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NGHIEN CUU QUI TRINH CONG NGHE CHIET TACH, XAC DINH CAU TRUC VA
HOAT TINH SINH HQC CUA MOT SO THANH PHAN TRONG CAY CHAY
BAC BQ (ARTOCARPUS TONKINENSIS A. Chev. Ex Gagnep.)

NGUYEN THE ANH, HO NGOC ANH,
TRINH THI THUY, TRAN VAN SUNG

Vién Héa hoc
TRAN MINH HOT
Vién Sinh thdi va Tai nguyén sinh vit

Cay Chay bic bd (Artocarpus tonkinensis A. Chev. Gagnep., ho Dau tam (Moraceae) la mot
cdy gb to, cao dén 15m, than nhin, moc thang, phén canh nhiéu. L4 moc so le, xép thanh hai hang,
mit trén nhin béng, mat dudi c6 Iéng ngdn mau hung trén cac duong gan, phién hinh trai xoan
hay bau duc dai 7-12¢m, rong 3 -7em, dau nhon goc tron, gin ndi rd. Hoa don tinh cung gbe.
Qua phtrc gin tron, cubng ngin-mau vang, thit mém, mau hdng, vi chua: Hat to,-chira nhiéu nhua
dinh. Hoa thang 3-4; qua 7-9. Cay moc ty nhién trong rimg thir sinh & mét sé tinh phia Bac (Ha
Giang, Bic Giang, Thanh Hoéa, Ngh¢ An...) va dugc trong trong vudm nha dé lay qua lam gia vi
ché bién thuc phdm, r& ding d& &n trdu. Qua c6 vi chua, tinh binh, c6 tac dung cam mau va thanh
nh1¢t tri phdi néng, ho ra mau, chay méu miii, dau hong chi cin lay 5-7 qua chay ép ldy nudc
uong. Qua chin dung an tuoi, nau canh chua va c6 tac dung khai vi glup tidu héa tét. Theo kinh
nghiém dén gian 14, ré chay sic udng c¢é thé chira dugc dau lung, moi g0i va dic biét 1a bénh liét.
Ngoai ra, 14 chay con ¢6 tac dung chita cac benh 6 nguyén nhin tu mién, chéng thai manh da
ghep. Hat chay ¢6 chira lectin. Tur 14 chay, Nguyén Ding Diing va cOng su da phan lap va xac dinh
dugce cAu triic cua ampe]opsm Nhém nghién ciru ciia Tran Vin Sung di cong bé két qua phan lap
va xac dinh cAu trac mot sb chat tnterpen phenolic, flavonoid va auronol glucosid méi. Pac biét
la da nghién ctu, phan 1ap va xac dinh cu tric mot benzopyran méi va dat tén la artotonkin, hai
hgp chat khung auronol glucosid ky higu 1a TAT2 & TAT6 c6 tic dung trc ché mién dich.

« I. PHUONG PHAP NGHIEN CUU

1. D6i twgng nghieh ciru: MAu cdy Chay béc by dd duge thu hai vao thang 7/2008 tai thon Vit
Phy, x3 Vit Lai, huyén Ba V1, Ha Ngi. Tiéu ban dugce luu giir tai Vién Duge ligu, 3B Quang Trung -
Ha Noi.

2. C4c phuong phﬁp thar hoat tinh

* Hoat tinh chéng oxy héa: Phuong phap thir hoat tinh chng oxy héa dugc thuc hién véi
enzym Peroxydaza mau ngudi theo phuorng phép cua E. C. Xavron. Peroxydaza 1a mft nhém
céc enzym oxy hoa khwr, c6 mit trong nhidu bach cdu hat trong mau, lam xuc tac cho phan img
oxy hoa cac chét hiru co khi c6 hydroperoxid hay c4c peroxid khac.

Chat cho dién tir (Dang khir) + H,0,—Peraxvdazay - Chit cho dién tu da bi oxy hod +H,0. Phan
ing OXy hod xdy ra trong co thé 1am sinh ra cac goc tu do ndi sinh ¢6 hai cho co thé va gay ra
rat nhigu bénh khac nhau, trong d6 c¢6 bénh ung thu.

