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Summary
Three natural compounds (1-3) were isolated from the ethanol exlracts of the roots of Kadsura
coccinea A.C. Smith (Schisandraceae). They were identified as 3,4-seco-9BH-lanost-4(28),7,24-trien-
3-oic acid (1); 24(E)-3,4-seco-9fH-lanost-4(28),7, 24-trien-3,26-dioic acid (2); and kadsuralignan J (3)
by spectral analyses in reference o the literature. This is the first report on the isolation of compound 2

from this plant.

Keywords: Kadsura coccinea (Lem.) A. C. Smith, 3,4-seco-9fH-lanost-4(28),7.24-trien-3-oic acid,
24(E)-3,4-seco-9BH-lanost-4(28), 7, 24-trien-3, 26-dioic acid, kadsuralignan J

Dit van dé

Na rirng hay con goi 14 ngl vi nam co tén
khoa hoc Kadsura coccinea (Lem.) A. C Smith
thuge ho Ngi vi (Schisandraceae) O Viét Nam
¢4y phan bbé chi yéu & cac tinh Lang Son,
Cao Bing, Ha Giang, Lao Cai, Quang Tn, Tay
Nguyén. Theo y hoc cb truyén ré na rirng cé vi
cay &m, hoi déng, co huvong thom; cé tac dung
hanh khi chi théng, hoat huyét, tan (&, khu phong
tiéu thing". &' Trung Quéc cay duoc sir dung
trong viéc diéu trj ung thu, cac bénh vé& datl, thap
khép, bénh viem loét da day, ta trang®. O Viet
Nam, nhan dan mét sé dia phuong dang vo than,
v ré ctia cdy na rirng 1am thude bd, dung ré cay
diéu tri viém rugt man tinh, viem da day. dau
bung, kich thich tiéu hoatl. Trén thé gioi da co
mdt s6 nghién ciru vé thanh phan hoa hoc cing
nhu tac dung sinh hoc clia cay na ring (Kadsura
coccinea)* 5681 uy nhién & trong nudc nhing
nghién clru vé cay na rirng con rét it. Trong bai
bdo nay ching t6i cong bd két qua phan 1ap va
xac dinh cAu truc ba hop chét trong dé cé hai
triterpen va mot lignan (& phan ré cua cay na
nrng thu héi tar Viét Nam.
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Déi twong va phwong phap nghién
cru

Dbl twong nghién civru

D61 tuong nghién ciru 1a bd phan ré cua cay
na ring thu hai tai huyén Trang Binh, tinh Lang
Son thang 9 nam 2009 va da dugc xac dinh tén
khoa hoc 1a Kadsura coccinea (Lem.)A. C. Smith
by Clr nhan Ng6 Van Trai, Khoa Tai Nguyén
Dwoc liéu, Vién Duoc gu Mau nghién clru
hién dugc lvu gitr tal Khoa Hoa phan tich - Tiéu
chuén, Vién Duoc liéu.

Phwong tién nghién ctru

- Dung méi, hda chét dung dé chiét xuét va
phan lap gdém n-hexan, ethyl acetat, n-butanol,
ethanol, methanol dugc mua boi cac cong ty
héa chat va dat tidu chuan thi nghiém. ban mong
silica gel F,, (Merck) va RP F,, (Merck).

- Diém néng chay do trén may GALLENKAMP
(Sanyo, Nhat Ban), phd t& ngoai do trén may
UV-1800 Spectrophotometer {Shimadzu, Nhat
Ban), phd hong ngoai (IR) do trén may FT-IR
Spectrophotometer (Perkin Elmer, My), pho kho
lugng ton hoa phun dién to ESI-MS (Etectron
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Spray lonization Mass Spectrometry), cac loai
cdt sac ky (ct thiy tinh), may hieng phan doan
ty ddng, méy cAt quay, t sdy tai Khoa Hoa phan
tich - Tiéu chudn, Vién Dugc fiéu. Phd khéi lugng
ion héa héa hoc tai ap suét khi quyén APCI-MS
(Atmospheric Pressure Chemical lonization
Mass Spectrometry) do trén may Agilent 1100
LC-MS, phd cang hudng tir hat nhan ('H-NMR,
"C-NMR, DEPT) do trén may Bruke AM500 FT-
NMR (Phong CAu trac, Vién Hoa hoc, Vién Han
l1am Khoa hac va Cong nghé Viét Nam).

