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PAT VAN DPE

Béo phi va rdi loan lipid mau (RLLPM) I hai van dé sic khoe
dugc quan tam trén toan thé gioi. Theo thdng ké nam 2020, thé giéi
c6 khoang 2,6 ty ngudi mac thira can, béo phi. Udc tinh dén nam 2035,
murc do thira can va béo phi tang 1én hon 4 ty ngudi, riéng ty 1€ béo
phi, duy kién s& tang tir 14% lén 24% dan s6, anh huong dén gan 2 ty
ngudi 16n, tré em va thanh thiéu nién. Vira ting can, béo phi, vira rdi
loan lipid mau gay anh huong kép dén sic khoe, c6 thé gy ra cac
bénh ly nang né khién ty & tar vong cao. Cho dén nay, ¢6 nhiéu nhom
thudc duoc st dung trong diéu tri béo phi va RLLPM, tuy nhién gia
thanh diéu tri cao, nhiéu tac dung phu dan dén kho khan trong st dung.
Do d6, xu huéng hién nay la nghién ctu tim ra céc thuéc mai an toan,
hiéu qua, gia thanh diéu tri thip tir cAc ngudn duoc lidu khac nhau.

Tra hoa vang Camellia hakodae Ninh duoc sir dung trong dan
gian nhu mot thirc udng véi nhiéu cong dung. Trong Tra hoa vang cé
chtra cac hop chit polyphenol, dugc ching minh c6 tac dung chéng
oxy hoa, giam cén, giam vong eo, ha lipid mau... Cao kho |4 Tra hoa
vang Camellia hakodae Ninh (CKL-THV) duoc bao ché tai Hoc vién
Quan vy, dat tiéu chuan co s¢. Dé c6 thé duwa CKL-THV sir dung trén
lam sang, dé& tai luan an: “Nghién ciru ddc tinh va tac dung chong
béo phi, ha lipid méu caa cao khd la cay Tra hoa vang (Camellia
hakodae Ninh) trén thuc nghiém” dugc thuc hién vai 2 myc tiéu:

1. Ddnh gid dwoc déc tinh cdp, ddc tinh ban trong dién cuia cao
kho |4 cay Tra hoa vang trén thuc nghi¢m.

2. Pdnh gid dwot tac dung chong béo phi, ha lipid mau va mét
s6 co ché tac dung cua cao kho 14 cay Tra hoa vang trén thec nghiém.



PONG GOP MOI CUA LUAN AN

Luan 4n da danh gia duoc ché pham CKL-THV c¢6 nhing dic
diém noi bat, dem lai gia tri khoa hoc va tiém niang tng dung vuot troi
S0 v&i cac ché pham duoc nghién ciru trude dy. Luan an di danh gia
dugc tinh an toan cia CKL-THV va tac dung chdng béo phi, ha lipid
mau trén thir nghiém in vivo.

Ngoai ra, nghién cau cuaa luan an tién thém mat budc quan trong
khi 1am sang t6 co ché tac dung cua CKL-THV thong qua kha ning
&rc ché hai enzym HMG-CoA reductase va cholesterol esterase trén
thir nghiém in vitro, didu ma c&c nghién ctru trude day chwa thuc hién
day du. Su két hop giita danh gia hidu qua sinh hoc va co ché phan tir
cung cap céi nhin toan dién, khiang dinh tiém ning cua ché pham CKL-
THV nhu mét co ché kép trong diéu tri rbi loan lipid mau va béo phi.

Nghién ctru ctia luan &n mo ra tiém nang phat trién san pham moi
dua trén nguyén liéu bot CKL-THV, véi kha nang wng dung thyc tién
cao trong linh vuc dugc pham. Viéc phat trién thanh céng mot san
pham tir nguon géc tu nhién, két hop cong nghé chiét xuat hién dai va
co ché tac dung rd rang, s& dong gop dang ké diéu tri an toan, hiéu qua
cho céc bénh 1y lién quan dén chuyén hoa lipid, dap wng nhu cau ngay
cang ting ctia cong dong.

CAU TRUC CUA LUAN AN

Luan an gdm 143 trang. Dat van dé: 02 trang; Tong quan: 35
trang; Doi tuong va phuong phap nghién ctru: 23 trang; Két qua nghién
ctu: 35 trang; Ban luan: 45 trang; Két luan: 02 trang; Kién nghi: 01
trang. Luan &n c6 161 tai liéu tham khao (tiéng Viét: 36, tiéng Anh:
125); 32 bang, 20 biéu dd, 22 hinh anh va 6 phu luc.



CHUONG 1. TONG QUAN
1.1. Tong quan vé béo phi va réi loan lipid méau
1.1.1. Béo phi

Béo phi dugc dinh nghia 13 tinh trang tich tu m& thira hodc bét
thudng, c6 thé anh huong xdu dén sirc khoe. Co ché bénh sinh gay béo
phi 1a do su mét can bang ning lwong, khi ning luong dua vio co thé
vugt muc so véi nang lugng tiéu thy, nang lugng du thua s€ tang
cuong du trir dui dang ma, trong luong co thé ting 1én, dan dén thira
can, béo phi. Muc tiéu diéu tri béo phi 1a kiém soat can nang va giam
nguy co cac bién ching, cai thién sirc khoe.

