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TAC DUNG KHANG U CUA CAO CHIET VO QUA MANG CUT
(GARCINIA MANGOSTANA L.) TREN MO HINH GAY
UNG THU' VU O CHUOT NHAT

TOM TAT

Ung thu vu 1a loai ung thu ph6 bién nhat & phu
nir, Gan day, ben canh cac phucng phap dleu tri co
d|en dudc liéu va y hoc cd truyen dang tré nén ngay
cang phd bién trong ho trg ngan ngl.ra va diéu tri ung
thu. Ngh|en Cu’u nay nhdm danh gia tac déng cta cao
chiét tur vdo qua mang cut (Garcinia mangostana L.)
trén mé hinh bénh wung thu vi do J12-
d|methylbenzeneanthracene (DMBA) & chu0t nhat cai.
Chuot nh&t cai chung Swiss, trudng thanh dugc cho
udng DMBA lmg/lan/tuan trong 6 tudn dé gay ung
thu vi. Sau do, chudt dugc chia thanh 4 16, bao gém
16 sinh ly, 10 m6 hinh dudc udng DMBA va 2'16 didu tri
cao chiét vo mang cut (GM) vdi liéu 1,2 g/kg/ngay va
3,6g/kg/ngay trong 18 tuan. Két qua cho thay ty I€ tur
vong cua chudt dugdc diéu tri bang GM khéng khac biét
so Vdi 16 DMBA (p> 0 ,05). Chudt dugc diéu tri b&ng
GM & ca hai lidu déu cé thdi diém xust hién kh0| u
mudn han va ti 1& khdi u th&p hon so Vi 16 md hinh
DMBA (p<0,05). Vé& mo benh hoc, ty Ié xudt hién ung
thu biéu md vi hodc tdng san md v & 16 diéu tri GM
thap hon 16 DMBA. Cao chiét vd qua mang cut co tac
dung ngdn ngua sy xuat hién kh&i u trong mé hinh
ung thu’ vii do DMBA géy ra & chudt nhét.

Ta’ khoa: chudt, Garcinia mangostana, 7,12-
dimethylbenzanthracene, DMBA, ung thu v{, vo qua
mang cut.
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SUMMARY

EFFECT OF GARCINIA MANGOSTANA L.
EXTRACT ON MAMMARY CANCER INDUCED

MODEL IN FEMALE MICE

Breast cancer is the most common type of cancer
in women. Besides classical therapeutics, traditional
medicine has been used to prevent and treat cancer.
This research aimed to evaluate the impact of an
ethanolic Garcinia mangostana L. (GM) extract on
7,12-dimethylbenzeneanthracene (DMBA)-induced
mammary cancer in mice. Adult female Swiss mice
were orally administered DMBA 1mg weekly for six
weeks to cause breast cancer. Then all animals have
divided into four groups, including normal control,
DMBA control, and GM treated groups at doses of 1.2
g/kg/day and 3.6g/kg/day for 18 weeks. There were
no significant differences in the mortality rate of
animals treated with GM compared with the DMBA
group (p > 0.05). The animals treated with GM at both
doses had a later tumor appearance and lower tumors
incidence than the DMBA control group. In
histopathology, the incidence of breast carcinoma or
hyperplastic breast tissue in GM treated groups was
lower than DMBA group. Thus, Garcinia mangostana L.
extract had potentially prevented the tumor
appearance in the DMBA-induced mammary cancer
model in mice.

Keywords: Garcinia mangostana, 7,12-
dimethylbenzanthracene, DMBA, breast cancer, mice
I. DAT VAN DE

