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Thanh phan hod hocva hoat tinh gdy déc té bao ciia phan doan n-hexane
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Tém tat

Pat van dé va muc tiéu: Chi Thién nién kién (Homalomena) |a moét chi lén cha ho Réy (Araceae). Cac chat
chuyén hoa th(r cap trong chi nay thé hién nhiéu tac dung sinh hoc. Nghién cttu nay danh gid thanh phan héa
hoc va hoat tinh gay d6c té bao tir phan doan n-hexane cla cay Thién nién kién 13 1&n. D8i twong va phuong
phap: Than ré Thién nién kién 14 I&n dwoc thu héi tai Lam Dong vao thang 1 ndm 2021. Chiét xuat bang cac
phuwong phdp ngdm & nhiét dd phong, chiét phan bd 18ng - 1dng, ran - 16ng. Phan 1ap hop chat tinh khiét bang
cac phuong phép sac ky. Xac dinh cau trdc cla hop chat tinh khiét bang cac phuong phap phé. Panh gia hoat
tinh gy doc t& bao bang phuwong phap cla Skehan. K&t qua: 3 sesquiterpenoid (a-cadinol, homalomenol
C, taiwaninone A) va 1 steroid (sitoindoside 1) da dwgc phan 1ap. a-cadinol thé hién hoat tinh gy doc t&
bao trén ching SK-LU-1 va HEK-293A vdi IC,, [an lugt 13 97,75+4,38 uM va 92,52+2,80 pM. Sitoindoside
| &c ché& SK-LU-1, MCF7, Hep G2, 8505c va HEK-293A vdi IC,, [an lwot 13 44,05+1,91uM; 48,97+3,93uM;
60,64+2,18uM; 48,15+5,51uM va 57,22+5,20 uM. Két ludn: Dy la thong bao dau tién vé hoat tinh gdy déc
t& bao cla cac hop chat phan 1ap tir cdy Thién nién kién 13 1&n.

Tir khod: Homalomena pendula, déc té bao, a-cadinol, sitoindoside |.

Abstract
Chemical composition and cytotoxic activity from n-hexane extract of

Homalomena pendula
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Background and objectives: The genus Homalomena belongings to the Araceae family. Secondary
metabolites afforded from this genus show various bioactivities. This study aimed to determine the
chemical composition and cytotoxicl activities of compounds isolated from n-hexane extract of rhizomes
of Homalomena pendula. Materials and methods: The rhizomes of Homalomena pendula were collected
from Lam Dong, Vietnam in January 2021. Extraction methods included maceration, liquid-liquid and solid-
liquid partition. Isolation of pure compounds was carried out by a combination of various chromatographic
methods. Chemical structures were determined by extensive spectroscopic methods. Evaluation of cytotoxic
activity was performed by Skehan’s method. Results: 3 sesquiterpenoids (c-cadinol, homalomenol C,
taiwaninone A) and 1 steroid (sitoindoside I) were isolated. a-cadinol inhibited SK-LU-1 and HEK-293A with
IC,, of 97.75 £ 4.38 uM and 92.52 + 2.80 uM, respectively. Sitoindoside | inhibited SK-LU-1, MCF7, Hep G2,
8505c and HEK-293A with IC_ of 44.05 + 1.91 uM; 48.97 + 3.93 uM; 60.64 + 2.18 uM; 48.15 + 5.51 uM and
57.22 £ 5.20 uM, respectively. Conclusion: This is the first report on the cytotoxic activity of compounds
isolated from Homalomena pendula.

Keywords: Homalomena pendula, cytotoxic, a-cadinol, sitoindoside I.

