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Tom tat: 
Hai cdy thudc hg Na (Annonaceae) la cdy Nhdn chdy (Desmos^ rostrata) vd 

Gidc di Tamir (Goniothalamus tamirensis) dd dugc nghien ciru vi thdnh phdn 
hda hgc vd khao sdt hogt tinh sinh hgc. Tu hai mdu cdy ndy, chiing tdi dd phdn 
lap dugc 40 chdt trong dd cd 2 hgp chdt ancaloU m&i la desmorostratlne (1) vd 
discretine N-oxide (2), mdt flavonoit m&i Id desmorostratone (8) vd mdt 
cyclopeplide m&i Id desmocyclopeptide (11). Mdt sd chdt dd dugc ihu hogt tinh 
gdy ddc li bdo ddi v&i ddng ti bdo ung thu biiu md KB vd hogt tinh chdng sdt rit 
tren chiing Plasmodium falciparum. Trong dd desmorostratlne (1) cho kit qud tdt 
ddi v&i cd hai phep thu gdy ddc ti bdo KB v&i IC50 Id 2,4 pMvd chdng sdt rit v&i 
ICsfl Id 3,6 pM. 

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 
desmorostratlne (1) and discretine N-oxide (2), one flavonoid desmorostratone 
(8) and one cyclopeplide desmocyclopeptide (11), were isolated for the first time. 
Cytotoxicity and antiplasmodial activity of some isolated compounds were 
evaluated. Desmorostratlne (1) displayed a significant inhibUlon against KB cell 
line and Plasmodium falciparum with IC50 of 2,4 and 3,6 pM, respectively. 

I. DAT VAN DE 

Ho Na {Annonaceae) [1] cdn dugc goi la ho Mang cau, la mot ho thuc vat cd hoa bao 
gdm cac loai cay than gd, cay bui hay day leo. Vdi khoang 2.300 den 2.500 loai trong 120 -
130 chi, day la ho ldn nhat ciia bd Mdc lan (Magnoliales). Chi dien hinh cua ho nay la 
Annona (na, mang cau xiem). Ho nay sinh trudng chii yeu d vimg nhiet ddi, va chi cd mot it 
loai sinh sdng d viing dn ddi. Khoang 900 loai d Trung va Nam My, 450 loai d chau Phi, va 
cac loai khae d chau A. Cac loai thudc ho Na cd la don, moc so le (moc each), cd cudng la va 
mep la nhan. La moc thanh hai hang doc theo than cay. Vet seo noi dinh la thudng nhin thay 
rd cac mach dan. Canh thudng d dang zic zac. Chiing khdng cd cac la be. Hoa ddi ximg xuyen 
tam (hoa deu) va thudng la ludng tinh. O phan ldn cac loai thi 3 dai hoa ndi vdi nhau d gdc 
hoa. Cd 6 canh hoa cd mau nau hay vang, nhieu nhi hoa moc thanh hinh xoan dc ciing nhu 
nhieu nhuy hoa, mdi nhuy cd bau nhuy dang mot ngan chira mot hoae nhieu tieu noan. Hoa 
ddi khi moc true tiep tren cac canh ldn hoae tren than cay. Qua la nang, be qua hay da qua. 
Qua Idn, cd nliieu thit ciia mot sd loai la an dugc, bao gdm cac loai ciia chi Annona hay chi 
Asimina (du du My - khdng nham vdi qua du dii that vdi danh phap khoa hoc Carica papaya) 
hoae chi Rollinia (na dai). Ben canh dd, mdt sd loai nhu hoang lan {Cananga odorata) cdn 
chira tinli ddu thom \'a dugc sir dung trong san xuat nude hoa hay dd gia vi. Cac loai cay than 
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gd cdn diing lam ciii. Vd cay, la va rl ciia mdt sd loai dugc sir dung trong y hoc dan tdc. Ben 
canh dd, cac nghien ciiu dugc ly da tim thdy kha nang khang nam, khang khuan va dac biet la 
kha nang sir dung trong hda hoc tri lieu ciia mot sd thanh phan hda hoc ciia la va vd cay. Mot 
sd loai dugc trdng lam cay canh, dac biet la Polyallhia longlfolia var. pendula (hoang diep 
hay hoang nam). Theo tac gia Pham Hoang Ho [2], d Viet Nam cd 31 chi thudc ho Na. Trong 
khudn khd Du an hgp tac qudc te ve nghien cim hda hoc tham thuc vat Viet Nam giira Vien 
Khoa hoc va Cdng nghe Viet Nam va Trung tam nghien cim Khoa hoc qudc gia Phap, chiing 
tdi da thu hai dugc mot sd loai thudc ho Na, trong dd dich chiet methanol ciia cay Nhan chay 
{Desmos rostrata) va dich chiet etyl axetat ciia cay Giac de Tamir {Goniothalamus 
tamirensis) da the hien boat tinh gay ddc ddi vdi ddng te bao ung thu KB nen chiing tdi da 
tien hanh nghien ciiu ve thanh phan hda hoc ciia 2 cay nay. Ket qua, chiing tdi da phan lap va 
xac dinh dugc cau true ciia 40 chat thudc cac ldp chat khae nhau. 

