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TOM TAT

Dt vin dé: Mang cau xiém (Annona muricata (L.), Annonaceae) tir ldu da duwoc sir dung
trong nhiéu nén y hoc trén thé gidi nhuw mét phirong thuoc tw nhién véi hang logt tac dung diéu tri
da dwoc chizng minh. Hau hét cac nghién ciu vé Mang cdu xiém da tdp trung vao mét nhém hoat
chdt goi 1a acetogenins (ACGs). Nhiéu nghién ciru da khang dinh rang cac nhom chdt nay ¢6 dac
tinh khéng ung thuw va doc tinh chon loc doi véi nhiéu dong té bao ung thuw khdc nhau (ma khéng
lam hgi cac té bao khée manh). Muc tiéu nghién ciu: Nghién ciru danh gid so bo khd nang irc
ché su phét trién té bao ung thir ciia vién nang chiza cao 14 Mang cau xiém 200mg trén in vitro va
in vivo. Péi twong va phwong phdp nghién ciu: Poi tiwong nghién ciru la vién nang chira cao ld
Mang cau xiém (Annona muricata (L.) Annonaceae) 200mg chiét tir ba logi dung méi n-hexan,
EtOAc va EtOH da duoc bao ché tai B6 mén Bdao ché dat cdc tiéu chudn kiém nghiém theo tiéu
chudn co sé xdy dung ciia B¢ mén (duwoce xdy dung diea trén tiéu chudn quy dinh ciia DPVN V);
Chuét nhdt tring dwc ching Swiss albino khée manh, 8-10 tuan tudi, trong lwong 32 + 2g, khéong
c6 biéu hién bat thwong. Khao sat hoat tinh déc té bao cia vién nang chiza ba logi cao dwoc chiét
tir ba dung méi c6 dé phan cuc khac nhau bang phiweong phap MTT [(3-(4,5-dimethyl-thiazol-2-yl)-
2,5-dipheny! tetrazolium bromid)] trén té bao ung thu gan HepG2; Xdy dung mé hinh u gan trén
chugt nhdt dwe suy giam mién dich va so bo khao sét tac dung ic ché si phat trién té bdo ung thu
gan cua vién nang. Két qud: Xdc dinh dwoc gié tri 1Cs ciia vién nang chiza cao ethanol, cao ethyl
acetat va cao n-hexan lan lwot 1a: 25,73 pg/mL, 39,40 ug/mL, 61,01 pg/mL; Pa dinh gia dwoc
hiéu qud Ciia mé hinh gdy ung thuw gan trén in vivo va so bé khdo sét tac dung ¢ ché sy phat trién
té bao ung thu gan cua vién nang chira cao 14 Mang cau xiém 200mg trén in vivo. Két lugn: Vién
nang chira cao 14 Mang cau xiém c6 khd ndng irc ché su phat trién cua té bao ung thi gan HepG?2
va trén mo hinh u gan trén chugt nhadt dc suy gidm mién dich.

Tir khoa: Mang cau xiém, acetogenins, HepG2.

ABSTRACT

ASSESSMENT THE GROWTH INHIBITION EFFECT OF
LIVER CANCER CELLS OF CAPSULES CONTAIN GRAVIOLA
EXTRACT (ANNONA MURICATA (L.) ANNONACEAE)
ON IN VITRO AND IN VIVO MODELS
Huynh Thi My Duyen*, Le Bao Khuyen, Le Hoang Vu
Cantho University of Medicine and Pharmacy
Backgrounds: Annona muricata (soursop or graviola) of Annonaceae family has been
used worldwide as a natural medicinal for many years, and it has been reported to have a broad
range of therapeutic effects. Most of the research on graviola focuses on compounds called
acetogenins (ACGs). The separate research groups have confirmed that these chemicals have
significant antitumorous properties and selective toxicity against various types of cancer cells
(without harming healthy cells). Objectives: The aim of this study was to assess ability to inhibit
the growth of liver cancer cells of capsule contain graviola extracts on in vitro and in vivo.
Materials and methods: Estimate cytotoxic activity of three types of extracts were extracted from
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three different polarization solvents by MTT [(3-(4,5-dimethyl-thiazol-2-yl)-2,5-diphenyl
tetrazolium bromid)] method on HepG2 liver cancer cells; Modeling of liver tumor in
immunocompromised male mice and preliminary investigation of the inhibitory effect of capsules.
Results: ldentify ICso values of ethanol extract, ethyl acetate extract and n-hexane extract
respectively: 25.73 pg/mL, 39.40 pg/mL, 61.01 pg/mL and the effect was assessed on in vivo
model. Conclusion: The capsules contain graviola extracts are capable of inhibiting the growth of
human hepatocellular carcinoma HepG2 and on a liver tumor model of immunocompromised
male mice.
Keywords: graviola, acetogenins, HepG2.

