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TOM TAT: Can chiét metanol cua 9 loai thudc chi Com ngudi (Ardisia) €6 & Viét Nam-da duoc
sang loc vé& hoat tinh khang niam, khang khuan va gy doc té bao. Két qua thu duoc che thy, can
chiét metanol tir 14 Com ngudi thim, Ardisia incarnata cé hoat tinh gay déc té bao manh nhat, c6
kha nang tc ché ca 5 dong té bao ung thu thir nghiém véi céc gia tri-1Cs, iam trong khoang 5,26
dén 8,46 pg/ml, dong thoi ¢ hoat tinh Gc ché chung ndm méc A. niger véi gia tri MIC la 200
ug/ml. Céc can chiét metanol tir 14 Com ngudi balansa (A. balansana), Com ngudi dudi (A.
caudata), Com ngudi dao (A. insularis), Com ngudi nhu nhan (A. pseudocrispa), Com ngudi rang
(A. splendens) c6 hoat tinh khang nam, khang khuan va gay doc téao trung binh. Cac can chiét
metanol tir 14 Com ngudi dém (A. maculosa), Com ngudi tsang (A. tsangii) va Com ngudi anh thao

(A. primulifolia) khong thé hién cé hoat tinh gay doc té bao.
Tur khoa: Ardisia, com ngudi, gay doc té’bao, khang nam, khdng khuan.

MG PAU

Chi Com ngudi (Ardisia) thuoc ho Bon nem
(Myrsinaceae) phan bé & cac nude 6n doi va
nhiét dgi cia chau My, chau Uc va chau A.
Trén thé gioi, chi Ardisia c6 kheang 400-500
loai, thudng 1a cay bui varcay.gd nhd3]. O Viét
Nam, chi Ardisia c6 khoang 98 loai, phan b
rong trén toan qudc, nhat 1a & .cac ving dong
bang trung du [2;10]:-Chi Ardisia-duoc nghién
cau tir nhitng nam 1960, Ogawa et al. (1968) [7]
d4 tim thiy cac hop chat ardisiaquinon A, B, C
¢ loai A:ssieboldi cua Nhat Ban. Tuy nhién,
nhitng nghién egu vé=thanh phan héa hoc va
hoat tinh sinh hog cua cac loai thudc chi Ardisia
chi thuc su duoc chu y vao khoang hai chuc
nam trd lai day’ Két qua dé tim thay nhiéu hop
chit c6 hoat tinh khang khuan, khang nam,
khang virut, khang viém giam dau, chdng oxi
hoa, chdng dai thao dudng, chdng lodng xuong,
bao vé than kinh, bao vé gan va nhit la hoat tinh
chéng ung thu rat tot. Kobayashi et al. (2005)
[4] da nhan dinh chi Ardisia la mét ngudn cung
Cap cac hop Chat tang cuong suc khoe va dugc
pham c6 nguon gdc thién nhién quy. O Viét
Nam, mdt so loai thudc chi Ardisia duoc su

dung trong dan gian dé chita cac bénh phong
thap dau xuong, don nga tén thuong, cac bénh
vé/ gan, sung dau yet hau ho ra mau, tiéu
duong, ly, dau da day, rin cin, tri giun san, mun
nhot, eczema va cac bénh ngoai da; la cia mot
s6 loai dugc dung udng thay tra hoic an goi dé
chira cac bénh vé ngo doc thyc pham; qua cua
mot s6 10ai ciing dn dugc [1, 5]. Tuy nhién, cho
dén nay, cac nghién ciu vé héa hoc ciing nhu
hoat tinh sinh hoc cua cac loai thudc chi nay ¢
Viét Nam méi chi cd rét it. Trong bai bao nay,
ching t6i tién hanh danh gia hoat tinh khang
nam, khang khuin va hoat tinh gay doc té bao
cua 9 can chiét metanol tong thu duoc tir 9 loai
Ardisia thu hai ¢ Viét Nam.

VAT LIEU VA PHUONG PHAP NGHIEN CUU

Vat liéu nghién ctu la 14 cua 9 loai com
ngudi phan bd & Viét Nam (bang 1). Cac mau
ciy da dugc TS. Nguyn Québc Binh, Bao tang
thién nhién Viét Nam, Vién Han Iam Khoa hoc
va Cong nghé Viét Nam giam dinh tén khoa
hoc. Céc tiéu ban mau duoc luu giir tai Bao tang
thién nhién Viét Nam va Vién Hoa hoc cac Hop
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chat thién nhién, Vién Han lam KH & CN
Viét Nam.

