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TOM TAT

Hién nay, ti 1é ngudi dan bi bénh ung thu dang ting 1én hang nim. Bén canh cac bién phap diéu
tri nhu xa tri, hoa tri, st dung té bao géc...thi céc cay thudc, cac hoat chit thién nhién van ludn
dugc quan tim nghién ciru va st dung. Véi dung méi 1a c¢dn 90°, ching t6i da chiét dugc bdn loai
cao long: hoa kho, hoa tuoi, 14 kho, 14 twoi cdy du du duc. Trong diéu kién in vitro, cac loai cao
long hoa kho, hoa tuoi khong thé hién hoat tinh gay doc dbi voi cac dong té bao nghién ciru la:
MCF-7, A549, HT29, Huh 7R, HEK-293 va LLC. Cao 16ng 14 twoi va cao long 14 kho thé hién hoat
tinh véi chi sb ICs, dat tir 1,88-13,64 mg/mL, trong do, cao long 14 twoi ¢6 hoat tinh cao gép 4-6 1an
cao long 1a kho. Cao long la twoi & ndng d6 4 mg/mL va 0,8 mg/mL da trc ché dugc 50,56% va
23,79% su san xuat IL-6 dai thuc bao so v6i dbi chimg am (P<0,01) mot cach tuong tmg, nhung
chwa thé hién kha ning cam tng sinh IL-2 & cac ndng do nghién ciru. Trén chudt nhét bi gay u thuc
nghiém, cao long la tuoi da thé hién rd tac dung khang u tich cyc so véi nhom dbi chimg bénh 1i
trong thoi gian uong mau 28 ngay, véi 2 lidu dung 3 mL/kg/ngay va 6 mL/kg/ngay (twong {ing khoi
lugng mau 14 twoi 1a 30 g va 60 g). Cu thé 1a sau 28 ngay, cao long la twoi & mirc liéu 6 mL/kg/ngay
dd trc ché khdi u phat trién toi 33,44%, trong lugng khbi u giam con 9,84g (so v6i 13,76g)
(P<0,05); chi sé bach cdu giam manh con 19,1 triéu/mL (so v&i 41,65 triéu/mL); chi s AST giam
con 1038,97 IU/L (so voi 1441,60 IU/L), creatinin giam con 20,63 pmol/L (so v6i 26,37 pmol/L).
Nhimng két qua nay la bang chiing khoa hoc cho thiy tiém ning tmg dung lam san pham hé trg ung

thu cua cao chiét 14 cay du du duc & Ha Tinh.

Twr khéa: BALB/c, cao long la tuoi, du du duc, IL-6, Lewis lung carcinoma

MO bAU

Hién nay, ti 1€ ngudi dan bi bénh ung thu
dang tang 1én hang nim. Theo thong ké ctia TS
chuc Y té thé giéi (WHO), sb ca bi ung thu tai
Viét Nam khong nging tang 1én: Nam 2000 cé
68000 ca; nam 2010 ¢6 126000 ca; nam 2018 co
165000 ca. Viét Nam dugc xép thir 19 chau A
va thu 5 tai khu vgc BDong Nam A vé ti 16 mic
bénh ung thu. Bén canh céc bién phap nhu xa
tri, hoa tri, dung thudc chi thi dich..., nhiéu
ngudi din va cac nha khoa hoc van luon tim
kiém va nghién ciru cac cy thudc, cac hoat chat
thién nhién dé hd tro diéu tri bénh ung thu.