I. PAT VAN DPE

Bénh ung thu la mot trong nhimg nguyén nhan hang dau gay tur vong trén toan thé
gidi [1], [2]. Céc bién phéap diéu tri ung thu duoc &p dung nhu phau thuat, hoa tri hodc xa
tri thuong dé lai nhiéu tac dung phu, gy anh huong xau dén chat lugng cudc séng cua
bénh nhan [3]. Vi vay, viéc hudéng toi cac phuong phap tri liu méi dac biét la cac hop
chat ¢ nguon gbc duoc lidu co hiéu qua diéu tri tot va an toan cho ngudi sir dung dang
thu hat sy quan tdm caa nhiéu nha nghién ctu hién nay.

Cay Mang cau xiém (Annona muricata (L.) Annonacece) 1a lodi cdy an qua quen
thuoc & Viét Nam dac biét Ia cac tinh mién Tay Nam Bo. Mang cau xiém khong nhiing dem
lai nhiéu loi ich vé mat kinh té ma hién nay con thu hit sy nghién ctiu cia nhiéu nha khoa hoc
trén thé gidi vé tac dung tic ché su phét trién cua té bao ung thu [4]. Cho dén nay, trén thé gidi
da co kha nhiéu cdng trinh nghién ciru vé tac dung khang ung thu cua cdy Mang cau xiém.
Tuy nhién, & Viét Nam, hau nhu co rat it nghién ciu cu thé vé loai thuc vat nay trong khi n6
rat pho bién ¢ nudc ta. Chinh vi vay, nghién ctiru danh gia so bo kha nang wc ché sy phét trién
té bao ung thu gan cia vién nang chua cao 14 Méang cau xiém (Annona muricara (L.)
Annonaceae) trén in vitro va in vivo dugc thuc hién véi cdc muc tiéu chinh:

1. Khao sét tac dung wc ché su phat trién té bao ung thu gan cta vién nang chua
cao la Mang cau xiém (Annona muricata (L.), Annonaceae) 200mg trén in vitro.

2. Panh gia so bo tac dung e ché sy phat trién té bao u gan cua vién nang chia
cao la Mang cau xiém (Annona muricata (L.), Annonaceae) 200mg trén in vivo.

I1. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Péi twong nghién ciu

Vién nang chtra cao 14 Mang cau xiém 200mg di duoc bao ché tai Bo mon Bao
ché-Trudng Pai hoc Y Dugc Can Tho, dat céc tiéu chuan kiém nghiém theo tiéu chuan co
s0 xay dyng (duoc xay dung duya trén ticu chuan quy dinh cia DDVN V). Thanh phan
cong thirc vién nang gébm: Cao Ming ciu xiém (200mg), Kaolin (100mg), Magnesi
carbonat (26,9mg), PVP K30 (6,7mg), Talc (3,4mg), Con 50% vd.

Dong té bao HepG2: Té bao HepG2 duoc cung cap bdi ATCC (HB8065R) va luu
giif tai Vién Pasteur Thanh phé HO Chi Minh.

bong vat thi nghiém: chudt nhat tréng duc chung Swiss albino khoe manh, khong
6 biéu hién bat thuong. Chuot duc 8-10 tuan tudi, trong luong 32 + 2¢g dugc cung cép béi
Vién Vaccin va Sinh phidm Nha Trang,

MBoi truong, hoa chat, thudc thir: méi truong EMEM (Eagle’s Minimum Essential
Medium), huyét thanh bao thai bé (FCS), L-glutamin, penicilin-streptomycin, trypsin-
EDTA, dém phosphate (PBS) mua tur cong ty Gibco (My), MTT [3-(4,5-dimethylthiazol-
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2-yl)-2,5-diphenyl tetrazolium bromid)] mua tir cong ty Sigma-Aldrich (My), doxorubicin,
cyclophosphamide, dém phosphat...

