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POC TINH CAP VA TAC DUNG HA LIPID MAU CUA TRA HALIMA TREN M§
HINH GAY TANG LIPID MAU NOI SINH
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TOM TAT

Muc tiéu: Danh gia déc tinh c&p va tac dung ha lipid méu néi sinh cta tra Halima trén chugt

nhét tréng. Phwong phdp: Danh gia doc tinh cap dwong udng cla tra Halima trén chudt nhé

tréng theo phuong phdp cua Litchfield - Wilcoxon. Déanh gia téc dung ha lipid mau trén chug

nhét tréng gay tdng lipid méu ndi sinh bang P-407, so sanh véi Atorvastatin. Két qua: Chug

nhét tréng ubng tra Halima dén liéu ti da 400g/kg/ngay nhung khéng cé chutt nao chét, khong

quan st thdy biéu hién bat thuong nao & chudt. Trén chudt nhit gay réi loan lipid mau ndi sinh
béng Poloxamer 407, tra Halima liéu 19,2 g/kg/ngay va 38,4 g/kg/ngay lam giam TC, LDL-C, TG
va tang HDL-C so vai I6 mé hinh (p < 0,05), twong dwong so voi Atorvastatin 15mg/kg/ngay.

Két luan: Tra Halima an toan trong danh gia doc tinh cap va cé tac dung tot trong diéu chinh réj

loan lipid mau theo con dwong ndi sinh.

Tir khéa: déc tinh cép, tra Halima, ting lipid méu néi sinh.

1. DAT VAN BE

Két qua khao sat cia Vién Dinh dwéng
Quéc gia Viet Nam ndm 2018 cho thdy hon
29% nguwoi Viet Nam trwdng thanh bj réi loan
lipid mau, trong d6 ty 1€ nay & ngwoi dan sinh
sbng & thanh thi 18n t&i 44,3% [5]. Ty 18 bj réi
loan m& mau dang ngay cang tang cao va tré
héa, Iam tiing nguy co’ mac bénh Iy nguy hiém
nhw viva xo déng mach, nhéi mau co tim,
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tang huyét ap, tai bién, dot quy...[1]. Do vay,
diéu trj va kiém soat réi loan lipid 1a mét trong
cac méi quan tam hang dau vé stec khoe cdng
déng ngay nay [5].

Téo meo, Hoa héng, Gido cd lam, Co ngot
la nhirng vi dwoc liéu tir lau da dwoc dan gian
st dung ‘dw¢i dang sic nwéc udng trong
phong va chira bénh, d&c biét dé giam can, tri
réi loan lipid mau [7]. Mot sb nghién ciru ciing
da coéng bd vé tac dung diéu chinh rdi loan
lipid mau cua cac dwoec liéu nay [6], [9], [12].
Tra Halima 1a sy phdi hop cta 4 vi dwoc lieu
trén nham tao ra cong thirc tra cé vira co vi
ngon vira hiéu qua va an toan trong dw phong
va diéu trj rdi loan lipid mau, tuy nhién chwa
cd nghién clu dé dua ra bang ching khoa
hoc cho van dé trén. Vi vay, trong nghién clru
nay chuing tdi tién hanh danh gia doc tinh cap
va tac dung diéu chinh réi loan lipid mau trén
chudt nhét trdng gay téng lipid mau ndi sinh.
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2. DOl TUQNG, VAT LIEU VA PHUONG
PHAP NGHIEN CUU