Str dung thuéc chdng béo phi duoc khuyén nghi cho nhitng bénh
nhan ¢6 BMI > 30 kg/m2 hodc BMI > 27 kg/m2 mic kém bénh lién
quan nhu tang huyét ap, dai thao duong typ 2. Tinh dén nam 2024, c6
7 thude dwoc FDA chip thuan trong diéu tri béo phi ¢ bénh nhan
truong thanh. Tai Viét Nam, hién chi c6 hai thudc duoc phé duyét
trong diéu tri 12 orlistat va liraglutid.

1.1.2. Rai logn lipid méu

R&i loan lipid mau 1a réi loan chuyén hoa tién phat hoic thir phét,
dic trung boi bat thuong néng do va/hoic chirc ning ctia mot hoac
nhiéu loai lipid va lipoprotein huyét twong. Theo tiéu chuan hién dai,
réi loan lipid mau duoc chan doan khi ndéng do lipid va/hoic
lipoprotein huyét trong khong dat muc tri s6 muc tidu dugc khuyén
nghi cho du phong bénh tim mach do xo vira. Cac Hiép hoi Tim mach
I6n trén thé gii déu xac dinh LDL-C 1a muc tiéu tién phat trong diéu
tri rdi loan lipid méu. Nong do LDL-C cang thap thi nguy co tim mach
cang giam.

Hién nay, c6 nhiéu nhém thudc dugc phé duyét trong diéu tri

RLLPM véi cac co ché khac nhau nhu: statin, fibrat, niacin, thudc uc



ché hap thu cholesterol (ezetimib), thudc gan acid mat, thudc wc ché
PCSK9, omega-3 acid béo, acid bempedoic, inclisiran... Cac thudc nay
gitp giam LDL-C, triglycerid, taing HDL-C va dac biét cd hiéu qua
trong viéc giam nguy co bénh tim mach.
1.2. Mt s6 md hinh nghién ciu tac dung chdng béo phi, ha lipid mau
1.2.1. Cac m6 hinh gay béo phi trén in vivo

C6 nhiéu mo hinh gy béo phi trén dong vat thi nghiém nhu sir
dung ché d6 an giau nang luong, tac dong 1én ving dudi doi hoic gay
dong vat béo phi do di truyén. Trong d6, mé hinh sir dung ché d6 an
gidu niang lwong, dic biét 1a ché do an giau chat béo (HFD) dugc sir
dung phé bién nhit. Gay dong vat béo phi bang ché d6 an HFD la
phuong phap phé bién trong cac thir nghiém sang loc thude chéng béo
phi bai d& thyuc hién va hiéu qua gay béo phi cao. Tuy nhién do ché do
an c6 nhiéu chat béo nén chudt rat nhanh chan in, phai thay d6i ché
d6 an lién tuc nhung van phai dam bao vé ham luong chat béo dé duy
tri duoc tinh trang béo phi cta chuot. Trong nghién ctiu caa luan an,
ching toi sir dung ché d6 an HED dé gay md hinh chudt béo phi trong
danh gia tac dung chdng béo phi cua CKL-THV.
1.2.2. Cac moé hinh gdy tang lipid mau trén in vivo

Gay tang lipid mau noi sinh trén dong vat thi nghiém c6 thé sir
dung cac tac nhan nhu poloxamer P407, Tween 80, Triton WR-1339.
Trong d6, mé hinh sir dung P407 12 md hinh phé bién duoc &p dung
cho nhiéu nghién ciru dé danh gia sang loc mot cach nhanh chéng tac
dung diéu chinh rdi loan lipid mau cia mot thudc méi hodc mot san
pham méi, dic biét 1a cac thudc cd tac dung tc ché HMG-CoA
reductase. M6 hinh giy ting lipid méau ngoai sinh st dung hdn hop
dau cholesterol cua Nassiri va cong sy 1a mé hinh kinh dién va kha
phd bién @& nghién ctu cac thude co tac dung ha lipid mau. Nguyén



Trong Théng va cong su da cai tién mo hinh nay, diéu chinh mot sé
thanh phan trong hdn hop dau cholesterol, va tao ra md hinh c¢6 tinh
kha thi cao, chi phi ré hon va c6 nhiéu dic diém twong ddng vai rdi
loan lipid mau trén nguoi. Do vay, phuong phap nay da duoc chdng
toi lya chon sir dung trong nghién ctru danh gia tac dung ha lipid mau
ctia CKL-THV theo co ché ngoai sinh.
1.2.3. Cac md hinh nghién citu co ché tac dung trén in vitro

