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Tém tit:

Hai hop chdt lignan la schizandrin, angeloylgomisin P va mét hop chdt
nortriterpen la henridilacton A da dwoc phdn Idp tir qua Ngii vi tw (Schisandra
sphenanthera Rehder Et Wils.). Céu triic héa hoc cia cdc chdt phdn ldp dwoc
duoc xdac dinh trén co so dir liéu phé khéi (ESI-MS) va phé cong huong tur hat
nhdn (NMR). Ba hop chat trén thé hién hoat tinh doc té bao khi thir trén bén dong
1é bao ung thw nguoi la: 1Csy 18,6-66,8 ug/mL.

Abstract:

Two known lignans schizandrin, angeloylgomisin P and nortriterpenoid,
henridilactone 4 have been isolated from Schisandra sphenanthera fruits. Their
structures were elucidated on the basis of ESI-MS and NMR spectral data. In
addition, the three compounds showed the cytotoxic activities on four human
cancer cell lines with IC50 values in the range of 18,6 - 66,8 ug/mL.

1. M& dau

Ngii vi tu (Schisandra sphenanthera Rehder Et Wils., ho Schisandraceae) la mot cay
thude ¢é trit lvong 1on & Kontum, méi duoc phat hién ¢ Viét Nam vao khoang nam 2007.
Dong bao dan toc huyén Tra My, tinh Quang Nam va Tdy nguyén dung céy nay tri bénh gan,
mat rat tot. Qua Ngii vi to (NVT) 1a mot loai thubc qui duoc str dung rong rai trong y hoc ¢
truyén Trung Qudc [1, 2]. Nuéce séc hat co thé lam giam men gan t&i 55% trong trudong hop bi
bénh [2,3]. Cac cong bd trude day cho thdy, cac hop chét lignan nhu phenandilacton A-C,
sphenanlacton A-D, schizantherin A 1a thanh phdn hoa hoc dic trung cua qua Ngi vi tu
(NVT) [1,2,7,8]. Ngoai ra tir qua NVT con c6 cac hop chit triterpen nhu acid schizandronic
(acid ganwuweizic), acid anwuweizic va schisanol [1], trong khi tir S. chinensis chua tim thiy
cac hop chéat nay. O Viét Nam, cho dén nay méi chi co mot bai bao cua tac gia Phan Van
Kiém va cong su (2007) vé thanh phan hda hoc cua qua Ngili vi ti thu hai tai Kon Tum [2].
Véi muc tiéu tiép tuc tim kiém cac chét ¢ hoat tinh sinh hoc va dé c¢6 co so khoa hoc dua hat
NVT Viét Nam vao str dung thay thé NVT Trung Qubc hang nam phai nhap véi sb luong 16n
(50-70 tn), chiing t6i tiép tuc nghién ctru thanh phan héa hoc va hoat tinh sinh hoc cua qua
cdy nay. Bai nay s& thong bdo két qua vé phén lap va xac dinh ciu trac hoa hoc cua hai hop
chat lignan 1a schizandrin (1), angeloylgomisin P (2) va méot hop chét nortriterpen la
henridilacton A (3) tir qua Ngii vi tir thu mua tai Quang Nam.

2. Két qua va thao ludn

Dich chiét methanol 95% (SSM) cua hat Ngii vi tir sau khi loai dung méi duéi ap suét
giam duogc phan bd lan luot trong cac dung modi n-hexan, dichlometan, ethyl acetat va n-
butanol Cét loai dung mdi thu duoc cin cac dich chiét SSH (73,8g), SSC (49, 7g). SSE (5.5g),
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SSB (3,1g). tuong tmg. Bang phuong phap sic ky cot trén silica gel. sac ky c¢ot nhanh (flash
chromatography) va sac ky loc gel trén sephadex LH-20 véi cac hé dung moi thich hop da
phan lap duoc chat 1, 2t can dich chiét n-hexan (SSH), chit 3 va [-sitosterol tu can dich
chiét dichlometan.

Pho khoi ESI-MS cuia chat 1 ¢6 pic ion gia phan tir & m/z 433 [M+H]". két hop v6i phd
3C.NMR DEPT di xéc dinh dugc cdng thuc phén tu cua chat 1 la Cy4H;3,05. Pho "C-NMR
va phé) DEPT c06 tin hiéu cua 24 carbon: 11xCq, 3xCH, 2xCH,. 8xCHj. trong do co 6xOCH;
(bang 1). Tl dit liéu phd MS va NMR chiing t6i dur doan chét 1 12 mot lignan c6 cdu tric dang
dibenzo cyclooctan. Pho "H-NMR ¢6 2 tin hiéu singlet cua 2 proton thom, 6 methoxy singlet
(63,91-3,54, 6xCH;0) va 2 methyl singlet & phia trudong cao (51.26; 0,84). Hai nhém
methylen tai & 40,78, 41,73, cung v6i 2 nhom methyl tai 6c29.68. 15,76 va mdt carbon bac 3
gén vGi oxy tai &71.75 goi y cho biét c6 mdt nhom hydroxy gén & C-7 hodc C-8. Tur sb liéu
phd va so sanh truc tiép voi sb lidu phd tuong Ung cua schizandrin (bang 1) [4], dd xac dinh
duoc chét 1 chinh 1a schizandrin (hay schisandrin), mot lignan da dugc phén I4p tr qua Ngii
vi tir Trung Quéc (S. chinensis) [1] va Ngii vi tu (S. sphenanthera) thu hai & Kon Tum [2].

