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Toém tat. Ung thu va - bénh ly &c tinh, phat trién tir biéu md tuyén va. Khi bi kich thich boi tac nhan sinh
ung thu, té bao tuyén vi ting sinh vé han d6, v t6 chirc, hinh thanh khéi u. Unti-K - dugc liéu duoc san
xudt tir thao duoc thién nhién gdm bot tam that, cao kho phylamin, cao kho xa den, cao toi den, cao trinh
nir hoang cung,... chira cac saponin, flavonoid, S-allyl-L-Cystein, alkaloid ... gay doc té bao ung thu, giy
alkyl héa nucleotide, can tré DNA sao chép, tri hodn di can. Nanocurcumin giup ngirng tan tao mach, hoat
hoa protein khang ung thu. Tinh chét curcumin duoc bao vé khi gan két véi nano, dé di chuyén va khong
bi hao ton trén duong di dén té bao dich. Trong nghién ctru nay ching toi da x4y dung md hinh phong va
chira tri ung thu vii (DMBA gay ung thu vii) nho tac dong cong gop cua unti-k vai nanocurcumin trén chudt
(Mus musculus var. Albino). Sau 40 tuan phong va chita bénh, cac chi sb vé trong lugng co thé, lugng bach
cau trong mau chudt bi bénh dan tré vé mirc binh thudng. Hiéu qua phdi hop caa unti-k va nanocucumin
dbi vai viéc giam thé tich khéi u da duoc ching minh. Phan tich mé hoc cho thay viéc phdi hop unti-k va
nanocurcumin di ¢ ché sy xam nhap té bao ung thu biéu mé tuyén vi & md xung quanh, viéc xam lan mo
m&, mo dém tuyén vl da bi kim hdm, md tiéu thuy bi hoai tir dan hdi phuc tré lai. Nhu vay, su phéi hop
unti-k va nanocurcumin tao hat tiéu phéan kich thuéc siéu nho, gitp hap thu nhanh vao mau, ting lugng té
bao lympho T, hdi phuc hé théng mién dich, ngin chin ting sinh, ¢ ché di cin, day nhanh su chét cua té
bao ung thu.

Tir khoa. ung thu vii, DMBA, unti-k, nanocucumin, tac dung hiép dong.

CHARACTERIZATION OF SYNERGISTIC EFFECT OF UNTI-K AND
NANOCURCUMIN ON TREATMENT OF BREAST CANCER IN MICE

Abstract. Breast cancer is a malignant disease which is developed from epithelium of mammary gland.
When the mammary gland is stimulated by a carcinogen, mammary gland cells is unregulated and
unorganized proliferation leading to tumor formation. Unti-K is a medicinal product made from natural
herbs, including Panax notoginseng powder, extracts dry of phylamin, extracts dry of Celastrus hindsii
Benth, extracts of Allium sativum, , extracts of Crinum latifolium ... contains saponin, flavonoid, S-allyl-
L-Cystein, alkaloid... which cause cytotoxic effect to cancer cells, alkylation of nucleotides, prevention of
DNA replication, delay in metastasis process of cancer cells. Nanocurcumin has anti-angiogenesis effect
and activates anti-cancer protein. Curcumin is protected in nano form and facilitated to move to the target
cell. In this study, we have established a prevention and treatment model for breast cancer induced by
DMBA with characterization of unti-k and nanocurcumin on mice (Mus musculus var. Albino). After 40
weeks of prevention and treatment, body weight index and white blood cell counts of mice has recovered
to normal condition. Effectiveness of combination of unti-k and nanocurcumin for the reduction of tumor
volume has been proven. Histological analysis showes that unti-k and nanocurcumin have inhibited the
invasion of breast cancer cell tissue in the surrounding tissue or the adipose tissue, stroma tissue, and
necrotizing tissue has gradually recovered. So, combination of unti-k and nanocurcumin has created a
microscopic particle size, helps to quickly absorb substances into the blood resulting to increases the
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amount of T lymphocytes, recovers immune system, prevents proliferation, and inhibit metastases,
accelerates the death of cancer cells.
Keywords. breast cancer, DMBA, unti-k, nanocucumin, synergistic effect.

