinh
(2) c6 ham luwong HDL-cholesterol ting
nhe sau 4 tuan va giam nhe sau 8 tuan,
nhung sy thay doi khong co y nghia thong
ké (p > 0,05). Trong khi d6, cac 16 diéu
tri (3, 4, 5) c6 ham lugng HDL-cholesterol
cao hon ro rét so voi 16 chung sinh 1y tai
ca hai thoi dlem (p £ 0,01). So véi 16 mo
hinh, 16 thudc thir heu 2 va 16 tham chiéu
Atorvastatm cho thiy sy ting coy nghla
sau 4 tuan (p <0,05), va sau 8 tuan, ca ba 16
dicu tri deu tang ro rét (p < 0,01). Xét theo
thoi gian, ham luong HDL-cholesterol cua
cac 16 dicu tri déu tang co6 y nghia thong
ké (p < 0,01) so véi trudc thi nghiém,
phan 4nh tac dung cai thién lipid mau theo
hudng co 1oi cia ché pham thir nghiém

Bang 3. Ham lugng HDL-Cholesterol mau (mmol/l) chudt (n = 10, X+ SD)

Thoi diem xét| oo . .
nghiém o Sau 4 tuan (b) Sau 8 tuan (c) p
Lé nohién ci nghiém (a)
0 nghien cuu

Chtmg sinh 1y (1) 0,83 + 0,20 0,82 +0,23 0,81+0,19 p>005
M hinh (2) 0,81 +0,16 0,95+ 0,27 0,79 + 0,24 p>005
Thubc thirlidu 1 (3) | 0,82 +0,22 1,08 + 0,21 1,16 + 0,23%*

Thudc thtr liéu 2 (4) 0,85+ 0,24 1,14 +0,26* 1,22 £ 0,22%* p, <001
Tham chiéu (5) 0,84 +0,21 1,17 +0,28* 1,25 0,28

P > 0,05 Pyisy<0.01:%p < 0,05%%p < 0,01

Nguon: Két qua phan tich va xir li di¥ liéu ciia nhém tac gid

3.4. Sw thay déi ham Ilwong LDL-
Cholesterol mau chugt

LDL-Cholesterol ~ (Low  Density
Lipoprotein Cholesterol) la mdt chi so
quan trong phan anh nguy co roi loan
lipid mau va xo vira dong mach. Sy tang
cao cua LDL-Cholesterol thu:c‘rng lién
quan dén qué trinh hinh thanh mang xo

vita, trong khi viéc giam chi s6 nay la
dau hiéu tich cuc cho thay tic dung ha
lipid méu cua ché pham thir nghlem Ham
luong LDL-Cholesterol trong mau chudt
¢ céc 16 thi nghiém dugc xac dinh tai cac
thoi diém trude thi nghiém, sau 4 tuan va
sau 8 tuan dung thuoc. Két qua dugc trinh
bay ¢ Bang 4.

Bang 4. Ham lugng LDL-Cholesterol (mmol/l) mau chudt (n = 10, X + SD)

Thoi dlem‘)fet Trwoc thi A A
L6 nghién Cl’runghle_:m nghiém (a) Sau 4 tuan (b) Sau 8 tuan (c) p
Chung sinh 1y (1) 0,57 + 0,24 0,56 + 0,22 0,58 + 0,26 p>005
M5 hinh (2) 0,55+ 0,25 1,89 + 0,54 2,71+0,51
Thude thi lidu 1 (3) 0,56 + 0,28 1,26 +0,38* 1,56 + 0,48%*
Thubc thiliéu 2 (4) 0,57+ 0,27 1,16 + 0,33%* 1,47 + 0,427%* P, <001
Tham chiéu  (5) 0,55+ 0,23 1,10 £ 0,35%* 1,44+ 0,37%*

P >0,05 p.,<0,01; *p < 0,05*p <001 i

Nguon: Két qua phdn tich va xuw li dir liéu cua nhom tac gia
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Nhdn xét:

Két qua cho thy che d6 an nhiéu m&
chay lam ting dang ké ham luong LDL-
Cholesterol trong mau chudt. Cu thé, so
voi 16 cht’mg sinh ly, ham lugong LDL-
Cholesterol cua cac 16 chudt duoc gdy mo
hinh (16 2 dén 16 5) tang co y nghla thong
ke (p <0,01) tai ca hai thoi diém sau 4 tuan
va 8 tuan. Trong cung mat 10, gia tri LDL-
Cholesterol ciing tang ro rét sau 4 tuan va
8 tuan so vai trude thi nghiém, sy khac biét
c0 y nghia thong ké v6i p <0,01.