Qua trinh sinh téng hop cholesterol dugc chia thanh nhiéu giai
doan, vé&i sy xUc tac cua nhiéu enzym. Ca hai enzym HMG-CoA
reductase va cholesterol esterase déu c6 mdi lién quan chit ché téi
bénh rdi loan lipid mau va béo phi théng qua viéc diéu hoa chuyén hoa
lipid trong co thé. Pé danh gia tac dung wc ché 2 enzym nay, c6 thé &p
dung cac phuong phép phén tich hién dai nhu sic ky long hiéu ning
cao, sac ky long két hop khéi pho. Phuong phép quang phd UV-Vis la
mot phuong phap phd bién va dé tiép can trong cac phong thi nghiém,
v6i thiét bi twong dbi don gian va chi phi dau tu thap.
1.3. Mét s6 dwoc liéu c6 tac dung chéng béo phi va ha lipid mau

Trong nhitng thap nién gan déy, cac dugc liéu cé tac dung chong
béo phi, ha lipid mau dugc nghién ctu kha pho bién. Dua trén céc
ngudn co sé dir liéu khoa hoc trén Science direct, Medicine/Pubmed
va Google Scholar, mot nghién ciru hé thdng nam 2021 da tong hop
duoc trén toan thé gisi c6 451 loai thuc vat thuoc 329 chi va 110 ho
c6 tac dung chdng béo phi. Cac ho thuc vét chinh dwogc sir dung 12
Conpositae (34 chi va 43 loai) va Leguminosae (26 chi va 43 loai).
Phan tich b phan ding cia cac duoc lidu trén cho thay 14 (24%) va
qua (18%) la hai bo phan dugc sir dung nhiéu nhat, phuong phap ché
bién dang thudc sic (42%) 1a phuong phap chu yéu.



1.4. Tra hoa vang Camellia hakodae va cao kho la Tra hoa vang

Tra hoa vang Camellia hakodae Ninh 1a loai cay dac hitu cua
Vuon Qudc gia Tam Dao, Viét Nam. Theo Y hoc ¢b truyén, Tra hoa
vang c0 tinh binh, vi ngot va c6 mui thom, quy vao 3 kinh 1a Tam,
Than va Can. Thanh phan héa hoc ¢6 hoat tinh chinh trong Tra hoa
vang la polyphenol. M6t s nghién ctru da ching minh polyphenol
trong Tra hoa vang con cd tac dung chéng ung thu, kim ham su hinh
thanh, phét trién va di can cua khéi u, khang khuan, chéng viém, ha
duong huyét, giam can va ha lipid mau.

V& doc tinh, nhidu nghién ctiu cho thay cac ché pham chiét xuat
tir 14 hodc hoa tir cac loai Tra hoa vang khac nhau déu kha an toan.
Cao kho 14 cay Tra hoa vang Camellia hakodae Ninh duogc diéu ché
tai Hoc vién Quan y, chiét xuat theo phuong phap chiét siéu am véi
dung moi ethanol 96%, sau d6 bao ché bot cao kho bang phuwong phap
phun say.



CHUONG 2. POI TUQONG, PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru
2.1.1. Vat liéu nghién ciru: Cao kho 14 cay Tra hoa vang duoc bao ché
tai Hoc vién Quan y, dat tiéu chuan co s
2.1.2. Péng vat nghién cizu: Chudt nhat trang chung Swiss, ca 2 gidng,
khoe manh, trong lwong 18 + 2,0 g. Chudt cong trang chiing Wistar ca
2 gidng, khoe manh, trong lwong 180 + 20 g; 100-120 g.
2.1.3. Thiét bj nghién cizu: May xét nghiém sinh hoé Biochemical
Systems International Srl (ltalia), May phan tich huyét hoc
Humancout 30TS (Pic), May quang phé tir ngoai kha kién UV-VIS
Hitachi UH5300 (Nhat Ban), Can phan tich c6 d6 nhay 0,1 mg; Cén
ki thuat (Sartorius, Ptc), Bd micro pipet Hettlite Pro (Hettich, P1c),
B6 kim cong dau t cho chudt ung thudc. ..
2.1.4. Thudc, hda chdt: Triton-X100, Acetonitril, Poloxamer 407,
Propofol 1%, Nudc siéu tinh khiét, cholesterol esterase, Atorvastatin
10mg, Orlistat 120mg, Bo Kit danh gia tac dung tc ché enzym HMG-
CoA reductase.
2.2. Phuwong phap nghién ciru

+ Pénh gia doc tinh cip: phuong phap Litchfield Wilcoxon

+ Panh gia doc tinh ban truong dién: hudng dan cia Bo Y té

+ Péanh gia tac dung chdng béo phi: mé hinh gay dong vat béo
phi bang ché d6 an giau chat béo HFD.

+ Panh gia tac dung ha lipid mau noi sinh: md hinh gay tang lipid
mau boi P-407

+ Panh gia tac dung ha lipid mau ngoai sinh: m6 hinh gay tang
lipid bang hdn hop dau cholesterol.

