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MQT SO KET QUA NGHIEN CUU THANH PHAN HOA HOC
VA HOAT CHAT SINH HOC CUA CAY NGAI
(FICUS HISPIDA L. VIET NAM
Van Ngoc Hirdng, Vii Minh Trang
Khoa Hod hoe, Trieang Pai hoc Khoa hoe Tue nhién, Pai hoc Qud’c gia Ha Nji

ABSTRACT

The chemical constituents of the leaves and the fruits of Ficus hispida L. in Vietnam were
tnvestigaied. The compounds hispidin (1); 3.6.7-trimethoxy-14-axetoxyphenanthroindolizi-
dine (1), betulinic acid (11l) and f-axetoxvolean-12-en (IV) were isolated and identified The
cvtoxicity of compounds (1) and (1) toward for human line cell Hep-2 and RD invitro was
examined and it was to confirm thai they are strong cytotoxic agents for cancer cells.

1. MO DAU

Cay ngai (Ficus hispida L.} 1a cay thube dén tde. n6 duoc dung v&i tan sudt cao trong
cac bai thude gia truyén chéng ung thu cua dan td¢ Thai O huyén Con cudng (Nghé An)
[1]. G An D& ngai clng l1a cay thube trong v hoc gia truyén dé chira cdc bénh thiéu méu,
vang da. bénh hui .. [2]. Ngai co tac dung t6t nhu vy nhung nghién ciru hoa duge vé cay
ngai con rat it, vao nhitng nim cudi thé ky trudc Venkatachalam SR va cOng sur [3] da phén
lap duge 3 ancaloit tir 14 cdy ngai cua an Do: 3,6.7- trtmethoxvphenanthromdolmdm(])
3.6.7-trimethoxy-14- hydroxyphenanthroinlolizidin (II) va hispidin (111). Vé sau, vao nim
2002 Sirgio R.peraza Sanchez va cong su cting phan 14p duoc ancaloit (11I) tir la ngai cua
Théi Lan va khang dinh né 1a chit gy doc t€ bao ung thu ngudi manh nhu ung thu rudt gia
(¢0l-2). ung thu phéi (Lu-1) va ung thu tlcn liét tuyén LNCap [4]. Cay ngdi Vi¢t Nam chua
al nghi¢n ciru, mac du nd la cay dé trdng dé moc, nguyén liéu ddi dao. nhét 1a cac tinh
mién Bic nude ta. do la ly do nghién efru cua chiing t61.

2.NGUYEN LIEU THUC VAT VA PHUONG PHAP NGHIEN CUU

Mau canh la va qua cay Ficus hispida L. thu mua tai Thanh Chuong - Nghé An, Miu
duge GS.TSKIH Nguyén Nghia Thin, chuyén gia vé dié¢u tra va phén loai thue vt cua truong
Pat hoc KI'TN - DHOQG Ha Néi giam dinh. 11ién nay tiéu bdn cia mau Ficus hispida L.
duge Tuu trit i trung 1am bao tang thue vat truomg Dai hoe KIITN - DHOQG Ha Nai.

Dua vao két qua thu hoat tinh sinh hoc (B10assav guided method) dé tim kiém cac
hoat Lhdl sinh hoc trong mau. Chiét phén lop hay thcl chon loc cac hoat chit sinh hoc
trong mau rdi phan l4p chung bdllé, cac phuong phap sac ky ¢ot, sic ky diéu ché va xac
dinh cu trac phan tu cua chiing bang cac phuong phap vat |y hién dai.

Hoat tinh khang vi sinh vat kiém dinh (VSVKD) cua hoat chét tién hanh theo 2 budc:
Bude mdt xac dinh chit ¢o hoat tinh (+) hay khéng co hoat tinh (-) bang phuong phap
khuyéch tan trén thach. Bude hai. xac dinh cudmg do e ché phat trién VSVKD bang cach
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do ndng do ire ché 161 thiéu theo phuong Vanden Bergher va Viietlink. Kha nang gy doc
t¢ bao (Cytotoxyeity) cua hoat chit duoc thu theo phirong phap dang duoc tién hanh &
Vién nghién ctru ung thu qube gia Hoa Ky (NCI) véi cac dong ung thu ngudi : ung thu gan
(Hep - 2), mang o cung (F1) va mang tim (RD).