Veé tac dung ha LDL-Cholesterol, sau
4 tuan diéu tri, 16 dung Thudc thir lieu 2
va 16 dung thudc tham chiéu (Atorvastatin)
cho thay ham lugng LDL-Cholesterol

trong mau gidm ro rét so voi 16 mo hinh (p
<0 01) trong khi 16 dung Thubc thir licu
1 cling gidm c6 y nghia thong ké & muc p
< 0,05. Sau 8 tuan, ca ba 16 dung Thudc
thir lieu 1, li€u 2 va thudc tham chiéu déu
ghi nhan sy giam manh ham lugng LDL-
Cholesterol trong mau so véi 16 md hinh,
v6i mirc y nghia p < 0,01.
3.5. Sw thay doi ham lwong VLDL-
Cholesterol trong mdu chugt

Dé danh gla anh huong cla ché d6 an
nhiéu m& chdy va tac dung diéu chinh 11p1d
mau cua ché pham thu nghiém, ham lugng
VLDL-Cholesterol trong mau chudt dugc
theo doi tai cac thoi diém khac nhau. Két
qua duoc trinh bay & Bang 5.

Bang 5. Ham lugng VLDL-Cholesterol mau (mmol/l) chudt (n = 10, X+ SD)

Thoi diém xét
hié Trwoe thi A A
nghiem n grlgélcn (al) Sau 4 tuan (b) Sau 8 tuan (c) p
Lo nghién ciru
. p> 005
Chutng sinh 1y (1) 0,41+0,08 | 0,42+0,12 0,43 + 0,09
Mo hinh (2) 0,42+0,11 | 0,70+0,21 0,76 + 0,24
Thudc thirliéu 1 (3) 0,43+0,12 | 0,58 +0,19* 0,62 £ 0,21%*
p, <001
Thude thir lidu 2 (4) 0,41 £0,10 | 0,56+ 0,16** 0,59 + 0,18%*
Tham chiédu  (5) 0,43+0,13 | 0,55+0,17%* 0,57 + 0,20%*
P p> 0,05 p,<0,01; *p < 0,05 **p <001 -

Nguoén: Két qua phan tich va xit li dit liéu ciia nhém tdc gia

Nhin xét:

Che d6 an nhiéu m& chay lam ting
dang ké ham luong VLDL-Cholesterol
trong mau chudt. So voi 16 ching sinh 1y,
cac 16 tir 2 dén 5 c¢6 ham lugng VLDL-
Cholesterol tang c6 y nghia thong ké (p <
0,01) tai ca 4 va 8 tuan. Trong cung mét 16,
gia tri nay cling tdng r0 rét theo thoi gian (p
<0 01) cho thay ché d6 an nhi€u md chay
gdy r0i loan chuyen hoa lipid may tién trién.

Sau 4 tuan dleu tri, 16 thudc thir liéu
2 va 16 tham chidu Atorvastatin c6 ham
luong VLDL-Cholesterol gidm c6 y nghia
so v61 16 mo hinh (p < 0,01), trong khi 16
thuoc thur liéu 1 giam nhe hon (p < 0,05).
Sau 8 tuan, cd ba 16 dieu tri bang thuoc thir
(heu 1, lidu 2) va Atorvastatin deu cho thiy
mirc giam 13 rét va cd y nghia thong ké (p

< 0,01). Két qua nay chu:ng t6 ché phim
thr nghiém Decholes-2 c¢ tdc dung ha
VLDL-Cholesterol dang ké, v6i hiéu qua
tuong duong Atorvastatin.
3.6. Sy’ thay doi chi so Atherogenic (A.I)
0 cdc 1o chugt thi nghiém

Dé danh gia toan dién hon tinh trang
r6i loan 11p1d mau va nguy co Xxo vira
dong mach & chudt thi nghiém, chi so
Atherogenic Index (A.I) dugc tinh todn
dua trén ty 1€ gilta cholesterol toan phan
va HDL-Cholesterol. Chi s0 nay phan
anh muc d mat can bang lipid va la mot
trong nhitng thong sO quan trong dé danh
gia hiéu quad bdo vé tim mach cua céc ché
pham thtr nghiém. Két qua xac dinh chi so
A.I cua cac 16 chudt dugc trinh bay ¢ Bang
6 dudi day.
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Bang 6. Chi s6 Atherogenic Index (A.I) (n =10, £ SD)