Phuwong phap nghién ciru

Chiét xudt va phén I3p cdc hop chat

Duaoc ligu 2 kg (6 Am 10%) duoc thai nho,
chiét néng c6 sinh han vdi ethanol 80% 3 lan,
mdi 1an 3 gi&v. Dich chiét dugc gop lai va cét loai
cdn nuéc durdi 4p sudt giam thu dugce can chiét
¢cdn da co khd (150 g). Cén chiét cdn duoc hoa
trong nuwére (500 mi) sau d6 dwoc phan bé lai tan
It trong cac dung moi ¢6 A phén curc tng dan
gdm n-hexan, ethyl acetat, n-butanol. Gan riéng
cac phan doan nay va cét loai bd dung mbi dudi
4p sudt giam thu duoc cac phan cén trong ing,
¢an phan doan n-hexan (64 g), cin phan doan
ethyl acetat (32 g) va cén phan doan n-butanol
(27 g).

Si¥ dung séc ky cot véi cac chét hap phy silica
gel pha thudng, pha ddo dé phan lap cac chat.
Séc ky lop mang dung dé theo déi vét cac chét
tlr cac phan doan. Kiém tra @6 tinh khiét bang
s3c ky 16p méng (soi dudn dén tr ngoai & budc
song 254 nm, 365 nm va ho néng & 110°C sau
khi phun thudc thir H,S0, 10% trong ethanol),
do nhiét d6 nong chay, kiém tra bang sic ky ldng
hiéu nang cao (néu can thiél). Can phan doan
n-hexan (64 g) dwoc chay qua cot sic ky silica
gel, riva gidi béng hé dung méI n-hexan/ethyl
acetat voi ty 1& ethyl acetat tang dan tir 0 dén
100% Kiém tra thanh phan dich rra giai béng
séc ky lop mong. Dich rea giai dwgc chia thanh
5 phan doan chinh' PB1 (3.8 g); PP2 (5.3 g),
PD3 (12,6 g); PB4 (10,8 g) va PD5 (6,9 ). Phan
doan PB3 (12,6 g) dwoc chay qua cét silica gel
hé dung modi rira gidi n-hexan/ethyl acetat theo
gradient voi cacty 1€ 8:1, 6:1; 4:1; 2:1 thu dugc 3
phan doan (PD3-1 dén PB3-3). Phan doan PB3-
2 duoc ép tuc chay qua cét silica gel riva gidi véi
hé n-hexan/ethyi acetat (4 1) thu dugrc chét sé 1
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(125 mg). Phan doan PD4 (10,8 g) dwoc phan
tach bang cot silica gel vGi hé dung méi n-hexan/
ethyl acetat theo gradient 4:1; 2:1; 1:1 thu duoc
4 phan doan (PD4-1 dén PD4-4). Kiém tra thanh
phan dich riva gidi béng s&c ky I6p méng cho
thay phan dich rira phan doan PD4-3 co m6t vét
chinh. Cét loai dung méi phan dich rira nay thu
duoc dang chét ran. Tién hanh niva gan chét rin
nhiéu 1an bang methanol thu dwec chét sé 2 (50
mg). Phan doan PP2 (5,3 g) dugc tach béng cot
silica gel, riva gidi bang hé dung méi n-hexan/
ethyl acetat véi cac ty 1& 10/1; 8/1; 6/1; 4/1 thu
duoc 4 phan doan (PD2-1 dén PD24). Phan
doan PD2-3 1iép tuc chay qua cét silica gel pha
dao voi hé dung mdi MeOH-H,0 (4:1) thu duoc
chét sé 3 (45 mg).

Xéc djnh céu tric cda cdc chét phan lip
duoc

CAu tric cla cAc chét phan lap duec dua
trén két qua phan tich cac tinh chéat ly héa (cam
quan, nhiét d6 néng chay), cac phd tir ngoai (UV),
héng ngoai (IR), phd khdi (MS), phd cong hudng
tir hat nhan ("H-NMR, “C-NMR. DEPT) st dyng
chét ndi chuan 14 TMS (tetramethyi silan) va so
sanh cac di liéu thu duoc W thye nghiém véi
CAc tai liéu da cong bb.