2.1. B6i tweng, vat liéu nghién ctru

* Ché pham nghién ctru: cao cb tir dich
chiét nwdc cua tra Halima. Tra Halima, thanh
phan (trong 80g tra) gém 4 duogc ligu kho:
Tao méo 25g, Gido cb lam 25g, Hoa hdng
25g va Co ngot 05g. Tado méo dwoc mua tai
Yén Bai, sau d6 duoc cét lat ngang day 2mm,
s&y hdng ngoai & 60 do C trong 48h. Hoa
héng duwoc thu hai tai vwdn héng Xuan Mai,
s&y héng ngoai & 40 d6 C trong 12h. Gido cb
lam va Cé ngot dwgc mua tai cong ty dwoc
pham Tué Linh, dat tiéu chudn Dwoc dién Viét
Nam V [2]. Tra Halima dwgc séc bang nwéc
cit & 85°C trong 5h, loc loai bo tap, c6 quay
chan khoéng dén dam do dic nhat dé cho
chudt uéng qua kim (cao 3:1). Cao dac nay
dwoc pha lodng & cac ndng dd khac nhau cho
chudt udng dé danh gia tinh an toan va tac
dung dwoc ly trén dong vat thwe nghiém. Lidu
dung duoc tinh theo gam dworc liéu kho.

* Péng vat thi nghiém: Chuot nhat trang
trwdng thanh chiing Swiss, ca hai giéng, khoe
manh, dat tiéu chuén thi nghiém, trong lwong
tir 20-35g, do Ban cung cap dong vat thi
nghiém - Hoc vién Quan Y cung cép, duoc
nudi dwdong trong phong nudi dong vat thi
nghiém it nhat mot tudn trwdc khi tién hanh
nghién ctru.

* Thiét bi, dung cu nghién ctru

- May xét nghiém sinh hoa Biochemical
Systems International Srl, Italia, model 3000
Evolution.

- Céan phan tich (Sartorius - Birc).

- Kim cong d4u tu dung cho chudt uéng
thuée.

- BO dung cu md dong vat c¢& nhd va cac
dung cu thi nghiém khac.

* Héa chat nghién ciru

- Poloxamer 407 (P - 407) (Sigma -
Singapore). Chuan bj dung dich P-407 2%
bang cach pha 0,4g P-407 trong 20mL nwéc
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mudi sinh ly, d& td lanh qua dém dé lam tang
do tan cta P-407.

- Hoa chét xét nghiém sinh hoa cia hang
MEDIA, san xuét tai Italia.

- Thubc ddi chirng: Vién nén Atorvastatin
10mg (STADA-Viét Nam).

2.2. Phwong phap nghién cru

*Ddnh gid déc tinh c4p cua tra Halima

Danh gia doc tinh cap cla tra Halima trén
chudt nhat trng chliing Swiss bing dwéng
udng theo phwong phap cla Litchfield —
Wilcoxon [3].

Chudt nhat tréng ching Swiss gdm 40 con
dwoc chia ngau nhién thanh 5 16, méi 16 08
con. Trwdc khi thi nghiém chudt nhin an 12h,
cho uéng nwéc binh thwong. Sau 12h nhin
an, cho chudt ubéng cao tra v&i lidu
0,25ml/10g trong lwgng co thé/lan, ubng 4
Ian/24h, méi 1an ubng cach nhau 3h, véi cac
mirc liéu tang dan: 200,0; 250,0; 300,0; 350,0
va 400,0g dwoc liéu khd/kg chudt. Chudt
dwoc ubng cudng birc, cao tra dwoc dwa
thang vao da day chudt bing kim cong dAu tu.
Theo doi tinh trang chung (van doéng, bai
tiét...) va sb lwong chudt chét (néu co) & mai
16 trong 72h. Sau d6 tiép tuc theo ddi tinh
trang chung ctia chuét dén hét ngay thir 7 sau
khi ubng cao tra 1an dau.

* Danh gia tdc dung ha lipid mau néi
sinh cda tra Halima

DPanh gia tac dung ha lipid mau trén chudt
nhat trang gy tang lipid mau ndi sinh bing P-
407 theo Millar va cong s [12].