Thoi diém xét Trwée thi

nghiém ru:o’c ! Sau 4 tuén (b Sau 8 tuén (c
Lo nghién ciru nghiém (a) ®) © P
Chimg sinh 1y (1) 1,18+0,36 |1,19+0,38 1,25+ 0,42 p> 005
M hinh (2) 1214039 |2,73+0,564% | 4,39 +0,694#
Thude thtr liéu 1 (3) 1,20 + 0,43 1,70 + 0,62%* 1,88 + 0,604 %** “p <005
Thude thir lidu 2 (4) 1264047  [1,51+044%% | 1,69+ 0,5]14%% #p.,< 0,01
Tham chiéu  (5) 1254038 |1,41 £0,45%% | 1,61 0,482

A A .
p.,<005*p <001, )
p >0,05 *p721< 0,05; **}772< 0,01

Nguon: Két qua phdn tich va xu li dir liéu cua nhom tac gia

Nhdn xét:

Chuét duoc cho an khiu phan nhiéu
md chdy cé xu hudng lam tang rd rét chi
sO0 Atherogenic index (A.I). So voi 16
chl'rng sinh ly, cac 16 tor 2 dén 5_déu co
gia tri A.I cao hon tai cac thoi diém 4 va
8 tudn. Muc ting nay cd y nghia thong
ké ¢ 16 mo hinh tai ca hai thoi diém va o
16 thude thir lidu 1 sau 8 tuan (p <0,01),
ciing nhu & 16 thude thir lidu 2 va 16 tham
chiéu sau 8 tuan (p <0,05).

Nguoc lai, cac 16 duge diéu tri bang
thubc thir va Atorvastatin cho thdy chi sd
A.l giam c6 y nghia so v6i 16 mo hinh. Su
gidm nay rd nhat ¢ 16 3 sau 8 tuan va ¢
cac 16 4, 5 tai ca hai thoi dieém 4 va 8§ tuan
(p < 0 01) trong khi 16 3 sau 4 tuan glam

y nghia ¢ muc p < 0,05. Két qua nay
cho thay thudc thir va Atorvastatln déu co
tac dung cai thién chi so A.I, gop phan lam
gidm nguy co xo vita dong rnach
3.7. Két qua danh gida hinh anh dai thé va
vi thé gan chugt

Dé danh gid anh hudng cua che do
an va cac bién phap can thlep dén cau trac
gan, gan cua chuét & cac 10 nghién ctu
duoc quan sat va so sanh vé hinh thai dai
theé va vi thé. Hinh anh dai thé gan chudt

dai dién cho cac 16 nghién ctru dugc trinh
bay ¢ Hinh 2.

Nhdn xét:

R Hinh 2 cho thay su khac biét 10 rét
vé hinh thai gan gilta cac 16 chuot. 6] 16
chiing sinh 1y (1), gan ¢6 mau do sam, bé
mit nhin bong va khong c¢6 ddu hiéu tén
thu’ong L6 mo6 hinh (2) c¢6 gan nhat mau,
san sui, xuat hién cac not hoai tr va mang
md, biéu hién rd tinh trang thoai hoa gan
do ché d¢ dn nhiéu m&. Céc 16 duoc di€u
tri bang Decholes-2 (3, 4) ¢6 mau gan dam
hon, bé mat twong ddi nhén, ton thuong
giam rd rét so voi [6 mo hinh, cho thy tac
dung bdo vé gan cua san pham L6 tham
chiéu Atorvastatin (5) ciing cho thay mirc
cai thién tuong tu, mac du van con mot so
vung ton thuorng nho.

Két qua nay khang dinh Decholes-2
co tac dung cai thién roi loan lipid mau va
ton thuong gan. do ché do an nhidu md,
thé hién qua viéc giam c6 y nghia chi sb
Atherogenic index (A.l) va cai thién hinh
thai gan. Hi€u qua cua Decholes-2 tiém
can voi Atorvastatin, goi y, tiém nang cua
san pham nhu mot ché pharn hé trg diéu
hoa lipid mau va bao vé gan trong cac roi
loan chuyén héa lién quan dén lipid.

Hinh 2. Hinh 4nh dai thé gan chudt: (1) L6 ching sinh 1y, (2) L6 m6 hinh, (3) L6 thude
thir lidu 1, (4) Lo thude thir 1idu 2, (5) L6 tham chiéu Atorvastatin

&3
@@

Nguon: Két qua phan tich va xir li diF lidu ciia nhom tdc gia
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3.8. Két qui dinh gid mirc dp xo vita
dong mach chii bung

Céc tiéu ban mo6 bénh hoc dong mach
chu bung cua chudt duoc chuén bi va doc
tai Khoa Giai phau bénh - Bénh vién 103.
Hinh anh mo6 hoc dai dién cho céac 16 chudt
dugc trinh bay (o] Hmh 3, phan 4nh murc do
tén thuong va bién doi chu tric thanh mach
gilta cdc nhom nghién ctru.

