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Tom tat:

Hai cdy thuéc ho Na (Annonaceae) la cdy Nhan chay (Desmos rostrata) va
Giac dé Tamir (Goniothalamus tamirensis) da duoc nghzen cthu vé thanh phan
héa hoc va khao sat hoat tinh sinh hoc. T hai mau cdy nay, ching t6i dd phan
ldp dwoc 40 chat trong dé cé 2 hop chat ancaloit méi la desmorostratine (1) va
discretine N-oxide (2), mét flavonoit mdi la desmorostratone (8) va mot
cyclopeptide moi la desmocyclopeptide (11). Mot sé chat da dwoc thir hoat tinh
gay déc té bao déi véi dong té bao ung thu biéu mé KB va hoat tinh chong sot rét
Irén chung Plasmodium falciparum. Trong do desmorostratine (1) cho ket qua 10t
déi véi ca hai phép thi gdy déc té bao KB voi ICsg la 2,4 uM va chéng sot rét véi
ICspla 3,6 uM.

Abstract:

Two Annonaceae species, Desmos rostrata and Goniothalamus tamirensis,
were phytochemicaly and biologically investigated. From these two plants, forty
compounds were isolated and characterized and four of them, two alkaloid
desmorostratine (1) and discretine N-oxide (2), one flavonoid desmorostratone
(8) and one cyclopeptide desmocyclopeptide (11), were isolated for the first time.
Cytotoxicity — and antiplasmodial activity of some isolated compounds were
evaluated. Desmorostratine (1) displayed a significant inhibition against KB cell
line and Plasmodium falciparum with ICsg of 2,4 and 3,6 uM, respectively.

1. PAT VAN PE

‘ Ho Na (4nnonaceae) [1] con duge goi 1a ho Méng cau, 1a mot ho thuc vat c6 hoa bao
gom cac loaj cay than go, cay bui hay dédy leo. V&i khoang 2.300 dén 2.500 loai trong 120 -
130 chi, déy l1a ho Ion nhét cua bd Moc lan (Magnoliales). Chi dién hinh cta ho nay la
Annona (na, mang cau xiém). Ho nady sinh trudng chu yéu ¢ vung nhiét doi, va chi c6 mét it
loai sinh séng ¢ ving 6n déi. Khoang 900 loai ¢ Trung va Nam MY, 450 loai ¢ chau Phi, va
cac loai khac & chau A. Céc loai thude ho Na c6 14 don, moc so le (moc céach), c¢6 cuong 14 va
mép la nhan. L4 moc thanh hai hang doc theo than cay. Vét seo noi dinh 14 thuong nhin thay
16 cac mach dan. Canh thuong & dang zic zéc. Chung khong c6 cac 14 be. Hoa ddi xtmg xuyén
tam (hoa déu) va thuong 1a ludng tinh. O phan 16n cac loai thi 3 dai hoa ndi vGi nhau ¢ goc
hoa. C6 6 canh hoa c¢6 mau ndu hay vang, nhiéu nhi hoa moc thanh hinh xoan é¢ cling nhu
nhiéu nhuy hoa, m01 nhuy ¢é bau nhuy dang mot ngan chira mdt hodc nhiéu tiéu noan. Hoa
doi khi moc truc tiép trén cac canh 16n hodc trén thén cdy. Qua la nang, bé qua hay da qua.
Qua 1ém. co nhiéu thit ctia mot s6 loai la an duoc, bao gom cac loai cua chi 4nnona hay chi
Asimina (du du My - khong nham véi qua du du that véi danh phap khoa hoc Carica papaya)
hoac chi Rollinia (na dai). Bén canh do, mot so loai nhu hoang lan (Cananga odorata) con
chira tinh dau thom va duoc str dung trong san xuat nude hoa hay do gia vi. Cac loaj cay than
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gb con dung lam cui. Vo cdy, 14 va ré cia mot s6 loai duoc st dung trong y hoc dén tdc. Bén
canh d¢, cac nghién ctru duoc ly da tim thay kha néng khang nam, khang khuan va dac biét 1a
kha nang su dung trong hoa hoc tri liéu cua mot s thanh phan hoéa hoc cua 14 va vo cay. Mot
s6 loai duoc trong lam cay canh, ddc biét 1a Polyalthia longifolia var. pendula (hoang diép
hay hoang nam). Theo téc gia Pham Hoang H¢ [2], & Viét Nam ¢6 31 chi thudce ho Na. Trong
khuon khd Du 4an hop tac quéc té vé nghién ctru héa hoc thim thue vat Viét Nam gilra Vién
Khoa hoc va Cong nghé Viét Nam va Trung tdm nghién ctru Khoa hoc qudc gia Phap, chung
t6i da thu hai duoc mot sb loai thudc ho Na, trong d6 dich chiét methanol cta cdy Nhan chay
(Desmos  rostrata) va dich chiét etyl axetat cua cay Giac dé Tamir (Goniothalamus
tamirensis) da thé hién hoat tinh gy doc ddi voi dong té bao ‘ung thu KB nén chung t6i da
tién hanh nghién ciru vé thanh phan hoéa hoc cua 2 cay nay. Két qua, ching toi da phén lap va
xac dinh duge ciu tric ctia 40 chat thude cac 16p chat khac nhau.

