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Tom tat: 

Trong khudn khd hgp Idc qudc le Phdp - Viet giira Vien KH&CN Viet Nam v&i 
Trung tdm Nghien cuu Khoa hgc Qudc gia Phdp "Nghien ciru hod hgc thdm thuc 
vdt Viet Nam ", 3 cdy thudc hg Thdu ddu (Euphorbiaceae) da dugc lua chgn di 
nghien ciru thdnh phdn hda hgc sau khi cd kit qud thu hogt tinh sinh hgc so bd. 
Tir cdy Cdch hoa ddng dirong (Cleistanthus indochinensis Merr. ex Croiz), Cdy 
sdng bii (Macaranga kurzii (Kunize) Pax et Hoffm.) vd cdy Bgch ddn nam 
(Macaranga tanarlus (L.) Muell.-Arg), chiing tdi dd phdn lap vd xdc dinh cdu tnic 
dugc 57 hgp chdt trong dd cd 22 chdt m&i. Cdc hgp chdt dugc thir hogt tinh sinh 
hgc, kit qud cho thdy mdt sd hgp chdl the hien hogt linh chdng ung thu, hogt linh 
chdng sdt ret vd hogt tinh irc chi enzym Acetylcholinesterase rdt Idt. Trong dd cd 
hgp chdl clelstanloxin chiim hdm lugng tuang ddi cao dugc diing de bdn tdng 
hgp ra cdc ddn xudt khdc nhdm lim kiim cdc hgp chdt cd cdu triic bin han vd cd 
hogt tinh cao han nhu Id lien chdt de tgo ra cdc thudc chdng ung thu. Chimg Idi 
chudn bi giri ddng 4 bdi bdo tren cdc tgp chi chuyin ngdnh qudc le ve cdc kit qud 
thu dugc. 

Abstract: 

In the framework of scientific cooperation between the VAST, Vietnam and the 
CNRS, France on phytochemical study of Ihe Vietnamese fiora, three plants, 
Cleistanthus indochinensis Merr. ex Croiz, Macaranga kurzii (Kiintze) Pax el 
Hoffm., and Macaranga lanarius (L.) Muell.-Arg.) were selected for their 
biological activity. From these plants, 22 new structures and 35 known 
compounds were isolated. Their structures were elucidated by using IR, MS and 
NMR spectroscopic methods, including 2D NMR spectroscopy (COSY, HMQC, 
HMBC). Somme compounds exhibited Acetylcholinesterase (ACHE) inhihilury 
aclivilies, aniiplasmodium activity against PFcBl and cytotoxic activity against 
cancer human cell line. 
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I. DAT VAN DE 

Ho thdu ddu {Euphorbiaceae) la mot trong nhiing ho Idn va phiic tap nhat trong he 
thuc vat Viet Nam ciing nhu tren the gidi. Theo he thdng phan loai ciia nhieu tac gia, ho Thau 
ddu thudc ldp Ngoc lan, phan Idp Sd, lien bd Thau dau, bd Thau dau [1, 2]. Tren the gidi. ho 
Thdu ddu cd khoang 300 chi vdi 8.000 loai, cdn d Viet Nam ho Thdu ddu cd 79 chi vdi 459 
loai. Chi Macaranga va chi Cleistanthus la 2 chi thudc bo thau dau thudng phan bd d cac 
vimg nhiet ddi, cim luc dia [1-4], Mot sd cdng trinh nghien ciiu tren the gidi cho thay day la 
hai chi chira nhilu hgp chdt cd boat tinh sinh hoc ly thu nhu boat tinh chdng ung thu, chdng 
oxy hda, khang vi sinh vat kiem dinh.... [5-9]. 

Cd nhilu phuong phap tilp can dl thuc hien viec nghien cim boa thuc vat, nhu lira 
chon cay sir dung trong y hoc cd truyin, lira chon cay theo bo va chi, lira ebon cay dua theo 
viec sir dung dk tri benh ciia ddng vat va lira ebon cay theo ket qua thir boat tinh sinh hoc. 
Trong dd viec lira ebon cay dl phan lap cac boat chdt theo cac phep thir sinh hoc dan dudng la 
phuong phap nghien cim cd tinh dinh hudng cao va cho phep dat dugc ket qua trong thdi gian 
nhanh nhdt. Trong khudn khd hgp tac qudc tl Phap - Viet ve ""Nghien ciru hod thuc vdt tham 
thuc vgt Viet Nam'\ chiing tdi da lira chon mot sd loai nghien cuu dua theo ket qua thir boat 
tinh sinh hoc so bd. Cac phan doan chi ra cd boat tinh se dugc tiep tuc tinh che de thu dugc 
cac chdt sach. Cac chdt sach se dugc kilm tra boat tinh sinh hoc de khang dinh lai boat tinh da 
thir trong cac phan doan. Trong khudn khd bai bao nay, chimg tdi cdng bd ve mot sd ket qua 
tieu bilu trong viec phan lap, xac dinh cdu true va thir boat tinh sinh hoc cua cac chat cd trong 
la va qua Cleistanthus indochinensis Merr. ex Croiz, la cay Macaranga kurzii (Kuntze) Pax et 
Hoffm., va qua cay Macaranga lanarius (L.) Muell.-Arg.) dua theo theo cac phep thir sinh 
hoc dan dudng. 