Theo kinh nghiém déan gian va mot sb tai liéu y
hoc thi cay du du (Carica papaya L.) c6 kha
nang tiéu u, rc ché mot s6 té bao ung thu. Mot
s6 nghién ciru cho biét, trong hoa va 1a du dua c6
chira cac cht c6 hoat tinh chéng ung thu va thé
hién hoat tinh trong diéu kién in vitro. Can chiét
methanol cta l4 du du chi c6 tac dung gay doc té
bao ung thu phdi LU véi ICso = 19,2 pg/mL, va
khong c6 tac dung gy doc cac dong té bao ung
thu khac nhu ung thu biéu mdé KB, ung thu va
MCF-7, ung thu méu cip tinh HL-60, ung thu
tién ligt tuyén LNCaP, ung thu gan Hepalclc7
(Thao et al., 2008). Két qua thir sang loc hoat
tinh giy doc té bao cac dong té bao ung thu
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phéi (A549), ung thu gan (Hep3B) va ung thu
vl (MCF-7) cua 11 phéan doan tir 3 dich chiét
tong cho thdy: Cac phan doan N/Er, N/N; M/Er,
M/M; E/H, E/Er, E/E déu khong thé hién hoat
tinh gay doc té bao trén ca 3 dong té bao ung
thu thir nghiém. Cac phan doan khac thé hién
hoat tinh: M/H gay doc té bao A549; N/C thé
hién hoat tinh gy doc té A549 va MCF-7; M/C
thé hién hoat tinh gy doc trén ca ba dong té bao
A549, Hep3B va MCF-7 va E/C gay doc té bao
Hep3B (Lién et al., 2019). Phan doan cin chiét
CH,Cl, cua l4 du du c6 kha ning gay doc té bao
ung thu biéu md KB (ICsy = 18,44 pg/mL), ung
thu phoi LU-1 (ICs = 18,21 pg/mL) va ung thu
vt MCF-7 (ICso = 19,16 pg/mL). Dong thoi hai
hop chat carpaine va pseudocarpaine phan lap
tir cgn CH,Cl, clia 14 du di 1an déu tién dugce
chuing minh c6 hoat tinh gdy ddc manh trén ca
bén dong té bao ung thu nguoi: ung thu biéu
mo KB, ung thu mau HL-60, ung thu phdi LU-
1, ung thu va MCF-7 (ICs, tir 1,13 dén 3,49
pg/mL) (Ha, 2014). Cac nha khoa hoc da phat
hién va nghién ctu chic nang cua hang chuc
loai cytokines trong hé thong mién dich lién
quan t¢i bénh ung thu nhu: IL-1, IL-2, IL-4, IL-
6, IL-10, TNF-a ... (Thao et al., 2007; Mihara
et al.,2012; Tsukamoto et al., 2018; Whlicher et
al., 1990). Tuy nhién, hién chua c6 b4o céo nao
x4c dinh hoat tinh cAm ung mién dich khang u
va danh gia hoat tinh chéng ung thu trong diéu
kién kién in vivo trén dong vat thtr nghiém,
cling nhu chwa cé so sanh hoat tinh chéng ung
thu cta hoa va 14, cia mau tuoi va mau kho cia
cay du du duc. Vi vay, trong nghién ctu nay
chung t6i di tién hanh danh gia kha ning giy
doc té bao ung thu, cam tng mién dich khang
ung thu in vitro, cling nhu hoat tinh khang u
trén chudt cua cac dich chiét tir 14 va hoa cay du
du duc thu tir khu vuc tinh Ha Tinh, Viét Nam

VAT LIEU VA PHUONG PHAP NGHIEN
Cuu
Vit liéu nghién ciru

Hoa va 14 cia cay du du duc (Caria papaya

L.) dugc thu hai vao khoang thang 5 dén thang
12 nam 2019 & dia ban huyén Cam Xuyén, tinh

128

Tran Phuong Trinh et al.