Két qua nghién ctu

Céc dir liéu hoa ly va phé cila cac chat
phan 1ap dwoc

Chét s6 1: bét vo dinh hinh mau tring; nhiét
dd néng chay 160-163°C. Phé IR Voo (M)
2968, 1721, 1651, 1455, 1276, 1114. Phd APCI-
MS (m/z) 441 [M+H]* Phd 'H-NMR (500 MHz) va
3C-NMR (125 MHz): xem béng 1.

Chat s6 2: bot mau trang; nhiét do néng
chdy 234-236°C. Phd UV (MeOH) 1.__: 202 nm.
Phé IR V. (cm™): 3464; 2956; 1690; 1653; 1505;
1289; 1072. Phb APCI-MS (m/z) 471 [M+H)". Phd
H-NMR (500 MHz) v "C-NMR (125 MHz): xem
bang 1.

Chét sé 3: Tinh thé mau vang nhat, nhiét do
nong chay 50-52°C. Phé UV (MeOH) . 214
nm. Phé IR (cm): 3512; 2961; 1731; 1618; 1578;
1504; 1467, 1265; 1096. Phd ESI-MS (m/z) 509
[M+Nal". Phd 'H-NMR (500 MHz, CDCL,), 6, (S6
H, d6 béi. J=Hz)(ppm): 6,72 (1H, s, H4); 2.64
(2H, m; H-6); 2,00 (1H, m; H-7); 1,80 (1H, m;
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H8), 4.72 (1H, s: H-9); 6,32 (1H, s; H-11); 1,00
(3H, d. 7,5, H-17); 1,16 (3H, d. 7,5; H-18); 5,93
(1H, d, 1.5 H-19); 5,91 (1H, d, 1,0, H-19); 3,79
(3H. s; 2-OCH,); 3,89 (3H, s; 3-OCH,); 3.86 (3H,
s; 14-OCH,); 2,41 (1H, m; H-2'); 1,57 (1H, m;
H-3). 1,40 (1H, m; H-3'); 0.81 (3H, t, 7.5; H-4");
0.92 (3H, d. 7.5; H-5. Phé C-NMR (125 MHz,
CDQ))), &, (ppm): 141,8 (C-1); 139,0 (C-2); 1516

(C-3): 113,3 (C-4); 134,9 (C-5); 38.9 (C-6): 35.2
(C-7); 43,0 (C-8): 82,9 (C-9); 140,1 (C-10): 102.6
(C-11); 149,0 (C-12); 135,2 (C-13); 141.0 (C-14);
118,4 (C-15); 123,0 (C-16); 15,3 (C-17), 20,0 (C-
18); 101,1 (C-19); 61,2 (2-OCH,): 56,1 (3-OCH,):
59,7 (14-OCH,); 176.5 (C-1'); 41,3 (C-2'; 26.7 (C-
37 11,4 (C4"); 16,7 (C-5).

Bang 1: S8 liéu phé 'H-NMR va phd **C-NMR (o trong DMSO) cia céc chét s6 1 va 2

Vit - Chétsé 1 Chit sé 2
6,, (s6 proton, dé béi, J=Hz) 3C 8, ( s6 proton. d béi, J=Hz) 3C
1 4 286 " 28.7
2 N 283 * 297
3 - 174.8 1756
4 - 149.3 149.5
5 * 447 447
6 “ 288 ° 28.9
i 5,30 (1H, m) M7 5.29 (1H, m) 1M71
8 - 146,2 - 146,2
9 * 38.4 38.4
10 - 357 - 35,8
1" = 17.9 18,0
12 * 333 334
13 - 431 431
14 = 51,0 50,9
15 2 33,5 33,5
16 . 275 " 274
17 ‘ 522 ‘ 52.2
18 0.73 (3H, s) 211 0,74 {3H. s) 211
19 0,81 (3H, s) 234 0.80 (3H. s) 235
20 * 351 - 35.2
21 0.88 (3H. d, 6,0) 17.9 0.90 (3H. d. 6.5) 17.8
22 ‘ 35,5 - 344
23 * 24,2 » 24,8
24 5,09 (1H,1.7.0) 1247 6.54 (1H. 1, 7,0) 138.9
25 - 130.0 = 129.3
26 1,63 (3H, s) 24,9 .
27 1,58 (3H, s) 171 177 (3H, s) 12,2
1
n g we  mmnd
29 1,77 (3H. s) 251 1,72 (3H. s) - 21,9 -
30 1.00 (3H. s) 27,0 1,01 (3H. s) 27.0