II. KET QUA NGHIEN CUtJ VA THAO LUAN 

1. Thu hdi, chiit mdu vci thu hoat tinh sinh hgc so bg 

Mdi mot bd phan ciia cay sau khi say khd, xay nhd (la 150 g, than 200 g, qua 50 g, 
hoa 30 g) dugc ngam chiet sieu am vdi EtOAc (30 phut x 3 lan). Dich chiet duge eat loai 
dung mdi dudi ap suat giam, sau dd hoa tan bang hdn hgp EtOAc-MeOH (50:50), loc qua 
cot polyamit. Phuong phap nay dugc thuc hien trong chan khdng vdi muc dich loai bd tanin 
va polyphenol do cac hgp chat nay thudng cho ket qua duong tinh gia kbi khao sat boat tinh 
sinh hoc. 

Bang 1. Ket qua thir boat tinh sinh hoc dich chiet EtOAc cua 3 loai C. indochinensis, M. 
kurzii va M. lanarius 

Dich chiit EtOAc 

La cay C. indochinensis 

Than ca\ C. indochinensis 

Gia tri % irc che 
sir phat trien cua te 

bao ung thu KB 

30% (1 ng/ml) 

-

Gia tri % lie che 
enzym 

acetylcholinesterase 

6%(100ng/ml) 

9%(100|ig/ml) 

Gia tri % lic che 
KST sdt ret 
Plasmodium 
falciparum 

-

-
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Qua cay C. indochinensis 

La cay M. kurzii 

Than cay M kurzii 

Hoa cay M kurzii 

La cay M lanarius 

Than cay M lanarius 

Qua cay M lanarius 

94% (1 ug'mi) 

21,6% (1 ng/ml) 

-

21.1% (1 ^ig/ml) 

-

21,5% (1 ng/ml) 

62,7% (1 ng/ml) 

29%(100ng/ml) 

38%(10ng/ml) 

-

-

6%(10|ig/ml) 

-

65,5%(10^g/ml) 

3.5°/o(10)igml) 

84,5%(10 |ig ml) 

-

39.8%(10ng/ml) 

-

-

-

(-) : Khdng cd boat tinh 

Ket qua thir boat tinh so bd dich chiet EtOAc cac bd phan ciia 3 loai C. indochinensis, 
M. kurzii vd M. lanarius cho thay dich chiet etyl axetat ciia la C. indochinensis, qua cay C 
indochinensis vd qua cay M. lanarius the hien boat tinh li'c che su phat trien ddng te bao ung 
thu bieu md KB tdt nhat. La cay M. kurzii va qua cay M. lanarius cd boat tinh lie che enzym 
acetylcholinesterase vdi gia tri % ire che Ian lugt la 38 va 65,5% d ndng do 10 pg/ml. Cdn ddi 
vdi boat tinh chdng sdt ret tren ky sinh triing Plasmodium falciparum, Ihi la cay M. kurzii the 
hien boat tinh cao bon ca vdi gia tri % lic che la 84,5 % d ndng do 10 pg/ml (xem bang 1). La 
va qua C. indochinensis, la cay M. kurzii va qua cay M. tanarlus da dugc nghien cim thanh 
phan hda hoc va thir nghiem boat tinh sinh hoc nham xac ding cac chat/ldp chat tao ra boat 
tinh sinh hoc ciia cac mau thirc vat nay. 

2. Ket qua phan lap, xac djnh cau triic va thir hoat tinh sinh hgc cac hop chat 

* Cay Cach hoa dong duong (C indochinensis Merr. ex Croiz) 

Cay Cach hoa ddng duong la loai cay gd nhd, thu bai d Quy Chau - Nghe An vao 
thang 5 nam 2003. Tir la ciia cay Cach hoa ddng duong, chiing tdi da phan lap va xac dinh cau 
true ciia 16 hgp chat, trong dd cd 4 hgp chat tecpenoit mdi (1-4). Dac biet hgp chat 4 la mot 
tritecpen cd khung cau true mdi vdi be spiro giira hai vdng D va E. Tir qua cay Cach hoa ddng 
duong, chiing tdi da phan lap va xac dinh cau true ciia 11 hgp chat trong dd cd 9 hgp chat 
lignan mdi (5-13). Tat ca cac hgp chat sach dugc thir boat tinh sinh hoc, ket qua cho thay hgp 
chat lignan cleistantoxin (5) cd boat tinh tdt nhat, hgp chat nay ire che rat manh sir phat trien 
cua cac ddng te bao ung thu kbac nhau nhu ddng te bao ung thu bieu md KB, ung thu vu 
MCFy, ung thu dai trang HT-29 vdi gia tri IC50 ndm trong khoang 14-36 nM. Dac biet thu vi 
la chat nay td ra bieu qua bon tren ddng te bao ung thu vii khang thudc (MCF7R: IC50, 14 
nM) so vdi ddng te bao ung thu vu thudng (MCF7: IC50, 36 nM). Mot diem thu vi niia la hgp 
chat cleistantoxin (5) dugc chiing tdi phan lap tir qua cay Cleistanthus indochinensis cd ham 
lugng tuong ddi cao chiem 0,15-0,2% so vdi trong Iugng mau qua khd. Chinh vi vay, chung 
tdi dang tiep tuc nghien cim ban tdng hgp cac dan xuat mdi ciia cleistantoxin nham tim kiem 
cac hgp chat cd cau true ben hon va cd boat tinh cao hon nhu la tien chat de tao ra cac thudc 
chdng ung thu. 
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Hinh 1. Cac hgp chat mdi dugc phan lap tii' cay Cleistanthus indochinensis 