d3 xac dinh duoc khoang 265 tén cac loai thudc chi

1. DAT VAN DE Homalomena, trong s& nay cé 124 tén dugc chap
Chi Homalomena thudéc ho Araceae bao géom nhan [2]. M6t s8 loai Homalomena d3 dwoc sit dung
cac loai than thao, chi yéu & khu vieec Pdng Nam A, trong Y hoc cd truyén va Y hoc dan toc cla nhiéu
Nam Thai Binh Duong va Nam My [1], [2]. Hién nay, nudc, dic biét 13 cic nudc chau A dé diéu tri vét
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thuwong, tiéu chdy, ho, dau bung, réi loan da day,
dau khép, nhiém trung da [3], [4]. Cac nghién ctu
dugec ly hién dai d3 cho thay dich chiét va mot sé
hop chat phan 1ap dwoc tir cac lodi thudc chi nay s&
hitu nhiéu hoat tinh sinh hoc t8t nhu khang viém
[5], khang khuan [6], &rc ché cholinesterase [7], gay
ddc té bao ung thu [8]. Theo kinh nghiém dan gian
tai Viét Nam, cay Thién nién kién 13 |&n dwgc dung
theo dé chita mot s6 bénh nhu dau nhirc xwong
khép, dau dau gbi, té bai & ngudi cao tudi, thodi
hoa xuong khdp, dau da day [9]. Bai bao nay cong
b6 céc két qua chiét xuat, phan 1ap, xac dinh cau truc
cac thanh phan cta phan doan n-hexane tir than ré
cUa loai thién nién kién 1a 1&n, ddng thoi hoat tinh
gy ddc té bao ung thu cha céc hop chat nay cling
duoc mo ta.

2. 0l TUQNG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Bdi twong nghién ciru

Cay Thién nién kién 13 I&n dwgc thu hai tai xa
Gung Ré, huyén Di Linh, tinh Ld&m Déng vao thang
01 ndm 2021. Mau duoc xac dinh tén khoa hoc bai
PGS.TS. Vii Tién Chinh - B3o tang Thién nhién Viét
Nam - Vién Han lam Khoa hoc va Cong nghé Viét
Nam. M3u tiéu ban duoc lvu gitt tai Khoa Duorc,
Trudng Dai hoc Y - Dugc, Pai hoc HUé.

2.2. Phurong phéap nghién ctru

2.2.1. Phwong phdp chiét xudt va phén lgp

Cao toan phan duwoc chiét xuit bang phuwong
phéap ngdm & nhiét d6 phong vai dung méi methanol
(MeOH), thu dugc cao MeOH. Cao nay dugc phan
tdn trong nudc va tién hanh chiét phan bé vai
n-hexane, thu lay dich chiét n-hexane. Cat thu hoi
dung mbi dé c6 cao n-hexane.

Phan 1ap hop chat dwa vao cac ki thuat sac ky.
Sac ky cot (CC) duogc thuc hién trén chat hap phu
pha thuong (silica gel 240-430 mesh, Merck - D)
hodc pha dao (ODS-60-14/63, Fujisilisa - Nhat).
Sac ky loc gel dwoc tién hanh trén sephadex LH-20
((Dowex 50WX2-100, Sigma-Aldrich, M{). Sac ky ban
méng duoc thyc hién trén ban méng trang san DC-
Alufolien 60 F,., va RP_, F._, (Merck, Birc). Cac chét
duoc phét hién bang den tlr ngoai v&i budc séng
254nm va 365 nm hodc dung thudc thr H,SO, 10%
(pha trong ethanol) phun déu Ién ban mdng réi sdy
& nhiét d6 cao trong vai phut cho dén khi hién mau.

2.2.2. Phwong phdp xdc dinh cdu tric

Cau trdc cua cac hop chat dugce xac dinh dua
vao phuong phdp phd céng hudng tir hat nhan
'H-, BC-NMR va HSQC. Ph& cdng hudng tir hat
nhan duoc ghi trén mdy Bruker AM500 FT-NMR
Spectrometer (Bruker, Massachusetts, M) v&i TMS

1a chat chuan ndi.

Cac dan xuat methyl ester (FAME) duoc nhan
dang bang cach phan tich GC-MS (Shimadzu QP2010
Plus [Cot Equity’-5 (Supelco) (0,25 mm x 30 m)] clng
v&i dau do khdi phd MS QP2010 Plus), so sanh di
liéu phd EI-MS véi gia tri twong &ng d3 duoc liét ké
trong cac thw vién NIST 11, WILEY 7 [10].