+ Pénh gia co ché tac dung in vitro: Phuong phap UV-Vis
2.3. Phuong phap xir ly s6 liéu: Phan mém théng ké y hoc SPSS 22.0



CHUONG 3. KET QUA NGHIEN CUU
3.1. Két qua nghién ciru doc tinh
3.1.1. Hgc tinh cap:

Chudt nhit tring trong cac 16 dugc uéng CKL-THV dén liéu cao
nhét c6 thé dwa duoc qua dudng udng cho chudt nhit qua kim cong
dau tu 1a 12g/kg thé trong. Theo ddi sat chudt & cac 16 trong 72 gid sau
khi uéng ché pham va trong sudt 7 ngay sau khi uéng ché pham, chuot
& tat ca cac 16 déu binh thuong, 16ng muot, khong cé biéu hién kho
tho hay tim téi, an udng, van dong, bai tiét binh thuong. Khéng thay
c6 dau hiéu bat thuong, khdng cd chudt chét trong sudt thoi gian
nghién ctru. Khong xac dinh dugc LDs.

3.1.2. Pc tinh ban trwong dién

* Tinh trang chung va trong luong chudt: Chudt & tat ca cac 16
nghién ctru déu binh thuong, 16ng muot, dn udng, van dong, bai tiét
binh thuong. CKL-THV khong anh hudng dén trong lugng chudt.

* Trén chi tiéu huyét hoc: CKL-THV khdng anh huong dén sb
lwgng hdng cau, bach cau, tiéu cdu, ham luong huyét sic td,
hematocrit, thé tich trung binh hong cau.

* Trén chi tiéu sinh hda: CKL-THV khong anh huong dén hoat
d6 AST, ALT, albumin, cholesterol toan phan, triglycerid va creatinin.

* Trén cé4c tang gan, lach, than: CKL-THV khdng anh huéng dén
cac cau trac dai thé, vi thé céc tang gan, lach, than chudt. Khéng cé
hinh anh hoai tir, thodi hda té bao céc tang gan, lach, than chuot.

3.2. Két qua nghién ciru tac dung chéng béo phi, ha lipid mau
3.2.1. Tac dung chong béo phi
* Trong lugng chudt:
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nghién ciru. Tuy nhién tai thoi diém két thac the nghiém, CKL-THV
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* Chi s6 Lee: CKL-THV chua lam giam sé do vong bung chudt
trong thoi gian nghién ctu. Tuy nhién tai thoi diém két thic thir
nghiém, CKL-THV lam giam s6 do vong bung chudt & cac 16 tri so
V61 16 mo hinh c6 y nghia (p<0,01).
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* Trong lugng cac co quan: CKL-THV lam lam giam trong lugng
tuyét d6i cac tang tim, gan, than, lach & cac 16 tri so véi 16 mo hinh
(p<0,001). Tuy nhién, chi 1am giam trong lugng tuong dbi cua tang

gan & cac 16 tri so vai 16 mé hinh (p<0,05).

* C4c chi s6 lipid mau: CKL-THV lam giam céc chi s6 TC, TG,
LDL-C, non HDL-C cuta chudt ¢ cac 16 tri so véi 16 mo hinh. Lam tang

nong d6 HDL-C twong duong véi orlistat.
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3.2.2. Tac dung ha lipid mau

* T&c dung trén mo hinh tang lipid mau noi sinh:
Bang 3. 16. Anh huong caa CKL-THV Ién céc chi sé lipid mau

. L6 CKL-| L6 CKL-
Chi so Lém6é | Lo Ator ivos | THv 18
(n=10, X £SD) | hinh (2) (3) ’ '
4) ®)
. 2,76 +
Chi sb 040 212+ | 203% 1,98 +
e (mmol/l) ’ 031* | 0,37%* 0,55 **
% thay doi
A1) - 1232% | 1265% | 1283%
SO VO1 10
Chi s6 1,04+ | 084+ | 082+ 0,86 +
TG (mmol/l) 0,14 0,10 | 0,09% 0,09 #
% thay doi
. - 1192% | 1212% | 1173%
sovoilo (2)
Chi s6 057+ | 056+ | 053% 0,53 +
DL (mmol/l) 0,09 0,08 0,11 0,11
% thay doi
, - 118% | 170% | L70%
sovéil6 (2)
Chi s6 1,72 + 1,17 + 1,13 + 1,06 +
DL (mmol/l) 0,33 0,30 | 0,30% 0,46 *
% thay d6i
A1) - 1320% | 1343% | 1384%
SO vO1 10
Chi s6 219+ | 156+ 1,51+ 1,45 +
Non | (mmol/l) 0,37 0,29 ## | 0,31 0,47 *
HDL | % thay dbi
i160) - 1288% | 131,1% | 1338%
SO V01 10




CKL-THV lam giam cac chi s TC, TG, LDL-C va non HDL-C
mau chudt ¢ cac 16 tri so vai 16 mb hinh (p<0,01). Khong c6 su khac
biét vé chi s6 HDL-C.