II. KET QUA VA THAO LUAN 

Trong ho Na, chi Hoa de {Desmos) gdm cd 59 loai va phan loai [3]. Cac nghien ciru 
trudc day ve mot sd loai thudc chi nay da cho biet thanh phan chii yeu ciia chiing la cac hgp 
chat ancaloit 4] va flavonoit [5]. Cay Nhan chay {Desmos tostrata) la mot loai thudc chi Hoa 
de, dich chiet metanol ciia vd than cay nay cd boat tinh ire che sdt ret ddi vdi chiing 
Plasmodium falciparum (irc che 40% d ndng do 10 pg/mL) va boat tinh gay doe ddi vdi ddng 
te bao ung thu bieu md KB (lie che 15% d ndng do 1 pg/mL). Tir dich chiet nay chiing tdi da 
phan lap dugc 2 hgp chat ancaloit mdi la desmorostratlne (1) va discretine jV-oxide (2) ciing 
vdi 5 hgp chat ancaloit da biet la discretine (3), dehydrodiscretine (4), pseudocolumbamine 
(5), predicentrine (6) va aristolactam All (7). Ben canh dd cac hgp chat flavonoit cGng dugc 
tim thay gdm 1 flavone cd cau true la desmorostratone (8) va 2 chat da biet la 
desmosdumotins B (9) and C (10). 
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Hinh 1. Cdc hgp chdt phdn lap tir cdy D. rostrata 

Ngoai ra mdt chat cyclopeptide mdi ciing da dugc phan lap va xac dinh cau true la 
desmocyclopeptide (11). Cac chat phan lap dugc da dugc thir boat tinh chdng sdt ret ddi vdi 
chiing Plasmodium fiilciparum va gay ddc te bao tren ddng te bao ung thu bieu md KB. Cac 
chdt discretine A -̂oxide (2), discretine (3) va dehydrodiscretine (4) la cac thanh phan cd hoat 
tinh chong sdt ret cao nhat vdi gia ui IC50 tuong irng la 4,2; 1,6 va 0,9 pM, nhung chung lai 
thi hien kha nang gay ddc te bao rdt >'lu ddi \6\ cac tl bao KB (IC50 > 28 pM). Nhu vay tac 
dung chdng sdt ret ciia cac chat nay khdng phai do ddc tinh ciia chimg gay ra. Khae vdi cac 
chdt tren. hop chat desmorostratlne (1) da the hien kha nang gay ddc tren ddng tl bao KB vdi 
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gia tri IC50 la 2,4 pM va hoat tinh chdng sdt ret vdi IC50 la 3,6 pM. Dilu nay cd thi ket luan 
boat tinh chdng sdt ret cua chat nay cd the do boat tinh gay doe tl bao ciia nd gay ra. Mat 
khae, desmosdumotins C (10) cd boat tinh gay doe tl bao vdi gia tri IC50 la 19,8 pM. trong 
khi cac chdt khae the bien boat tinh yeu hon (IC50 > 25 pM) [6, 10]. Cac phep thir in vitro 
boat tinh gay ddc tl bao ciia desmosdumotin C da dugc tien banh tren 6 ddng te bao ung thu: 
ung thu vii (MFC, ED50 3,8 pM), ung thu xuong (HOS, ED50 2,5 pM ), ung thu budng triing 
(1A19, ED50 4,0 pM), ung thu dai trang (HCT-8, ED50 5,0 pM), ung thu bilu md (KB, ED50 
6,5 pM) va ung thu bieu md khang vincristin (KB-VIN, ED50 5,6 pM). 