2.2.3. Phwong phdp ddnh gia hoat tinh gdy déc
té bao

Phép thi nay duoc thuc hién theo phuong phap
cla Skekan va céng sy (1990). Cac dong té bao sl
dung trong nghién cru nay bao gébm: ung thu phéi
& ngudi (SK-LU-1), ung thu t€ bao gan & nguoi
(HepG2), ung thu vi & nguwdi (MCF-7), ung thu té
bao biéu m6 tuyén gidp khong biét hod & nguodi
(8505c), t& bao than géc phéi & ngudi (HEK-293A).
Phép thir ti€n hanh xic dinh ham luwong protein
t& bao téng s& dwa vao mat dé quang hoc (OD —
Optical Density) do dwoc khi thanh phan protein
clia t& bao duwgc nhudm bing Sulforhodamine B
(SRB), theo phuong phap cla Skehan [11], [12],
[13], [14], [15]. Gid tri OD mdy do dwoc ti lé thuan
véi lwong SRB gan véi phan tir protein, do d6 lvong
té€ bao cang nhiéu (lvgng protein cang nhiéu) thi gia
tri OD cang lon.

Phép thir dwoc 13p lai 3 1an d& ddm bdo tinh
chinh xac. Ellipticine & cdc néng dé 10 pg/mL; 2 ug/
mL; 0,4 ug/m; 0,08 pug/mL duoc si dung nhu la chat
ddi chirng tham khao.

DMSO 1% ludn duwoc sit dung nhu d6i chirng &m
(néng dd cudi cung trong giéng thir 1a 0,05%). Gia tri
IC_, (ndng do rc ché 50% sy phat trién) sé duoc xac
dinh nh& vao phan mém may tinh TableCurve 2Dv4.

3. KET QUA NGHIEN cU'U

3.1. Chiét xuat va phan lap

Than ré Thién nién kién 14 1én dwoc rira sach,
phoi sdy khd va xay thanh bot thé (2,0 kg) va duoc
ngam chiét bang MeOH (3x10 lit), cat loai dung moi
dudi dp suat gidm thu dwoc cao chiét toan phan (ki
hiéu M, 151 g). Cao chiét nay dugc hoa tan vao 2 lit
nuwdc cat, sau d6 chiét phan bd vdi n-hexane (3x2
lit). Cat loai dung méi duwéi dp suat giam thu duoc
cao chiét n-hexane (ki hiéu H, 38,9 g).

Cao chiét n-hexane (H) dugc tach thd thanh 4
phan doan, H1-H4 bang cot silica gel pha thuong,
rira giai gradient néng dé n-hexane/acetone (100:0
— 0:100, v/v). Phan doan H3 (17,9 g) ti€p tuc phan
tach bang cot silica gel pha thwong, rira giai gradient
néng dd n-hexane/acetone (40:1, 25:1, 20:1, 15:1,
10:1, v/v) thu duoc 9 phan doan, H3.1-H3.9. Phan
doan H3.2 (1 g) phan tach trén cot sac ky pha dao,

JOURNAL OF MEDICINE AND PHARMACY ISSN 1859-3836 13 I



Tap chi Y Duoc hoc - Trwdng Bai hoc Y Duroc Hué - S6 2, tép 13, thdng 4/2023

rira giai bang hé dung moi aceton/H,0 (2:1, v/v),
sau do tiép tuc tinh ché bang cot pha dao véi hé
dung mdi MeOH/H,0 (9:1, v/v) thu duwoc hop chat
1 (9,1 mg) va hop chat 2 (10,2 mg). Phan doan H3.5
(450mg) duogc tinh ché qua cot pha dao, rira giai
bang hé dung méi MEOH/H,0 (3:1, v/v) thu dugc
hop chat 3 (17,2 mg). Phan doan H3.9 (1,5 g) duoc
tinh ché trén cot sephadex LH-20, rira gidi bing
MeOH thu duogc 5 phan doan, H3.9.1-H3.9.5. Phan
doan H3.9.2 (72,8 mg) két tinh trong acetone thu
dwoc hop chat 4 (10 mg).