* Cay sang bii (Macaranga kurzii (Kuntze) Pax et Hoffm.) 

M. kurzii cd ten Viet Nam la cay sang bii hay cdn goi la Ba soi la cd dudi, day la loai 
cay go nhd cao tir 3-8 m, cd kbi dang cay bui, la don moc so le, phien la binh trai xoan-tam 
giac, cd ldng hoae khdng ldng. Trong y hoc dan gian, canh va la cay M. kurzii dugc dimg lam 
thudc bdi tri Id loet [4]. Tir cac phan doan cd boat tinh ciia la loai M. kurzii thu hai tai Tram 
Tau, Yen Bai, chung tdi da phan lap va xac dinh cau triic ciia 19 hgp chat trong dd cd 5 hgp 
chat mdi (21-25). Ket qua thir so bd boat tinh sinh hoc cac hgp chat phan lap dugc tir la cay 
nay rat thu vi, hgp chat 26, 17 18, va 24 the hien boat tinh lie che enzym acetylcholinesterase 
tdt. Hgp chat 14, 24 va 25 cd boat tinh irc che sir phat trien ciia te bao ung thu KB, dac biet la 
hgp chat 24 vdi gia tri % ire che >98% trong ca 3 Ian thir d ndng do 10"̂  M (xem bang 2). 

Hinh 2. Mdt sd hgp chdt dugc phan lap tir la cay sang bii 
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Bang 2. Mdt sd hgp chdt cd boat tinh dugc phan lap tir la cay Macaranga kurzii 

Hgp chat 

17 

18 

14 

24 

25 

26 

Gia tri % lie cbl sir phat trien ciia te 
bao ung thu KB d ndng do 10' M 

(3 Idn thir) 

28/25/5 

4/4/9 

52/69/47 

100/100/98 

43/36/22 

27/9/0 

Gia tri % lie che enzym 
acetylcholinesterase 

(2 Idn thir) 

70/70 

70/70 

0/0 

90/90 

10/10 

90/90 

* Cdy Bach ddn nam (Macaranga tanarlus (L.) Muell.-Arg.) 

Cay Bach dan nam dugc thu hai tai A Ludi, tinh Thira Thien Hue. Trong y hoc cd 
truyen, la cay dugc sir dung de chira ly, sdt, re cay dimg de cam mau va chiia benh ho ra 
mau, vd cay dugc diing cho phu nir sau kbi sinh. O Nam Xumatra, ngudi ta cho qua cay 
nay vao dau co khi dang nau de lam cho dudng co dugc trang hon [4]. Tir qua ciia loai M 
lanarius, chiing tdi da phan lap va xac dinh cau true ciia 11 hgp chat trong dd cd 4 hgp chat 
mdi cd cau true thii vi (27-30). Cac chat nay da dugc giri sang Vien Hda hoc Cac hgp chat 
thien nhien - CNRS Cdng boa Phap de thir boat tinh. 

Hinh 3. Mdt sd hgp chat dugc phan lap tir qua cay Macaranga tanarlus 

III. KET LUAN 

Tir 3 loai thuc vat thudc bo thau dau ciia Viet Nam, bang phuong phap thir boat tinh 
sinh hoc dan dudng, chiing tdi da phan lap va xac dinh cau true cua 57 hgp chat trong dd cd 
22 chdt mdi. Mot sd hgp chat phan lap dugc, tbi hien boat tinh rdt tdt, day cung la co sd cho 
viec ban tdng hgp cac ddn xuat mdi nham tim kilm cac hgp chdt cd boat tinh cao hon, uu viet 
hon ddng thdi cac ket qua nay cung gdp phdn khdng dinh cac cdng dung da dugc sir dung 
trong y hoc cd truyen va cd the lam co sd cho viec bao tdn va phat triln ngudn thuc vat, dugc 
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lieu d nude ta. Vdi cac ket qua thu dugc tren day, 4 bai bao dang dugc chudn bi gui dang tren 
cac tap chi chuyen nganh qudc te. 

Loi cam on: 

Cdng trinh nay dugc hoan thanh vdi sir tai trg cua Du an Phap-Viet. Cac tac gia xin chan 
thanh cam on ThS. Nguyen Qudc Binh va TS. Tran Dinh Dai trong viec thu hai mau va xac 
dinh ten cay. 
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