1: Schisandrin

8 29 3: Henridilacton A

Chdt 2 duoc tach ra & dang v6 dinh hinh. Phé *C-NMR va DEPT cta chét 2 ¢6 tin
hiéu cua 28 carbon, trong do cé 1§qu (I carbonyl este), 5xCH, 2xCH, va 8xCHj (trong d6
¢6 4xOCH3) (bang 1). Ket hop pho khoi, phd 'H- va >C-NMR céng thirc phan tir cua chit 2
duoc xac dinh 1a C>gH3304. Khi so sanh phé) '"H- va BC-NMR véi chat 1 ta théy chét nay chi
¢6 4 nhom methoxy nhung c6 thém 1 nhom methylendioxy (645,89, d (1,4); 5,86, d (1,4);
&c100,5, C-17) va c6 mdt nhanh tigloy! hoac angeloyl dugc thay 6 qua cum tin hiéu & &
165,78 (C-18). 127.06 (C-19), 139,87 (C-20), 15,63 (C-21), 28,12 (C-22) trong phd '*C-
NMR. Diéu’ nay dugc khang dinh thém qua pic ion & m/z 415 [M-C5H;70,]" trong phé khéi
ESI-MS. Cau hinh cua OH-7 la £ duoc xac dinh qua do chuyén dich hoa hoc cua C-7
(&72.17). trong khi néu la « thi tin hiéu cua carbon nay ¢ phia truong thdp hom (75.2)
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[4,5]. So sanh chi tiét s liéu phd cua 2 véi sb liéu phd twong mg cua chét tigloylgomisin P
va angeloylgomisin P [5], d4 xé4c dinh duoc chat 2 chinh 1a angeloylgomisin P (schizantherin
C), mot lignan da dugc phan 1ap tir qua S. chinensis va S. sphenanthera [1,4,8].

Bing 1. Séliduphd C- va'H-NMR cua chit 1, 2 [CDCls, 125/500 MHz, & (ppm)] va
schizandrin [4]

Schizandrin 1 2
C [4] C |
5C 5C SH (J Hz) 5C SH (J Hz)
1 15190 15177 ] 151,85
2 140,80 140.69 > 140,49
3 15230 152.29 3 152.05
4 1105011038 6,61 s 4 10987 6465
5 131,80 13,77 5 130,61
6 40.90 4078 239 m: 2.36 m 6 8439 5507
7 71.80 7175 7 7217
8 41.80 4173 188 m g .41 194 m
9 34,40 3422 1 2.67 m: 2.64 m 9 36,39 5%2 j‘él(fd?’ 9.8)
10 1338013378 1017 135,16
1 11010 109.94 T€54s 11 10263 6765
12 152,00 151,95 12 148,71
13 14030 14013 137 13401
14 151.60 15147 14 14169
15 12280 | 122,71 57 12222
16 12420 | 5400 16 | 12117 |
17 15.90 1576 | 126 s 17 | 100.50 (51’849)d (1.4) 5,86
at 2970 29,68 0,84 d(7.2) 1816578
19 56.00 5588 13.89s 19717 127.06
20 60.90 6064 13.84's 20 17139.87 | 5.99 m
51 60.50 6047  3.88s 21 15,63 | 1.85dd (5.7 1,5)
%) 60.50 60,51 3,585 %) 1960 | 1.555
23 60.90 6082 13.59s 73 18,88 | 1395
54 56,00 5582 1391 s 5472812 T 114d (12)
25 6057 3.56's
56 175808 13.73s
27| 60,79 [391s
28 755,79 389