Methanol phén déi vdi hop chét 4 va phén tich
GC-MS déi véi cdc dén xudt methyl ester: Hop chat
4 (1 mg) duwgc hoa tan trong 0,2 mL toluene, thém
lan lwot 1,5 mL MeOH, 0,3 mL HCl 8% (pha trong
MeOH). Sau d6, hdn hop dugc 0 qua dém & 45°C.
Sau khi Iam lanh dé&n nhiét dé phong, ti€p tuc thém
1 mL n-hexane va 1 mL nuwéc dé chiét 18y dan xuat
methyl ester (FAME) tao thanh. DAn xu4t FAME dugc
phén tich trén may Shimadzu QP2010 Plus. Ché d6
ion hda va dap dién t& (El) duoc st dung véi nang
lvgng 70 eV. Khi mang He tinh khiét 99,99999% vdi
téc d6 dong 1,5 mL/phat. Mau dugc bom ty dong
v@i thé tich 1uL. Nhiét d6 bubng tiém, giao dién MS,
bubng ion hoa lan lwot 1a 220, 280 va 230°C. bién
th& dau do 0,82 kV, dai quét 15+350 amu. Chuong
trinh nhiét do 16 GC: nhiét do d3u 80°C (gilr déng
nhiét trong 2 phut), tdng 10°C/phut dén 180°C (gilt
déng nhiét trong 2 phut), ting 2°C/phut dén 220°C
(gitr ddng nhiét trong 5 phdt), ting 5°C/phat dén
240°C (gitr ddng nhiét trong 5 phut). Viéc nhan dang
cac hop chat duoc thuc hién bing cach so sanh dir
kién phé EI-MS cla ching vdi gia tri twong (ng d3
duoc liét ké trong cac thw vién NIST 11, WILEY 7.

3.2. Xac dinh cau trac

Chat s6 1 la chat bot, mau tring, tan tét trong
CH,CL,. Ph6 *H NMR cla 1 do trong CDCI, chi ra céc
tin hiéu ddc trung cta 1 proton olefin dwoc ghi nhan
tai [6H 5,50 (1H, brs)]; 2 nhém CH, singlet tai 6H
1,67 va 1,10; 2 nhém CH, doublet tai 6H 0,93 (3H,
d,/=7,2Hz)va 0,76 (3H, d, J = 7,2 Hz). Cac tin hiéu
céng hwdng cha cadc nhdm Csp3-H va Csp3-H2 khac
phén b6 trong khodng 1,0 — 2,2 ppm.

Ph& 3C NMR ké&t hop vdi HSQC cho biét hop
chat 1 c¢6 15 carbon, cdc tin hiéu nay duwoc phan
loai thanh 4 nhém CH, (8C 23,8; 21,5; 20,8; 15,1),
4 nhém CH, (6C 42,2; 31,0; 22,7; 22,0), 5 nhém CH
[6C122,4 (sp?); 50,1; 46,7; 39,9 va 26,0] va 2 carbon
khéng mang hydro 8C [135,0 (sp?); 72,5 (sp3-0)].
Tin hiéu cGia mot lién két d6i ba [an thé thé hién tai
8C/8H 135,0 (C); 122,4 5,50 (CH). Tin hiéu cda Csp®
mang oxy tai 6C 72,5. Ti€p tuc d&i chiéu véi dit liéu
1D-NMR cda 1 va chat tham khao [16] cho phép két
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ludn 1 |a a-cadinol.
Bang 1. Dt liéu phd NMR cla hop chat 1
va hop chat tham khao [ (ppm), J (Hz)]

C & 52 8, U, He)

1 500 501 1,21 m

2 31,0 310 2,01 m/1,96 m

3 27 227 2,01 m/1,22m

4 1349 1350 -

5 1223 1224 5,50's

6 399 399 1,71 m

7 468 467 1,04 m

8 220 220 1,61m/1,12m

o w2 axp LBOGE(120;36)

1,42 td (12,0; 4,2)
10 72,9 72,5 -

11 26,0 26,0 2,16 m
12 23,3 23,8 1,67s
13 21,5 21,5 0,93d(7,2)
14 20,8 20,8 1,10s
15 15,2 15,1 0,76 d (7,2)

#* 6. cua a-cadinol [16], °do trong CDCl, 150
MHz, <600 MHz.