Trang thiét bi: may doc ELISA Multiskan, may u lic Heidolph Titramax 1000, ta
déng -20 °C

2.2. Phwong phap nghién ciru

2.2.1. Khao sat tac dung c ché sw phéat trién té bao ung thw gan ciia vién nang
chira cao 14 Méang cau xiém 200mg trén in vitro

Phuong phap MTT [3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyl tetrazolium
bromid)]

MTT la mét thir nghiém so mau dé danh gia hoat dong trao d6i chat cua té bao,
thuong thuc hién trong téi do thudc thir nhay cam anh sang. Phuo’ng phap nay dya trén
hoat tinh enzyme succinat dehydrogenase (SDH) cua ty thé chi cd trong té bao séng nén
nho d6 ti 1& séng cua té bao duoc xac dinh. SDH chuyén MTT [3-(4,5-dimethyl-thiazol-2-
yl)-2,5-dIPhenyl tetrazolium bromid)] mau vang thanh tinh thé formazan ngin su tham
nudc cia mang té bao, vi thé giir nguyén su tich tu bén trong té bao khoe. Sau do, cac
dung mdi hitu co nhu isopropanol, dimethylsulfoxid hoac natri dodecyl sulfat (chat tay
rira) dugc cho vao dé hoa tan tinh thé tao dung dich mau tim do mat d6 quang OD & budc
s6ng 570nm, cho két qua su thay do6i s6 luong dugc xac dinh bang mdi quan hé tuyén tinh
gitta s6 té bao va kha niang hap thu [5].

Té bao HepG2 dugc nudi cly trong dia 96 giéng Sau 24 gio u 6 37 °C, 5% COo,
thay moi truong va xu ly té bao v4i mau thir & cac néng do khac nhau (Bang 2.1) hodac
mau ddi chiéu doxorubicin 10pg/ mL trong 24 gio. Loai bo moi truong nudi cay, b sung
100pL méi trudng nudi cdy chira MTT (0,05mg/ mL) vao mdi giéng. U 3 gio ¢ 37 °C, 5%
CO2. Loai bo mdi truong chira MTT. Hoa tan tinh thé formazan tao thanh trong 100uL
dung dich isopropanol acid hoa. Lac rung trong 10 phat ¢ nhiét d6 phong. Do mat do
quang OD ¢ budc song 570nm trén may doc microplate MultiskanTM [6],[7].

Thi nghiém duoc 1ap lai 3 1an cho mét diéu kién nuoi cay (1 nong do mau thur).

Néu gia tri IC50 khong thu duoc tir khoang nong do trén thi tiép tuc thay d6i nong do
mau thir dé thu dugc két qua IC50. Ty 1& trc ché ting truong té bao duoc tinh bang cong thirc:

% trc ché tang trudng té bao = 100 — ( M) (2.1)

ODchung
Trong dé: ODthu: mat d6 quang ctia mau thir.
ODchung: mat d6 quang ctia mau chung.
Bang 1. Cac ndng d6 cua mau thir vién nang chtra cao 14 Méang cau xiém trong khao séat
hoat tinh doc tinh té bao

Nong dd miu thir (ug/mL)

Miu chirng twong rng

Cao n-hexan Cao EtOAcC Cao EtOH
12,5 12,5 12,5 DMSO 0,125%
25 25 25 DMSO 0,25%
50 50 50 DMSO 0,5%
100 100 100 DMSO 1%
X ke g X . Moi truong nudi cay
Mau doi chiéu doxorubicin 10pg/ mL binh thurdng
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2.2.2. Panh gia so bd tac dung wc ché sy phat trién té bao u gan caa vién nang
chira cao 14 Mang ciu xiém 200mg trén in vivo

Khdo sdt mé hinh gdy suy giam mién dich trén chuét nhit dwe

Tham khao cac nghién cuou truéc day [8],[9], doxorubicin (DOX) va
cyclophosphamid (CYP) duoc lua chon dé gay suy giam mién dich trén 6 chudt duc khoe
manh, trong lugng trung binh 32 + 2g.

L6 sinh 1y: Tiém IP dung dich sinh 1y, thé tich tiém 0,1mL/ 10g chudt.

L6 thtr 1: Tiém IP CYP liéu 100mg/ kg, thé tich tiém 0,1mL/ 10g vao ngay 1,3.

L6 thir 2: Tiém IP CYP liéu 100mg/ kg, thé tich tiém 0,1mL/ 10g ngay 1, 3, 5.