3. KET CUA NGHIEN CUU VA THAO LUAN
3.1. Nghién ciru 1a cdy ngai

Sau khi khao st chiét tong ancaloit trong 14 ¢y ngai (Ficus hispida L.) véi cac axit
¢6 cudng dd khac nhau: axit axetic, citric, tactric & nong do 2% trong 2 dung méi nude va
etanol 96%. chung t6i thiy dung dich axit tactric 2% trong etanol 96% 14 tt hon ca. Neam
dung dich nay voi bot 1a cy ngai 3 ngay, dich loc dugc trung hoag bang NH;OH dén pH =
10. chiét bang CHCI; thu tdng ancaloit 1én dén 0.56%, ap dung quy trinh nay cho canh. thu
tong ancaloit 1a 0.48% va qua ta 0.04%. Bang phuong phap sic ky Iép mong két hop vai
thuée thir Pragendoft va SCAP chung i phat hién 6 ancaloit khac nhau trong la, 4
ancaloit trong canh va khong cé ancaloit trong qua Ficus hispida 1.. [5] tit ca chang duoc
thé hién trong bang 1.

Bang 1. S6 ancaloit trong |a, canh cla cay ngai va sac phé clia chung véi cac thude thir

i Ancaloit 1 trong la Anca]mt trong canh _

TT RT SH Mau voi Mau voi S Mau voi Mau véi
| ancaloit | Dragendoft SCAP ancaloit | Dragendoft SCAP
e 0 10 | x Vang Xanh X Vang Xanh

2 019 X Viang | Tim 1 x Viang Tim
3 0.27 X Vang Tim nhat X _Vang Tim nhat
LA L 03e | x| Vang Hong phot 0 0 0
5 ] 052 X Vang Xam X Viang Xam
6] 070 | x Vang | Hong | 0 0 0

6 4

L4 ciy ngai sau khi chiét ancaloit duge chiét ngdm véi MeOH & nhiét do phong. Loai
MeOH. hoa tan cin trong EtOH/nudce 60% va chiét phan 1op 1an lugt véi n-hexan. E1OAc
va BUuOH. loai dung mdi thu cac cin phi ancaloit twong ung 1,3%, 2,4%; 1,5%.

Két qua thtr doc tinh déi voi té bao ung thu ngudi chi ra trong bang 2 cua cac cin
tong ancaloit va phi ancaloit EtOAc trong la ngéai dinh hudng cho su phan lap cc chét
chdng ung thu trong 1a cay nay |5].

Bang 2. Cwdng do doc véi té bao ung thrr cua cén téng hop ancaloit
va phi ancaloit cla la cay ngai

P en = 1 I(,\() }J.U/ml 4 n
/ . K&t 1y
TT Ky hiéu mau_ Hopoo Tl ) ét ludn
1 Can ancaloit 0.70 0.95 0.97 Duong ca 3 dong
2 Can EtOAc 13.60 10.70 10.90 Duong cé 3 dong

Két qua nay cho thiy cac cin tong ancaloit va phi ancaloit trong cin FtOAc cua la
cay ngai déu co hoat tinh doc manh doi vdi cac dong ung thu ngudi da thu ma dic biét
manh 1a cin tong cac ancaloit.
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Tir can nay, bang cac phuong phép sac ky. ching t61 phin lap va xac dinh céu tric
phan tt hai ancaloit I va Il nhu da chi ra trén hinh 1 va 2.

CH;

OCH; !

Hinh 1 -
Hinh 2

Hop chét 1 ¢o cdc hing sb vt Iy va ciu tao phan tir tring véi hop chit co tén 1a
hispidin da duge Venkatachalam SR va cong su phan dp tir 14 cdy ngai cua 4n DO nim
1982 [3] nhung ¢ ddy chua 6 cac sb liéu quang phd 'H va “C - NMR. 1D va 2D ciing nhu
hoat tinh gy doc té hao ung thu cua nod. Khi khao sat hoat tinh gay doc 1é bao ung thur gan
nguot dong Hep-2 va ung thu mang tim nguoi dong RD. Chung 16i thiy I la chit ¢o hoat
tinh gdy ddc manh IC5, ddi voi Hep-21a 0.0012 pe/ml va ICs, d6i RD 1a 0,0230 ng/ml.