Chat s& 2 13 chat bot mau trang, tan tét trong
CH,CL. Ph6 *H-NMR cho thay tin hiéu ddc trung
clia 1 proton thudéc nhém oxymethine tai 8H 3,34
(1H, d, J = 2,0 Hz), 4 nhédm methyl lan lwgt tai &H
1,43 (3H, s); 1,11 (3H, s); 0,98 (3H, d, J = 6,0 Hz)
va 0,92 (3H, d, J = 6,0 Hz). Ti* ph8 C-NMR c6 thé
suy ra 2 thuéc nhom sesquiterpenoid véi 15 carbon
(chl yéu tap trung & vung trwdng cao). DIt kién phd
HSQC cho phép nhém cac tin hiéu nay thanh 4 CH,
(6.26,7; 21,6; 21,4 va 19,9); 4 CH, (sp?) (6, 35,7;
33,0; 30,9 va 30,3); 4 CH (sp?) (8, 88,0; 57,6; 53,6
va 34,2) va 3 C (sp?) (8, 105,9; 69,9 va 54,4). Bac
biét, tin hiéu C (sp3) tai 8C 105,9 duoc suy doan cho
carbon mang 2 oxy (acetal/hemiacetal); tin hiéu 5C
88,0 va 69,9 thudc vé cac C (sp) mang oxy. Cac lap
ludn trén phdi hop vdi viéc ddi chiéu céc dir kién
ph6 cta chit tham khao [17] cho phép xéc dinh 2 13
homalomenol C.

Chat s6 3 dugc tach & dang bot, mau trang, tan
tot trong CH,CL,. Ph6 *H NMR ctia hop chat nay chira
cac tin hiéu cda 3 proton olefin dugc ghi nhan tai (8,
5,55 (1H, dt, J = 17,0; 10,5 Hz); 5,18 (1H, dd, J = 10,5;
2,5 Hz) va 5,15 (1H, dd, J = 17,0; 2,5 Hz)]. o vung tu
trwdng cao, xuat hién tin hiéu d3c trung ctia 4 nhém
methyl gdm 2 nhém methyl singlet [6,,2,08 va 1,14],
2 nhém methyl doublet [, 0,92 va 0,75 (d, J = 6,5
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Hz)]. C&n c vao d6 dich chuyén hoéa hoc cé thé quy
két tin hiéu tai 6, 2,08 la cla acetylmethyl.

Phé& 3C NMR két hop véi HSQC cho biét hop chat
3 thé hién tin hiéu cda 15 carbon, cac tin hiéu nay
duoc phan loai thanh 4 nhém CH, (6c 30,6; 22,3;
21,9 va 15,3), 4 nhém CH, ((5c 119,7; 46,6; 39,6
va 21,2), 5 nhém CH ((5C 138,4; 60,6; 46,8; 35,7 va
27,7) va 2 carbon khong mang hydro (207,9; 71,6).
Dwa vao gia tri §_ c6 thé gan tin hiéu 6, 207,9 cho

nhom cacbonyl; tin hiéu tai 6c 71,6 cho CSpa mang
oxy. Trong khi dé tin hiéu tai 6c/6H 138,4/5,55;
119,7/5,18 va 5,15 dé nghi sy hién dién caa vinyl
trong phan tlr cacgiatri/ (17,0 Hz); J (10,5 Hz);
J (2,5 Hz) cung cd thém 14ap luan trén cac dit liéu
phd 1D-NMR ggi y 3 |3 mot sesquiterpenoid chira 1
nhom acetyl; 1 nhém vinyl va 1 carbon bac 3 mang
oxy. Tiép tuc ddi chiéu véi chat tham khdo [18] cho
phép két luan 3 |a taiwaninone A.

Bang 2. D{¥ liéu phé NMR clia hgp chét 2, 3 va hop chat tham khao [8 (ppm), J (Hz)]

2 3
¢ 55 5" 5, (J, Hz) 5" 5" 5,><(J, Hz)
1 544 544 - 60,6 60,6 1,88 m
2 1059 1059 - 2 1383 1384 5,55 td (17,0; 10,5)
3 308 309 1,87m/1,74 m 3 119,6  119,7 551185‘2%((1107502255))/
4 329 330 1,72m/1,65m 4 207,9  207,9 -
5 699 699 - 5 46,5 46,6 2'402?';;3;%;"0)/
6 80 880 3,34d (2,0) 6 35,6 35,7 1,99 dd (9,0; 4,0)
7 536 536 1,98 d (6,5) 7 46,7 46,8 1,12 m
8 575 576 1,53 m 8 21,1 21,2 1,61m/1,13 m
9 303 30,3 1,80m/1,29m 9 39,5 39,6 1,80m/1,43 m
10 356 357 1,74m/1,28m 10 71,5 71,6 -
11 199 19,9 1,11 11 27,7 27,7 1,69 m
12 266 26,7 1,43 s 12 15,3 15,3 0,75 d (6,5)
13 341 342 1,53 m 13 21,8 21,9 0,92 d (6,5)
14 214 21,4 0,92 d (6,0) 14 22,2 22,3 1,14
15 215 21,6 0,98 d (6,0) 15 30,6 30,6 2,08

8. cia homalomenol C [17], 8 clia taiwaninone A [18], °do trong CDCI,, *125 MHz, °500 MHz.