Trén Hinh 3 cho thdy: (1) O 16 chimg
sinh ly (1), cau trac thanh mach dugc
bao ton rd rang, 16p nd1 mo lién tyc, 16p
4o gifta co cac t& bao co tron sap xep deu
dan, khong thay hién tugng thim nhiém té
bao viém hay lang dong lipid; (2) O 16 md
hinh (2), thanh mach day 1én, cau truc 16p
ndi mo bi gian doan (miii tén den), c0O hién

twong thim nhiém té bao viém va léng dong
lipid dudi noi mo (mdi tén do), biéu hién
ton thuong xo yira o rét; (3) O 18 thude
thir liéu 1 (3) chu trac thanh mach cai thién
sQ v6i 16 mo6 hinh, 16p ngi mo tuwong doi
déu, mirc d tham nhlem té bao viém giam
dang ke, khong con thay vung lang dong
lipid 13 rang; (4) O 16 thudc, thir lidu 2 (4),
thanh mach gan nhu tr¢ vé binh thuong,
10;p nQi moé nguyén ven, 16p 4o gitta sap
xep déu, khong quan sat thay t6n thuong
viém hay thoai hoa;, (5) O 16 tham chiéu
Atorvastatin (5), cau tric mo hoc tuong
tu 16 chimg sinh 1y, khong con biéu hién
ton thuong thanh mach, chung to thudc thur
nghiém c6 hiéu qua cai thién ton thuong xo
vira tuong duong véi thudc tham chicu.

Hinh 3. Anh vi thé dong mach chu bung chuét: (1) L6 ching sinh 1y; (2) L6 m6 hinh; (3)
L6 thuoc thir licu 1; (4) Lo thudce thur liéu 2; (5) Lo tham chiéu Atorvastatin (Hex400)
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3.9. Ban luin

Ché d6 an giau chit béo khong lanh
manh (m& chdy) trong thoi gian dai ¢
chudt cong trang dan dén tdng dang ké cac
chi so lipid mau, bao gom cholesterol toan
phan trlglycerlde (TG), LDL-Cholesterol
va VLDL-Cholesterol. Két qua nay phan
anh tinh trang roi loan lipid mau, mot yeu
to nguy co chinh gy xo vira dong mach va
cac bénh 1}'/ tim mach. Hién tugng nay phu
hop véi cac nghlen ctru truge day, trong
do6, ché do an glau chat béo bio hoa va san
pham phu cua qua trinh oxy héa (nhu mo&
chay) da dugc chirng minh la thac day 10i
loan lipid méau thong qua tang sidn Xuét
11p0proteln ty trong thap (LDL) va giam
hiéu qué bai tiét cholesterol qua gan.

O tuan tho 4, nong d6 HDL-
Cholesterol & nhém mo6 hinh tang cao
hon so voi nhom ching sinh 1y, méc du
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Nguén: Trich xudt két quad ti Bénh vién 103

su khac bi¢t chua dat y nghia thong ké.
Hién tugng nay co thé duoc giai thich béi
su gia tang nhanh cholesterol toan phan
& giai doan dau, dan dén tang dong thoi
ci cholesterol “xu” (LDL-Cholesterol,
VLDL-Cholesterol) va HDL-Cholesterol.
Trong d6, LDL-Cholesterol va VLDL-
Cholesterol tang vuot troi hon (duge xéac
nhan boi su khac biét c6 y nghia thong ké
so voi nhoém chl'mg) HDL-Cholesterol
tang ¢ giai doan nay co vai tro van chuyen
cholesterol dén gan dé bai tiét qua mat va
phan. Tuy nhién, qué trinh nay giam dgn
khi tinh trang nhidm ma gan gia tang, dan
dén roi loan lipid mau biéu hién ro rét hon,
v6i cholesterol “xau” ti€p tuc tang trong
khi HDL-Cholesterol giam. Két qua nay
tuong dong vadi cac nghién ctiiu vé co ché
bénh sinh cta xo vita dong mach, trong do,
su mat can bang gitta cac loai lipoprotein
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dong vai tro then chét trong tién trién bénh.