Ancaloit I ¢co tén 13 3.6.7-trimethoxy-14-
—L axctoxyphenanthroindolizidin, mét ancaloit méi 1an diu
tién duge ching 16i phan lap tir la cay ngai (Ficus
hispida L.} Viét Nam, xac dinh cu tric phéan tir cta no
bang cac phuong phap phd IR, MS. UV 'H va “c-
NMD, 1D va 2D va khéo sat hoat tinh giy ddc té bao
ung thu cia né. Két qua cho thdy hop chét I 6 hoat
tinh giy ddc té bao ung thu gan ngudi dong Hep-2 cue
manh ICs; = 0.0005 ug/ml va té bao ung thu mang tim
ngudi dong RD ciing rat manh ICs, = 0.0013 pg/ml [6].

CHY CH.

Hinh 3

Tir cén EtOAc (phi ancaloit) cua 14 cay ngdi chiing t5i phan 1dp va xac dinh cdu trac
phan tu axit betulinic (hinh 3) [5]. Dy la mét axit tritecpenoic. no ¢6 nhiéu hoat tinh sinh
hoc qui nhu chéng ung thu. chéng viém va ca HIV nira [7]1 nén dugc y té thé gigi
(WHO) khuyén céo nghién ciru danh gid tién lam sang [8] dé som dua vao s dung
trong thue té. Né ¢o trong nhiéu loa cdy khac nhau nhung 1an diu tién chiing téi phéan
1ap va nhan biét no trong 14 cdy ngai Viét Nam.

3.2. Nghién clru qua ciy ngai

Ngat la cdy sai qud. mét nam c6 hai vu. vu thang 6 thing 7 1a vu chinh c6 nhiéu quéa
nhit. Trong y hoc din tdc 4n DO qua ngéi ¢o tac dung tang lyc, an than. ting sita va cam
mau [9]. Trong dén gian Viét Nam qua ngéi duge dung dé an vai rau song. 10 ¢4, gan day
¢6 ngudi cho rang qua ngai chita duge bénh dai duong. nhung chua ai minh ching cho
diéu nay. Trong cac tap chi trong va ngoai nude chua cé cong trinh nghién ctru vé qud
ngai. Két qua nghién ctru coa chiing t6i cho thdy qua chin cia cdy ngai 1a loai qua giau chét
dinh dudmg, chét long chiét duge tir qua chin chira ham lugng axit béo cao: axit oleic
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48.96% palmitc 9.2%. Stearic 6,24%. Khong nhitng thé chat long nay con khng manh véi
vi khuan (Gr+) gay bénh tiéu chay E.coli, MIC = 50ug/ml, vi khuan giy viém nhiém
B.subtillis. MIC =50 pg/ml | 10].

Cin chiét EtOAc cua qua xanh khéng nhimg (¢ ché manh vi khuin Gr-: MIC
(E.coli) = 100 pg/ml. vi khudn Gri: MIC (B.subtillis) == 50ug/ml ma con gay ddc manh doi
voi té bao ung thu gan ngudi dong Hep-2 (1Cso 6.8 pe/ml ) va ung thu mang tim ngudi
dong RD (ICsy = 14.72 pg/ml). Tir can nay ching 6i phan lap va nhan biét duge 3f-
axetoxy olean - 12-cn (hinh 4).

bay la mt tritecpen ¢o khung 3B-hydroxyolean-12-en ln dau tién duoc phat hién
phan I1dp tr qua cdy ngai va xac dinh cdu trac phan tir bang cac phuong phap quang pho
hién dai. Cac dan xuat cua khung nay khéng nhiing ¢6 hoat tinh chdng ung thu, chéng
viém va ca HIV, axit oleanolic 12 mét vi du dién hinh [7].

4. KE'T LUAN

Cac két qua nghién ciru trén cho thdy cay ngai (Ficus hispida L.) la mt cdy thude
dan toc quy. canh. 14 va qua déu chira cac hoat chit sinh hoc | dac biét 1a hoat chét chéng
ung thu. Do d6 viée sir dung cdy nay trong cdc bai thude gia truyén chong ung thu cua dén
the Thai Con cudng (Nghé An) véi tan sudt cao cling ¢d Iy cua no. Tét nhién dé di dén két
luan chinh xdc va tng dung véo thue té v hoc cua cdy nay, can tiép tuc nghién ctu nhiéu
hon nira nhat la in vivo va tién 1am sang.
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