L6 thtr 3: Tiém IP DOX liéu duy nhat 10mg/ kg vao ngay 1 va tiém ip CYP liéu
100mg/ kg vao ngay 3.

Lay mau dudi chudt va dém tong lugng bach cau trong 1mm® mau bang budng
dém Neubauer mdi ngay tir ngay 1 dén ngay 7 va mdi 2 ngay tir ngay 9 dén ngay 21. Theo
doi ty 1& tor vong va kha nang duy tri tinh trang suy giam mién dich dé tién hanh thir
nghiém tao khéi u gan.

X4y dung mé hinh u gan trén chudt nhit dyc suy giam mién dich va so bd
khao sat tac dung wc ché sw phat trién té bao u gan cia vién nang chita cao 14 Mang
cau xiém 200mg

Dua trén két qua khao sat mo hinh gdy suy giam mién dich, chung t6i chon tiém
phic md CYP lidu 100mg/ kg vao ngay 1 va ngay 3 dé tién hanh thir nghiém tao khoi u
gan str dung dong té bao HepG2 tiém dudi da.

Chuot duoc gy suy giam mién dich bang cach tiém ip CYP 100mg/ kg vao
ngay 1 va 3. Vao ngay 5 (lwong bach ciu thap nhat), chudt dugc cao sach 16ng va sat tring
con 70% ving lung gan dui phai dudi (2 x 2cm), chia ngau nhién thanh 2 16.

- L6 sinh 1y (n = 6): tiém dudi da 0,1mL/ chudt dung dich PBS 1X.
- L6 tao khdi u (n = 30): tiém dudi da 0,1mL huyén dich t& bao HepG2 (nong do
107 té bao/ mL) twong dwong 10° té bao/ chudt.

Qua trinh thao tac thyc hién trong diéu kién vo trung (tii vo tring cép 2). Theo
doi ty 1¢ tor vong cua chudt va xac dinh sy hinh thanh khdi u trén chudt xung quanh vi tri
tiém té bao bang cach quan sat, s nan.

Ngay thir 12 (sau khi tiém té bao 7 ngay), khdi u xuat hién, tinh hi¢u suat tao
khéi u, do kich thudc khdi u (duong kinh 16n nhat va nho nhat) bang thudc kep califer,
dém téng luong bach cau tir mau dudi chudt va chia chuot mang khdi u thanh 2 16 theo thé
tich khoi u:

- Lo gy bénh: uong dung dich NaCl 0,9% v610,1mL/ 10g, 1 1an/ ngay, 5 ngay lién tiép.

- Lo dleu tri: uéng vién nang chura cao 14 Mang cau xiém heu 200mg, 4 lan/ ngay,
5 ngay lién tiép. Ghi nhan trong lwong chudt, kich thudc khdi u mdi 2 ngay dén ngay thir
19. Tinh két qua:

Hiéu suat tao khdi u (%) = s chudt mang khdi u / tong s6 chudt duoc tiém té bao x 100%

Kich thudc khéi u: V (mm®) = 1/2 x a x b?

Trong d6: a va b 1an luot 1a dudng kinh 16n nhét va nhé nhat (mm).

Phén tram khac biét vé kich thudc khdi u: % KB = (Vs-Vi)/Vi x 100

Vi va Vs lan luot 1a kich thudce khdi u vao ngay 12 va cac ngay khao sat. Ngay
thtr 19, 1dy mau dudi chudt dém tong luong bach cau. Chudt duoc giét sau khi giy mé
bang da CO2, boc 10 khdi u, quan sat dai thé. Boc tach khdi u, rira sach bang dung dich
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sinh 1y, thdm khé, do kich thudc khdi u va ngdm trong dung dich formol 10% dé lam xét
nghiém vi thé bang phuong phap nhu¢m hematoxylin-eosin (HE). Hinh thai t€ bao, cau
trdc mo, su hoai tir, viém... dugc quan sat va danh gia dudi kinh hién vi quang hoc.