Chudt nhat trdng 40 con dat tiéu chuan thi
nghiém, dwoc chia ngau nhién thanh 5 16, mdi
16 8 con. L6 1 (16 chirng) va 16 2 (16 mo hinh):
uéng nuwdc cét; Lo 3 (16 tham chiéu): ubng
Atorvastatin 15mg/kg/ngay; L6 4 (16 tri 1):
ubng cao tra 19,2g/kg/ngay; L6 5 (16 tri 2):
udng cao tra 38,4g/kg/ngay. Chudt dwoc udng
tra, Atorvastatin hoac nwdc cét trong 7 ngay.
Vao ngay thr 7, chuét & 16 chirng dwoc tiém
phic mac nwéc mudi sinh ly, cac 16 con lai
dwgc tiém phic mac P-407 liéu 200mg/kg.
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Sau d6 cac chudt dwoc nhin an trong 24 gio,
udng nwéc tw do. Ngay thir 8, 24 git ké tir khi
tiém P-407, t&t ca cac chudt dwoc can lai va
ldy mau xét nghiém cac chi s6 lipid mau: TC
(cholesterol toan phan), TG (triglycerid), HDL-
C, LDL-C.

2.3. Xtr ly s6 liéu

Dac tinh cap dwoc danh gia theo Litchfield
— Wilcoxon va x&c dinh liéu dung nap téi da.
Céc sb liéu danh gia tac dung ha lipid mau
duoc trinh bay dwdi dang gia trj trung binh va
d6 léch chuan (Mean t SD), so sanh gitra cac
16 bdng T-test Student, st dung phan mém
Microsoft office Excel. Sy khac biét c6 y nghia
thdng ké khi p < 0,05.

3. KET QUA NGHIEN c(rU

3.1. Két qua danh gia doc tinh cip cua
tra Halima

Chuét nhét trdng dwoc ubng tra Halima véi
cac mirc liéu khac nhau tir liéu thdp nhét la
200g/kg thé trong dén liéu cao nhét Ia
400g/kg thé trong. Quan sat chudt & cac 16

B

thay chudt hoat dong binh thuong, khdng %
chudt nao chét ciing nhw khéng co biéy higy
bét thwong nao trong thoi gian quan sat 72
dau sau khi uéng ciing nhu trong thdi gian ,
ngay sau udng tra (bang 3.1).

3.2. Két qua danh gié tac dung ha lipj
mau ndi sinh cua tra Halima

So véi 16 chirng, ndng d6 TC trong mg,
chuét & 16 mé hinh tdng cao  88,46%, kha,
biét c6 y nghta thdng ké vai p < 0,01. Nong g3
TC trong mau chudt & céc 16 udng cao try
Halima va udng Atorvastatin déu giam so vg;
& 16 md hinh (p < 0,05), tuy nhién van cén cag
hon so voi 16 ching (p < 0,05). L6 ubng
Atorvastatin c6 ti 1& gidm nbéng dd TC trong
mau so v&i 16 mé hinh cao nhét (41,58%). La
diing cao tra Halima lidu cao cé mirc d6 giam
noéng d6 TC nhiéu hon (38,52%) so véi & 16
dung liéu thap (35,71%). Tuy nhién sy khéc
biét vé néng d6 TC trong mau giira cac 16 3,
4, 5 khong cé y nghia théng ké (p > 0,05)
(bang 3.2).

Bang 3.1. Ty 1& séng chét ctia chudt trong danh gia doc tinh cAp clia tra Halima

o > Lieusivdung  Thé tich cho udng/ty S6 chuét
Lo chuot Solltreno (g/kgTLCT) 1§ cao sénglchét
L6 1 08 2000 9,28 mL/10g x4!ldn; 10/0
201
L6 2 08 250,0 U2 LIADX S ldn; 10/0
2,5:1
163 08 300,0 0;251mLiTag e Llam; 10/0
3,0:1
L6 4 08 350,0 0,25 mL/1 99 x 4 lan; 10/0
3.5:1
L65 08 400,0 Gis m"fg_f e 10/0