Ha Tinh do nha thuc vat Pham Hf”)ng Ban lam
viéc tai truong Pai hoc Vinh dinh danh khoa
hoc; Chudt nhét thuan chung dong BALB/c do
Phong Tht nghi€ém Sinh hoc, Vién Cong nghé
sinh hoc, Vién Han 1am Khoa hoc va Cong nghé
Viét Nam cung cép; Cac dong té bao: MCF-7,
A549, HT29, Huh 7R, HEK-293, RAW 264.7,
LLC do GS. J. M. Pezzuto, Trudng Pai hoc
Long-Island, US va GS. Jeanette Maier, trudng
Dai hoc Milan, Italia cung cap; Moi truong
DMEM, huyét thanh phdi bo (Fetal bovine
serum- FBS) cua GIBCO, Invitrogen, TCA,
SRB, Ellipticine (Sigma), dia 96 giéng nhya
(Corning, USA), pippette (eppendorf), may doc
ELISA 96 giéng (Biotek, ELx800).

Phwong phap nghién ciru
Phwong phip tao dich chiét va cao léng

Mdi loai mau hoa, 14 dugc chiét theo
phuong phap ngdm dam véi dung méi con 90°
trong thoi gian 48 gio sau d6 loc dich chiét, co
dudi dung moéi tao cao long: 50 gam bot kho
hoa hodc 1a; 362 gam hoa tuoi hodc 305 gam 14
tuoi tao duge 5 mL cao 16ng mdi loai. C6 4 loai
cao long thu dugc la: cao long hoa khd, cao
long hoa tuoi, cao 16ng 1a kho, cao 16ng 1a tuoi.

Phwong phap nudi cy té bao

Céac dong té bao MCF-7, A549, HT29, Huh
7R, HEK-293, RAW 264.7, LLC dugc nudi ciy
trong moi truong DMEM c¢6 b sung 10% huyét
thanh phéi bo FBS, 2 mM L-glutamine, 10 mM
HEPES va 1,0 mM sodium pyruvate. Té bao
dugc cdy chuyén sau 3 - 5 ngay voi ty 18 (1:3)
va nudi trong ti 4m & diéu kién 37°C, 5% CO.,.

Phwong phap xac dinh tinh djc té bao ung
thw (cytotoxic assay) doi véi té bao nudi cay
dang don lép

Phép thir xac dinh kha ning giy doc té bao
ung thu thuc hién theo phuong phéap cia Skehan
et al. (1991), dugc Vién Ung thu Qudc gia Hoa
Ky NCI (National Cancer Institute) sir dung lam
phuong phap chuan dé sang loc tim chat chong
ung thu tir ndm 1991. Cac té bao ung thu duoc
nudi trong phién vi lugng 96 giéng, dugc thir
chét, nhuém béng SRB (sulforhodamine B) va
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do ham luong ¢ budc séng 515 nm bing may
Microplate Reader (BioTek, ELx800).

Phép thir duoc lap lai 3 lan. Ellipticine ¢ cac
nong d6 10 pg/mL; 2 pg/mL; 0.4 pg/mL; 0.08
pg/mL duge so dung nhu la chit dbi chung
duong. DMSO 10% luén dugc sir dung nhu dbi
ching am. Gia tri ICsy (ndng d6 trc ché 50% su
phat trién) s& duoc xac dinh nho vao phan mém
may tinh TableCurve 2Dv4.

Phwong phap thir nghiém hoat tinh cam ing
mién dich khang u in vitro

Té bao RAW 264.7 dugc dua ra cic giéng
cia dia 96 giéng v&i néng do 2 x 10° té
bao/giéng, t& bao dugc nudi on dinh trong ti 4m
CO, qua dém trudc khi dugc u véi mau nghién
ctru & cac nong do khac nhau véi sy ¢ mit cua
LPS (5 pg/mL) trong 24 gid. Sau d6 dich ndi
dugc thu lai, ly tdm dé loai bo té bao, va giir ¢ -
20°C cho thi nghiém tiép theo. Sy san suat IL-6
va IL-2 trong dich ndi té bao duéi tac dong cua
mau thir duge xac dinh bang cac bd Mouse IL-2
(mouse) ELISA Kit va Mouse IL-6 (mouse)
ELISA Kit (BIOVISION Inc., USA) theo ding
huéng dan ciia nha san xuét.