1. TONG QUAN

Té bao trong co thé dong vat san xuat va tai san xuat lién tuc. Thong thuong, té bao “lanh manh” khi nhan
duoc tin hiéu hda hoc phan chia, sao chép chinh xac vai chu ki bat bién. Khi chu ki bi rdi loan, ciu tric
DNA bi thay d6i, té bao dot bién khong tudn theo qui trinh phan chia va sao chép nhu da dinh 1am rdi loan
hé thong tai san xuat té bao dan dén ung thu. O éng dan hoc tiéu thay tuyén va sy rdi loan qué trinh tai
san xuét té bao lam xuat hién té bao &c tinh, 1ay lan trong cac mo tuyén - phat sinh ung thu vi.

Hién nay, viéc sir dung dong tay y két hop dang 1a bién phép hitu hiéu ngin ngira phét trién té bao ung thu.
Su két hop hoat tinh cua saponin trong bot tam that (Panax notoginseng) [1], flavonoid Ia thanh phan chinh
cua cao kho xa den (Celastrus hindsii Benth) [2], S-allyl-L-Cystein trong cao téi den (Allium sativum) [3],
alkaloid la chat didc trung dic trung cua cao trinh nir hoang cung (Crinum latifolium) [4]... trong vién nang
unti-k [5] va curcumin & cay nghé (Curcuma longa) [6] gitp khdng ché phat trién té bao ung thu vi.
Saponnin ¢6 ciu tric gom mot hodc nhiéu nhanh glycoside wa nude cling vai aglycone chira lipophilic va
dan xuat va mot hodc nhiéu chudi dudng, saponin can thiép vao sy sao chép ciia DNA té bao va chiing ngin
chin sy gia ting cua cac té bao ung thu [7]. Phirc hop saponin va saponin-phospholipid duoc ding bing
dudng udng & chudt gay ung thu vi véi DMBA, 1am ting hoat tinh caa CAT, SOD's, GPx va giam muc do
peroxid hoa lipid, hoat dong cua cac enzyme chdng oxy hoa (SOD, CAT va GPx) trong saponin va saponin-
phospholipid di loai bo géc tu do, ngin ngira su oxy hda lipid va bao vé t& bao va phan tir chng lai cac
t6n hai ROS, 1am giam dang ké su tién trién caa khéi u trén va [8].

Niam 1984, Ghosal (An D) phan lap va xéac dinh tir can hoa Crinum latifolium L., thuy phan bang enzym
thu duoc latisodin [9]. Ghosal va Shibnath phén lap dugc pratorimin, pratosin, pratonmin, ambelin va
lycorin tir than hanh luc ciy dang ra hoa. Nam 1986, Ghosal cong bé tach dugc tir trinh nit hoang cung mot
sb dan xuit alkaloid c6 tac dung chéng ung thu: crinafoline va crinafolidine. Thir nghiém hoat tinh céc chét
nay Vai té bao ung thu cho két qua dwong tinh [10]. Jin-Jian Lu et al, 2016 trong nghién ctu cia minh da
chang minh ring alkaloid duoc chiét xuat tir cdy Crinum latifolium nhim muc tiéu sao chép DNA, tong
hop protein trong co ché hoat dong trén té bao khéi u, dan dén qua trinh apoptosis cta cac té bao ung thu
[11].

Két qua nghién cau vao niam 2016 caa Kim va cong su cho thiy san xuat cao chiét toi den duogc xu 1y bang
enzyme pectinase lam ting dang ké céc thanh phan hoat tinh sinh hoc, dic biét 1a ham lwong S-allyl-L-
Cystein (la dan xuat cua cysteine, hoat chat da duoc ching minh c6 tac dung ngin ngira cac khéi u phat
sinh) tang 1én 5-6 1an so Vi toi twoi. Hop chat nay ciing dwoc cac nha khoa hoc Nhat Ban ching minh 1a
gitp giam nong d6 cholesterol, gitip hap thu allicin t6t hon, gitp ngian ngira cac té bao ung thu phat
trién...[12].

