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Tém tit:

Trong khuén khé hop tdc quéc té Phdp — Viét gita Vien KH&CN Viét Nam véi
Trung tém Nghién ciru Khoa hoc Quéc gia Phdp “Nghién citu hod hoc tham thue
vat Viét Nam”, 3 cdy thudc ho Théau dau (Euphorbiaceae) da duwoc lwa chon dé
nghién citu thanh phan héa hoc sau khi ¢é két qua thu hoat tinh sinh hoc so bé.
Tir cdy Cach hoa déng duong (Cleistanthus indochinensis Merr. ex Croiz), Cdy
sang bu (Macaranga kurzii (Kuntze) Pax et Hoffm.) va cdy Bach dan nam
(Macaranga tanarius (L.) Muell -Arg), ching t6i da phdn Idp v xdc dinh cdu tric
duoc 57 hop chdt trong dé c6 22 chat méi. Cdc hop chét dwoc thir hoat tinh sinh
hoc, két qua cho thdy mét s6 hop chdr thé hién hoat tinh chéng ung thi, hoat tinh
chong sét rét va hoat tinh irc ché enzym Acetylcholinesterase rdt (61, Trong do co
hop chat cleistantoxin chiém ham lwong tuwong doi cao dwoc dimg dé ban 16ng
hop ra cdc dan xudt khdc nham tim kiém cdc hop chat ¢é cdu triic bén hon va ¢
hoat tinh cao hon nhuw la tién chdt dé tao ra céc thuée chong ung fhlf Chung 16i
chuan bi giri dang 4 bai bdo trén cdc tap chi chuyén nganh quéc té vé cdc két qua
thu duoc.

Abstract:

In the framework of scientific cooperation between the VAST, Vietnam and the
CNRS, France on phytochemical study of the Vietnamese flora, three plants,
Cleistanthus indochinensis Merr. ex Croiz, Macaranga kurzii (Kunize) Pax et
Hoffm., and Macaranga tanarius (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, HMQOC,
HMBC). Somme compounds exhibited Acetylcholinesterase (ACHE) inhibitory

activities, antiplasmodium activity against PFcBI and cytotoxic activity against
cancer human cell line.

109


mailto:dtmhuong@ich.vast.ac.vn

Tiéu ban cdc chat ¢6 hoat tinh sinkh hoc ISBN: 978-604-913-012-0

I. PAT VAN PE

Ho thau dau (Euphorbzaceae) a mot trong nhimg ho 1én va phuc tap nhat trong hé
thuc vat Viét Nam ciling nhu trén thé gidi. Theo hé thon g phan loai cua nhiéu tac 14, ho Thau
dau thude 16p Ngoc lan, phan 16p S, lién bd Thau dau, bd Thau dau [1,2]. Trén thé giéi, ho
Théau dau c6 khoang 300 chi véi 8.000 loai, con ¢ Viét Nam ho Théau dau co 79 chi v6i 459
loai. Chi Macaranga va chi Clezstanthus la 2 chi thudc ho thau dau thuong phan bd & cac
vung nhiét doi, cuu luc dia [1-4]. Mot sé cbng trinh nghién ctru trén thé gisdi cho thdy day la
hai chi chira nhiéu hop chét c6 hoat tinh sinh hoc 1y thu nhu hoat tinh chéng ung thu, chéng
oxy héa, khang vi sinh vat kiém dinh.... [5-9].

C6 nhiéu phuong phap tlep can dé thuc hién viéc nghién ctru hoa thuc vét, nhu lua
chon cay su dung trong y hoc ¢o truyén, lura chon cy theo ho va chi, lua chon cay dua theo
viéc sir dung dé tri bénh cua dong vét va lua chon cay theo két qua thtr hoat tinh sinh hoc.
Trong d6 viéc lua chon cay dé phan lap cac hoat chét theo cac phép thir sinh hoc dan duong la
phuong phap nghién ctru ¢o tinh dinh hucmg cao va cho phep dat dugc két qua trong thoi gian
nhanh nhét. Trong khudn khd hop tac quoc té Phap Viét vé€ “Nghién cvru hod thuc var tham
thuc vat Viét Nam”, chung toi da lua chon mot s6 loal nghién ctru dua theo két qua thir hoat
tinh sinh hoc so bd. Cac phén doan chi ra c6 hoat tinh sé€ duogc tlep tuc tinh ché dé thu dugc
cac chat sach. Céc chat sach s& dugc kiém tra hoat tinh sinh hoc dé khang dmh lai hoat tinh da
thur trong cac phan doan. Trong khudn kho bai bao nay, ching td1 cong bé vé mot sb két qua
tiéu bidu trong viéc phan lap, xac dinh cau tric va thir hoat tinh sinh hoc cta céc chét ¢co trong
la va qua Cleistanthus indochinensis Merr. ex Croiz, 14 cdy Macaranga kurzii (Kuntze) Pax et
Hoffm., va qua cAy Macaranga tanarius (L.) Muell.-Arg.) dua theo theo cac phép thu sinh
hoc dan duong.

