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1. Tém tat muc dich, ndi dung nghién ciru
Muc tiéu dai han cta dé tai 1a gop phan danh gia ngudn loi cay thudc Viét Nam
nham c6 hudng khai thac va bao ton hop ly

Muc tiéu ngian han 13 xdy dung mot hé thong céc phuong phap hién dai dé
nghién ctru hoat tinh khang phan bao va khang oxy hoa cua cay thudc Viét Nam va su
dung cac phuong phap nay dé sang loc cay thude co hoat tinh mong mudn.

Noi dung nghién ctru bao gom
- Xay dung cac phuong phéap xac dinh tac dong gy apoptosis ctia hoat chét

(khao sat ham lugng DNA toan phan va DNA phan tir luong thap, kinh hién vi
huynh quang)

- Xay dung cac quy trinh thir nghiém dya trén phuong phap flow cytometry
dé xac dinh hoat tinh khang ung thu va giai doan tac dong cua hoat chat
- Ap dung céc quy trinh da xdy dung dé sang loc thu nhan hoat chat tir chat
chiét thyuc vat
2. Két qua nghién ctru, y nghia khoa hoc dat dwoc
2.1. Két qua nghién ciru
2.1.1. Nghién ctru cic digc diém, co ché va hinh thanh quy trinh nhin biét
apoptosis bang cdac phwong phap

- Thtr nghi¢ém MTT (3 - (4,5-dimethylthiazol-2-yl) - 2,5-diphenyltetrazolium
bromide)

- Thtr nghiém Trypan Blue.

- Phuong phap tach chiét DNA toan phan va dién di (thang DNA — DNA
laddering)

- Phuong phép tach chiét DNA phan tir luvong thap va dién di.
- Phuong phap nhudém va quan sat t& bao dudi kinh hién vi phat huynh quang.

- Phuong phap Flow Cytometry (FC) voi cac quy trinh: (1) khao sat thé tich té
bao va do dac, (2) khao sat sy nguyén ven cua mang sinh chat, (3) xac dinh muc do
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bién tinh ctia bo nhiém sic thé, (4) xac dinh ham luong DNA va RNA, (5) khao sat
trang thai hoat dong ctia lysosome, (6) phat hién hién tugng sub-diploid.

Cdc két qua thu dwoc

- Xac dinh dién tién cua qua trinh apoptosis dua trén viéc khao sat dong hoc:
té bao chuyén sang apoptosis khoi dau bang sy mat nude 1am co dic té bao chat,
nhiém séc thé c6 dic va bat dau su phan cat dic hiéu tai vi tri ndi cua hai nucleosome.
Cubi giai doan gitra lysosome v& ra, din dén sy bién doi cu tric khung suon té bao,
1am té bao mat di kha nang bam dinh, dién tién cudi ciing cua apoptosis trong in vitro,
1a mang sinh chét bi v&.

- Hinh thanh quy trinh cho phép nhan biét va phan biét € bao song, t& bao
apoptosis giai doan som, gitta, mudn va t€ bao hoai tr. Quy trinh don gidn géom: thwr
nghiém trypan blue, flow cytometry véi FSC-SSC va nhuém PI (propidium iodide)
nhén biét sub-diploid, tdch chiét DNA toan phan nhén biét hién tugng thang DNA.

2.1.2. Xay dung quy trinh nhdn biét tic dong khang phan bao

Cdc phwong phap s dung

- Phuong phap bo doi (serum starvation) dé ddng bd hoa dong té bao
nudi cay

- Phuong phap flow Cytometry nhan biét ham lwong DNA véi thudc
nhuom PI.

Cdc két qua thu dwoc

- Téi uu hoa quy trinh bo doi ‘té’ bao vé : (1) ndng d6 BSA, (2) thoi gian bod
do6i nham dong b hod quan thé té bao vé pha GO/G1

- Hinh thanh quy trinh nhan biét tac dong ‘khang phan bao. D¢ tin cay cua
quy trinh dugc xac dinh trén ba hoat chat chuan camptothecin, vinblastine va
plumbagin.

- Ching minh dugc hé qua cta qua trinh khang phan bao la apoptosis. Thoi
gian chuyén doi tir khang phan bao sang apoptosis phu thudc vao hiéu qua tac dong,
thoi gian va nong do xu i ciia tac nhan doi voi dong té bao ung thu.