Ung thu v la nguyén nhan hang dau gay t
vong & phu nif trén th€ gidi. Nam 2020, trén thé
giGi co téi 2,26 triéu ngudi mac ung thu vi va
gay ra 285000 trudng hgp tf vong do ung thu
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vl [2]. Cac phudng phédp phé bién diéu tri ung
thu v bao gobm phau thudt, xa tri, hda tri, liéu
phap hormon... sé& gilp kiém soéat dudc khdi u,
tang ti 1é sGng sot, giam nguy cg tai phat [3].
Tuy nhién, cac phugng phap nay lai thudng gay
ra nhiéu tac dung khéng mong muén cho bénh
nhan dong thdi chi phi diéu tri cao. Trong nhirng
nadm gan day, dugc liéu va y hoc cd truyén da
dang c6 xu hudng dugc ing dung rdng rai trong
viéc ho trg ngan nglra cling nhu diéu tri ung thu,
lam gidm tac dung phu cla cac liéu phap diéu tri
chuan. Viét Nam la mdt quéc gia véi ngudn dugc
litu phong phu va cd nhiéu loai dugc phat hién
c6 hoat tinh khang u. Garcinia mangostana L.,
thudng dudc goi la qua mang cut, dudc dan gian
sir dung dé diéu tri tiéu chay, kiét ly, réi loan tiét
niéu, viém bang quang, bénh lau, chéng viém va
lam lanh vét thuong [1]. MOt s6 nghién cru trén
thé gidi cho thay vo qua mang cut cd hoat tinh
ch6ng oxy hda, gay doc té€ bao va khang cac loai
ung thu khac nhau nhd cac hgp chéat cé hoat tinh
nhu xanthone (a-mangostin, B-mangostin, y-
mangostin), flavonoid [4-6]. Tuy nhién, tai Viét
Nam chua cd nghién clru nao khang dinh dugc
tac dung clia mang cut trong diéu tri va phong
nglra ung thu. Vi vady, nghién cfu nay nham
danh gia tac dong khang ung thu vi cla cao
chiét tir vo qua mang cut (Garcinia mangostana
L.) trén mdé hinh gdy ung thu bdng 7,12-
dimethylbenzeneanthracene (DMBA) & chudt
nhat cai.

I. NGUYEN LIEU VA PHUONG PHAP

NGHIEN CUU

2.1. Vat liéu. V6 qua mang cut dugc thu
hoach & tinh Béng Nai, Viét Nam. Mau dugc
giam dinh bdi BO mon Dugc liéu, Trudng Pai hoc
Y Dugc- BPHQGHN. Vo qua dugc rlra sach, phai
va say kho & 60°C. 800 g vo kho dugc ngam
chiét siéu am vdi ethanol 96° trong 45 phut va
lam bay hoi dudi ap suét thap dé thu dudc cao
chiét (97 g) vdi hiéu suat chiét la 12,1%. Cao
chiét dugc bao quan trong tu mat 2-8°C. Cao
chiét sé dugc hoa tan hoan toan trong nudc cat
trudc khi cho chudt udng.

2.2. Hoa chat

7,12-dimethylbenzeneanthracene (DMBA)
cla hang Sigma, Singapore. DMBA dugc pha
trong dau oliu véi ndng do 5mg/mL trudc khi cho
chudt udng.

2.3. Pdng vat thi nghiém. Chudt nhat cai
chiing Swiss 6 tuan tudi, khoe manh, can ndng
25 - 30 g do Vién Vé sinh Dich té Trung ugng
cung cap dudc st dung trong thi nghiém. Bong

vat dugc nudi trong diéu kién nhiét do va do dm
tiéu chudn vdi chu ky sang - t8i 12 gid, n thirc
&n tiéu chudn va udng nudc tu do. Nghién clu
dugc thuc hién tai B6 mon Dugc ly, Trudng Dai
hoc Y Dugc, DPHQGHN.

2.4. Phudng phap nghién ctu. Phucng
phdp gdy ung thu  béng 7,12-
dimethylbenzanthracene (DMBA) dua theo
nghién clitu cta Currier va cong su [7]. Chudt
nhadt dugc tao khdi u vi bang cach cho udng
DMBA dudc pha trong dau 0 liu vdi liéu
1mg/con/tuan trong 6 tuan dau cua nghién cliu..