Mau tuoi thu hai vé duoc ria sach, cat nho,
phoi kho sau d6 nghién thanh bot min va ngam
chiét trong metanol & 50°C (3 lanx24 gio/lan).

Dich chiét metanol dwgc gop chung lai va duoc
cat loai dung méi dudi &p suat giam thu dwoc
cin chiét tong. Cac can chiét nay duoc dung
lam mau thir cho cac nghién ciu sang loc hoat
tinh khang nam, khang khuan va gay doc té bao.

Bang 1. MAu cac lodi Com ngudi da duoc thu thap dé sir dung trong nghién ctu

Mot sb dac diém
tu nhién

Dia diém va thoi gian
thu hai

TST Tén khoa hoc Tén thuong goi

1 Ardisia balansana Yang  Com ngudi
balansa

2 Ardisia caudata Hemsl. ~ Com ngudi
duoi

3 Ardisiaincarnata Pitard ~ Com ngudi
tham

4 Ardisia insularis Mez.

5 Ardisia maculosa Mer. Com ngudi
dom
6 Ardisia primulifolia Com'nguoi
Gardn. anh thao
7  Ardisia pseudocrispa Pit::. Com.ngudi nhu
nhan
8 Ardisia splendens Pit. Com nguoi
rang
9 Ardisiatsangii E: Com ngudi
Walker., tsang

Com nguoi dao

Co c6 can hanh b0,
than ding cao dén

Ban Khoang, Sa Pa,
Lao Cai;.12/2011

1m.
Cay bui, moc raii Ban Khoang,” Sa Pa,
rac noi am. Lao Cai; d6 cao 1700

m; 12/2011

Cat Cat, Sa Pa, Lao
Cai; do cao 1.500 m;
12/2011

Tiéu moc cao 2;5.-Quang Khé, Dik
m. Glong, Pik Noéng, Tay
Nguyén; 3/2012

Sin Chai, Sa Pa, Lao
Cai; d0 cao 1.700 m;
12/2011

Mau Son, Lang Son; &

Tiéu moc cao 3 m.

Tiéu moc-+khong
I16ng

Co cao khoang 15

cm, khong nhanh, do cao 1.100 m;

Moc rai rac noi am  12/2011

Cay bui, moc ven Mau Son, Lang Son;

subi d cao 800 m;
17/9/2011

Tiéu moc cao 1-2 VQG Cat Tién, Tan

m. Phu, Pong Nai; 2/2012

Cay bui cao dén 1 Tram Tén, Sa Pa, Lao

m. Cai; d0 cao 1.700 m;
12/2011

Chung nam, chang vi kKhudn va nudi cdy

_ Hoatitinh khang vi sinh vat kiém dinh dwoc
tién hanh trén cac phién vi lugng 96 giéng theo
phuong phap cia Vander Bergher & Vlietlinck
(1991) [8, 9].

Cac chung vi sinh vat kiém dinh duoc st
dung gom: vi khuan Gram(+) Bacillus subtillis
(ATCC27212), Staphylococcus aureus
(ATCC12222), vi khuan Gram(-) Escherichia
coli (ATCC25922), Pseudomonas aeruginosa
(ATCC25923), nim men Saccharomyces
cerevisiae (SH 20), Candida albicans
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(ATCC7754), nam mdc Aspergillus niger (439),
Fusarium oxysporum (M42). Cac ching duong
tinh la Streptomycin cho vi khuan Gram(+),
Penicillin cho vi khuan Gram(-), nystatin cho
nim mdc va nim men. Khéang sinh dugc pha
trong DMSO 10% cu thé nhu sau:
Streptomycin: 4 mM; Penicillin: 50 mM;
Nystatin: 4 mM. Ching am tinh 1a céc vi sinh
vat kiém dinh khéng tron khang sinh va chat
thir. Nong do tc ché téi thiéu (MIC) cua chét co
hoat tinh duoc xac dinh bang cach pha lodng
c4c mau theo cac thang ndng do thap dan (tir 5-
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10 thang nong do) dé tinh gia tri nong do tol
thleu ma & d6 vi sinh vat bi ic ché phat trién
gan nhu hoan toan. Theo d6, mau thd c6 MIC<
200 pug/ml va mau tinh ¢ MIC<50 ug/ml dugc
xem la cé hoat tinh.