II. KET QUA NGHIEN CUU VA THAO LUAN
1. Thu hdi, chiét mbu va thir hoat tinh sinh hoc so bd

M3&i mot bo phan cia cdy sau khi sdy kho, xay nho (14 150 g, than 200 g, qua 50 g,
hoa 30 g) dugc ngadm chiét siéu 4m vé6i EtOAc (30 phut x 3 lén). Dich chiét duoc cét loai
dung méi dudi ap suat giam, sau dé hoa tan bang hon hop EtOAc-MeOH (50:50), loc qua
cOt polyamit. Phuong phap nay duoc thuc hién trong chan khéng vdi muc dich loai bd tanin
va polyphenol do cac hop chat nay thuong cho két qua duong tinh gia khi khao sat hoat tinh
sinh hoc.

Bang 1. Két qua thir hoat tinh sinh hoc dich chiét EtOAc cua 3 loai C. indochinensis, M.
kurzii va M. tanarius

Dich chiét EtOAc Gia tri % tGc ché Gia tri % wc ché | Gid tri % uc ché
su phat trién cua té enzym KST sét rét
bao ung thu KB acetylcholinesterase Plasmodium
Jalciparum
La cay C. indochinensis 30% (1 ug/ml) 6% (100 pg/ml)
| Than cdy C. indochinensis - 9% (100 pg/ml)
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Qua cay C. indochinensis

94% (1 pg/ml)

29% (100 pg/ml)

3,5% (10 ug ml)

Lacay M. kurzii

21,6% (1 ug/ml)

38 % (10 pug/ml)

84,5%(10 ug'ml)

Théan cay M. kurzii

Hoa cay M. kurzii

21,1% (1 ug/ml)

39,8% (10 ug/ml)

La cay M. tanarius

6% (10 pug/ml)

Than cdy M. tanarius 21,5% (1 ug/ml) - -

Qua cay M. tanarius 62,7% (1 ug/ml) 65,5% (10 ug/ml) -

(-) : Khong cé hoat tinh

Két qua thtr hoat tinh so bd dich chiét EtOAc cac b phén cua 3 loai C. indochinensis,
M. kurzii va M. tanarius cho thiy dich chiét etyl axetat cua 1a C. indochinensis, qua ciy C.
indochinensis va qua cady M. tanarius thé hién hoat tinh wc ché su phat trién dong té bao ung
thu biéu mé KB tdt nhat. La cAy M. kurzii va qua ciy M. tanarius c6 hoat tinh trc ché enzym
acetylcholinesterase véi gid tri % uc ché 1an luot 1a 38 va 65,5% & ndng d6 10 pg/ml. Con dbi
voi hoat tinh chéng sdt rét trén ky sinh trung Plasmodium falciparum, thi 1a cay M. kurzii thé
hién hoat tinh cao hon ca véi gia tri % wc ché 13 84,5 % o néng d6 10 pg/ml (xem bang 1). L4
va qua C. indochinensis, 14 cdy M. kurzii va qua cdy M. tanarius da dugc nghién ctru thanh
phén hda hoc va thir nghiém hoat tinh sinh hoc nham xac ding céc chét/lc’yp chét tao ra hoat
tinh sinh hoc ctia cac mau thuc vat nay.

2. Két qua phan lap, xac dinh cdu tric va thir hoat tinh sinh hoc cac hop chat
* Cay Cach hoa dong dwong (C. indochinensis Merr. ex Croiz)

Cay Céch hoa dong duong la loai cdy gd nho, thu hdi & Quy Chau — Nghé An vao
thadng 5 nam 2003. Tu l4 ctia cdy Céch hoa dong duong, ching t61 da phén lap va xdc dinh cau
tric ctia 16 hop chét, trong do c¢6 4 hop chit tecpenoit méi (1-4). Dac biét hop chat 4 1a mot
tritecpen ¢6 khung cdu triic méi véi hé spiro giita hai vong D va E. Tlr qua cdy Céach hoa dong
duong, ching t6i da phan lap va xéac dinh cau tric ctia 11 hop chét trong d6 co 9 hop chat
lignan madi (5-13). T4t ca cac hop chat sach duoc thir hoat tinh sinh hoc, két qua cho thdy hop
chét lignan cleistantoxin (5) c6 hoat tinh tot nhat, hop chét nay tic ché rdt manh su phat trién
cla cac dong té bao ung thu khac nhau nhu dong té bao ung thu biéu md KB, ung thu vu
MCF7, ung thu dai trang HT-29 véi gia tri 1Csp nim trong khoang 14-36 nM. Ddc biét thu vi
la chit nay t6 ra hiéu qua hon trén dong té bao ung thu vi khang thude (MCE7R: ICs, 14
nM) so véi dong té bao ung thu va thuomg (MCF7: ICsq, 36 nM). Mot diém thu vi nira la hop
chat cleistantoxin (5) duoc ching tdi phan lap tir qua cdy Cleistanthus indochinensis ¢ ham
luong tuong ddi cao chiém 0,15-0,2% so vdi trong luorng mau qua khd. Chinh vi vay, chl'mg
t01 dang tlep tuc nghlen cuu ban tong hop céc dan xuat méi cua cleistantoxin nham tim kiém
cac hop cht ¢ cAu triic bén hon va ¢6 hoat tinh cao hon nhu 14 tién chét dé tao ra cac thubc
chéng ung thu.
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Hinh 1. Cac hop chit méi dugc phén lap tir cay Cleistanthus indochinensis
* Cay sang bu (Macaranga kurzii (Kuntze) Pax et Hoffm.)