Sy gia tang lipid mau, dac biét la cac
thanh phan cholesterol “xau”, thic day qua
trinh peroxy hoa lipid, lam tang nguy co ton
thuong oxy hoa. Che d§ an nhicéu md chay
khong chi lam ting nong dg cholesterol

“xau” ma con khién chung dé bj oxy hoa,
khéi phat roi loan chirc nang ndi mac mach
mau, tr do thuc day hinh thanh mang Xo
vita va tién trién xo vita dong mach. Co
ché nay co the lién quan dén sy gia ting
cac goc tu do va stress oxy hoa trong t€ bao
ndi mac, dan dén kich hoat cac con duong
viém nhu NF- kB, lam tang biéu hién cta
cac phan to bam ‘dinh (VCAM 1, ICAM-
1) va thuc day sy xam nhép cua dal thuc
bao vao thanh mach. Nhiing phat hién nay
cung cO vai tro cua ché do an nhicu chat
béo khong lanh manh trong viéc khéi phat
va lam tram trong thém x0o vira dong mach,
dong thoi, nhin manh tim quan trong cua
cac bién phap can thiép sém nham kiém
soat roi loan lipid mau.

Thuoc nghlen cuu (Vlen Decholes- 2)
cho thay hiéu qua trong viéc cai thién roi
loan lipid mau, gidm nhiém m& gan, va
dac biét 1a giam ton thuong xo vira dong
mach trén mo6 hinh chudt cong trang gay
xo vita bang che do an giau chat béo
khong lanh manh. Hinh anh vi thé dong
mach chu byng ¢ cdc nhom st dung
thuoc cho thay ton thuong xo vita gan
nhu khong con. Tac dung ctuia Decholes-2
tuong duong voi Atorvastatin, mot thude
nhom statin dugc biét dén vo1 hiéu qua
didu chinh lipid mau va chéng xo vira
dong mach. So véi céc nghién ctru trudce
day vé statin, Decholes-2 khong chi lam
giam lipid mau ma con cho thay tiém nang
trong viéc cai thién tinh trang nhiém m&
gan, mot yeu to thuong bi bé qua trong cac
nghién ctu vé xo vita dong mach. Hiu
qua nay co thé lién quan den kha nang
cua Decholes-2 trong viéc diéu hoa cac
enzym lién quan dén chuyen hoéa lipid o
gan, nhu HMG-CoA reductase hodac LPL

Tai liéu tham khao

(lipoprotein lipase). Ngoai ra, viéc giam
hinh anh ton thuO'ng X0 vita dong mach
chu bung goi y rang Decholes-2 co6 thé
tdc dong truc tiép 1én qua trinh viém va
on dinh mang xo vira, mdt huéng nghién
ciu can dugc kham pha thém trong cac
thtr nghiém 1am sang.

4. Két luan

Duya trén két qua nghién ctru vé tac
dung chéng xo vira dong mach cua vién
Decholes-2 trén m6 hinh chut cong trang
gdy X0 vita bang ché do an giau md chay,
chung t6i dua ra cac két luan sau:

Vién Decholes-2 & liéu 320 mg/kg/
ngay va 640 mg/kg/ngay cho thay tac dung
chong xo vira dong mach twong duong
v6i Atorvastatin (lidu 10 mg/kg/ngay), thé
hién qua:

Giam dang ké cac chi s lipid méu,
bao gom TG, cholesterol toan phan, LDL-
Cholesterol, VLDL-Cholesterol va chi sO xo
vita dong mach (Atherogenic Index - A.I).

Tang nong do HDL-Cholesterol
trong mau, gop phan cai thi€n can bang
11poproteln

Gidm tinh trang nhiém m& gan, mot
yeu t6 lién quan chit ché dén rbi loan 11p1d
mau va xo vira dong mach.

Giam 10 rét ton thuong xo vira dong
mach chu bung, v6i hinh dnh vi thé nhudém
HE khong khac biét dang ké so véi nhém
chung sinh ly.

Decholes-2 co tiém nang diéu hoa cac
con duorng chuyen hoa lipid va g1am viém
¢ murc do te bao, gop phan ngan chan sy
hinh thanh va tién trién ciia mang xo vira.

Két qua nghlen clru mo ra huong phat
trién méi cho cac liéu phap diéu tri rdi loan
lipid mau va xo vira dong mach, dac bl@:ﬁ
trong cac truong hop can thay thé hoac bd
tro cho statin.

Can tién hanh thém cac nghlen cliiu
lam sang dé x4c nhan hiéu qua va tinh an
toan cta Decholes-2 trén nguoi, ciing nhu
danh g1a céc co ché tac dong cu thé cia
thudc & cAp do phan tu.
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