II. KET QUA VA THAO LUAN

Trong ho Na, chi Hoa dé (Desmos) gdm ¢6 59 loai va phén loai [3]. Céc nghién ctu
trude ddy vé mot sé loai thude chi nay da cho biét thanh phan chu yéu ctia chung 14 cac hop
chét ancaloit 4] va flavonoit [5]. Cay Nhin chay (Desmos rostrata) 1a mot loai thudc chi Hoa
dé, dich chiét metanol cua vo than cdy nay co6 hoat tinh tc ché sot rét ddi véi chung
Plasmodzumfalczparum (trc ché 40% & nong d6 10 pg/mL) va hoat tinh gay doc déi véi dong
té bao ung thu biéu mé KB (e ché 15% & ndng dd 1 pug/mL). Tur dich chiét nay ching toi da
phan 14p duge 2 hop chét ancaloit moi la desmorostratine (1) va discretine N-oxide (2) clng
voi 5 hop chét ancaloit da biét la discretine (3), dehydrodiscretine (4), pseudocolumbamine
(5), predicentrine (6) va aristolactam AlI (7). Bén canh d6 céc hop chét flavonoit cling duoc
tim thdy gom 1 flavone c6 cdu truc la desmorostratone (8) va 2 chit da biét la
desmosdumotins B (9) and C (10).
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Hinh 1. Céc hop chadt phan ldp tir cdy D. rostrata

Ngoai ra mot chat cyclopeptide méi cling d& duoc phan lap va xac dinh cau tric 14
desmocyclopeptide (11). Céc chat phan lap dugc da duoc thu hoat tinh chéng sOt rét doi voi
chung Plasmodium falciparum va gay doc té bao trén dong té bao ung thu biéu md KB. Cac
chat discretine N-oxide (2), discretine (3) va dehydrodiscretine (4) la cac thanh phan ¢o hoat
tinh chdng sot rét cao nhat voi gia tri ICsp twong ling la 4,2, 1,6 va 0,9 uM, nhu’ng chung lai
thé hién kha nang gay doc té bao rat yéu dbi véi cac té bao KB (ICso > 28 uM). Nhu vay tac
dung chéng sot rét cua cac chat nay khong phai do doc tinh cua chung géy ra. Khac vél cac
chat trén. hop chat desmorostratine (1) da the hién kha nang gay doc trén dong té bao KB véi
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gia tri ICso la 2,4 uM va hoat tinh chong s6t rét voi ICso 1a 3,6 pM. Diéu nay c6 thé két luan
hoat tinh chdng sot rét cua chét nay co thé do hoat tinh gdy doc té bao cua né gdy ra. Mat
khac, desmosdumotms C (10) c¢6 hoat t1nh gay doc té bao véi gia tri ICsq 12 19,8 uM, trong
khi cac chit khac the hién hoat tinh yeu hon (ICso > 25 HM) [6, 10]. Cac phep thir in vitro
hoat tinh gdy doc té bao ctia desmosdumotin C da dugc tién hanh trén 6 dong té bao ung thu:
ung thu v (MFC, EDs 3,8 uM), ung thu xuwong (HOS, EDs, 2,5 uM ), ung thu budng trimg
(1A19, EDsg 4,0 uM), ung thu dai trang (HCT-8, EDso 5,0 uM), ung thu biéu mé (KB, EDsy
6,5 uM) va ung thu biéu md khang vincristin (KB-VIN, EDsg 5,6 pM).