Dong té bao ung th thir nghiém va thi hogt
tinh gdy doc té bao in vitro

Phuong phap thur d6 doc té bao in vitro
duoc Vién Ung thu Quéc gia Hoa Ky (National
Cancer Institute-NCI) xac nhan la phép thir do
doc té bao chuan nham sang loc, phat hién céac
chit c6 kha ning kim ham sy phat trién hoic
diét té bao ung thu ¢ diéu kién in vitro. Phép
thir nay dugc thuc hién theo phuwong phap cua
Monks (1991) [6]. Cac dong té bao ung thu
dugc st dung 1a KB (ung thu biéu md), LU-1
(ung thu phoi), MCF7 (ung thu vu), Hep-G2
(ung thu gan) va LNCaP (ung thu tuyén tién
ligt).

Cac dong té bao ung thu duoc nudi ciy dudi
dang don 16p trong méi truong nudi cdy DMEM
Vi cac thanh phan kém theo gom 2 mM -
glutamine, 1,5 g/L sodium bicarbonate, 4,5 g/L.
glucose, 10 mM HEPES va 1,0 mM sodium
pyruvate, ngoai ra bd sung 10% fetal bovine
serum-FBS (GIBCO). Té bao dug¢ ciy chuyén
sau 3-5 ngay véi ty 1& (1:3) vanudi trong ti 4m
CO, ¢ diéu kién 37°C, 5% CO,."Bé thixnghiem,
céc té bao duoc nudi trong.phién 96:giéng, dwoc
thir chat, nhuém bang ‘SRB. (sulforhodamin B)
va do ham luong protein tong, sé & budc séng

515 nm bang may Microplate Reader (BioRad).
Hoat chit dwoc chuan bi cho thi nghiém & cac
nong d6 100 pg/ml; 20 pg/ml; 4 peg/ml va 0,8
pg/ml. DMSO 10% la dung mdi pha chit duoc
st dung nhu dbi chitng a&m. Ellipticine (Sigma)
duoc st dung lam chat dbi chimg duong. Dit
liéu sau d6 duoc phan tich bang bang Excel va
gia tri 1Cs s& duoc xac dinh nhd phan mém
TableCurve phién ban sé 4. Chit thar nao c6
ICs0<20 pg/ml (voi chat chiét thd, hoic voi
phan doan héa hoc) hoac 1Cs<4 pg/ml (vai
hoat chat tinh khiét) s& dugc xemrla co hoat tinh
gy doc té bao va cokhaming uc ché su phat
trién hoic diét té bas ung thu.

KET QUA VA THAO LUAN

Pinh gia hoat tinh khéng nam, khang khuin
cua cac-dich chiét

Cac mau can chiét tdng metanol thu dugc tir
9 loai. thuoc chitArdisia dd duoc tién hanh tha
nghiém-hoat tinh khdng nam, khang khuan trén
cac chungivissinh vat kiém nghiém. Céc mau co
hoat tinh dugc pha lodng theo 10 thang nong do.
Gié tri 1Cs, dugc xac dinh bang chuong trinh
Table curve theo thang gié tri logarit cia duong
cong phat trién cua vi sinh vat va ndng d6 chat
thir dé tinh gié tri 1Csp.

Két qua thir hoat tinh khang nam, khang
khuan cua cac can dich chiét dugc thé hién
trong bang 2.

Bang 2. Hoat tinh khangnam, khang khuén cta cac can chiét

S . Nong Gia tri MIC (pg/ml)
T Tén mau 236 mau VK Gram (-) VK Gram (+) Nam méc Nam men
1 Ahrnghiém. “(ugim) " E P. B. s. A. F. C. S.
coli earuginosa  Subtilis  aureus  niger oxysporum albicans  serevisiae
1 AB/MeOH 200 - - - - 200 - - 200
2  AC/MeOH 200 200 - - - 200 - - 200
3 Alnc/MeQH 200 - - - 200 - - -
4  Alns/MeOH 200 - - - - - - - 200
5 AM/MeOH 200 - - - - - - - -
6  APr/MeOH 200 - - - - 200 - - -
7  APs/MeOH 200 - - - 200 - - - -
8  AS/MeOH 200 - - - 100 - - - 100
9 AT/MeOH 200 - - - - - - - -

AB: Ardisia balansana; AC: Ardisia caudata Hemsl.; Alnc: Ardisia incarnata Pitard; Alns: Ardisia insularis

Mez.; AM: Ardisia maculosa Mer.;

Ardisia splendens Pit.; AT: Ardisia tsangii E. Walker.