* C4c tin hiéu by chdng I&n, kho xéc dinh dé dich chuyén. sé proton va do boi: cac ky higu: s (singlet). br s

(broad singlet), d (doublet). t {triplet). m (muftiplet)
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Céng thirc clia cac chét phan lap
Chétsé 1

Chét sé 1 thu duoc & dang bdt mau tréng,
nhiét dé nong chay 160-163°C. Phd IR cho biét
trong phan t ctia 1 c6 cac nhom C=0 (1721
em-'), lién két C-O (1276; 1114 cm"”), lién két ddi
C=C (1651 c¢m"). Phd 'H-NMR cla 1 (bdng 1)
xuat hién tin hidu cta bay nhom methyl tai do
dich chuyén (3,) 14n lvot 14 0,73; 0,81; 0,88; 1,00;
1,58, 1,63; va 1,77 ppm:; bdn olefinic proton cd
5, 5.30 (1H, m); 5,09 (1H, t, 7,0); 4,84 ((TH, br
s); 4,78 (1H, br s). Cac phd “C-NMR va DEPT
06 30 tin hiéu carbon, ndn chét nay co thé 1a
mét triterpen. C6 sau carbon nam trong ving
lién két d6i C=C co &, tr 111,3 dén 149,3 ppm
(bao gdm ba carbon bac bén, hai nhém CH va
mét nhém CH,), carbon nhém C=0 xudt hign &
8, 174,8 ppm. Nhwr vy, dya vao dir lieu phé ‘H
va phd C-NMR cho phép khang dinh chét sé 1
thuéc nhém lanostane-tritepen, mét nhom chét da
duoc phan lap i céc loai thudc chi Kadsura B9,
phu hop vén div lidu cia phé APCI-MS cé dinh
ion tai m/z 441 [M+H]* (positive) cho bidt cbng
thize phan tir la C,H,,0, (M=440). Sy xuét hién
clia céu tric vong A 3.4-seco duoc ching minh
béi tin higu clia ba carbon tai ¢ 174,8 (C), 149,3
(C) va 11,3 (CH,), twong (rng voi C-3, C-4 va
C-28. T nhirng phén tich & trén so sanh sb ligu
cac phd clia 1 voi nhiing hgp chat 3.4-seco-
lanostane-triterpen da dwoc phan 1ap tr cac loai
thudce chi Kadsura @487, chét sé 1 dwoc xac
dinh 1a 3,4-seco-9BH-lanost-4(28),7,24-trien-3-
oic acid.

Chatsé 2

Chét 56 2 cling thu dugc dang bdt mau tréng,
nhiét d6 ndng chay 234-236°C. Cac phd UV, IR,
'H-NMR va "*C-NMR cua 2 tuong ly nhu cua
1, goi y réng 2 cling la mot hop chét 3 4-seco-
lanostane-triterpen. Sy khac biét la chat sé 2
chi ¢6 s4u tin higu nhom CH, (chat sé 1 ¢6 bay
nhém CH,). Phé APCI-MS c6 dinh ion tai (m/z)

4

471 [M+H]* (positive) cho biét cong thirc phan t
cva 2 la CyH O, (M=470). Do ¢ it hon cht sb
1 mét nhém CH, ma trong céng thire phan ti lai
¢ nhiéu hon hai nguyén & oxy, s nguyén tir
carbon cua hai chét cung 1a 30 co thé dy doan
c6 mdt nhém CH, da duogc thay thé béi nhém
COOH trong cu tric clia 2. Phan tich va so sanh
tinh chat ly hoa (cam quan, nhiét 6 néng chay),
cac dir idu phd véi tai liéu tham khao ', chét
s6 2 dugc xac dinh co cdng thirc 24(E)-3,4-seco-
9BH-lanost-4(28),7,24-trien-3, 26-dioic acid.