Saponin, alkaloid, s-allyl-I-cystein, flavonoid .... la thanh phén héa hoc ctia ca tam that, cao trinh nit hoang
cung, cao toi den, cao khd Xa den.... 1a nhitng nguyén li¢u chinh san xuét vién nang unti-k c6 tac dung bao
vay céc gbc tu do, c6 hoat tinh chong oxi héa. Unti-k 1a thuc phdm chirc nang giup tdng cudng sic dé
khéng, kich thich hé mién dich, c6 hoat tinh sinh hoc tic ché sy phat trién cua té bao u budu, ngan ngura sy
tao mach hd trg diéu tri u nang budng trimg, u xo tir cung, u vi cho phu nit va phi dai lanh tinh tuyén tién
liet. San pham unti-k dwoc ching minh tir cac nghién ctru in vitro va in vivo tai Hoc vién Quan y, Vién
Khoa hoc va Cong ngh¢ Viét Nam veé tac dung tang suc dé khang, kha nang mién dich, chéng oxy hoa,
tiéu diét goc tu do, gay doc té bao ung thu tryc tiép trén dong ung thu phdi, gan, mang tim [5].

Nam 1815, Vogel & Pelletier phan lap dwoc hoat chit curcumin trong cay ngh¢ (2-5%). Nam 1910,
Mllobedzka etal xdc dinh dugc curcumin la polyphenol ky nuéc co cau tric diferuloylmethan. Trongy hoc
hi¢n nay, curcumin la phan tir tuyét voi trong so cac hop chat thién nhién co tac dung chéng ung thu [13,14].
Bing séang ché dau tién vé curcumin dang nano dugc mang ma sé EP 103266 A2 ngay 30/5/2001 (1b-8), tai
liéu nghién ctru dau tién vé nanocurcumin danh cho muc dich y hoc duoc cong bé vao nim 2005 [13]. Panh
gi4 tiém nang wng dung ciia curcumin dang nano trong linh vyc y hoc, 254 bang phat minh phan tich cho
thdy 24% bang lién quan dén diéu tri ung thu, 13% bénh tim mach, 12% céc chimg viém, 11% bénh tiéu
dudng, 10% bénh khop va 9% bénh tiéu hoa ... Phén tich riéng vé& 24% céc bang lién quan dén ung thu 6
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16% la diéu tri ung thu vii, 10% 14 u sac tb, 10% la ung thu tuyén tién liét, 10% la ung thu phoi, 9% la ung
thu mau ...[14,15].

Nam 2013 Rafat A Siddiqui va cong su trong nghién ctwu in vivo vé khéi u vi do DMBA giy ra & chudt
khang dlnh tac dung hi¢p dong cua axit docosahexaenoic (DHA) va nanocurcumin lam giam phat trién ctia
té bao SK-BR- ¢c6 kiéu hinh ER - va Her-2 * la nhiing té bao hinh thanh khéi u do DMBA gay ra [16]. Két
qua nay ciing phu hgp vai nghién ciru cua Parisa ZiaSarabi va cong su, 2018 khi nghién cau tac dung hiép
ddng ciia becberin va nanocurcumin trong chira tri ung thu vi ciia chudt bi gay bénh boi DMBA [17].

M6 hinh dong vat thi nghiém Ia thuc nghiém bé tri nuéi, cham soc dong vat, song song véi tién hanh khao
sat, do luong céc chi tiéu thi nghiém, ap dung nhirng phurong phap gay bénh va chira bénh, tir 46 quan sat,
kiém tra, danh gia hiéu qua do an toan truéc khi &p dung chira bénh cho con ngudi [18]. Nam 2009, mo
hinh thi nghiém chta tri ung thu trén chudt “Panh gia hoat tinh gay doc in vivo cua vién crila Viét Nam
chéng lai su tang truang khdi u té bao tuy Graffi & chuot Hamster.” (thuc hién & phong mién dich-Vién han
Iam khoa hoc Bungari) [19]. Nghién cuu tac dung cua Bis - carboxy ethyl germanium sesquioxide (Ge-
132) 1én chuot Wistar Albino bi gay ung thu vii bang hda chat N-methyl-N-nitrosourea (MNU) dé xac dinh
cac hoat dong chdng ung thu cua Ge-132 [20]. Nghién ctu chira ung thu vii chudt bang su két hop
Anastrozole, Tamoxifen |én chuot cai gibng BALB bj ung thu va do hoa chit N-nitroso-N-methylurea
(MNU) gay ra [21].