So voi 16 ching, néng d6 LDL-C trong
mau chudt & 16 mé hinh tang cao 89,22%,
khac biét cé y nghia thdng ké véi p < 0,01. -
Ndng do LDL-C trong méu chudt & cac 16
uéng cao tra Halima va ubng Atorvastatin déu
giam so v&i ¢ 16 mé hinh (p < 0,05), tuy nhién
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van con cao hon so véi 16 chirng (p < 0,05).
L6 ubng Atorvastatin ¢ ti 1é giam ndng do
LDL-C trong mau la 41,77 %. L6 dung cao tra
Halima liéu cao c6 m&c do giam ndng do
LDL-C nhiéu hon (42,72 %) so véi & 16 dung
liéu thép (40,19 %)
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Bang 3.2. Anh hudng clia tra Halima dén TC trong méu chubt (n = 8)

o/ ¢3 LA
L6 nghién clru Ch?:;tslrltl) s " ta(?)g - . gl(;;n = Giatrip
L6 chirng (1) 2,08 + 0,37 - - D21 < 0,01
L6 md hinh (2) 3,92 + 0,46 88,46 % - P3452 < 0,05
L6 tham chiéu (3) 2,29 + 0,31 10,10 % 41,58 % P3451<0,05
Lo trj 1 (4) 2,45+ 0,29 17,79 % 35,71 % Pss3>0,05
L6 trj 2 (5) 2,38 + 0,21 14,42 % 38,52 % P45 > 0,05

Bang 3.3. Anh huéng clia tra Halima dén LDL-C trong mau chuét (n = 8)

9 o LDL-C % tang so % giam so s
L6 nghién clru (mmoliL) Vi ?1) 3& ) Giatrip
L6 chirng (1) 1,67 + 0,30 £ = D21 < 0,01
L6 mé hinh (2) 3,16 + 0,41 89,22 % - P3452 < 0,05
L6 tham chiéu (3) 1,84 + 0,23 10,18 % 41,77 % P34s51 < 0,05
L6 tri 1 (4) 1,89 £ 0,32 13,17 % 40,19 % Pas3 > 0,05
L6 tri 2 (5) 1,81% 0,27 8,38 % 42,72 % Pas > 0,05

Bang 3.4. Anh hwéng clia tra Halima dén chi s6 HDL-C mau chudt (n = 8)

L6 nghién cibu HDL-C % giam so % tang so Giatrip
(mmol/L) véi 16 (1) véi 16 (2)
L6 chirng (1) 0,75+ 0,12 > 5 D21 < 0,01
L6 mé hinh (2) 0,46 £ 0,06 38,67 % = P3452 < 0,05
L6 tham chiéu (3) 0,63 0,07 16,00 % 36,96 % P34 < 0,05
Lo tri 1 (4) 0,59 + 0,08 21,33 % 28,26 % P4s3>0,05
Lot 2 (5) 0,65 £ 0,11 13,33 % 41,30 % Pas > 0,05

Bang 3.5. Anh hwdng clia tra Halima dén chi s6 TG mau chudt (n = 8)

£ Fdla 5 x3 Triglycerit %tangso % giam so Giatrip
wonghitnfc(C (mg:n}:)IIL) voi |e? (1) vé’gi 16 (2)
Lo ching (1) 0,72+0,13 = - P21 < 0,01
L6 mo hinh (2) 1,34 £0,15 86,11 % i P3as2 < 0,05
L6 tham chiéu (3) 0,88 + 0,12 22,22 % 34,33 % P34s1 < 0,05
Lo trj 1 (4) 0,94 0,11 30,56 % 29,85 % P453> 0,05
Lotri 2 (5) 0,91 £ 0,09 26,39 % 32,00 % Pss>0,05

Tuy nhién sy khac biét v& ndng do LDL-C  chirng, ndng do HDL-C trong mau chudt & 16
trong mau gitva cac 16 3, 4, 5 khéng co y mbd hinh gidm 38,67%, khac biét c6 y nghia
nghia thdng ké (p > 0,05) (bang 3.3). So vgi 16 thong ké véi p < 0,01. Néng d6 HDL-C trong
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méau chudt & cac 16 ubng cao tra Halima va
ubng Atorvastatin déu tang so véi & 16 md
hinh (p < 0,05), tuy nhién van con thap hon so
vGi 16 chirng (p < 0,05). L& ubng Atorvastatin
co6 ti 1é tadng ndng @ HDL-C trong mau 1a
36,96 %. Lo dung cao tra Halima lidu cao c6
mic 4 tang nbng d0 HDL-C nhiéu hon
(41,30 %) so v&i & 16 dung lidu thdp (28,26
%). Tuy nhién sy khac biét v& ndng dé LDL-C
trong mau gitra cac 16 3, 4, 5 khdng co y
nghta théng ké (p > 0,05) (bang 3.4).