Chéatsé 3

Chét s6 3 thu duoc & dang tinh thé mau
vang nhat. Phé IR cho biét trong phan t&r 3 co
cac nhdm chirc OH (dai hép thu cé dinh 3512
cm'), C=0 (1731 cm'), C-O (1265, 1096 cm™'),
va lién két C=C nhan thom (1618; 1578; 1504;
1467 cm'). Phd 'H-NMR xuét hién tin hiéu cta
bén nhom methyl tai &, I1an Iuot 1a 0,81; 0,92
1,00; 1,16 ppm, ba tin hiéu nhém methoxy dinh
vao nhan thom & cac dé chuyén dich 3,79; 3,86;
3,89 ppm, hai proton nhan thom va hai proton
cla nhém methylendioxy duoc tai 8, 6,72 (1H,
s): 6,32 (1H. s); 5,93 (1H, d, 1,5) va 591 (1H,
d. 1,0). Cac phd "C-NMR va DEPT xuét hién
27 tin hiéu carbon, trong do c6 mwoi hai carbon
nam trong viing thom (hoac hén két déi C=C) &
8. 102,6 dén 151,6 ppm. cé tin hiéu cua nhém
metylendioxy & §; 101,1 ppm va nhém C=0 & &,
176.5 ppm. Cac d@ liéu clia cac phd 'H-, PC-NMR
va DEPT clia 3 goi y day 1& hop chét thude nhém
dibenzocyclooctadien lignan, mét nhém chét
dac treng cé trong chi Kadsura ®'%. So sanh
cac di¥ iu phd cla 3 duoc véi cac hgp chat
dibenzocyclooctadien lignan da cong bo cho thay
trung véi kadsuralignan J "I, Phé ESI-MS cua 3
¢6 pic ion tai m/z 509 [M+Na]" (positive) phil hgp
voi khéi lugng phan b cda chét kadsuralignan
J (C,,H,.0,; M=486). nén ching t6i khang djnh
chét s6 3 I3 kadsuralignan J

TAP CHi DUQC HQC - 9/2014 (SO 461 NAM 54)



@ Nghién c(ru - Ky thuat

Hinh 1: Céng thie hoa hoc cua cac chét 1-3

Két luan

Tir phan doan n-hexan cla dich chiét ethanol
cla ré cay na rirng, nhom nghién ciru da phanlap
dugc ba chét (1-3), Guoc xac dinh 14 3,4-seco-9
ffH-lanost-4(28).7.24-trien-3-oic acid (1), 24(E)-
3.4-seco-9pH-lanost-4(28),7,24-trien-3,26-dioic
acid (2), va kadsuralignan J (3) dua vao cac d
liéu phd (UV. IR, 'H-NMR va “C-NMR, DEPT,
MS) két hop tham khao tai ligu da cong bd. Cac
chdt s6 1 va 2 thudc nhém lanostan triterpen,
cdn chat sb 3 13 mét lignan, déu 1a hai nhom hop
chét chinh clia chi Kadsura. Day Ia 1hn dau tién
hop chét s6 (2) phan lap dwoc tir lodl Kadsura
coccinea.
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® Diém sach bao

Thuoc méi

Thuéc Beleodaq diéu tri bénh Lympho
khéng Hodgkin tién trién

Beleodaq (belinostat) da dwgc FDA My phé
chuan @& diéu tri banh lympho t& bao T ngoai vi
(PTCL), mot dang hiém gap va 4c tinh clia bénh
lympho khéng Hodgkin. Theo wéc tinh cia Vién
Ung thu Quéc gia My, sé& cb khodng 70.800 ngudi
My bi bénh lympho khéng Hodgkin trong ndm nay,
trong 86 15% la PTCL. Beleodaq dugc thiét ké
nhdm (¢ ché té bao T khong tr& thanh ung thu.
Thuée dugc diing cho nhirng ngudi bj ung thy tai
phat hoac nhirng ngudi khdng dap tng véi ligu
phap trwdc dé.

Db an toan va hiéu qua cia Beleodaq da dwoc
danh gia trong céc nghién ciru 1&m sang trén 129
nguon bi PTCL. TAt ca déu dwoc didu tri bing
thubc méi nay, va & khoang 26% bénh nhan ung
thw 83 bién méat hodc teo nhé. Tac dyng phu hay
g8p nhét la budn nén, ndn, mét mdi, sét va giam
héng cau (thiéu mau).