Phuwong phap thir nghi¢ém tién 1Am sang xic
dinh kha ning khiang khoi u ung thw cia
dich chiét 1a du du

Phuong phdp thor nghiém tién 1am sang
duogc tién hanh theo Thao et al. (2008). Cu thé
1a t& bao LLC dwgc nudi ¢ 37°C va 5% CO,,
trong moi truong DMEM c¢6 b sung 10% huyét
thanh phoi bo va 1% khang sinh, khi té bao phat
trién du sd lugng, tién hanh thu hoach va tiém
vao bap dui chudt ndng do 2 x 10° t& bao/con (1a
nong do gay u cho chudt thi nghiém dat 100%).
Sau khi tiém té bao LLC 5 ngay thay c6 u thi
chia chudt thanh céc 16 thtr nghi¢m. Theo do, 24
chudt c6 u dugc chia 1am 4 16 (6 chudt/16) gom:
16 1 udng miu véi lidu 3 mL/kg/ngdy twong
duong khdi lwong mau 14 tuoi 30 g/kg/ngay; 16
2 udng méu véi liéu 6 mL/kg/ngay tuong dwong
khéi lugng mau 14 tuoi 60 g/kg/ngay; 16 3 1a dbi
ching bénh 1i udng nuéc véi thé tich 3
mL/kg/ngay; 16 4 1a d6i chimg tham khao udng
Capecitabine liéu 200 mg/kg/ngay; Theo ddi

chudt hang ngay, can khéi lugng va do kich
thudc khdi u so cap tai vi tri tiém 5-7 ngay/lan
theo phuong phap cua Ligo ef al. (1991), Lee et
al. (2006) dé xac dinh kha nang tc ché khéi u
ciia mau nghién ctru. Thé tich khéi u duoc tinh
theo cong thie cua Tigo (1991): V = a x b2,
trong do6, ¥ thé tich khdi u; a: chiéu dai khéi u;
b: duong kinh khdi u.

Phwong phap xi li s6 li¢u

Cac sb liéu duge xur 1i trén Excel, dugc trinh
bay dang mean = SE. Céac thuét toan thong ké
Student's ¢-test, F’test va phuong phap phén tich
phuong sai mot nhan t6 ngau nhién (one way
ANOVA) dé kiém tra su sai khac c6 y nghia so
véi ddi chimg bénh 1y, véi P < 0,05 duoc coi la
sai khac c6 y nghia théng ké.

KET QUA VA THAO LUAN

Két qua thir nghiém hoat tinh gy doc té bao
ung thw

Véi phuong phap tao cao chiét long tir 14,
hoa ctia cdy du du duc nhu da trinh bay, ching
t6i di thu duoc cac mau cao long hoa tuoi, cao
léng hoa kho, cao long 14 tuoi va cao 16ng la kho
dé nghién ctru hoat tinh gay doc té bao ung thu in
vitro. Kha ning gay doc té bao ung thu dugc xac
dinh thong qua gia tri ICs 1 nong do gy chét
50% té bao va dugc trinh bay ¢ Bang 1.