Chudt dudc chia ngau nhién thanh 4 16, moi
16 10 con:

- L6 1 (chiing sinh ly): chudt dugc udng
nudc cat 1 lan/ngay

- L6 2 (m6 hinh DMBA): chudt dugc udng
DMBA trong 6 tuan va udng nudc cat

- L6 3 (GM liéu 1,2 g/kg/ngay): chubt dugc
uéng DMBA trong 6 tuan dau va dong thdi ung
cao chiét vo qua mang cut liéu 1,2 g/kg mét lan
moi ngay lién tuc trong 18 tuan.

- L6 4 (GM liéu 3,6 g/kg/ngay): chubt dugc
uéng DMBA trong 6 tuan dau va dong thdi udng
cao chiét vo qua mang cut liéu 3,6 g/kg mot lan
moi ngay lién tuc trong 18 tuan.

Sau 18 tuan diéu tri, tat ca chudt dugc md dé
quan sat dai thé va vi thé cac khdi u hinh thanh.

Cac thong sé danh gia bao gom:

+ Can ndng chudt: Tat c& chudt dugc kiém
tra can nang hang tuan trong suét thdi gian thi
nghiém.

+ Ti lé chuGt chét

+ Ti lé chudt xuat hién khoi u

+ Thdi gian xuat hién khoi u dau tién tinh tir
liéu dau DMBA

+ Téng s8 khéi u trong 1 16 va s8 khdi u
trung binh/ chudt. B

+ Hinh anh mo bénh hoc khéi u: Cac mau
khoi u dugc c6 dinh trong formalin 10% va duc
bang parafin, cit doan 4 - 5 ym va nhudém bang
hematoxylin va eosin d&€ quan sat hinh anh mé
bénh hoc dudi kinh hién vi.

2.5. Xtr ly sO liéu. S6 liéu dugc phan tich
bang phan mém IBM SPSS 22.0. Cac bién dinh
lugng dudgc trinh bay dudi dang trung binh £ do
léch chudn (X + SD) hodc tan sudt va ty Ié vdi
cac bién dinh tinh. S dung thuat toan T-test
Student hodc ANOVA dé€ so sanh cac gia tri trung
binh va Chi-square dé& so sanh ty 1& gilta cac 16.
p<0,05 dugc coi la khac biét cé y nghia thong ké.

1. KET QUA NGHIEN cUU
3.1. Anh hudng cia cao chiét vo qua
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ming cut dén can ning cua chudt. Anh
hudng cla chat thr nghiém lén khoi lugng co
thé chudt dugc thé hién trong bang 1. Can ndng
chudt & tat ca cac 16 déu tang dan theo thdi gian
nghién clru. Khong co su khac biét vé su gia
tang can nang chudt & cac 16 chirng sinh ly, 10
mo hinh va 16 diéu tri cao chiét vo qua mang cut
cling nhu gilra 2 16 diéu tri vdi lieu khac nhau
(p> 0,05).

Bang 1. Anh hudng cua cao chiét GM
dén can nang chudt

Can nang (gam), X + SD
Lo Ban Say 6 Saq 12 Saq 18
dau | tuan | tuan | tuan
Lo gi:nﬁf;;mg 283 39,6+ | 38,7 + | 47,1 +
(n = 20) +2,1 5,9 4,1 5,0
Lo MoNNh | 28,4 | 38,9+ | 39,2+ | 46,9 +
(h=12) |£30| 38 | 47 | 47
Lo 3: GM liéu
N 28,2 140,1 +| 38,5+ [ 43,9 +
1,2g/kg/ngay | ;5 1 1 1
et 23] 47 | 41 4,9
Lo 4: GM liéu
. | 28,3 |36, 7+ | 38,2+ | 459 +
3,6 g/kg/ngay | 4 1 -
(n = 12) +2,7| 53 3,9 51
p (ANOVA) [>0,05| >0,05 | >0,05 | >0,05

3.2. Anh hudng cua cao chiét vé qua
mang cut dén ty Ié chudt chét. Ty Ié chubt
chét trong thdi gian thi nghiém dugc thé hién
trong bang 2. Trong 18 tuan diéu tri, ty I& chudt
chét cao nhat dugc ghi nhan G 16 mé hinh DMBA
va cao chiét liéu cao (3,6 g/kg) véi 40% va ty 1€
nay thdp han & 16 diéu tri cao chiét liéu thap (1,2
g/kg) vdi 30%. Khong co chudt tor vong & 16
chirng sinh ly sau 18 tuan. Tuy vay, chua thdy su
khac biét c6 y nghia vé ty Ié tf vong cta chudt &
16 dugc diéu tri bang cao chiét GM so véi 16 md
hinh DMBA ciling nhu gilta cac liéu diéu tri GM
(p>0,05).