La cua cay Nhan chay {D. rostrata) ciing da dugc nghien ciiu va chiing tdi da phan lap 
va xac dinh dugc cdu true ciia 10 hgp chat la desmorostratone (8), desmosdumotin B (9), 
desmosdumotin C (10), demethoxymatteucinol (12), oroxylin (13), crotepoxyde (14), 
3',5,5',7-tetrabydroxyflavanone (15), 3,7-dimethoxy-4',5-dibydroxy-3'-0-{a-L-
rhamnopyranosyI-(l->2)-[a-L-rhamnopyranosyI-(l->6)]-[3-D-gIucopyranoside} (16), V-(4-
hydroxy-Z-cinnamoyI)-tyramine (17), A^-(3,4-dihydroxy-Z-cinnamoyI)-tyramine (18) and 7V-
trans-femloyltyramine (19). Ket qua thir boat tinh cho tbay oroxylin (13) cd boat tinh chdng 
sdt ret ddi vdi chiing Plasmodium falciparum vdi gia tri IC50 la 1,3 pg/mL [7]. 

De lam sang td qua trinh hinh thanh cac flavonoit desmorostratone, desmosdumotins 
B va C trong cac loai thuc vat, chiing tdi da de xuat con dudng sinh tdng hgp cac chat nay nhu 
trinh bay dudi day. Con dudng sinh tdng hgp ciia cac hgp chat flavonoit da dugc cac nha khoa 
hoc nghien ciiu nhieu. O day chiing tdi nhan manh kha nang hinh thanh cac hgp chat flavonoit 
cd cau triic dac biet vdi vdng A bi metyl hda. Thuc te rang hai hgp chat champanone A va B 
ciing da dugc cac nha nghien cuu phan lap tir loai Desmos dumosus. Nhu vay cd the du doan 
rang qua trinh metyl hda dugc thuc hien ddi vdi hgp chat III tao hgp chat champanone B. 
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Hinh 2. Di xudt con du&ng sinh tdng hgp cua cdcflanonod thudc chi Desmos 

Chi Giac de {Goniothalamus) la mot chi nhd thudc bo Na (Annonaceae). Chi nay chi 
cd 19 loai thudng dugc dimg dl tri cac benh thdp khdp, sdt va cdn diing dl giam dau va kich 
thich tieu hda [8J. Cay Giac de Tamir {Goniothalamus tamirensis Pierre) la loai cay bui cao 
5-6 m, la cd phien bau due dai 12-17 cm, thudng phan bo d Thira Thien Hul, Da Ndng. Mau 
la cay Giac de Tamir ciia chiing tdi dugc thu bai d Quy Chau - Nghe An vao thang 5/2003 
trong khudn khd hgp tac Phap-Viet vl nghien eiiu hda hoc tham thuc vat Viet Nam. Dich 
chiet etyl axetat cua mau nay cd tac dung lic cbl ddng te bao ung thu bieu md KB vdi gia tri 
67,5% d ndng do 1 pg/mL. Chi Goniothalamus dugc biet den nhu la ngudn san sinh cac hgp 