Két qua trén cho thdy hai miu cao long hoa
tuoi va cao long hoa kho khong thé hién hoat
tinh & cic nong do nghién ctru trén cac dong té
bao ung thu sir dung. Hai mau cao long 14 twoi
va cao 1ong 14 kho thé hién hoat tinh trc ché sy
phat trién cta cic dong té bao ung thu nghién
ctru voi gia tri ICso tur 1,88 — 13,64 mg/mL.
Trong d6, mau cao 1éng 14 tuoi c6 hoat tinh
cao hon rit nhiéu so véi cao 1ong 1a kho (gia tri
ICso thap hon) vao cao nhat dbi voi dong ung
thu dai trang (HT29) (ICso = 1,88 mg/mL). Di
v6i dong té bao thuong (HEK-293), gia tri ICs
cia cao 16ng 14 tuoi cao hon so véi cac dong té
bao ung thu phdi (A549) va ung thu dai trang
(HT29), ching t6 muc d6 gay hai cua cao long
la tuoi d6i voi té bao thudng thip hon té bao
ung thu phdi va ung thu dai trang. Trong mot
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s6 nghién ciru khac, hoat tinh gy doc té bao
ctia 1a du du thé hién trén nhiéu dong té bao
ung thu nhu LU-1, MCF-7, KB... (Thao et al.,
2007; Ha, 2014). Hai mau cao long 14 twoi va
cao 1ong 14 kho ciing thé hién hoat tinh vé6i gia
tri ICso lan luot 1a 4,91 mg/mL va 14,27
mg/mL trén dong té bao ung thu phéi (LLC) &
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chudt - 1a dong té bao sir dung dé gay khdi u in
vivo. Nhu vay, trong nghién ctru nay, hoat tinh
gy doc té bao cua cao long 1a du du duc tuoi
thé hién rd nét trén cac dong té bao ung thu
nghién ctru va 1a co so dé chung t6i lya chon
cho thir nghiém khang khdi u ung thu in vivo
trén dong vét.

Bang 1. Kha ning gay ddc té bao ctia cac mau trén cac dong té bao & nguoi.

Cac dong té ICs (mg/mL) ctia cac mau
bao Cao léng hoa Cao léng hoa Cao léng la Cao léng la Ellipticine
twoi kho twoi kho (ug/mL)

Huh7R >20 >20 2,42+ 0,39 13,64+ 0,93 0,85+ 0,15
A549 >20 >20 2,15+ 0,26 9,61+ 1,01 0,41+ 0,04
HT29 >20 >20 1,88+ 0,15 6,81+ 0,25 0,39+ 0,05
MCF7 >20 >20 2,32+ 0,25 9,54+ 1,23 0,49+ 0,05
HEK-293 >20 >20 2,21+ 0,17 8,98+ 0,59 0,26+ 0,03
LLC >20 >20 491+ 0.54 14.27+ 1.39 0.49+ 0,05

1C50<20 c6 hoat tinh; 1C50>20 khong c6 hoat tinh;

Két qua thir nghi¢ém hoat tinh cim ng mién
dich khang u trong dieu kién in vitro ciia cao
16ng 14 twoi

DPé so bo tim hiéu hoat tinh khing ung
thu cta cao long 14 tuoi tr cady du du duec,
kha ning cam tng mién dich khang u trén
mo hinh té bao RAW264.7 dugc danh gia

théng qua anh huong téi sy thay ddi san sinh
(ting cuong hay uc ché) cac cytokines mién
dich lién quan khdi u 1a IL-2 va IL-6 cua dai
thuc bao.

Kha ning sinh cytokine ctia mau thi nghiém
trén t€ bao RAW264.7 kich ting bang LPS dugc
trinh bay ¢ Bang 2 duéi day.

Bang 2. Kha nang san xuat IL-2 va IL-6 cla t& bao RAW 264.7 dwéi sw tac dong cua cao 16ng la twoi so véi

déi chirng am.

Néng doé IL-6 IL-2 % Té bao séng
(mg/mL) > A - A > A - A > A - A
% San xuat sai soO % San xuat sai soO % San xuat sai soO
4 49,44 4,05 90,27 5,50 98,15 2,22
0,8 76,21** 5,64 98,23 1,25 98,59 1,32
0,16 102,49 1,59 95,58 2,50 99,22 1,06
LPS (BC am) 100,00 0,53 100,00 3,75 100,00 0,61