Gan day, nhiéu loai thuc pham chuc nang hd trg diéu tri ung thu c¢6 ngudn goc tir Crinum latifolium,
Celastrus hindsii Benth, Allium sativum va Curcuma longa da dugc dua vao thi truong. Tuy nhién, hiéu
qua hiép dong phdi hop cua unti-k va nanocurcumin trong diéu tri ung thu van chwa dwoc nghién cuu.
Trong nghién ciru nay, ching t6i da thiét 1ap mo hinh gay ung thu va do kich thich cua 7, 12 dimethyl
benzanthracene (DMBA) va nghién ctru tac dung hiép dong cua su két hop giira unti-k va nanocurcumin
trong phong ngtra va diéu trj ung thu vi.

2. VAT LIEU VA PHUONG PHAP NGHIEN CUU

2.1. Héa chét va thudc thir

DMBA (7,12 dimethyl benzanthracene) - chat hoa hoc cé cau tric Polycyclic aromatic hydrocachon (PAH)
- hydratcarbon vong thom, cho chudt ubng qua dng thdng da day gy ung thu va. Liéu lugng cho udng la
0,2 ml DMBA/con/lan/tuan (trong &ng 1 mg/con/lan/tuan) [22]. Sir dung DMBA cho chuét udng trong 6
thang s€ gy bénh ung thu v trén chudt.

Vién nang 500 mg, do Hoc vién Quan y Viét Nam san xuat. Lidu lwong unti-K cho chuét udng 1 lan =
(trong lwong chudt (g)/1000) x 30,2 (mg) [5]. Str dung vién nang unti-k két hop nanocurcumin cho chudt
bi ung thu va (gy ra boi DMBA) udng trong 6 thang dé phong va chita bénh.

Vién nang cirng 530 mg, san pham cua cong ty TNHH Lién két cham soc stuc khoe (HLINK). Liéu lwong
nanocurcumin/1 1an udng = (trong lugng chudt (g)/1000)x 31,8 (mg) [23]. St dung vién nang nanocurcumin
két hop unti-k cho chudt bi ung thu vii (gay ra bsi DMBA) udng trong 6 thang dé phong va chira bénh.
Vién nang Okinawa fucoidan Kanehide Bio (Fucoidan), san xuat tai Nhat Ban, do SHUREIHI
(Westminster, CA 92683) phan phéi doc quyén tai Hoa Ky. Liéu lugng Fucoidan/1 1an ubng = (trong lugng
chudt (g)/1000)x 21,2 (mg) [24]. Str dung vién nang Fucoidan lam thudc tham khao déi ching cho chudt
bi ung thu v (gdy ra boi DMBA) uéng trong 6 thang dé phong va chira bénh.

2.2. Pong vit va thiét ké thye nghiém

Chuot cai Mus musculus var. Albino 6 tuan tudi, khoé manh, chua cho thu tinh, trong lwong trung binh Ia
(22,640,5) g. Chudt dugc Vién Pasteur, Tp. H6 Chi Minh cung cap, dugc nudi tai chudng nudi dong vat
cua Vién Cong nghé Sinh hoc — Thuc pham, Truong Pai hoc Cong nghiép Tp. H6 Chi Minh trong diéu
kién chiéu sang 12 gid (8:00-20: 00), thtrc in, nudc ubng day da va nudi 1 tudn dé thich nghi véi moéi truong
moi.

Chuét thi nghiém phan chia thanh nhiéu 16 thi nghiém (5 con/16 thi nghiém) véi so d6 bé tri nhu sau:
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Lé 1 (1 —> 40 tudn)
(Uéng Nuéc )

Ubng nude

L4 2 (18— 40 tuin)
(Uéng Nuéc — Unti-k + Nanocurcumin)

Ubng nuée

L6 3 (82840 tuin)
(Uéng Unti-k+Nanocurcumin—>DMBA —Nwéc)

Udng DMBA

Ubng nuée

L6 4 (82840 tuin)
(Ubng Unti-k+Nanocurcumin—>DMBA > Unti-k+Nanocucrcumin)

Ubng DMBA

L6 5 (828340 tuin)
(Uéng Unti-k+Nanocurcumin—>DMBA—>Fucoidan)

UeDvmy S

Hinh 2.1. So do bé tri thi nghiém
2.3. Phwong phap kiém tra khdi u

Kiém tra khdi u dugc thuc hién thong qua quan sat sé lwong va duong kinh khéi u. Pudng kinh khéi u duoc
do bang thudc kep dién tir caliper tir tuan thir 28 sau khi ubng DMBA cho dén khi két thiic diéu tri (tuan
40). Khdi lwong khéi u dugc tinh theo cong thire: V = (L x W2)/2, trong d6 V 1a khéi u, L 1a chiéu dai khéi
u, W 1a chiu rong khdi u (L> W). Céc két qua dugc trinh bay du6i dang trung binh va d6 1éch chuén (mm?)
[25].