APr: Ardisia primulifolia Gardn.; APs: Ardisia pseudocrispa Pit.; AS:
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Trong 9 mau thir nghiém c6 7 mau cé hoat
tinh. Mau AB/MeOH biéu hién hoat tinh khang
nam méc A. niger va nim men S. cerevisiae voi
gi& tri MIC 1a 200 pg/ml. Mau AC/MeOH biéu
hién hoat tinh d6i véi 3 vi sinh vat thir nghiém
bao gom vi khuan Gram (-) E. coli, nim mdc
A. niger va nim men S. cerevisiae Véi gia tri
MIC la 200 pg/ml. Cac mau Alnc/MeOH,
Alns/MeOH, APr/MeOH, APs/MeOH déu thé
hién c6 hoat tinh chon loc ddi véi mot vi sinh
vat thr nghiém, hodc 1a d6i v6i ndm méc
A. niger hoic nim men S. cerevisiae hoic vi
khuan Gram (+) S. aureus véi gié tri MIC déu la
200 pg/ml. Dang luu ¥ nhét 1a mau AS/MeOH
thé hién hoat tinh khang kha tdt 601 vOi Vi
khuin Gram (+) S. aureus va nim men

Bang 3. Hoat tinh gay doc té bao cua cac cin chiét

S. cerevisiae voi gia tri MIC déu 1a 100 pg/ml.
Hai mau con lai 1a AM/MeOH va AT/MeOH
khéng thé hién hoat tinh ddi voi tt ca cac vi
sinh vat thir nghiém.
Panh gia hoat tinh giy ddc té bao cua cac
dich chiét

Céc can chiét duoc tién hanh thir nghiém
hoat tinh gy doc té bao trén 5 dong té bao ung
thu thir nghiém. Sau qué trinh saing loc ban dau
o néng do 100 pg/ml, cac maiu thé hién hoat
tinh tét, e ché duoc trén50%.té bao ung thu
phét trién duoc Iya chon.dé xac dinhgié tri ICso.
Thi nghiém duogc lap‘lai 3 an dé dam bao tinh
chinh x4c cua thi nghiém va cua dir’lidu. Két
qua dugc thé hiéntrong bang 3.

Gia tri ICsy (ug/ml)

STT  Teén mau thir nghiem —— 7 LU-L . MCF7 LNCaP HepG2
1 AB/MeOH 54,22 64,11 77,68 67,09 74,27
2 AC/MeOH 75,94 43:39 52.38 45,88 48,36
3 Alnc/MeOH 6,09 8,46 5,26 5,59 12,63
4 Alns/MeOH 61,55 55,31 65,62 56,13 61,13
5 AM/MeOH > 100 > 100 > 100 > 100 > 100
6 APr/MeOH > 100 > 100 > 100 > 100 > 100
7 APs/MeOH 65,52 56,51 60,62 59,20 2,99
8 AS/MeOH 57,18 4477 50,41 59,51 55,84
9 AT/MeOH > 100 > 100 > 100 > 100 > 100
10 Ellipticine 113 0,96 0,97 1,22 0,80

AB: Ardisia balansana; AC: Ardisia caudata Hemsl.; Alnc: Ardisia incarnata Pitard; Alns: Ardisia insularis
Mez.; AM: Ardisia,maculosa Mer:;, APr: Ardisia primulifolia Gardn.; APs: Ardisia pseudocrispa Pit.; AS:

Ardisia splendens Pit.; AT: Ardisia tsangii E. Walker.

Két qua trén cho thay, trong s6 9 miu thu
nghiém*c6 5 mau (AB/MeOH, AC/MeOH,
Alns/IMeOH, APs/MeOH va AS/MeOH) c6
hoat tfah trung binh twong ddi déng déu trén ca
5 dong té bao ung thu. Dic biét mau
Alnc/MeOH ¢6 hoat tinh manh véi ca 5 dong té
bao ung thuthir nghiém KB (ung thu biéu md),
LU-1 (ung thu phdi), MCF7 (ung thu va),
LNCaP (ung thu tuyen tién liét) va HepG2 (ung
thu gan) vai cac gia tri ICs tuong ng lan luot
la 6,09; 8,46; 5,26; 5,59 va 12,63 pg/ml. Ba
mau con lai 12 AM/MeOH, APr/MeOH va
AT/MeOH dugc xem nhu khong cé hoat tinh
dbi voi ca 5 dong té bao ung thu thir nghiém.
Trong tat ca cac tht nghiém trén, chat ddi
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ching duong Ellipticine hoat dong on dinh
trong thi nghiém. Cac két qua trén dat do chinh
Xac Vai r>>0,99.