L4 ctia cay Nhan chay (D. rostrata) cling d3 dugce nghién clru va chung téi da phén lap
va x4c dinh duoc ciu tric cua 10 hop chit 14 desmorostratone (8), desmosdumotin B (9),
desmosdumotin C (10), demethoxymatteucinol (12), oroxylin (13), crotepoxyde (14),
3',5,5',7-tetrahydroxyflavanone (15), 3,7-dimethoxy-4’,5-dihydroxy-3'-O-{a-L-
rhamnopyranosyl-(1—2)-[ca-L-rhamnopyranosyl-(1—6)]-B-D-glucopyranoside} (16), N-(4-
hydroxy-Z-cinnamoyl)-tyramine (17), N-(3,4-dihydroxy-Z-cinnamoyl)-tyramine (18) and N-
trans- feruloyltyramme (19). Két qua thir hoat tinh cho thdy oroxylin (13) c6 hoat tinh chéng
sdt rét ddi voi chung Plasmodium falciparum véi gid tri ICso 1a 1,3 pg/mL [7].

Pé lam sang té qua trinh hinh thanh céc flavonoit desmorostratone, desmosdumotins
B va C trong céc loai thyc vat, chung t6i da dé xuét con duong sinh tdng hop cac chit nay nhu
trinh bay duéi day. Con duong sinh tong hop cua céac hop chét flavonoit da duoc cac nha khoa
hoc nghién ciru nhiéu. O ddy ching t6i nhin manh kha nang hinh thanh cac hop chét flavonoit
c6 chu tric dac biét voi vong A bi metyl hoa. Thuc té ring hai hop chét champanone A va B
cling dd duge cac nha nghién ctru phén 18p tr loai Desmos dumosus. Nhu vdy ¢6 thé du doén
rang qua trinh metyl hoa dwoc thuc hién déi véi hop chét III tao hop chét champanone B.
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Hinh 2. Dé xudt con duong sinh téng hop cua cdc flanonoit thuge chi Desmos

Chi Giac dé (Goniothalamus) 1a mdt chi nho thudc ho Na (Annonaceae) Chi nay chi
¢6 19 loai thudng duge dung dé trj cac bénh thdp khép, sbt va con dung dé giam dau va kich
thich tiéu héa [8]. Cay Giac dé Tamir (Goniothalamus tamirensis Pierre) 1a loai cay bui cao
5-6 m, 14 ¢6 phién bau duc dai 12-17 cm, thuong phan bd & Thira Thién Hué, DBa Nang. Mau
14 cay Giac dé Tamir cua ching té1 duoc thu hai & Quy Chéu - Nghé An vao thang 5/2003
trong khuén khd hop tac Phap-Viét vé nghién ctru hoa hoc tham thuc vat Viét Nam. Djch
chiét etyl axetat cua mau nay c6 tac dung trc ché dong té bao ung thu b1eu mo KB véi gia trj
67,5% & nong do 1 ug/mL. Chi Goniothalamus dugc biét dén nhu 1a ngudn san sinh cac hop
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chét styryl lactone va céc alkaloit thudc khung aporphine [9]. Khi nghién ctu vé ddi tuong la
cdy nay, ching t6i d4 phan lap va xac dinh ceflu tric héa hoc cua mot hop chat styryl, trong do
¢6 2 hop chat lan ,déu tién phén lap la hop chat 27 va 28. Viéc phan lép dugc hai hop chat nay,
¢6 thé s& giup hiéu ré6 hon vé qua trinh hinh thanh cua cac hop chat styryl lactone trong cac
loai thudc chi Goniothalamus.