** P<0,01 so v&i dbi chirng; * P<0,05 so v&i dbi chirng

Qua Bang 2 ching t6i nhan thdy miu cao
long 14 tuoi trc ché manh sy sén sinh IL-6 & nong
do 4 mg/mL, 0,8 mg/mL & murc c6 y nghia thong
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ké (P<0,01) twong ng voi muc e ché" 50,56%
suc san xuat IL-6 cua ‘dai thuc bao ¢ nong do 4
mg/mL va 23,79% & nong d6 0,8 mg/mL (so voi
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d6i chimg am, P<0,01). Khi ndng d6 giam xudng
dén 0,16 mg/mL, mAu khong thé hién kha ning
trc ché san sudt IL-6. Tuy nhién, mau khong thé
hién kha ning cam tng sinh IL-2 & cac nong do
nghién ctru. Nhiéu bao co cho thdy IL-6 c6 vai
trd quan trong trong diéu hoa mién dich, tao méu,
viém va oncogenesis bang cach diéu chinh tang
truong té bao, kich hoat gen, sy phat trién, su
song con va su biét hoa. IL-6 ciing cho thiy vai
trd hét sirc quan trong trong qua trinh tao mach
mau (angiogenesis) khi kich hoat VEGF. Céac
nghién ctru gan day di chimg minh ring IL-6
lién quan dén co ché phét trién va di can cia
nhiéu loai ung thu do tic dong thuc day su song
sot cuia té bao khdi u (Tsukamoto et al., 2018),
thiic ddy su phosphoryl hoa STAT3, su giao tiép
giita cac té bao 4c tinh va stroma, su hinh thanh
mach (Milagre et al., 2015). Vi thé, rat nhiéu bao
céo cho ring viéc tc ché qua trinh san xuét,
truyén tin hiéu cia IL-6 hay ding khang thé
khang IL-6 s€ 1a dich hudng tdi cua céc liu phap

moi chira tri bénh ung thu (Thao et al., 2007;
Mihara et al., 2012; Whicher et al., 1990). Nhu
vay, két qua thu duogc cho thdy mét trong cac co
ché tiém ning chdng ung thu ctia cao 1ong 14 tuoi
¢6 thé 1a nho e ché su san sinh IL-6.

Hoat tinh khang khdi u in vivo trén chudt bi
gy u thuc nghiém cia cao léng la twoi

Kha nang khang u cua cao 16ng 14 tuoi dugce
nghién ctru trén mo hinh chudét BALB/c gay u
thie nghiém bang té bao LLC. Thong qua céc
chi sb vé su thay d6i khdi lugng chudt (Hinh 1),
chung toi nhan thay cao long 14 tuoi khong anh
hudng 16 rét 1€n trong lugng co thé dong vat.
Chudt & tit ca cac 16 thi nghiém tai thoi diém 28
ngay déu tang trong luong so véi thoi diém bat
dau thi nghiém nhung khéng c6 sy sai khac
thong ké so voi ddi chung bénh i
(P>0,05). Trong lugng chudt & 16 ddi chung
tham khdo c6 hién twong gidm ¢ muc c6 y nghia
thdng ké (P<0,05).

BC bénh li

Liéu 3 mL/kg/ngay
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Hinh 1. Trong lwong chuét thi nghiém bj gay u khi thir nghiém v&i cao chiét 14 tuoi tir cay du da dwc Ha Tinh.

Kha ning e ché khdi u 1a mot chi tiéu rat
quan trong dé danh gia tac dung khang u cua
mau nghién ctru. Két qua & Hinh 2 cho thay tac
dong cua cao 16ng 14 twoi dbi voi sy phat trién
ciia khéi u phu thudc vao lidu ding. Sau 28
ngay st dung cao 1ong 14 twoi, thé tich khéi u

cia chudt ¢ 16 s dung lidu 3 mL/kg/ngay
khong giam so voi dbi chimg bénh li (P>0,05);
con thé tich khéi u cua chudt & 16 st dung lidu 6
mL/kg/ngay giam con 9003,49 mm’, {rc ché
dugc 33,44% thé tich khdi u so véi 16 ddi chung
am 1a 13527,21 mm’ (P<0,05).
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Hinh 2. A - Qua trinh phat trién ctia khdi u (mm?) cltia chudt thi nghiém bj gay u khi thir nghiém véi cao chiét 14
twoi tir cay du da dwc Ha Tinh; B- Kha néng (e ché sw phat trién clia khdi u ctia cao chiét |4 twoi.