* Hogt tinh chong ung thu: Tién hanh thir hoat tinh chéng ung thu bing vige thir nghigm
kha ning gdy doc té bao ung thu. Cac dong té bao ung thu & ngudi dugce cung cap bai ATCC
(Béo tang Gidng chuan Hoa Ky) gdm: KB - ung thu biéu m6 (CCL - 17TM) la dong ludn ludn
dugc sir dung trong cac phép thir do doc té bao; HepG2 - ung thu gan (HB - 8065TM) va MCF7

- ung thu vi (HTB - 22TM). Phuong phap thir d6 doc té bao in vitro dugc Vién Ung thu Quéc
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gia Hoa Ky (NCI) xac nhén la phép thr d6 doc té biao chuin nham sang loc, phét hién céc chét
¢6 kha nang kim ham s phat trién hoac diét té bao ung thu & diéu kién i in vitro.

* Hogt tinh irc ché mién djch: Phuong phap thir hoat tinh ché mién dich duoc st dung la
phuong phép kich thich chuyén dang lympho bao (transform stimulation test), nudi cay lympho hdn
hop (mixed lymphocyte reaction). Kha néng e che chuyén dang lympho bao (T) ctia chét thir duge
tinh theo cong thirc sau: I = 100% - (cpm nudi cay ¢6 PHA + dung dich chét thir)/cpm nuéi cdy c6
PHA x 100%. Trong d6 PH: Chét kich thich chuyén dang khéong d3c hiéu (phytohemaglutinin).

II. KET QUA NGHIEN CUU

1. Quy tinh chiét tich: Mau la chay (thu héi vao thang 7/2008 tai thon Vit Phy, xa Vit Lai,
huyén Ba Vi, Ha N¢i) 19,5kg dugc sdy kho & 40°C, sau do6 chiét véi cdn cong nghiép va cat loai
dung méi dudi ap sudt giam dé thu dich cao tdng (2880g hiéu sudt 1a 15% so vdi mau 14 khd).
Tir dich cao tong chiét phén 16p 1an lugt v6i n-hexan, EtOAc va n-butanol/H,0 (chiét 4 lan véi
ty 1& 1/1). Cét loai dung méi dudi ap suft thip thu duoc céc cin dich chiét tuong (mg 14: n-
hexan = 420g; EtOAc = 170g; n-butanol = 500g. Tir dich cin n-butanol dugc phan tich bing
cac ¢t (Diaion; Slllcagel Sephadex; Sic ky cot pha ngugc RP) véi céc hé dung mdi khac nhau,
da thu duoc hal chit c6 tén 1a maesopsin-4-O- ,[3—D -Gl¢ - TAT2 va alphitonin-4-O-4D- Glc -
TAT6 (So dd 1)
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So dé 1. Quy trinh cong ngh¢ cblet tach cac 16p chit tir la chay
2. Hoat tinh sinh hoc

+ Hoat tinh chong oxy héa: Ba cin dich chiét (n-hexan, EtOAc, n-BuOH), sau khi dem thir
hoat tinh chéng oxy hoa ching tdi thu duge két qua & bang 1. Két qua thur cho ra kha ning uc
ché oxy hoa duge tinh theo thang nong d6 pha losing dan dé xac dinh nong dQ {rc ché 50%. Kha

-néing chéng oxy héa cta cn dich cao EtOAc (IC5=30,55 ug/mi) 14 16n nhét, sau dén BuOH
(IC50=43,79 pg/ml), cubi 1a n-hexan (IC5p=95,16 pg/ml).

+ Thir hogt tinh chéng ung thur (thir kha ndng gdy dgc té bio): Ba dich cin cao n-hexan,

EtOAc va n-BuOH, cho két qua (bang 2) thir hoat tinh gay dgc té bio ung thu nhu sau:
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Bang !
Két qua thir hoat tinh ch(‘)ng oxy héa
STT K hiéu mau I1Csp (ug/ml) ]
1 Cin chiét n-hexan 95,16 T
2 Cin chiét EtOAc 30,55 |
3 Cin chiét n-BuOH 43,79 |
4 | Curcumin 3,67 \

Ghi chii: Curcumin = chét dbi chimg.

Chét thir dugc str dung thir doc té bao in vitro nham sang loc va phat hién cac chét ¢

kha ndng kim ham, {rc che su phat trién hogc diét té bao ung thu. Kha ning wc ché xay
ra duoc tich theo thang ndng d pha lodng dé xac dinh ndng do e ché 50%. Nhu vy tir ba
dich cin cao dem thir thi dich cén cao EtOAc c6 kha nang {rc che dbi véi dong té bao ung thu
HepG; - ung thu gan (v&i IC50=17,06 pg/ml), con lai hai dong té bao MCF; - ung thu vii va KB -
ung thu biéu mé thi deu am tinh. Dich can cao n-hexan va n-BuOH thi déu khong c6 kha nang
irc ché déi vé6i ba dong t€ bao ung thu neu trén.