Hop chat 4 dwoc tach ra & dang dau khédng mau.
Phé *H-NMR chi ra cdc tin hiéu dic trung cta khung
steroid gom 1 proton olefin [§, 5,37 (1H, m, H-6)],
2 nhém methyl bac ba [6, 0,68 (s, H,-18), 1,01 (s,
H.-19)], 3 nhém methyl bac hai [6, 0,82 (d, /= 7,2
Hz, H,-27), 0,85 (d, J = 7,2 Hz, H,-26), 0,92 (d, J = 6,0
Hz, H,-21)] va 1 nhém methyl bac mét [6, 0,85 (t,
J = 7,2 Hz, H,-29)]. Ngoai ra, phé *H-NMR con cho
thay tin hiéu céng huwdng cla proton anomer cla
hop phan B-monosaccharide tai §, 4,38 (1H, d, J =
7,8 Hz, H-1') va céc tin hiéu cda hop phan acid béo
bado hoa [5H 2,35 (2H, t, J =7,2 Hz), 1,25 (m) va 0,88
(3H,t,/=6,6 Hz, H3—16")]. Ph6& 3C-NMR cho tin hiéu
clia 1 carbon carbonyl [§_ 174,7 (C-1")], 2 carbon
olefin [, 140,3 (C-5) va 122,2 (C-6)], 6 carbon cua
hop phan B-glucopyranosyl [§. 101,2 (C-1'), 76,0

(c-3%), 74,0 (C-5'), 73,6 (C-2'), 70,1 (C-4'), 63,2 (C-
6')], 1 carbon oxymethine [§_79,6 (C-3)] va nhiéu
carbon sp? clia khung steroid va acid béo (5. 11,9-
56,8) (Bang 2). Cac k&t qua phan tich trén cho phép
dy dodn hop chat 4 13 mot ester cla acid béo véi
steroid glucoside. D3c biét, sy chuyén dich manh
vé phia trwong thap cda proton oxymethylene H-6
(6, 4,48, 4,27) so vdi proton anomer (6, 4,38) goi
y rang vi tri ester hda xdy ra tai C-6'. Tiép d6, hop
phan acid béo duoc xac dinh 13 palmitoyl vai thoi
gian lwu cOa dan xuat methyl ester twong Ung la
21,1 phdt trén sic ky d6 GC-MS. K&t hgp so sanh
VGi tai lidu tham khao [19] cho phép khéng dinh 4
la B-sitosteryl-3B-glucopyranoside-6'-O-palmitate (con
goi la sitoindoside 1).
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Bang 3. 56 liéu phé NMR cla hop chét 4 (do trong CDCL,) va chat tham khao [ (ppm), J (Hz)]

c 3" 3.2 3,0 c 3" 3.2 3,0

1 37,3 37,3 1,85%, 1,05 22 34,0 34,0 1,32%,1,01"

2 29,2-29,7 29,2-29,7 1,93m,1,61" 23 26,1 26,2 1,18°

3 79,6 79,6 3,54 m 24 45,9 45,9 0,92°

4 38,9 38,9 2,36%,2,27 m 25 29,2 29,2 1,65m

5 1403 140,3 - 26 19,0 19,0 0,85d(7,2)

6 122,2 122,2 5,37 m 27 19,8 19,8 0,82d(7,2)

7 31,9 31,9 1,977, 1,93 28 23,1 23,1 1,21°

8 31,9 32,0 1,43 m 29 12,0 12,0 0,851t (7,2)

9 50,2 50,2 0,91° 1’ 101,2 101,2 4,38 d (7,8)

10 36,7 36,8 - 2 73,6 73,6 3,34dd (9,0,7,8)

11 21,1 21,1 1,48 m 3 76,0 76,0 3,57.dd (9,0, 9,0)

12 39,8 39,8 2,0°,1,16 4 70,1 70,1 3,36 dd (9,0, 9,0)

13 42,3 42,4 - 5 74,0 74,0 3,45m

14 56,8 56,8 0,98" 6’ 63,2 63,2 4,48 m;
4,27 d (12,6)