Phd C-NMR va DEPT cua chét 3 c6 tin hiéu ctia 29 carbon bao gdm: 1 1xCq (trong do
cd 4 nhom carbony ¢ 6 176,98; 180,27, 199,28; 221,04), 8xCH, 5x CH,, 5xCH; Tu ) liéu pho
I3C.NMR va DEPT cho thiy day c6 thé 1a mét nortriterpen. Phd 'H-NMR tin hiéu triplet cia
nhom methin olefin (7,12, ¢, J=7,7 Hz), 3 nhom methinoxy (éu4,66; 4,39; 4,27); 4 methyl
singlet (61,43; 1,08; 1,15; 1,30) va 1 methyl doublet (41,18, /=7,8 Hz) (bang 2). Qua phan tich
pho va so sanh véi tai lidu [6], da xac dinh duge ciu tric cua chét 3 1a henridilacton A, mot
nortriterpen 1an dau tién duoc Rong Tao Li va cOng su phén lap tir cdy Schisandra henryi var.
yunnanensis nam 2004 [6]. Day la lan thtr hai chét nay duoc phan lap tir chi Schisandra [7,8].
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Ngoa1 ba chét trén, tr dich chiét chloroform chung t01 cOn phan lap [-sitosterol dudi
dang tinh thé hinh kim, ¢ nhlet do nong chay 134- 135°C. CAu tric ctia chat nay duoc khang
dinh bang cach so sanh véi s6 ligu phd ' 3C-NMR ctia S-sitosterol [9].

Bang 2. S6 liéu phd 3C- va'H-NMR ctia henridilacton A (3)
[CDs0D, 125/500 MHz, 6 (ppm), J Hz]

C X SH C e oH
1 75,41 426d(6,5) 16 199,28 |
""""" 2 | 39,80 2.35 m; 2,94 m 17 221,04
3 176,98 18 20,81 1,43 s
““““ 4 8412 19 42,80
S 5879 1,83* 20 84,53
6 24’;’52 ) 1,94 m; 2,24 m 21 24.45 1,08 s
""""""" 7 137,11 7,12¢(1,7) 22 46,54 2,99 m
8§ | 138,68 23 72,23 4,66 br s
9 7477 24 81,24 4,39 dd (4,1;2,1)
10 96,35 25 42,50 2,96 m
11 36,01 1,93m223m | 26 180,27
12 31,80 " 27 7,99 1,18 d (7,2)
13 50,62 - 28 27,96 1,15s
14 4280 29 27,86 1,30 s
i ,,,.__,_99 %

* Tin hiéu bi che phu
Bdng 3: Két qua thir hoat tinh gy doc té bao

Tén dong té bao
STT| Ky hi¢u miu Lu Hep-G, KB MCF-7
ICso ICsp (ug/ml) [Cs0 ICso (ug/ml)
(ug/ml) 50 (H8 (ug/ml) 50 (HE
1 SSM 113,23 112,67 89,48 93,86
2 SSH 80,00 77,93 80,00 80,24
3 SSC >128 >128 88,07 >128
4 SSE >128 >128 >128 >128
5 SSB >128 >128 >128 >128
6 | Schizandrin (1) 94.89 29,33 91,69 >128
7 | Angeloylgomisin P (2) 23,05 59,35 39,11 18,6
8 | Henridilaton (3) >128 66,80 104,96 >128
Elipticine 0,31-0,62 0.31-0.62 0,31-0,62 0,31-0,62

SSM: dich chiét tong m’ethanol, SSH: dich chiét n-hexan, SSC: dich chiét
dichlometan, SSE dich chiét ethyl acetat, SSB: dich chiét n-@utanol
KB: ung thu biéu mo, Hep-G2: ung thi gan, Lu: ung thu phoi, MCF-7: ung thur vil.

Két qua tham do hoat tinh gdy doc té bao dbi véi 4 dong ung thu & nguoi: KB (ung
thu biéu mo), Hep-G; (ung thu gan), Lu (ung thu ph01) va MCF-7 (ung thu vu) (bang 3) cho
thay dich chiét n-hexan (SSH) ¢6 hoat tinh manh nhat va dich chiét chloroform (SSC) ¢6 hoat
tinh chon loc @i véi dong té bao KB. Chét 1 va 2 tach tir dich chiét n-hexan (SSH) déu co
hoat tinh manh hon dich chiét ban dau. Trong do chét 2 ¢6 hoat tinh manh hon nhiéu so véi 1
mac du ca 2 chat nay déu c6 cung 1 kiéu khung. Chung téi cho rang rat ¢6 thé nhém
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methylendioxid, angeloyl, cé lién quan dén hoat tinh. Hoat tinh cua chit 3 tach tur dich chiét
chloroform (SSC) kém hon nhiéu so véi chat 1 va 2 tach tir dich chiét n- -hexan, chimg to cac
hop chit lignan déng vai trd quan trong trong hoat tinh sinh hoc cua qua Ngii vi tu.

Lo&i cam on:

Chang t6i xin chin thanh cam on CN. Ngb Va'm~ Trai, Vién Duoc liéu Trung wong,
ThS. Nguyén Thé Anh, Vién Héa hoc vé viéc xac dinh mau thuc vat.
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