I11. KET QUA NGHIEN CUU
3.1. Khiio sat tac dung wc ché sw phat trién té bao ung thw gan ciia vién nang chira
cao 14 Mang cau xiém 200mg trén in vitro

Bang 1. Gia tri IC50 (nong do uc ché 50% sy ting trung té bao gan HepG2) cua vién
nang chtra cao 14 Mang cau xiém sau 24 gio

Stt Tén mau Giéa tri IC50 (ug/mL)
1 Cao n-hexan 61,01

2 Cao EtOAC 39,40

3 Cao EtOH 25,73

4 Doxorubicin 69,32

Pé e ché duoc 50% té bao ung thu gan HepG2 trong vong 24 gid thi nong do can
thiét cua 3 loai cao ethanol, ethyl acetat, n-hexan lan luot la 25,73pg/ mL; 39,40ug/ mL;
61,01ug/ mL. Do vién nang chira cao ethanol chira ACGs nhiéu nhat, ndng do ACGs cao
nhat nén c6 kha niang tc ché té bao ung thu manh nhat trong 3 loai vién nang chtra cao 14
Mang cau xiém, vién nang chira cao ethanol duoc st dung tiép tuc dé danh gia so bo kha
nang khang ung thu gan trén in vivo.
3.2. Panh gia so b tac dung wrc ché s phat trién té bao u gan caa vién nang chira
cao la Mang cau xiém trén in vivo
3.2.1. Khdo sdt mé hinh gdy suy giim mién dich trén chudt nhit duc

Tiém ip CYP 100 mg/kg viao cacngay 1,3
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8000 Tiém ip DOX 10 mg/kg ngay 1 va CYP 100 mg/kg ngay3
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Hinh 3. Luong bach cau trung binh cua chudt tiém ip DOX ngay 1, CYP ngay 2

3.2.2. Xay dung m hinh u gan trén chudt nhit dwe suy giam mién dich va so
bo khao sat tac dung wc che sw phét trién té bao ung thw gan cua vién nang chira cao
l& Mang cau xiém 200mg

(A)

Hinh 4. Hinh anh chudt suy giam mién dich dugc tiém PBS 1X khong c6 khéi u (A) va
tiém dich té bao HepG2, cé khoi u noi r6 (B) vao ngay 18
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Hinh 5. Sy thay dbi kich thuéc khéi u trude va sau 2 ngay do ctia chudt & 16 ching bénh
va 16 diéu tri bang vién nang chaa cao la Mang cau xiém (N: ngay)
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Hinh 7. Hinh anh vi thé khdi u dudi da cua chudt ¢ 16 dicu tri bang vién nang chira cao l&
Méng cau xiém

IV. BAN LUAN

4.1. Khao sat tac dung tc ché sw phat trién té bao ung thw gan ciia vién nang chira
cao |4 Mang cau xiém 200mg trén in vitro
Ba loai vién nang chira ba loai cao tir 14 Méang cau xiém dugc khao sat hoat tinh trc
ché su phat trién té bao ung thu thong qua phép thir gdy doc té bao trén dong té bao ung
thu gan HepG2. Tur két qua cho thdy ca ba déu co hoat tinh doc té bao ung thu gan
HepG2, lam giam dang ké ty 18 té bao HepG2 sdng (> 50%) so véi mau chimg tuong tmg.
Hoat tinh trc ché sy phat trién t& bao ung thu gan HepG2 cua ca 3 loai cao déu giam dan
theo ndng do, sau 24 gid xtr ly. Piéu nay c6 thé giai thich 1a do khi ting ndng do mau thir
(cao 14 Mang cau xiém) dong nghia vé6i viée nong dd6 ACGs ciing ting 1én. Luong ACGs
cang ting cang tc ché duoc nhiéu va manh 1én té bao ung thu gan HepG2 trong khi mau
ching khong c6 ACGs nén khong lam giam ty 1é séng cua té bao ung thu. Tuy ca 3 loai
vién nang chira cao tir 14 Mang cu xiém déu c6 kha ning @c ché su phat trién cia té bao
ung thu gan HepG2 nhung & mdi loai cao cho thay kha nang trc ché khac nhau. Dé trc ché
duge 50% té bao ung thu gan HepG2 trong vong 24 gio thi ndng d6 can thiét cia 3 loai
cao ethanol, ethyl acetat, n-hexan 1an luot 1a 25,73 g/ mL < 39,40pg/ mL < 61,01pg/ mL.
Cho thdy ethanol 1a dung moéi t6i wu dé chiét ACGs. O cing nong d6 mau thir nhung
ACGs trong cao ethanol > cao ethyl acetat > cao n-hexan.
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4.2. Panh gia so bd tac dung wc ché sy phat trién té bao ung thw gan cia vién nang

chira cao 1a Mang cau xiém trén in vivo
Tham khao céc bao cao trudc diy, dé tai khao sat mo hinh suy giam mién dich véi