* Téc dung trén mo hinh tang lipid mau ngoai sinh:
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3.2.3. Co ché tac dung trén in vitro
* Co ché tic ché enzym HMG-CoA reductase
Bang 3.17. Phan tram &c ché enzym HMG-CoA reductase

Dung dich thir (pg/ml) Phan trim c ché (%)
CKL-THV 12,5 26,5+1,31
CKL-THV 25 38,1+ 3,06
CKL-THV 37,5 50,0 + 4,55
CKL-THV 50 64,6 £ 9,26
Pravastatin 85,6 £ 12,92

Khi ting nong d6 CKL-THV tir 12,5 pg/ml 1én 50 pg/ml, phan
tram ¢ ché enzym HMG-CoA reductase ting tuyén tinh tir 26,5% lén
64,6%. V& biéu dd duong tuyén tinh giita nong 6 CKL-THV va % tic
ché enzym HMG-CoA reductase, ta duoc két qua sau:
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Biéu db 3. 18. Puong tuyén tinh giita nong do CKL-THV va %
trc ché HMG-CoA reductase

Nhan xét: Nong do tc ché 50% hoat tinh enzym HMG-CoA
reductase ciia CKL-THV IC50 = 36,37 ug/ml.



* Co ché rc ché enzym cholesterol esterase

Bang 3.18. Phan trim ¢ ché enzym cholesterol esterase

Dung dich thir (pg/ml) Phan trim c ché (%)
CKL-THV 20 14,4 +1,28
CKL-THV 50 21,7+1,53
CKL-THV 100 36,9 + 2,66
CKL-THV 150 47,2 +0,63
CKL-THV 200 60,4 + 3,17

Khi ting ndng d6 CKL-THV tir 20 1én 200 pg/ml, phan trim tc
ché enzym cholesterol esterase ting tuyén tinh tir 14,4% lén 60,4%.
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Biéu d6 3. 20. Buong tuyén tinh gitra nong d6 CKL-THV va phan
tram tic ché cholesterol esterase

Nong do ¢ ché 50% hoat tinh enzym cholesterol esterase cua
CKL-THV IC50 = 158,5 pg/ml.



CHUONG 4. BAN LUAN

4.1. Vé nghién ciru doc tinh
4.1.1. Pgc tinh cap

Trong 72 gid sau khi udng CKL-THV va trong suét 7 ngay sau
do6, chudt ¢ tit ca cac 16 déu binh thuong, 16ng muot, khdng cé biéu
hién kho tha hay tim tai. Cac hoat dong an udng, van dong va bai tiét
binh thudng. Khdng c¢é chudt chét hay bat ki dau hiéu bat thuong hoic
ngd doc nao. Chudt da udng dén liéu 12,0 g/kg thé trong (gap 20 lan
lidu diéu tri du kién trén nguoi da quy doi sang chudt nhat) ma khong
c6 con nao chét, ciing nhu khong thay c6 bat ki biéu hién bat thuong
nao. Do vy, khong xac dinh dwoc LD50 cia CKL-THV. Muc liéu
12,0 g/kg la muc lidu rat cao, cho phép khing dinh mau nghién ciru c6
tinh an toan trong thir nghiém doc tinh cap trén chudt nhét tring thuc
nghiém. D4i chiéu theo phan loai doc tinh cip duong udng, CKL-THV
dugc phan vao nhom 5 (LD50 >5000 mg/kg), loai gan nhu khong doc.
4.1.2. Béc tinh ban truong dién

Céc két qua nghién ctu vé tinh trang chung, chi sé huyét hoc,
sinh héa mau va hinh anh dai thé, vi thé gan, than, lach chudt cho thay
CKL-THV khong anh huéng dén tinh trang chung, sy phat trién thé
trong, cac chirc nang tao mau, chic nang gan, than, lach chudt nghién
ctru khi sir dung cac muc lidu 0,35 g/kg/24h va 1,05 g/kg/24h, lién tuc
trong 90 ngay. Khi so sanh véi cac két qua nghién ctru doc tinh béan
truong dién caa ché phim Tra hoa vang khac nhu Camellia euphlebia,
ching t6i nhan thdy CKL-THV Camellia hakodae an toan hon. Két
qua cua chang toi tuong duong véi nghién cau cia Nguyén Hong
Hanh va cong su trén dich chiét 14 Camellia hakodae. Cac san pham
tir 14 Tra hoa vang Camellia hakodae du 1a dich chiét hay cao kho déu
c6 tinh an toan cao trong cac nghién cuu thuc nghiém.



4.2. \/é tac dung chéng béo phi, ha lipid mau
4.2.1. Tac dung chang béo phi

Chung toi da xay dyng thanh cdng mé hinh chugt béo phi bang
ché d6 an giau chat béo HFD. Dong vat thi nghiém sir dung ché d6 an
HFD lam ting tong ning luong nap vao co thé. Chat béo bdo hoa tir
cac thanh phan nhu m& lon, bo, sita bot nguyén kem, sita dic ¢ kha
nang lam ting mic LDL cholesterol va tich tu m& noi tang, tir 6 dan
dén béo phi.

