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H9 vd t6n nghiCn cuu sinh: Bti Thi Thu Hir

TOn lu4n 6n: "Nghi6n cftu tic dgng khing u thrpc nghiQm cta rE cri Tam th6t

(Ponax Notoginseng (Burk.) F.H. Chen, Araliaceae) trdng O Viet Nam trufc
vi sau ch6 bi6n".

Chuy6n ngdnh: Du-crc If - Dugc l6m sing Md s6: g72O2Os

H9 vir t6n c6n bQ huong ddn (hgc hem/ hoc vi):

C6n b9 hudng d6n 1: PGS. TS. Vfr M4nh Htng

C6n b0 hucrng ddnl: GS.TS. Nguy6n Thanh Hii
Co sd ddo tpo: ViQn Dugc liQu

NQr DUNG TOM rxr r,U4N AN

1. Mgc ti6u

- Nghidn cr?u 6nh hucrng cira phuong ph6p ctrti Ui6n h6p nhiQt d6n hdm luqng
saponin cria rO cri tam th6t.

- Nghi6n criu t6c dUng kh6ng u thyc nghiOm cta c6c dang cao dlnh lugng vd mQt

s6 saponin phdn lap ttr rE ct tam th6t.

- D6nh gi6 dQc tinh c6p, dQc tinh b6n trudng diSn cira cao dlnh luqng sau h6p

nhigt.

2. Phucrng ph6p nghiOn ctfru

2.1. Nghihn ctnt dnh hwong cila phuong phdp cne Udn biing hdp nhiQt ddn hdm

Inqng saponin cila rd crt tam thdt.

- Chitit *u6t, phdn lap vi x6c dinh c6u truc c6c saponin chinh c6 trong c6c mdu

tam th6t dE qua h6p vn kh6ng h6p nhiQt.

- Kh6o s6t sg bi6n d6i hirm lugng ho4t ch6t trong tam th6t tru6c vd sau khi

h6p o c6c diAu kiQn khSc nhau dung HPLC.

2.2. Nghi€n ctnt tdc dqng cua 6 saponin phdn lQp tb rd cil tam thiit vd tdc dung

khdng u thlrc nghiQm cfia 2 cao dinh luqng.

- D6nh gi6 in vitro t6c dgng kh6ng u cfia 6 saponin d5 phdn lQp dugc theo

phuong ph6p Monks A vir cQng sy (1991).
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- D6nh gi6 in vivo l<hbndng g6y clQc t6 bio vd kh6 ndng kich thich chtlt tti bao

theo chucyng trinh (apoptosis) cta cao dinh lugrng I.IP(H) tr6n ddng t6 bao ung thu
m6 1i6n ktit chuQt, sarcoma TG180. Hopt h6a vir nhan nu6i ddng tti bdo Sarcoma

TGl80. Danh gi5 khi ning g6y dQc t6 bdo cira cao <linh luqng I.[P(H) tr6n dong t6

bio Sarcoma TG180 nu6i c6y theo phuong ph6p MTT. D6nh gi6 kh6 ndng kich thich
qu6 trinh ch6t tti biro theo chuong trinh (apoptosis) cta cao dinh luqrng NP(H) tr6n

ddng t6 bio ung thu m6 li6n k6t chuQt sarcoma TG 180.

- T?o thinh c6ng m6 hinh khOi u rEn sarcoma TG 180 tr6n chuQt theo Lapis

vi cQng sg. D6nh gi6tdc dung ric ch6 ph6t tri6n u cta c6c cao dinh luqng I.[P(H)

vn NP(O); hieu luc kh6ng u theo Itokawa; X6c dinh tj' s6 ph6t tri6n khOi u (GR-
Growth Ratio); X5c dinh ti, sO ric ch6 khOi u (IR-Inhibition Ratio);

- D6nh gi|tdc dUng cira cdc cao dlnh lugng I.IP(H) vd NP(O) l6n hQ miSn dlch
cira chuQt mang khOi u rEn sarcoma TG 180 theo phuong ph6p Stefanova T.H;
E6nh giirtirc dUng ch6ng oxy ho6 theo Zhao vd cQng sU; X6c dinh thoi gian s6ng

th6m cria chuQt mang t<hOi u rin Sacoma TG 180 theo Geran vd cQng sg.

2.3. Ddnh gid dQc tinh cdp, bdn trudng didn ctn cao clinh lu.o. ng NP(H).

- D6nh gi6 dQc tinh c6p dudng rdng ctra cao dinh luqng I.IP(H) tr6n chu6t nhEt

trlng theo quy dlnh cira B9 Y t6 Viet Nam vi WHO.
C5c chi ti6u theo d6i : ThC tr4ng chung cira chuQt, c6c d6u hiQu ngQ dQc, s6

lugng chuQt ch6t o m5i tO trong vong 72 gid sau khi cho chuQt u5ng thu6c vi titip
tgc theo d6i titip trong vdng 14 ngdy.