Bang 3. Trong lwong khéi u tai thoi diém két thuc thi nghiém.

L6 thi nghiém Trgng Iwong khéi u trung binh tai thoi % Trong lwong u giam so v&i
diem sau 28 ngay thi nghiém (g/con) doi chirng (%)
DC bénh li 13,76 £ 1,67 -
Liéu 3 mL/kg/ngay 11,48 £ 0,52 16,51
Liéu 6 mL/kg/ngay 9,84 + 1,48 28,44
bC tham khao 3,04** £ 1,56 77,89
*P<0,05 so v&i dbi chirng bénh Ii; **P<0,01 so v&i dbi chirng bénh i
Bang 4. Cac chi s6 huyét hoc tai thdi diém két thuc thi nghiém.
Cac chisé BC bénh li Uébng 3 Uébng 6 PC tham khao
mL/kg/ngay mL/kg/ngay
X SE X SE X SE X SE
Bach cau (10°/L) 41,65 0,02 42,89 5,56 19,10* 6,53 5,75** 0,25
Héng cau (10"%/L) 7,05 0,08 6,18 0,39 6,70 0,15 5,98 0,54
Hemoglobin (g/L) 102,00 2,31 93,67 5,81 96,00 2,00 95,33 7,01
HCT (L/L) 0,35 0,01 0,31 0,02 0,32 0,00 0,30 0,02
Tiéu cau (10°L) 521,67 7,36 549,33 7,22 537,67 13,66 540,33 7,25
AST (U/L) 1441,60 13,06 1431,40 10,43 1038,97** 9,31 257,37** 7,03
ALT (U/L) 62,03 1,27 63,30 0,79 62,50 1,04 36,53 0,85
Creatinin 26,37 1,00 20,63* 0,24 20,63* 0,32 27,90 0,66

(micromol/L)

*P<0,05 so v&i déi chirng bénh li; **P<0,01 so v&i déi chirng bénh li

Trong lwong khdi u cia chudt (Bang 3) tai
ngay thir 28 giam con 11,48 g/con va 9,84 g/con
6 2 16 thi nghiém su dung liéu dung 3 mL va 6
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mL so véi 16 dbi ching bénh Ii 1a 13,76 g/con
(P>0,05). Mirc do trc ché trong lugng khoi u
cua li€u 6 mL dat 28,44% tot hon liéu 3 mL (dat
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16,51%) (P>0,05).

Ngoai ra, khi kiém tra cac chi tiéu huyét hoc
va sinh hda mau cua chudt gay u, cao long la
tuoi voi lidu 6 mL di lam giam chi s6 bach cau
con 19,1.10 /L so vé&i ddi ching bénh 1i Ia
41,65.10°/L (P<0,05), giam chi s6 AST con
1038,97 IU/L so véi 16 dbi chimg bénh li la
1441,60 IU/L (P<0,01) va ca 2 lidu 3 mL va 6
mL déu lam giam chi sd creatinin con 20,63
umol/L so voi 16 d6i ching bénh 1i 1a 26,37
pumol/L (P<0,05). Két qua nay cho thdy, cao
long 14 twoi c6 tac dung tich cuc trong viéc diéu
tri cho chudt bi u va cai thién tot hoat dong chuc
nang cua gan, than ¢ chudt bi u.

Nhu vy, cao long 1 du du duc tuoi di thé
hién kha nang khang u cling nhu cai thién chtrc
nang gan than trén moé hinh chudt dugc gay u
bang té bao LLC. Cac két qua thu dugc 1a rat co
¥ nghia, cho thiy tiém ning khang u higu qua
ctia dich chiét 1a tuoi cay du du dyc & Ha Tinh.