Nhu vay, trong nghién cau nay, chidng toi
d4 tién hanh thu thap va danh gid hoat tinh
khang nam, khang khuan, gay doc té bao cua 9
loai com nguéi thudc chi Ardisia phan bé ¢ Viét
Nam. Két qua cho thiy séu loai nhu Com ngudi
thim (A. incarnata), Com ngudi balansa
(A. balansana), Com ngudi dém (A. caudata),
Com ngudi dao (A. insularis), Com ngudi nhu
nhan (A. pseudocrispa) va Com ngudi rang (A.
Splendens) co tiém nang c6 hoat tinh gy doc té
bao va kha ning ¢ ché dbi vai moét sé chang
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nam, chung vi khuan dic trung. Trong sb cac
loai nay, hoat tinh gay doc té bao manh nhat
thuoc vé loai Com ngudi thim (A. incarnata).
Mic di méi chi 1a & dang chiét tho nhung loai
nay thé hién hoat tinh diét té bao ung thu rét
manh. Day 1a loai tiém nang chtra nhitng hoat
chit quy c6 kha nang chira tri can bénh nguy
hiém nay.

KET LUAN

Chin loai com ngudi phan bé ¢ Viét Nam da
duoc thu thap, tao dich chiét va lan dau tién
duoc danh gia vé hoat tinh khang nim, khang
khuin va giy doc té bao dbi véi 5 dong té bao
ung thu thir nghiém KB (ung thu biéu md),
LU-1 (ung thu phéi), MCF7 (ung thu vit), Hep-
G2 (ung thu gan) va LNCaP (ung thu tuyén tién
ligt).

Loai Com ngudi thim (A. incarnata) thé

hién hoat tinh gdy doc té bao manh nhit trén ca
5 dbng té bao ung thu thir nghiém véi cac gid tri
1Cso nam trong khoang tr 5,26 den 8,46 ug/mi
dong thoi khang chung nam mdc A. nlger VOl
gi& tri MIC 1a 200 pg/ml, hira hen tiém ning
mg dung trong viéc tim Kiém cac hop.chat co
hoat tinh. Cac loai A. balansana, A/caudata, A.
insularis, A. pseudocrispa va A. splendens thé
hién hoat tinh gay ddc té bao tfung binh ddi véi
5 dong té bao ung thu thir nghiém'wai cde gi tri
ICsp ndm trong khoang tir=43,39 “dén 75,94
ng/ml; vé hoat tinh khang nim, khing khuan, ca
5 loai nay thé hién kha nang khang chon loc
mot sé chung vi khudn va nam véi cac gia tri
MIC la 100 hodac 200 pg/ml. Céac loai A.
maculosa, A. tsangii va A. primulifolia khéng
thé hién"¢6rhoat tinh khang ndm, khang khuin
va gdy doc té bao.
Lot cam on: Nghién ciru nay dugc tai trg boi
Qu§ phat trién Khoa hoc vd Cong nghé Quéc
gia (NAFOSTED) trong khudn kho dé tai ma sb
104.01-2011.20. C4c tac gia xin tran trong cam
on TS. Nguyén Qudc Binh d tién hanh thu héi
va giam dinh mau thyc vat.
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SUMMARY

Methanol extracts of nine species of the genus Ardisia from Vietnam were screened for antifungal,
antibacterial and cytotoxic activities. The obtained results showed that'the methanol extract of A. incarnata
exhibited the strongest cytotoxic activity against all five tested cancer cell lines with 1Cs, Values ranging from
5.26 to 8.46 pg/ml, and resisted A. niger with the MIC value, 200 pug/ml. The methanol extracts of A.
balansana, A. caudata, A. insularis, A. pseudocrispa, A. splendens have moderate cytotoxic and antimicrobial
activities. The methanol extracts of A. maculosa, A. tsangii, A. primulifolia;did not show cytotoxic and
antimicrobial activities.

Keywords: Ardisia, antimicrobial activity, antifungal activity, cytotoxic activity.
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