M. kurzii ¢6 tén Viét Nam la cdy sang bu hay con goi la Ba soi 14 c6 dudi, day la loai
cay gd nho cao tlr 3-8 m, c6 khi dang cdy bui, 14 don moc so le, phién 14 hinh trai xoan-tam
giac, c6 16ng hoac khong 16ng. Trong y hoc dan gian, canh va 1& cdy M. kurzii duge dung lam
thudc boi tri 16 loét [4]. Tir cac phan doan co hoat tinh cta 14 loai M. kurzii thu hai tai Tram
T4u, Yén Bai, chung toi da phén l4p va xac dinh cdu tric cua 19 hop chét trong d6 ¢6 5 hop
chit méi (21-25). Két qua thir so bd hoat tinh sinh hoc cac hop chit phan 1ap duoc tir 14 cay
nay rat thu vi, hop chit 26, 17 18, va 24 thé hién hoat tinh trc ché enzym acetylcholinesterase
tot. Hop chét 14, 24 va 25 ¢6 hoat tinh tc ché su phat trién cua té bao ung thu KB, déc biét la
hop chat 24 véi gia tri % uc ché >98% trong ca 3 1an thir & ndng d6 10° M (xem béang 2).

R g 2y qg@

14 R.x 17:Ry=H: Ry= 7=
15R, H.R, »1/\)\ 18:Ry= ;=L Ry=H

Hinh 2. Mét s6 hop chit duoc phan 1ap tir 14 cdy sang bu
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Bang 2. Mot sé hop chét ¢6 hoat tinh dugc phan 1ap tir la c&y Macaranga kurzii

Hop chdt | Gi4 tri % wc ché su phat trién cua té Gia tri % tc ché enzym
bao ung thu KB & nong do 10°M acetylcholinesterase
(3 lan thir) (2 14n thu)

17 28/25/5 70/70
18 4/4/9 70/70
14 52/69/47 0/0

24 100/100/98 90/90
25 43/36/22 10/10
26 27/9/0 90/90

* Cdy Bach dan nam (Macaranga tanarius (L.) Muell.-Arg.)

Cay Bach dan nam duoc thu hai tai A Ludi, tinh Thira Thién Hué. Trong y hoc cb
truyén, 14 cdy duoc sir dung dé chira ly, sét, ré cdy dung dé cAm mau va chira bénh ho ra
mau, vo cdy duoc dang cho phu nit sau khi sinh. O Nam Xumatra, nguoi ta cho qua cay
nay vao dau co khi dang ndu dé lam cho dudng co duoc trang hon [4]. Tu qua cua loai M
tanarius, chung t61 da phan lap va xac dinh céu tric cta 11 hop chét trong d6 c6 4 hop chét
méi ¢6 cu tric tha vi (27-30). Céc chét nay da duoc gui sang Vién Hoa hoc Céac hop chit
thién nhién — CNRS Cong hoa Phép dé thir hoat tinh.

Hinh 3. Mot s6 hop chét duge phan 1ap tir qua cdy Macaranga tanarius

III. KET LUAN

Tir 3 loai thuc vat thudc ho thau dau cta Viét Nam, bang phuong phap thur hoat tinh
sinh hoc dan duong, chung to1 da phén 1ap va xac dinh chu triic cua 57 hop chat trong do6 ¢6
22 chét mdi. Mot s6 hop chét _phén lép duoc, thé hién hoat tinh rét tbt, ddy ciing 1a co so cho
viéc ban téng hop cac dan xuit mdi nhim tim kiém cac hop chit ¢6 hoat tinh cao hon, wu viét
hon dono th01 CacC ket qua nay cling gép phan khang dmh cac cong dung da duoc su dung
trong y hoc co truyen va ¢6 thé 1am co s& cho viéc bao tdn va phat trién nguon thuc vat, duoc
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liéu & nude ta. Vo1 cac két qua thu duge trén day, 4 bai bio dang duoc chuén bi gui dang trén
céc tap chi chuyén nganh quoc té.

Lol cam on:

Céng trinh nay dugc hoan thanh véi su tai trg cia Du 4n Phap-Viét. C4c tac gia xin chan
thanh cam on ThS. Nguyén Quédc Binh va TS. Tran Dinh Dai trong viéc thu hai mau va xac
dinh tén cay.
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