Bang 2
Két qua thir kha ning gy ddc té bao ung thur
Tén dong té bao
STT Ky hi¢u miu MCF, HepG; KB
ICso (pg/ml) [Cso (ug/ml) ICs, (ug/ml)
1 -Cin chiét n-hexan 48,09 21,94 32,22
2 Can chiét EtOAc 25,31 17,06 2426
3 Can chiét n-BuOH >128 >128 >128
3 Elipticine 0,31-0,62 0,31-0,62 0,31-0,62

Ghi chu: Elipticine = chét dbi chimg.
+ Hogt tinl irc ché mién djch: Bang 3 trinh bay két qua thir hoat tinh ¢ ché mi&n dich bang
phuong phap chuyén dang lympho bao.
Bang 3
Két qua tlur kha ning uc ché chuyen dang lympho bao cda hai chit auronol glucosid
tach tir 1a chay

 Nbng dd % Ut ché
(mg/ml) [ 2 | 3 y s | 6 7 s
Chit ' 1,25 | 0,625 | 0,312 | 0,156 | 0,078 | 0,039 | 0,019 | 0,009
 TAT2 996 | 99,5 | 993 | 99,0 | 565 [ 187 | 44 35
| TAT6 993 | 92,9 | 829 | 230 | 213 | 195 | 159 0
1 Cyc. A 9.1 | 992 | 998 | 96,7 | 879 | 780 | 727 | 720

Ghi chii: Cyc. A — Chit d6i ching.

Két qué thir cho théy chét maesopsin-4-O-f4-D-glucopyranosid (TATZ) va alphitonin-4-O-
B-D-glucopyranosid (TAT6) tach duge tir cdy chay c6 hoat tinh tc ché mién dich khi so sanh
v6i chit cyclosporin A, mot thudc e ché mién dich dang dugc ban trén thj truong véi gla cao.
So vdi cyclosporm A, thir hai chit TAT2 va TAT6 c6 tic dung yéu hon nhung it hiy hoai té bao
hon. C4c két qua nghién ctru nay la rat ly thd, n6 gop phan giai thich tac dung chita bénh cua
dich chiét 1a cdy chay da dugc sir dung trong dén gian va dugc dung trong didu tri thu nghiém
lam sang cho cac bénh ¢6 nguyén nhan ty mién.
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1. KET LUAN

Pa nghién ciru hoan thién quy trinh chlet tach lugng 16n cac hgp chét auronol glucosid tir 13
chay (Artocarpus tonkinensis A. Chev. ex Gagnep.) theo dinh hudng tach chat ¢6 hoat tinh tc
ché mién dich. Hiéu suét cao, dung mdi chiét d& kiém, tiét kiém thoi glan it ton kém, it déc hai
va phil hop véi diéu kién ¢ Viét Nam. Phan l1dp dugc hai hop chat auronol glucosid I

maesopsin-4-O-3D-glucopyranosid (TAT2) va alph1tonm-4 -O-f-D-glucopyranosid (TATS) dé
phuc vu cho viéc nghién ciru hoat tinh sinh hoc, hudng téi viéc sir dung chiing lam thude trc ché

va diéu hoa mién dich.
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STUDY OF PROCESS FOR ISOLATION PURIFICATION, STRUCTURE
ELUCIDATION AND BIOACTIVITIES OF SOME COMPOUNDS FROM
ARTOCARPUS TONKINENSIS A. Chev. Ex Gagnep

NGUYEN THE ANH, HO NGOC ANH
TRINH THI THUY, TRAN VAN SUNG, TRAN MINH HOI
SUMMARY

The study of the process for isolation, purification, structure elucidation, and bioactivities of
some compounds from the leaves of Northern “Chay” (Artocarpus tonkinensis A.Chev. ex
Gagnep., Moraceae) was carried out. The study explored anti-oxygenase and anti-cancer activities
of three extracts n-hexane (EtOAc; BuOH) and tested immunosuppressive activity by lymphocyte
. transformation test. Bioactivity-guided -fractienation of the n-butanol extract from the leaves of
Artocarpus tonkinensis A.Chev. ex Gagnep. led to the isolation of two auronol glucosides named
maesopsin 4-O-B-D-glucopyranoside and the new alphitonin-4-O-B-D-glucopyranoside. Their

structures were determined on the basis of MS and NMR spectroscopic data.
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