15 24,3 24,3 1,57 m, 1,08" 1" 174,7 174,7 -

16 28,3 28,3 1,85%, 1,26 2" 34,2 34,3 2,35t(7,2)

17 56,1 56,1 1,10 3" 25,0 25,0 1,62 m

18 11,9 11,9 0,68 s 4"-13" 29,2-29,7 29,2-29,7 1,25

19 19,4 19,4 1,01s 14" 31,9 32,0 1,25°

20 36,1 36,2 1,36 15" 22,7 22,7 1,25°

21 18,8 18,8 0,92 d (6,0) 16" 14,1 141 0,881 (6,6)

#3, cla sitoindoside | [19], °150MHz, "6600MHz, "tin hiéu chap

Hinh 1. C4u trdc hod hoc cla cac hop chat (1-4) tir cdy Thién nién kién 13 16n

3.3. Panh gia tac dung giy ddc té bao:

BSn hop chat phan 1ap duwoc d3 dwoc tién hanh thir nghiém hoat tinh gy ddc t& bao in vitro trén ndm
dong té& bao ung thu ngudi, sir dung chirng dwong | Ellipticine. Trong 4 nay, homalomenol C va taiwaninone
A chua thé hién hoat tinh @ mé hinh thi nghiém. Hai chat a-cadinol va sitoindoside | thé hién hoat tinh gay
déc té bao trén mot s& dong té& bao wng thu & cdc mirc dd khac nhau, két qua dwoc trinh bay trong bang 4.

Bang 4. Hoat tinh gdy doc té bao clha cac chat 1-4

Doc tinh gdy doc té bao in vitro IC_ (M)

Hop chat
SK-LU-1 MCF7 Hep G2 8505¢ HEK-293A
1 97,75 £ 4,38 - - - 92,52 £2,80
4 44,05+1,91 48,97 £ 3,93 60,64 + 2,18 48,15+ 5,51 57,22 £ 5,20
Ellipticine 1,79 +£0,02 2,15+ 0,04 2,27 £0,05 1,71+£0,05 1,66 £ 0,03

(-): khéng thé hién hoat tinh.
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K&t qua cho thay, hop chat s6 1 thé hién kha ndng
rc ché trén chdng SK-LU-1 va HEK-293A vd&i gia tri
IC,, [an lwot 14 97,75 + 4,38 uM va 92,52 + 2,80 uM.
Trong khi d6, hop chat 4 thé hién hoat tinh trén c3
5 dong nghién ctru la SK-LU-1, MCF7, Hep G2, 8505c
va HEK-293A vdi IC,, [an lugt 1a 44,05 + 1,91uM;
48,97 + 3,93uM; 60,64 + 2,18uM; 48,15 + 5,51uM
va 57,22 £ 5,20 uM. Chirng duong Ellipticine hoat
doéng 8n dinh trong diéu kién thi nghiém.

DAy 13 cdbng bé dau tién vé hoat tinh chéng ung thu
cla cac hop chat phan 1ap tir cdy Thién nién kién 13 16n.

4. BAN LUAN

Tl dich chiét phan doan n-hexane cuta cay Thién
nién kién 13 |&n d3 phan lap dugc 4 hop chat tinh
khiét. C4u truc cla cac hop chat nay duogc thiét 1ap
dwa vao viéc phan tich dit liéu phé 'H-, *C-NMR
va HSQC két hgp so sanh vai dir kién phd cla chat
tham khao.

Trong s8 4 hop chat dugc phan 1ap, 2 hop chat
o-cadinol va sitoindoside | thé hién tac dung gay
doc té bao ung thu & mirc d6 trung binh trén
nhiéu dong khac nhau vai IC,, trong khoang 44,05
uM dén 97,75uM. Céc hop chat nay d3 duoc bao
cdo mot sd hoat tinh sinh hoc khac trong cac nghién
clru trwdce day.

Taiwaninone A 1a mét sesquiterpenoid cé ciu
trdc khung 3,4-secocadinane, dwoc phan lap lan
dau tién tlr lodi Taiwania cryptomerioides [18].
Taiwaninone A d3 dugc bdo cdo cd hoat tinh chéng
viém trong nghién ctu trwdc day cda chung téi [20].