CKL-THV lam giam 2,55 dén 3,09% trong luong chudt béo phi.
Trong CKL-THV c6 chira polyphenol, ddy 1a chét gitip ting cudng
qua trinh chuyén héa ning lugng trong co thé, diéu chinh tong hop
lipid va diéu chinh hé vi khuan duong rudt. Ngoai ra, polyphenol con
c6 thé diéu hoa cac hormon nhu ghrelin va leptin, tir &6 kiém soat cam
giac thém an, hd tro giam can.

Ngoai ra, cac polyphenol ciing dwgc ching minh c6 thé gidp cai
thién qua trinh tiéu hao nang lugng, ngan can qua trinh truéng thanh
cua tién té bao md thanh té bao ma, ting biéu hién cua adiponectin
(mdt loai hormon do md m& trong co thé tiét ra, ¢ vai tro didu chinh
luong glucose va phan hiy acid béo). Mac di chua lam giam sé do
vong bung chudt trong thoi gian nghién ctru nhung tai thoi diém két
thiic thir nghiém, CKL-THV lam giam sé do vong bung chuét & cac 16
tri SO voi 16 m6 hinh c6 y nghia

Chi sb Lee caa chudt st dung CKL-THV giam tir 1,37 dén 1,66%
S0 véi thoi diém bt du thir nghiém chinh thirc. Chi sé Lee duoc danh
gia phu thugc vao s do can nang va chiéu dai co thé chuot. Theo két
qua & biéu d 3.2, sau 8 tuan, trong luong chudt & cac 16 sir dung CKL-
THV déu giam so véi 16 mé hinh. Trong khi d6, cac chudt nghién ciu
déu 1a chudt trueng thanh, chidu dai chudt thay déi khong dang ké



trong sudt thoi gian nghién ctu. Do trong lugng co thé chudt giam
trong khi chiéu dai thay d6i khong dang ké dan dén giam chi so Lee.

Nghién ctu vé chi s6 ma, ching t6i méi chi danh gia dwuoc anh
huong cia CKL-THV trén chi s m& chung ciia co thé chir chua dénh
gia duoc anh huong trén ting phan m& khéac nhau cua co thé nhu chi
s6 m& mao tinh hoan, chi sé m& sau phlc mac... Cac 16 st dung CKL-
THV déu c6 sy khéc biét vé chi s6 md chung cua co thé (p<0,01), tuy
nhién, khi so sanh voi 16 mé hinh, chua nhan thay c6 su khac biét.

Trong lwong cac tang & 16 sir dung orlistat va CKL-THV déu giam
S0 Vi 16 m6 hinh (p<0,001). Viéc giam trong lugng céc tang lién quan
dén viéc giam trong luong co thé chudt duoc diéu tri bang orlistat hoic
CKL-THV. Trong luong twong ddi cua cac tang phan anh muc do thay
d6i clia cac tang trong co thé so Vi sy thay déi tong thé vé trong luong
co thé. Khi tong trong luong co thé ting, trong luong tuyét dbi cia cac
tang c6 thé ting 1én, nhung trong luong tuong ddi cua cac tang thi
chwa chéc ¢6 sy thay d6i. CKL-THV anh huéng khdng nhiéu dén trong
lwong twong ddi cua céc tang tim, gan, than, lach caa chudt béo phi.
Str dung CKL-THYV liéu cao (1,05 g/kg/24h) chi lam giam trong lugng
tuong ddi cua tang gan so vai 16 md hinh (p<0,05), con céc tang khac
khong thay doi.

Polyphenol trong Tra hoa vang dugc chitng minh chirng minh cé
tac dung kich hoat AMPK (protein kinase hoat héa mono phosphat 5’
adenosin) dan dén lam giam cholesterol, tong hop acid béo va hinh
thanh triglycerid. Cac 16 sir dung CKL-THV ciing lam giam céc chi s6
TC, TG, LDL-C, non HDL-C, tang HDL-C so v&i 16 md hinh c6 y
nghia thong ke.



4.2.2. Tac dung ha lipid mau

Két qua nghién ciru tac dung ha lipid méau noi sinh caa CKL-THV
(bang 3.16) cho thdy, CKL-THV Iam giam céc chi sé lipid mau chuot
(TC, TG, LDL va non HDL) ¢6 y nghia thong ké. Cu thé, so vai 16 md
hinh, 16 sir dung CKL-THV lidu 0,6 g/kg/24h lam giam 26,5% TC,
giam 21,2% TG, giam 34,3% LDL va giam 31,1% non HDL. L6 st
dung CKL-THV liéu 1,8 g/kg/24h 1am giam 28,3% TC; giam 17, 3%
TG, giam 38,4% LDL va giam 33,8% non HDL so véi 16 mé hinh.
Theo con dudng ngoai sinh, so voi 16 md hinh, CKL-THV liéu
0,35g/kg/24h 1am giam céc chi sé non HDL-C (p<0,01), TC va LDL-
C (p<0,05) sau 2 tuan. Chi s6 TG c6 giam nhe nhung khong co ¥ nghia
(p<0,05). Tuy nhién, t&i tuan thir 4, tit ca cac chi s6 trén déu giam c6
y nghia thong ké so véi 16 mé hinh.