- D6nh gi6 dQc tinh b6n trucrng di6n cta cao dinh luqng NP(H) tr6n chuQt c6ng

trlngtheo quy dinh 141 cria B0 y te Viet Nam vir cria WHO; Chi ti6u: Th6 tr4ng

chung ctra chuQt, c6c d6u hiQu ngQ dQc, it nhitZ lAn/ngdy, dAu budi s5ng vd cu6i

bu6i chiAu. Trgng lugng co th6, huyiSt hoc vi sinh h6a m6u chuQt dugc d6nh gi|tqi
c6c thdi di6m *u6t ph6t, ngay thf 30, 60 vi 90. Vdo cu6i thdi di6m ngey thf 90,

dQng v4t dugc gi6t vi phSu tich di5 d6nh gi6 dai th6 vi ldm ti6u b6n nhuQm FIE dO

d6nh gi6 vi th6 md gan, l6ch, th4n cira chugt 6 c6c 16.

f. X6t qui chfnh vir k6t lufn

3.1. Anh hu0ng cfia phucrng ph6p ctr6 Ui6n qua hdp nhiQt tl6n hirm tugng

' cfr tam th6tsaponrn cua re cu tam rnal
Tir cao n-buthanol ctra dich chitit MeOH S}yo,dd phdn lpp ctugc 4 hW chdt ti

rE cri Tam th6t chua qua h6p nhiQt lir ginsenosid Rgl (l), ginsenosid Re (2),

ginsenosid Rd (3) vn ginsenosid Rbl (4) vd 2 hqp chdt ginsenosid Rg3 (5) vd

ginsenosid Rhl (6) tt rE cu Tam th6t sau khi h6p 0 120oC trong 8h.

Kh6o s6t thoi gian h6p, nhiqt dQ h6p (1000C, 1200C), v6i mdu tam thAt tuoi

ho{c kh6, him lugnB c6c saponin chinh trong tam th6t chua xri l1f qua h6p hoi
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n6ng ld Rgl, Rbl vir Rd, Re gi6m dAn; hdm lugng c6c saponin m6i nhu Rhl vd

Rg3 ting l6n 16 rQt.

Lga chsn dugc di6u kiQn cn6 Uii5n hdp nhiQt di5 cho hdm lugng Rhl vd Rg3

cao nh6t ld: m6u kh6, h6p l2OC trong 8h.

Dd bdo ch6 hai logi cao dinh luqng I.{P(O) ttr tam th6t chua h6p vd cao dlnh
lugng I.IP(H) ttr tam th6t da h6p, v6i hiQu su6t chi6t cao vd hdm luqng saponin

trong cao.

3.2. T6c dgng khing u thgc nghiQm crta 2 d?ng cao dinh lugng vir mQt s5

saponin phin I$p tir 16 cfr tam th6t.
- Tdc dUng khdng ung thu cila 6 saponin dd phdn lQp vd 2 loqi cao dinh lueng

NP(O), NP(H) trOn mQt t6 ddrg tii bdo ung thu ngudi.
So s6nh ho4t tinh in vitro r6n 6 dong t6 bao ung thu nguoi HT2g, HepG2, RD

vd MCF7, SK LU-l vi ,4'549 ho4t tinh cria hai saponin Rg3 vd Rhl thu dugc tir
tam th6t di qua h6p nhiQt c6 t6c dung mqnh hon so voi 4 saponin Rgl, Re, Rd vi
Rbl thu dugc khi nguyCn liQu kh6ng qua h6p nhiet. Hodn todn th6 hiQn cung chiAu

hu6ng khi so s6nh hopt tinh cria cao dinh lugng qua h6p nhiQt }.IP(H) c6 trlc dung
mpnh hon cao dinh luqng chua qua h6p nhiQt }.IP(O).

- Dd chdmg minh khd ndng klch thich apoptosis cila cao dinh luqng NP(H) trln
ddng tii bdo ung thr m6 liOn kdt chu/t sorcomo TGt80.

NP(H) tric dpng g6y dQc vdi t6 bdo Sarcoma TGl80, v6i gi6 tr! ICso thu dugc:
ICso:206,65+ I 0, I I pglml.

I.IP(H) o rdng dd 103,3pg c6 t6c dung cAm img vd kich thich t6 bdo Sarcoma

TGl80 ch6t theo chuong trinh apoptosis ngay tri giai do4n s6m thd hiQn tj' lQ

duong tfnh r5t cao: tqi thoi di6m 24htdng 134,406 vd 48h ld lg3,4yo, *6p xi tdng

2OO% so v6i aOi ctrung.

- Tdc dUng khdng u trdn thryc nghiQm in vivo

TrCn m6 hinh chuQt mang u sarcoma TG 180, cao dlnh luqng NP(H) c6 t6c

dung kh6ng ti5 bao ung thu t6t ldm gi6m kfch thudc khOi u, t[ng cu]ng mi6n dich,

ch6ng oxy ho6 b6o vQ gan, k6o dai thdi gian sdng th€m cua chuQt mang u. Ctrctdc

dUng ndy cria cao dlnh lugng I.IP(H) ddu mpnh hon so v6i cua cao dlnh lugng

|rP(o).
3.3. DQc tinh c6p, dQc tinh bin trulng di6n ctia cao ilinh lugng NP(H)

- D\c tinh ciip: Chua tim th6y LD50 ctra cao dinh luqng NP(H) theo dubng

u6ng tr6n chuQt nhit tring. V6i mr?c lidu cao nh6t co th6 cho chugt.r6t g trong24
gio ld 6000 mg/kg th6 trgng dd kh6ng thi5 hign dQc tinh c6p.

- Dqc tinh bdn truong di6n: Khi cho chugt 
"6ng 

t erg u6ng cao dinh lugng I.IP(H)

vor2mtc liAu li 20Omg/kg/ngiry vi 90Omg/kg/ngiy li6n t1rc trong 90 ngdy tld kh6ng

anh huong toi sg ph6t tri€n cdn nqng vir hopt itQng ctra chuQt, kh6ng inh huong toi c6c

chi s6 huyi5t hqc (sO lugng h6ng c6u, hemoglobin, hematocrit, th6 tich trung binh h6ng
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"Au, 
rd luqmB b4ch cAu vir s6 lugng ti6u cAu); sinh h6a (AST, ALT, creatinin, albumin

vdr cholesterol) vd hinh th6i dai th6 cfing nhu vi th6 gan, l6ch vd thpn.
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