Hop chat homalomenol C lan dau tién duwoc
phén l3p va xac dinh cdu tric & lodi H. aromatica
[17]. Hop chat nay thé hién hoat tinh khang s6t
rét manh mé thong qua khang ching P. falciparum
khang chloroquine véi gia tri IC, = 4,7 uM va khong
gay doc té bao trén dong t& bao luwdng boi phdi MRC-
5 cla ngudi [21]. Bén canh d6, & néng dd 2,5x10*
mol/l homalomenol C c6 khad ndng kich thich dién
hinh sy khoang hoa, su tdng sinh va biét hoa cla cac
nguyén bao xwong nudi cay [22].

Theo nghién clru Jyoti Tripathi, a-cadinol cé
ai lyc lién két cao vdi vi tri hoat ddng cla enzym
chuyén d6i angiotensin (ACE) trén md hinh in silico
[23]. ACE lién quan dén su hinh thanh angiotensin Il
tir angiotensin I, khién cdc mach mau bj nghén, dan
dén tang huyét dp. Do d6, mé hinh nghién clru in
silico nay cho thay a-cadinol cé thé 1a mét (rng vién

tiém nang phat trién thudc (rc ché men chuyén, hd
trg diéu tri bénh tadng huyét ap. Ngoai ra, a-cadinol
con thé hién kha nang bdo vé gan manh m&, chéng
lai t6n thuong gan do LPS/d-GalN gy ra & chuét
[24]. a-cadinol thé hién tac dung giy doc té bao
trén mot s6 dong nhu ung thu rudt két (A-549),
MCF-7 [25], ung thu miéng (OEC-M1), ung thu biéu
mo té bao gan (J5), khdi u 4c tinh & ngudi (UACC-
62), bénh bach cadu & ngudi (K562) [26]. Dac biét,
a-cadinol ¢é tic dung trc ché chon loc ddi vdi ung
thu biéu m6 tuyén dai trang & ngudi (HT-29) vdi gid
triED, la 7,78.10" ug/ml [25]. a-cadinol cé tac dung
khang mét sé vi khuan, vi ndm nhu Bacillus cereus,
Staphylococcus aureus, Staphylococcus epidermidis,
Escherichia coli, Enterobacter aerogenes, Klebsiella
pneumoniae, Pseudomonas aeruginosa, Vibrio
parahaemolyticus, Candida albicans [26].

Sitoindoside | 1a mot dan xuat clia [3-sitosterol c6
lién két duwong glucose va palmitat tai vi tri C3 va C1.
C4au truc nay cod lién quan dén khad nang cai thién
tinh trang viém, tén thwong do virus, loét, chéng
ung thu cling nhu ting cudng hé thdng mién dich
[27]. TAm quan trong clha sitoindoside | trong
diéu hoa mién dich d3 duoc chirng minh do cé
kha ndng diéu chinh hoat dong cla té bao T gitp d&
[28]. Sitoindoside | c6 tac dung chdng viém t6t hon
so vdi sitoindoside, cé thé giai thich do glucose va
acid palmitic d3 tang cudng hoat déng chdng viém
cla sitoindoside | [29].

5. KET LUAN

Chung t6i da phan lap va xac dinh ciu truc
cla 4 hop chat gdbm 1 steroid (sitoindoside 1) va
3 sesquiterpenoid (a-cadinol, homalomenol C,
taiwaninone A) tir than ré cay thién nién kién 14 lon
(Homalomena pendula) thu hai tai LAm Doéng. Ddng
thoi, hoat tinh gdy doc té bao cda cac hgp chat phan
lap duwoc d3 dugc bdo cdo. Day 1a théng bao dau
tién vé hoat tinh gdy doc té bao clia cac chat phan
lap duogc cling nhu 13 hoat tinh gdy déc té bao cua
loai thién nién kién Ia I&n.

L&i ¢cdm on: Coéng trinh nay duoc thuc hién
véi su ho tro kinh phi ctia Dai hoc Hué (M3 s6 dé
tai: DHH2022-04-165) va Quy D38 mdi sdng tgo
Vingroup (Nguyén Khdnh Thuy Linh duoc tai tro béi
Chuwong trinh hoc béng ddo tao thac si, tién sitrong
nuwdc cia Quy BEi mdi séng tao Vingroup (VINIF),
mé s6 VINIF.2022.TS163)
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