Trong khi d6, ¢ 16 chugt st dung CKL-THV liéu 1,05g/kg/24h,
tat ca cac chi s6 lipid mau déu thay ddi c6 y nghia so vai 16 mé hinh
ngay sau tuan thir hai sir dung. Sang téi tuan the tu, xu hudng giam
cac chi s6 manh hon. Muc liéu 1,05g/kg/24h c6 anh huéng toi chi sb
HDL-C, 1am ting ndng do cholesterol tét trong méu chudt trong thoi
gian nghién ctru ngay sau 2 tuan.

Cac két qua nghién cau vé tac dung ha lipid méu cua CKL-THV
theo con duong noi sinh va ngoai sinh hoan toan phu hop véi cac
nghién ciru trude d6 vé Tra hoa vang. Céac ché pham chiét xut tir cac
loai Tra hoa vang khac nhau cling dugc ching minh cé tac dung lam
giam nong d6 TC, TG va LDL-C nhu cao chiét nudc va cao chiét
ethanol tir hoa Camellia euphlebia, chiét xuit ethanol cua hoa
Camellia nitidissima, cao dic chiét xuat tir hoa va cao dac chiét xuat
tir 14 Camellia flava. CAc nghién ctru vé thanh phan héa hoc ciia Tra
hoa vang cho thiy cac hop chét chinh twong ty nhu tra xanh nhu



phenolic, flavonoid, saponin, polysaccarid, acid amin va tinh dau déu
XUt hién trong c4c mau hoa va l4 tra. Trong d6 polyphenol 12 hop chét
quan trong nhat cé tac dung chong oxy hoa, chéng ung thu, chéng
viém, giam cén va ha lipid mau. Trén thyc nghiém, Tra hoa vang
Camellia hakodae Ninh hi¢n méi chi dugc nghién cau st dung dudi
dang hdn hop dich chiét nudc cua 14 véi dugc lidu giao cd lam trén
chudt nhat béo phi. Tra hoa vang Camellia hakodae du 1a dang dich
chiét hay cao khé, sir dung don doc hay dudi dang phdi hop ciing déu
c6 tac dung ha lipid mau.

4.2.3. Co ché tac dung trén in vitro

* Uc ché enzym HMG-CoA reductase:

CKL-THV c6 kha ning wc ché hoat dong caa enzym HMG-CoA
reductase va kha nang &c ché ndy c6 méi lién quan téi nong do cua
dung dich. Dya vao mirc giam do hap thu NADPH trong cac phan tng,
chding t6i tién hanh tinh phan tram wc ché enzym HMG-CoA reductase
cuia CKL-THV & cac nong do khéac nhau. Khi ting nong d6 CKL-THV
tir 12,5 pug/ml 1én 50 pg/ml, phin trim Gc ché enzym HMG-CoA
reductase ciing ting tuyén tinh tir 26,5% I&n 64,6%.

Trong 14 cua Tra hoa vang Camellia hakodae Ninh, Nguyén
Thanh Tuyén va cong su di phan 1ap va xac dinh duoc 7 loai flavonid,
9 dan xuat triterpene pentacyclic va hai dan xuét triterpene loai ursane
méi. Cac hop chét flavonoid dugc chirng minh 1a c6 thé lién két véi
enzym HMG-CoA reductase. Mot s6 hop chét triterpen ciing dd duoc
nghién citu va chirng minh c6 tac dung uc ché HMG-CoA reductase.
Nhu vay, Camellia hakodae Ninh dugc coi la loai ¢6 tiém nang, c6 tac
dung wc ché enzym HMG-CoA reductase, tir d6 wc ché tong hop
cholesterol trong diéu tri ri loan lipid mau. Dya vao ti 1é phan trim
rc ché enzym HMG-CoA reductase cua cac dung dich CKL-THV,



chung t6i xac dinh dugc ndng do e ché 50% hoat tinh enzym 1C50 la
36,37 pg/ml. Gia tri nay gop phan ching t6 CKL-THV c6 kha ning
lam giam tong hop cholesterol ndi sinh trong co thé, co ¥ nghia tich
cuc trong diéu tri réi loan lipid mau.
* Uc ché enzym cholesterol esterase:

Két qua & bang 3.18 va biéu d6 3.20 cho thiy: Khi ting nong do
CKL-THV tir 20 pg/ml 1én 200 pg/ml, phan trim tc ché enzym
cholesterol esterase cling tang tuyén tinh tir 14,4% Ién 60,4%. Dya vao
phuong trinh hoi quy tuyén tinh, ching t6i di xac dinh dugc gia tri
IC50 ciia CKL-THV 14 158,5 pg/ml. Két qua nghién ctru vé thanh phan
héa hoc cho thay Ia ciia Tra hoa vang Camellia hakodae Ninh c6 chua
7 loai flavonoid. Pay 1a nhém chat dai dién cho nhém polyphenol. Mot
s6 nghién ctru da ching minh dugc tac dung we ché enzym cholesterol
esterase cua cac ché pham cé chira polyphenol. Nhu vay, CKL-THV
c6 thé duoc coi 1a mot ché pham tiém ning, co tac dung tc ché enzym
cholesterol esterase t6t, gop phan 1am giam hap thu cholesterol, tir d6
gitp kiém soét cholesterol mau va hd tro chdng béo phi.