Bang 2. Ty Ié chuét tu vong & cac 16
nghién cau

mang cut dén thdi gian xuat hién khoi u va
tong s6 khoi u. Thai gian xuét hién khdi u & cac
16 tinh tir ngay dau tién u6ng DMBA dugc thé
hién trong bang 3. O 16 ching sinh Iy khéng
udng DMBA, khéng ghi nhan xuat hién khdi u. L6
mo hinh xué’t hién khéi u sau khoang 47 ngay ké
tUr ngay uéng DMBA. Trong khi dé, thai gian xuat
hién khGi u tai cac 16 udng thuGc thr cé xu
hudng kéo dai han so vdi 16 mo6 hinh, dac biét la
16 chudt dugc uéng thudc thir liéu 3,6 g/kg/ngay
(p < 0,001). Chua co su khac biét c6 y nghia & 10
chudt dugdc diéu tri bdng GM 1,2 g/kg/ngay so
vGi 16 DMBA (p>0,05). Thudc thir & liéu cao GM
3,6 g/kg kéo dai thai gian xuat hién khoi u so vdi
liéu thap (p<0,05).

Bing 3. Anh hudng cua cao chiét GM
dén thoi gian xuat hién khéi u

Thai gian xuat
hién khoi u
(ngay), X £ SD

Caclo p (t-test)

LO 2: mO hinh 47,80 + 4,15

DMBA
L6 3: GM liéu —
1,2 g/kg/ngay 75,00 £ 33,94 |psovsita2 > 0,05
Lo 4: GM liéu Pso vsi 162 <
> *
3,6 g/kg/ngay 111,00 £ 7,39 0,001

Psovai a3 < 0,05

T6ng khéi u vi & 16 md hinh nhiéu hon so
Vi 16 udng thudc thir. Trong khi d6 cd thé thay
téng khéi u vi & ca hai 16 udng thudc thir liéu
1,2 g/kg/ngay va liéu 3,6 g/kg/ngay la nhu nhau
nhung s6 khGi u trung binh/1 chudt cia 16 udng
lieu 3,6 g/kg/ngay cao han so véi 16 ubng liéu
1,2 g/kg/ngay (bang 4).

Bang 4. Tong s6 khéi u va sé u trung
binh cua moi 16 nghlen ciru

Tong sd So khdi u trung
Caclé khéiu| binh/chudt
[52: m6 hinh DMBA| 08 138
L6 3: GM liéu 1,2
alkgingiy 05 1,35
[54: GM liéu 3,6
g/kg/ngay 05 1,78

L6 S6 chuét |Ty 1€ chuét
chét (n) | chét (%)
L6 1: Chiing sinh ly 0 0
(n=20)

L6 2: MO hinh DMBA *

(n = 20) 8 40

L6 3: GM liéu *

1,29/kg/ngay (n=20) | ° %0

LO 4: QM lieu 3,6 8 40°
g/kg/ngay (n = 20)

*p<0,001: s0 vdi I6 DMBA (Test chi binh phc/dng)
3.3. Anh hudng cua cao chiét vé qua
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3.5. Anh hudng cua cao chiét vo qua
mang cut dén hinh anh vi thé khdi u. Két
qua mo benh hoc khéi u dugc thé hién trong
bang 5 va hinh 1. O'16 md hinh DMBA, 3 trong 5
mau md xuét hién ung thu bi€u md vi trén hinh
anh mo bénh hoc, chi€ém ty 1€ 60%. Trong khi ty
Ié ung thu bi€u mé v & 16 dugc diéu tri cao
chiét vo qua mang cut GM liéu 1,2 g/kg va 3,6
g/kg thap han, chi chiém 20%. Dbiéu nay cho
thdy vo qua mang cut (Garcinia mangostana L.)
d3 co tac dung lam giam su tién trién cta khdi u
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vU &c tinh trén chudt nhét cai.
Bang 5. Anh hudng cua GM dén hinh
anh vi thé khéi u
Lo Hinh thai hoc
L6 1: Chdng | 5/5 mau cb hinh anh md tuyén
sinh ly vU binh thudng