KET LUAN

Dich chiét 14 du dii duc twoi da duge ching
minh c6 kha ning chéng ung thu trong diéu
kién in vitro trén cac dong té bao ung thu
MCF-7, A549, HT29, Huh 7R & nguoi va LLC
¢ chudt (ICso = 1,88 - 4,91 mg/mL) va trong
diéu kién in vivo la chudt nhit BALB/c dugc
gay u thuc nghiém bé‘mg té bao LLC: trc ché
33,44% thé tich khdi u (P<0,05); trong luong
khéi u giam 28,44% & ngay 28; chi sé bach cau
giam con 19,1.109/mL so voi dbi chiung am 1a
41,65.10°/mL (P<0,05). Dich chiét 1a du du duc
tuoi con giup cai thién chie nang gan than cho
chudt bi u, lam giam chi s6 AST va creatin so
v6i d6i chung bénh 1i & mirc ¢6 y nghia thong
ké (P<0,05 va P<0,01). Mot trong cac hoat
dong chdng ung thu cua dich chiét 14 du da duc
tuoi duge xac dinh 1a c6 thé thong qua e ché
Su san sinh IL-6 cua dai thuc bao (1'rc ché
50,56% & nong do 4 mg/mL; P<0,01). Két qua
nghién ciru in vitro va tién 1am sang cho thiy
kha ning chong ung thu cua ciy du di duc va
day la co s& khoa hoc cho viéc ting dung phat
trién thyc phdm chirc nang hd tro diéu tri cho
bénh nhén ung thu tur 14 cay du du duc.
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POTENTIAL ANTI-TUMOR ACTIVITES OF EXTRACT FROM FRESH LEAVES
OF THE MALE PAPAYA (Carica papaya L.) COLLECTED IN HA TINH

PROVINCE

Phuong Trinh Tran, Bao Linh Phan, Thi Tam Pham

Ha Tinh High School for Gifted Students

SUMMARY

Nowadays, the percentage of people with cancer is increasing. There are many methods used to
treat cancer such as surgery, chemotherapy, the radiation, etc. In addition, the use of medicinal
plants, natural products, is also popularly applied for cancer patients. Using 90% ethanol as the
extraction solvent, we produced 4 kinds of concentrated extracts from dried flowers, dried leaves,
fresh flowers, fresh leaves of male papaya (Carica papaya Linn). In vitro study, the extracts of
dried flowers, fresh flowers did not effect on MCF7, A549, HT 29, Huh 7R, HEK 293 and LLC
cancer cell lines. The extracts of dried leaves and fresh leaves presented cytotoxic effects with ICs,
values ranging from 1.88 to 13.64 mg/mL. Meanwhile, activities of the extract of fresh leaves was
4-6 times stronger than that of the extract of dried leaves's. Based on evaluation of the IL2 and IL6
production capability of macrophage, we found that the extract of fresh leaves strongly inhibited the
IL-6 production at 4 mg/mL (50.56%) and 0.8 mg/mL (23.79%) in comparison with the negative
control (P<0.05) while it did not show the ability to induce IL-2 in the same studied concentrations.
Using tumor bearing mice as model for studying the antitumor activities of extract of fresh leaves at
the dose of 3 mL/kg/day and 6 mL/kg/day, we identified the positive effects of the higher dose
treatment. The results showed that the extract of fresh leaves at the dose of 6 mL/kg/day could
inhibit 33.44% the tumors’ sizes on day 28 (P<0.05); tumor's weigh decreased to 9.84 against 13.76
g of the negative control; the WBC parameter reduced from 41.65x10%mL to 19.1x10%mL
(P<0.05), AST decreased from 1441.6 U/L to 1038.97 U/L (P<0.01), and creatinin decreased from
26.37 umol/L to 20.63 pmol/L compared with the negative control group (P<0.05). These
promising results are the scientific evidences for applying this extract in cancer treatment in the

future.
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