CYP 100mg/ kg, ip vao 2 ngay 1, 3 hodc 3 ngay 1, 3, 5 hodc DOX 10mg/ kg, ip ngay 1 két
hop CYP 100mg/ kg, ip vao ngay 3. Tu két qua thu duoc chon md hinh CYP 100mg/ kg,
ip ngay 1, 3 gay giam bach cau manh nhat vao ngdy 5 va duy tri tinh trang suy giam mién
dich 6n dlnh trong 3 tudn voi thé trang chudt khoe manh, khong bi chet dé thyc hién mo
hinh tao khéi u. Két qua nay hoan toan phu hop véi co ché gy doc té bao ciia CYP. San
phérn chuyén hoa phosphoramid mu tat ctia CYP 1a tac nhan alkyl héa phén tir ADN, lién
két dong hoa tri v6i guanin trong ADN, trc ché qua trinh tong hop ADN, gay doc té bao,
suy ty, giam té bao mau trong d6 giam lugng bach cau dan dén suy giam mién dich. Viéc
sir dung chudt duc Swiss albino suy giam mién dich dé tao khéi u gan trong chuyén dé nay
hoan toan phu hop véi mot sd nghién ctru trude ddy va phu hop voi hoat dong mién dich
ctia co thé [10], [11]. Té bao HepG2 duoc dung dé tao khdi u gan dudi da véi hiéu suét
100% trén chudt “nude” trong nhiéu cong trinh [8], [9]. Nhu vay, tiém dudi da té bao ung
thu gan nguoi HepG2 trén chudt duc Swiss albino dyc suy gidm mién dich (108 té
bao/chudt) tao duoc khdi u gan sau 7 ngay tiém té bao (ngay 12) v6i hiéu suat 56,7% va
kich thudc khéi u trung binh 9,67mm°® ting dan dén cudi thu nghiém (ngay 18) la
17,83mm?. Hinh anh vi thé khéi u c6 ting san nguyén bio 801, nhleu té bao di dang kém
nhiéu phan bao, hat nhén to, c6 vung hoai tir trung tdm ngim té bao viém hon hop. Kich
thudce khdi u va dau hiéu cua té bao u giam khi diéu tri v6i thude. Nhimg khdi u nho,
duong kinh 1-2mm (kich thude 1-4mm®) bién méat hoan toan sau 5 ngay. Tir d6 co thé ap
dung mo hinh nay tao kh01 u gan, su dung chudt mang khéi u 16n kich thuéc hon 4mm?
de nghién ctru, phat trién cac chat/duoc liéu c6 kha nang lam thudc phong ngira hodc diéu

i. Ung dung danh gia so bd hiéu qua (¢ ché sy phat trién té bao ung thu gan cua vién
nang chua cao 14 Mang cau xiém 200mg, két qua cho thay hiéu qua kich thudc khdi u cia
chudt ¢ 16 diéu tri giam dan c6 y nghia thong ké, hinh anh phan tich vi thé ciing cho thay
khéi u dap tng voi thude diéu tri.
V. KET LUAN

1. Da khdo sat tac dung trc ché su phat trién té bao ung thu gan cua vién nang chua
cao la Mang cau xiém (Annona muricata (L.), Annonaceae) 200mg trén in vitro: véi ndng
d6 @c ché 50% té bao ung thu gan HepG2 trong vong 24 gid can thiét cua 3 loai cao
ethanol, ethyl acetat, n-hexan lan luot 12 25,73ug/ mL, 39,40 pug/ mL, 61,01 Mg/ mL.

2. ba danh gia so bo dugc hi¢u qua tac dung trc ché su phat trién té bao ung thu
gan cua Vvién nang chua cao 1& Méng cau xiém (Annona muricata (L.), Annonaceae)
200mg trén in vivo: kich thudc khdi u cta chudt ¢ 16 diéu trj giam dan c6 ¥ nghia thong ké
(p < 0,05), cu thé giam khoang 30% vao ngay 16 va khoang 40% vao ngay 18 (kich thudc
trung binh 1a 4,08mm®); Hinh anh phén tich vi thé ciing cho thiy khéi u dap tmg véi thude
diéu tri.
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