2/5 mau cd hinh anh ong tuyén

L6 2: M6 hinh _vU binh thugng

DMBA 3/5 mau c6 hinh anh ung thu
biéu mo6 tuyén vi
2/5 mau co hinh anh 6ng tuyén
_ VU binh thugng
L6 3: GM lieu |2/5 mau cd hinh anh mé vu qua

B san
1/5 mau c6 hinh anh ung thu
biéu mé tuyén v
2/5 mau c¢6 hinh anh mo vu binh

1,2 g/kg/ngay

_ thudng
Lo 4: GM liéu | 2/5 mau c6 hinh anh sarcom
3,6 g/kg/ngay mach

1/5 mau c6 hinh anh ung thu
biéu mo tuyén va

Hinh 1. Hinh anh mé hoc cua tuyén vu
(HE x 400)

IV. BAN LUAN

Ung thu hién dang la nguyén nhan gay tr
vong ding hang th(r hai trén thé gidi. Trong do,
ty Ié t&r vong do ung thu vi dirng hang dau & nit
gidi [2]. Bén canh cac phuong phap tiéu chuan
dé diéu tri ung thu v nhu phau thudt, hoa tri
hodc xa tri, xu huéng mdi trong nhitng néam gan
day la sur dung dugc liéu da cho thdy hiéu qua
trong ho trg diéu tri ung thu [3]. Trong thi
nghiém trén dong vat, 7,12-
dimethylbenzanthracene (DMBA) thuGng dugc sur
dung nhu mot chat sinh ung thu vd. DMBA la
mot hydrocacbon tham da vong gay ra su hinh
thanh khdi u bang cach khdi dong cac dot bién
gen; gay stress oxy hoa do do gay ra hinh thanh
khGi u & da va tuyén va [7]. Trong nghién clru
nay, chudt nhat dugc gay khi u bang cach cho
uéng DMBA 1 mg/con/tuan trong 6 tudn dé dat
tong liéu 1a 6mg. K&t qua cho thdy DMBA cd thé
lam tdng nguy co t&r vong & chudbt so vai chudt
binh thudng va lam xudt hién cac khéi u & tuyén
vU chu6t. Trén hinh anh m6 bénh hoc, 3 trong s6
5 mau bénh pham & 16 chudt dugc gdy mé hinh
bdng DMBA c6 hinh &nh ung thu biéu md tuyén
vl. Theo cd ché tao ung thu cia DMBA thi cac
hgp chat co6 hoat tinh chdng oxy héa hoac gay
doc t& bao cb thé ngdn chin su phat trién cla
khGi u trong cac mo hinh ung thu do DMBA gay
ra & loai gam nham.

Vo qua mang cut (Garcinia mangostana L.)
dad dugc s dung nhu mot loai dugc liéu co
truyén trén khap thé gidi, chu yéu 6 Dong Nam A
trong dé cé Viét Nam [1]. Cac hdp chat cd hoat
tinh sinh hoc chinh clia Garcinia mangostana la
cac dan xuat xanthone. Hon 60 xanthones da
dugc phan lap tir cac bé phan khac nhau cla
Garcinia mangostana nhu a, B, y-mangostin, 1-
isomangostin, 3-isomangostin, 9-
hydroxycalabaxanthone, 8-deoxygartanin,
demethyl  calabaxanthone, garcinone B,
garcinone D, garcinone E, gartanin, mangostanol,
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mangostanin va mangostinone...[5,6]. Nhiing