So véi 16 chirng, néng dd TG trong méau
chudt & 16 md hinh tang 86,11%, khac biét c6
y nghia théng ké v&i p < 0,01. Nong d6 TG
trong mau chudt & cac 16 ubng cao tra Halima
va ubng Atorvastatin déu giam so véi & 16 mo
hinh (p < 0,05), tuy nhién van con cao hon so
v6i 16 chirng (p < 0,05). L6 udng Atorvastatin
c6 ti 1& gidm ndng d6 TG trong mau 1a 34,33
%. L6 dung cao tra Halima liéu cao cé mirc do
giam ndng d& HDL-C nhiéu hon (32,09 %) so
véi & 16 dung liéu thap (29,85 %). Tuy nhién
sw khac biét vé néng do TG trong mau gitra
cac 16 3, 4, 5 khong c6 y nghia théng ké (p >
0,05) (bang 3.5).

4. BAN LUAN

4.1. Vé doc tinh cap cua tra Halima

Tra Halima cho chu6t udng dén liéu téi da
c6 thé cho chudt udng trong ngay la 400g/kg
thé trong ma khéng quan thdy c6 biéu hién
doc tinh cAp (chudt chét, cac dau hiéu béat
thwong). Liéu dy kién dung trén ngudi co tac
dung la 80g/nguwdilngay. Theo quy woc vé
can nang cla ngudi trwdng thanh la 50kg,
lidu ding trén ngwoi 1a 1,6g/kg/ngay. Quy doi
ra liéu trén chudt nhét (hé sb 12) [3], liéu trén
chudt nhat la 19,2g/kg/ngay. Nhw vay chudt
da ubng dén murc liéu gap 20,83 lan liéu dy
kién c6 tac dung ma van khong c6 biéu hién
doc tinh cép. Liéu danh gia doc tinh cap so
voi lidu tac dung cang cao cang chirng td
khodng an toan diéu trj ciia ché pham thir Ia
Ién. Két qua nay cho thay tra Halima an toan
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trong thr nghiém doc tinh cp. Két qua nay
hoan toan phi hgp bdi cac dwgc liéu trong
cong thirc déu la cac dugc liéu da dwoc nhan
dan sir dyng nhiéu n&m thay tinh an toan cao.

4.2. V& tac dyng ha lipid méau theo con
dwong ndi sinh

C6 nhigu co ché didu chinh réi loan lipid
mau, trong d6 nhém thoéng dyng nhit dwoc
str dung va c6 higu qua tét trong viéc ha m&
mau la nhém statin. Nhém thubc statin rc ché
men HMG-CoA reductase, mét loai enzyme
trong gan tao ra cholesterol, do d6 han ché
qué trinh sinh tdng cholesterol & t& bao [4).
Nhém Statin giup lam giam cholesterol toan
phan, ha thdp cholesterol x4u, gidam nhe
triglyceride va tang khiém tén HDL [5]. Panh
gia tac dung ha lipid mau theo con dwdng néi
sinh dwoc xem la danh gia gin sat voi kidu
tac dung cGia nhém thubc statin. Co ché gay
réi loan lipid mau clia Poloxamer 407 (P-407)
da dwoc chirng minh c6 lién quan dén nhiéu
enzym trong qua trinh chuyén héa lipid: ¢
ché lipoprotein lipase (LPL) huyét twong va
cholesterol 7a-hydroxylase [12]; tang s
lwgng va hoat déng cua HMG- CoA
reductase, gidm sé lwong receptor LDL tai
gan [12]. Thubc tham chiéu dwoc sir dung dé
so sanh ciing la thuéc thudc nhém statin, nhe
trong nghién clru nay Atorvastatin dwoc s
dung.