Céac nghién ciu vé hoat tinh sinh hoc cua cac styryl lactone trudc day cho thay nhiéu
hop chat thudc 16p chit nay c6 hoat tinh chéng ung thu. Dién hinh 1a hop chét howiinol duge
cac nha khoa hoc Trung Qudc phan lap tir cdy Goniothalamus howii. Hop chat nay thé hién
kha nang chong ung thu rat dang quan tam. Trong nhirng nam gan day, hop chat howiinol da
thu hut su quan tam cua nhiéu nhém nghién ciru trén thé gidi nhim phat trién hoat chit nay
trong diéu tri bénh ung thu.
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Hinh 3. Cdc hop chat styryl va dén xudt axit cinnamic phan ldp tir cdy G. tamirensis

Ciing tir bd phan 14 clia cay Giac dé Tamir chiing t6i d phan lap dwoc 10 hop chét
thudc 16p ancaloit. Trong d6 ¢é 1 hop chat méi 1 hop chat 38 thude khung aporphine va 9
hop chat da biét 1a céc hop chat 29 — 37. Nhu vay c6 thé thdy hau hét cac alkaloit phan lap tir
cdy nay déu thuc khung apporphine. Cac hop chét thudc khung nay duoc biét dén nhiéu voi
hoat tinh chéng sét rét.
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Hinh 3. Cdc hop chat alkaloit phan Idp tir cdy G. tamirensis

Viéc khao sat hoat tinh sinh hoc cua cac hop chat phan lap duoc tir cay G. tamirensis
dang duoc tién hanh. Cac thr nghiém nay tap trung vao hoat tinh gdy doc té bao va hoat tinh
chong sot rét. Két qua thu nghiém sé& cho phép xac dinh dugc cac hop chat tao ra hoat tinh cua
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dich tong ban dau cua cay nay. Ngoai ra, can mo rong khao sat trén cac dich sinh hoc khac
nham tim kiém kha nang tmg dung cua cac hop chat nay.

Két luan

Nhu vay tur hai loai thudc ho Na (Annonaceae), nhiéu hop horp chat d3 duoc phén lap
va xac dinh cau truc hoa hoc. Trong s6 cac hop chat nay c6 7 hop chit mai. Viéc phan 1ap cac
hop chét thudc hai cdy nay cho thdy su da dang vé mat hoa hoc cua cac cay thugce ho Na. Tuy
nhién 16p chét alkaloit thudc khung apporphine c6 mit trong rét nhiéu loai cta ho nay.

Cac két qua thir nghiém sinh hoc cho thay mét s6 hop chat alkaloit phan 14p tir cay D.
rostrata ¢ hoat tinh chong sot rét dang quan tdm. Ngoai ra, cadc hop chat desmodumotin B va
C cho hoat tinh gay ddc té bao trén mét so dong té bao ung thu KB.

Ngoai ra, viéc khao sat hoat tinh sinh hoc cua cac hop chat phan lap tu cdy G.
tamirensis can dugc nghién curu. Dong thoi, hop chat 26 ¢6 ham luong tuong déi cao trong la
céy nay, do vay viéc nghién ctru ban tong hop chét nay s& duoc thuc hién nham tim kiém céac
hop chét ¢6 hoat tinh cao hon.

Lo1 ¢cadm on:

Céc tac gia chan thanh cam on ThS. Nguyén Quédc Binh trong vi€c thu hai va dinh tén
mau thue vat. Ching t01 cling xin cam on TS. Luong, TS. Ngd Quoc Anh va ThS. Ngb Vian
Quang da giup ghi phd NMR va pho MS.
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