xanthones nay la cac chat chéng oxy hoa, doc té

bao va ch6ng ung thu trén cac mo hinh in vitro va
in vivo trong nhiéu nghién cliu [4-8]. Trong
nghién cru nay, cao chiét vé qua mdng cut khong
anh hudng dén trong lugng hoac ty 1€ t& vong
cla chudt so vai 16 mo hinh DMBA. Cao chiét vo
qua mang cut (GM) vdi liéu 3,6g/kg/ngay kéo dai
thdi gian xuat hién khdi u so vdi I6 m6 hinh DMBA
va 10 diéu tri GM véi lieu thap hon la 1,2
g/kg/ngay. Trén két qua mé bénh hoc, 16 chudt
dugc diéu tri bang cao chiét vd qua mang cut co
ty 16 mau mé ung thu tuyen vU thdp haon so vdi 16
d6i chirng DMBA. Nhu vay, cao chiét vo qua mang
cut (Garcinia mangostana L.) cd hoat tinh chéng
ung thu va trén chudt nhdt dugc gdy u va bdi
DMBA. Vi vdy, Garcinia mangostana L. cd thé 1a
mét liéu phap trién vong trong viéc phong nglra
va ho trg diéu tri ung thu vu.

V. KET LUAN

Nghién cltu da xay dung thanh cong mo hinh
gdy ung thu vi trén chudt nhat cai bang hoa
chat DMBA. VO qua mang cut (Garcinia
mangostana L.) cd thé ngdn chin su hinh thanh
va tién trién cta cac khéi u trong md hinh ung
thu vi do DMBA gay ra & chudt. Khong co su
khac biét dang ké vé ty Ié tir vong gitta cac 16
dudc diéu tri bang Garcinia mangostana L. & liéu
1,2 va 3,6 g/kg/ngay. Tuy nhién, thdi gian xuat
hién khoi u & 16 chudt dugc diéu tri vdi lieu cao
thi kéo dai hon so véi 16 diéu tri lieu thap
Garcinia mangostana L.

VI. LO1 CAM ON

_ Cong trinh nghién c(u dugc hoan thanh vdi sy
ho trg kinh phi clia D€ tai cd s& (ma s6 21.05) cla
Trudng Pai hoc Y Dugc, Pai hoc Québc gia Ha Nai.
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MOT SO YEU TO TIEN LUONG CUA PHO BENH VIEM TUY
THI THAN KINH

TOM TAT

Muc tiéu: Phan tich mot s6 yéu to tién lugng cla
pho bénh viém tdy thi than kinh (NMOSD). Do tuong
va perdng phap nghién ciru: nghlen cltu md ta cat
ngang, trén 38 bénh nhan NMOSD c6 khang thé khang
Aquaporin 4 ducong tinh tai Trung tdm Than Kinh bénh
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vién Bach Mai. Két qua Bénh nhan nir chiém 81,6%
va do tudi tir 30-49 tudi chiém 52,6%, tu0| trung binh
41,9 + 13,8. Tr|eu chu‘ng Iam sang I|et van dong gap
89 ,5%, rOi Ioan cam giac 86,5%, triéu chiing cua thi
giac 21,1% va hoi cerng than nao 18,4%. Triéu
chiring I|et van dong cd thé gay tan tat cao hdn 4 bénh
nhan vdi diém EDSS ting c6 y nghia thong ké glLra
nhom liét t&r chi v8i nhdm liét hai chi cling nhu g|Lra
nhém I|et hai chan va khoéng liét van dong tuong ung
vGi p=0,007 va 0,015; p=0,013 va 0,011. Tu0| bénh
nhan cé tudng quan tuyen tinh thuan le diém EDSS
trung binh tai ca 2 thdi diém vao vién va ra vién lan
lugt véi hé s6 tudng quan r= 0,401 va 0,338 V6i
p=0,013 va 0,038, do tin cay 95%. Nhom benh nhan
khong phu thuoc vao ho trg (EDSS < 6) co dd tudi
thap hon ¢ y nghia thdng ké so vdi va bénh nhan phu
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