106 



Hoi nghi Khoa hqc ky niem 35 ndm Vien Khoa hqc vd Cong nghe Viet Nam - Hd Not 10.2010 

chat styryl lactone va cac alkaloit thudc khung aporpbine [9]. Kbi nghien ciin ve ddi tugng la 
cay nay, chiing tdi da phan lap va xac dinh cau triic hda hoc ciia mot hgp chat styryl, trong dd 
cd 2 hgp chat lan dau tien phan lap la hgp chat 27 va 28. Viec phan lap dugc bai hgp chat nay, 
cd the se giiip hieu rd hon vl qua trinh hinh thanh ciia cac hgp chat styrj'l lactone trong cac 
loai thudc chi Goniothalamus. 

Cac nghien cim ve boat tinh sinh hoc ciia cac styryl lactone trudc day cho thay nhieu 
hgp chat thudc ldp chat nay cd boat tinh chdng ung thu. Dien hinh la hgp chat howiinol dugc 
cac nha khoa hoc Trung Qudc phan lap tir cay Goniothalamus howii. Hgp chat nay the hien 
kha nang chdng ung thu rat dang quan tam. Trong nhirng nam gan day, hgp chat howiinol da 
thu hiit sir quan tam ciia nhieu nhdm nghien cim tren the gidi nham phat trien boat chdt nay 
trong dieu tri benh ung thu. 
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Hinh 3. Cdc hgp chdt styryl vd ddn xudt axit cinnamic phdn lap tu cdy G tamirensis 

Ciing tir bd phan la ciia cay Giac de Tamir chiing tdi da phan lap dugc 10 hgp chat 
thudc ldp ancaloit. Trong dd cd 1 hgp chat mdi la hgp chat 38 thudc khung aporpbine va 9 
hgp chat da biet la cac hgp chat 29 - 37. Nhu vay cd the thay hau bet cac alkaloit phan lap tir 
cay nay deu thudc khung apporphine. Cac hgp chat thudc khung nay dugc biet den nhieu vdi 
boat tinh chdng sdt ret. 
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Hinh 3. Cdc hgp chdt alkaloit phdn lap tie cdy G. tamirensis 

Viec khao sat boat tinh sinh hoc ciia cac hgp chdt phan lap dugc tir cay G. tamirensis 
dang dugc tien hanh. Cac thir nghiem nay tap trung vao boat tinh gay ddc tl bao va boat tinh 
chdng sdt ret. Ket qua thir nghiem se cho phep xac dinh dugc cac hgp chdt tao ra hoat tinh ciia 
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dich tdng ban dau ciia cay nay. Ngoai ra, can md rdng khao sat tren cac dich sinli hoc kbac 
nham tim kiem kha nang ung dung ciia cac bcpp chat nay. 

Kit luan 

Nhu vay tir bai loai thudc ho Na (Annonaceae), nhieu hgp hgp chdt da dugc phan lap 
va xac dinh cau tnic hda hoc. Trong sd cac hgp chat nay cd 7 hgp chat mdi. Viec phan lap cac 
hgp chat thudc hai cay nay cho thay sir da dang ve mat hda hoc ciia cac cay thudc hg Na. Tuy 
nhien ldp chat alkaloit thudc khung apporphine cd mat trong rat nhieu loai ciia ho nay. 

Cac ket qua thir nghiem sinh hoc cho thay mot sd hgp chat alkaloit phan lap tir cay D. 
rostrata cd boat tinh chdng sdt ret dang quan tam. Ngoai ra, cac hgp chat desmodumotin B va 
C cho boat tinh gay doe te bao tren mot sd ddng te bao ung thu KB. 

Ngoai ra, viec khao sat boat tinh sinh hoc ciia cac hgp chat phan lap tir cay G 
tamirensis can dugc nghien cim. Ddng thdi, hgp chat 26 cd ham lugng tuong ddi cao trong la 
cay nay, do vay viec nghien ciiu ban tdng hgp chat nay se dugc thuc hien nham tim kiem cac 
hgp chat cd boat tinh cao bon. 
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