Két qua nghién ctru cho thdy cao chiét tra
Halima c6 tac dung diéu chinh réi loan lipid
mau, lam giam TC, LDL-C, TG va lam tang
HDL-C. Viéc danh gia trén md hinh ndi sinh
cho két qua cao chiét tra Halima c6 tac dung
twong tw Atorvastatin cho phép nghi i co
ché tac dung twong tw nhw co ché cia nhom
thuéc statin. Tuy nhién dé l1am sang té can ¢
nhirng nghién ctru thém. Két qua ha lipid mau
clia cao tra Halima ciing hoan toan phu hop
v@i kinh nghiém dan gian ciing nhw cong bo
clia mot sb tac gia. Mot sé nghién ciru thye
nghiém da chirng minh tdo meéo c6 tac dung
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gidm can, chdng béo phi [8], ha lipid mau va
dudng mau [9), chdng rdi loan trao ddi glucid
va lipid [10]. Hoa hdng duwgc chirng minh
chira nhidu flavonoid cé tac dung tét trong ha
lipid mau, gidm can [4]. Gido cd lam c6 tac
dung ha cholesterol mau ca trén thyc nghiém
va lam sang [6]. Djch chiét nuéc ciia cé ngot
duoc chirng minh c6 tac dung ha lipid mau tot
trén chudt cong [11].

5. KET LUAN

Tra Halima an toan khi danh gia doc tinh
cap dwong udng trén chudt nhét, voi lidu toi
da chudt cé thé ubng dwoc 13 400g/kg/ngay
nhwng khéng cé chudt nao chét va khong
quan sat thdy biéu hién bat thwong nao &
chudt. Véi lieu 19,2 glkg/ngay va 38,4
g/kg/ngay, tra Halima thé hién rd tac dung lam
giam TC, LDL-C, TG va tang HDL-C trén
chudt nhat gay réi loan lipid mau noi sinh
béng Poloxamer 407, twong dwong so voi
Atorvastatin 15mg/kg/ngay.

Khuyén nghi

Tiép tuc nghién clru ddc tinh ban trwong
dién cla tra Halima va danh gia tac dung didu
chinh réi loan lipid m&u trén mé hinh gay ting
lipid m&u ngoai sinh.

L&i cam on

Chan thanh cdm on B mon Dwoc ly, Vién
Pao tao Dugc (Hoc vién Quan y), Ban Giam hiéu

Hoc vién Y duoc hoc ¢ truyén Viét Nam da gidp
do chung téi hoan thanh nghién ctru nay.
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SUMMARY

ASSESSMENT OF ACUTE TOXICITY AND LIPID-LOWERING EFFECT OF
HALIMA TEA ON ENDOGENOUS HYPERLIPIDEMIA MODEL
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'Military Institute of Traditional Medicine

2’Hospital E

3Thai Nguyen university of medicine and pharmacy,

4Vietnam University Of Traditional Medicine

SVietnam Military Medical University

Objective: Assessment of acute toxicity and endogenous blood lipid-lowering effect of
Halima tea in Swiss mice. Subjects and methods:Evaluation of acute oral toxicity of Halima
tea on Swiss mice according to the method of Litchfield - Wilcoxon [3]. Evaluation of lipid-
lowering effect in mice causing endogenous hyperlipidemia by P-407 by Millar et al [11],
compared with Atorvastatin [11].Results: Swiss mice were orally administered Halima tea up to
a maximum dose of 400g/kg/day, but no mice died, no abnormal symptoms were observed in
the mice. In mice causing endogenous dyslipidemia with Poloxamer 407, Halima tea dose of
19.2 g/kg/day and 38.4 g/kg/day reduced TC, LDL-C, TG and increased HDL-C compared with
model group (p <0.05), equivalent to Atorvastatin 15mg/kg/day. Conclusion: Halima tea is safe
when assessing acute toxicity and has a good effect in the adjustment of dyslipidemia according
to the endogenous pathway.

Key words: acute toxicity, Halima tea, endogenous hyperlipidemia.
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