Céc két qua danh gia co ché tac dung tc ché enzym HMG-CoA
reductase va enzym cholesterol esterase trong cac thw nghiém in vitro
trén gop phan cung cap thém bang ching vé co ché tac dung diéu tri
rbi loan lipid mau va chong béo phi cia CKL-THV.



KET LUAN

1. Cao kho 14 cay Tra hoa vang Camellia hakodae Ninh an toan
trong thir nghiém déc tinh cip va déc tinh ban truong dién trén
thuc nghiém.

- CKL-THV an toan trong thir nghiém doc tinh cap trén chuot nhat
trang. Muc liéu téi da duoc sir dung 1a 12,0 g/kg/24h ma khong cé
chudt nao chét, ciing nhu khong thay c6 bat ki biéu hién bat thuong
nao, do d6 khong xac dinh duoc liéu LD5O0.

- CKL-THYV an toan trong thtr nghiém doc tinh ban truong dién trén
chugt cong trang. Cu thé, CKL-THV & cac muc liéu 0,35 va 1,05
g/kg/24h khong gay anh huéng toi sy phét trién chung cua chudt,
khong anh huong téi cac chi sb huyét hoc, sinh hda mau va chiec ning
gan, than, lach caa chudt.

2. 2. Cao kho 14 cay Tra hoa vang Camellia hakodae Ninh c6 tac
dung hd tro diéu tri béo phi va ha lipid mau

- CKL-THYV liéu 0,35 g/kg/24h va 1,05g/kg/24h c6 tac dung hd tro
diéu tri béo phi trén dong vat thuc nghiém trong thir nghiém in vivo.
Lam giam 2,55% dén 3,09% trong luong chudt béo phi, twong duong
véi orlistat va khong phu thudc vao liéu dung; Lam giam vong bung
cua chudt so vai 16 mo hinh. Tuy nhién, trong cung 16, chua lam giam
s6 do vong bung chudt béo phi trong thoi gian nghién ctu; Lam giam
trong lugng md co thé, khéng phu thudc vao liéu lwong sir dung. Tuy
nhién chwa lam giam chi sé6 m& cua co thé; Lam giam tir 1,37% dén
1,66% chi sb béo phi Lee, tdc dung nay twong dwong véi orlistat va
khong phu thuoc vao liéu dang; Lam giam trong luong tuyét dbi cac
tang tim, gan, than, lach, hiéu qua thay ddi theo liéu dang. Tuy nhién
chi ghi nhan sy giam trong luong tuong ddi cua tang gan khi sir dung
CKL-THV liéu 1,05 g/kg/24h; Lam giam céc chi s6 lipid mau TC, TG,



LDL-C, non HDL-C va ting chi s6 HDL-C. Téc dung nay kém orlistat
va hiéu qua tac dung thay doi theo lidu dung.

- CKL-THYV c6 tac dung ha lipid mau trén dong vat thuc nghiém theo
con duong noi sinh va ngoai sinh trong thir nghiém in vivo.

+ CKL-THV liéu 0,6 va 1,8 g/kg/24h lam giam céc chi s6 TC, TG,
LDL-C va non HDL-C & chugt nhit tring gay tang lipid mau ni sinh
bang P-407.

+ CKL-THV liéu 0,35 va 1,05g/kg/24h lam giam cac chi s6 TC, TG,
LDL-C, non HDL-C sém va manh hon TG trén chudt cong gay ting
lipid méu bang hdn hop dau cholesterol. CKL-THV lidu 1,05 g/kg/24h
lam ting ndng d HDL-C c6 y nghia.

- CKL-THV c¢6 co ché tac dung wrc ché enzym HMG-CoA reductase
va cholesterol esterase trong thir nghiém in vitro. Kha ning tc ché
enzym HMG-CoA reductase cia CKL-THV (IC50 = 36,37 pg/ml)
manh hon kha ning wc ché enzym cholesterol esterase (158,5 pg/ml).

KIEN NGHI

Dua trén cac két qua nghién ciru dat duoc vé doc tinh va tac dung
chdng béo phi, ha lipid mau caa cao kho 14 cay Tra hoa vang Camellia
hakodae Ninh, mot sb kién nghi dwgc dua ra nhu sau:

1- Nghién ciru thém vé co ché tac dung chéng béo phi cia CKL-
THV trén thi nghiém in vitro vé tac dung tc ché enzym lipase tuy.

2- Nghién ctu tc dung chng béo phi va diéu tri rdi loan lipid méu
cua ché pham CKL-THV trén Iam sang.
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