Beleodaq dugrc tiép thi bdi Cong ty Spectrum
Pharmaceuticals, try s& tai Henderson, bang
Nevada.

Thudc hit Afrezza diéu trj dai thao dwong

Thuéc hit Afrezza (insufin nguwri) vira dugc
FDA My phé chuan d& diéu trj bénh nhan dai thao
duang la ngudi lon.

Insulin hit tdc dung nhanh dwgc ding trong
vong 20 phit sau khi bit ddu bra an. D an toan
va higu qua cla Afrezza da duoc Ganh gia trong
céc nghién ciru lam sang gém hon 3.000 ngui,
trong d6 c6 khoang 2/3 bi Gai thao dwding type 2 va
6 con lai la dai thao duong type 1. Thude khéng
thay thé cho insulin tac dung kéo dai va phai dung
phéi hop vai insulin tac dung kéo dai & bénh nhan
dai thao duong type 1. Thubc khéng nén ding
Giéu tri nhiém toan keton do bénh dai thao duéng
hoac cho ngudi nghién thubc Ia.

Afrezza can than trong vén nhimg ngudi bi
bénh phdi tic nghén man tinh (COPD) co thé bj co
thét phé quan cAp. Do d6 khdng nén diing thudc
cho ngud1 bénh by COPD hodc cac dang bénh
phdi man tinh khac. nhu bénh hen.

Nhéng tac dung phy hay gap nhét ctia thudce 1a
ha duding huyét. ho va dau hozc kich Gng hong.

76

Afrezza dwoc san xuét bdi cong ty MannKind
Corp. ¢6 try s& tai Danbury, Connecticut.

Thuédc khang sinh Sivextro diéu tri nhiém
tring da nang

Khéang sinh Sivextro (tedizolild phosphat) da
duoc FDA My phé duyét dé diéu trj cho bénh nhan
la nguoi 1én bj nhiém triing da nding hodc de doa
tinh mang. Sivextro 1& khang sinh mai ther hai dung
diéu trj nhiém trung da duwgc FDA phé chudn trong
thang qua, sau Dalvance (dalbavancin).

Thudc duge ding theo dwong tinh mach hodc
dang vién @é didu tri cac nhiém triing bao gdm ty
céu vang khang methicillin (MRSA). D6 an toan va
hiéu qua coa thubc da Guorc danh gia trong nhirng
nghién ctru 1am sang gém hon 1.300 ngudi Ion b
nhi&m triing da tir n&ng dén rat néng. Cac tac dyng
phu phd bién ghi nhan dwec 1a budn nén, dau dau,
tiéu chay, nén va chéng mat. Thubc chwa dugc
danh gia trén bénh nhan nguoi I6m c6 sé Iwgng
bach cAu thdp dudi mirc binh thuang.

Sivextro duoc tiép thi b1 Cong ty Cubist
Pharmaceuticals, cé tru s& fai Lexington,
Massachussetts.

Thubc mai gidp giam sé 1an tiém & nguoi
bénh Hemophilia

Hemophilia A la mét réi loan chay mau di truyén
chti yéu gap & nam gi¢i. Nguyén nhan clia bénh
14 do khiém khuyét gen yéu t6 VIII. C6 khoang
1/5000 nam gién & M§ bj méc can bénh nay. Ngudi
bénh dé& bj nhirng dot xuét huyét nang, chu yéu
xay ra & khép

Eloctate, Antihemophilic Factor Fc Fusion da
duoc FDA My phé chudn cho diéu tr bénh nhan
Hemophilia A. Thuéc duoc thiét ké dé can sb mii
tiém it hon so voi cac liéu phap chuén hién nay,
v&1 myc dich gidm s 1an chay mau & ngudi bénh.

D6 an toan va hiéu qua cta Eloctate dugc
danh gia trong mét nghién ciru 1am sang gém 164
ngudi. Thi nghiém cho thy thuéc khong c6 van
dé gi vé dé an toan.

San phdm duoc gidi thidu boi Cong ty Biogen
Idec, dat tai Cambridge, bang Massachussets.

Theo He.
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