2.1.3. Thu nhén hop chét cé khd ning khdng phén bao

Cac hop chit c¢6 kha nang khang phan bao nhu cac hop 5:h§t tur cay Dua can
(Catharanthus roseus), Sen can (Tropaeolum majus), Khd qua (Momordica

charantia), Qéc (Momordia cochinchinensis), Trinh nt Hoang cung (Crinum
latifolium) , O1 (Psidium guajava) tur Vién Cong Ngh¢ Hoa Hoc.

2.1.4. Thu nhén, hoat héa, nuéi cdy, bio quéin 07 dong té bao ung thw

SF-268, MCF-7, NCI-H460, HeLa, EL-4 co quan NCI (National Cancer Institute -
Hoa Ky), HEp-2 va RD (Vién Pasteur Tp HCM)

2.2. Y nghia khoa hoc

Hai co ché quan trong va phd bién cua cac hoat chat khang ung thu 1a kha nang
gay khang phan bao va cam tng apoptosis. Vi vay viéc xay dung quy trinh nhan biét
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apoptosis va khang phén bao s¢ giup hiéu duoc tac dong khang ung thu cua phan 16n
cac hop chat thir nghiém. Hon thé nita, viéc hiéu rd dién tién va co ché cua qua trinh
apoptosis s& ¢ ¥ nghia rat 16n trong viéc sang loc thudc va diéu tri ung thu.

3. Y nghia thuec tién va hiéu qua ing dung trong thue tién:

La mot quéc gia nhiét doi cong vo1 duong bo bién dai, Viét Nam c6 dugc mot
ngudn tai nguyén thuc vat va sinh vét bién rat phong pha. Tai Viét Nam, cac nghién
ctru vé hoat tinh khang ung thu cua céac chat chiét ty nhién tr thuc vat va sinh vét bién
chua dugc cht ¥ hay néu c6 thi chi dya trén cac phuong phap cb truyén voi1 do tin cay
thip. Vi vay, viéc xdy dung mot quy trinh dé sang loc va nhan biét kha ning khang
ung thu duya trén tac dong khang phén bao va kha nang cam tng apoptosis la rat can
thiét. Quy trinh ching t6i xdy dung khong chi c¢6 d6 tin cdy cao ma con don gian dé
trién khai rong rii tai cac phong thi nghiém nghién ctru duoc lidu.

4. Két qua dao tao
Thac si: 02, trong d6 01 s€ bao vé vao 2006 va 01 bao vé vao 2007.

Tié:n s : 01, huéng din phy cho NCS Nguyén Ngoc Hong — cong nhén ndm
2005 - bé tai : Nghlen ctru thanh phan hoa hoc va tac dung sinh hoc cia mot sd cay
thudc hudng tac dung trén gan, chuyén nganh Hoa sinh hoc,
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tai ludn 4n tién si hop tac véi truong Dai Hoc Y Duoc TpHCM. Mot néi dung moi
dugc bd sung cho phu hop véi tién trién ctia két qua nghién ciru thyuc té 1a thu thap
thém mot s6 dong té bao ung thu mai. Piéu nay cho phép xay dung mot quy trinh sang
loc hiéu qua va ding chuan qudc té hon. Cac két qua vé dao tao, cong trinh cong bd
dam bao nd1 dung da dang ky.

pé nghi dugc tiép tuc thyc hién giai dgan ké tiép cua nghién ctru

INVESTIGATION OF ANTITUMORAL, ANTIOXYDANT EFFECTS OF
MEDICINAL PLANTS IN VIET NAM BY SOME MOLECULAR
METHODS

ABSTRACT

For long-term purpose the project aims at valorization of medicinal plants
resources in Viet Nam for conservation and sustainable use

Short-term purposes concern the establishment of modern methods to
investigate antimitotic and antioxydant activities of medicinal plants in Viet Nam and
the use of these methods to screen for bioactive substances

The project includes :

- Setting up methods to determine apoptosis causing effects of natural
substances (DNA laddering, electrophoretic analysis of low-weight cellular DNA,
fluorescent microscopy)

- Setting up flow cytometry-based methods to determine antimitotic and cell
cycle phase specificity of bioactive substances

- Use of these methods to screen bioactive substances from plant extracts
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