2.4. Do trong lwgng co thé, sé lwong bach ciu ngoai vi

Trude thdi diém can trong lwong va léy mau, chudt thi nghiém da dugc bo doéi qua dém dé giam su khac
biét cua viéc cho an. Trong lugng co thé duoc do bﬁng thang do dién tir. Sau do, chuot da dugc gay té nho
su dung eter diethyl va dugc thu nhéan mau tir tinh mach dudi vao cac dng trang K2EDTA chéng dong két.
Mau mau dugc gun dén Khoa Huyét hoc, Bénh vién Hoa Hao, Tp. H6 Chi Minh dé xac dinh nong do bach
cau mau ngoai vi bang may phan tich huyét hoc ty dong [26,27].

2.5. Phéan tich mo hoc

_ Vaotimg thoi diém thi nghiém nhat dinh, chudt thl,fc nghiém duqc giy mé bang eter diethyl. Cac mo
tuyén va dugc thu thap va co dinh bang formalin 10%. Mau dugc gui dén Khoa Gidi phau bénh - Bénh vién
Ung budu thanh phd H6 Chi Minh dé thuc hién nhu¢m Hematoxylin va Eosin [28].

2.6. Phan tich thong ké

Phan tich thong ké duoc thuc hién bang phan mém Statgraphics Centurion XVI (Statpoint
Technologies Inc., Warrenton, Virginia, USA). Cac s6 liéu trung binh duoc trinh bay & dang X + SE. Murc
y nghia dugc sir dung dé kiém dinh sai khac c6 y nghia giita cic nghiém thirc 1a p<0,05. Xir i sai khac giita
cé4c 16 thi nghiém bang phuong phép phan tich phwong sai mot nhan t& ANOVA - One Way.
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3. KET QUA VA BIEN LUAN

3.1. Thay dbi trong lwgng co thé

Trong luogng co thé ciia chudt di dugc thay doi dang ké sau 40 tuan. Hinh 1, trong luong co thé cua chuot
da ting dan tir 24,120,2 1&n 29,3+0,4 g & chudt duoc cho udng nudce va ting tir 24,840,5 1én 30,2+0,6 g &
chugt duge cho ubng unti-k+nanocurcumin. O 16 3,4,5 trong lugng co thé chudt ciing ting trong 8 tuan cho
uéng unti-k+nanocurcumin (tir 24,2+0,6 dén 26,140,416 3; tir 24,7+0,3 dén 26,7+0,8 g 16 4, tir 24,60,6+
dén 26,5+0,7g 16 5) nhung khi chudt ubng DMBA dén tuan 28 trong lu'orng glam (22,5+0,5g 16 3; 20,1+0 59
16 4, 20,6+0,5g 16 5). Viéc sir dung DMBA din dén gy ra su diéu khién nguoc cia cac thu cam thé
(receptor) trong té bao d6 1a aryl hydrocacbon receptor (AhR), lam bién d6i cac Proto- -oncogene (tién gen
sinh ung) thanh oncogene (gen sinh ung) dan t6i hinh thanh té bao ung thu nguyén phat, d6ng thoi gay giam
trao doi chét trong té bao, tri tré qua trinh san té bao moi do thiét hut nguyén liéu kién tao. Do d6, DMBA
da lam giam trong luong co thé chuot. Két qua nay giéng vai két qua tir nghién cau Do et al [29], trong d6
cac tac gia chi ra rang su tang can ciia nhom binh thuong cao hon nhom duge diéu tri bing DMBA.

Bién dong trong lugng co thé chudt giira céc 16 thi nghiém trong thoi gian phong bénh thay ddi nhiéu, trong
lwong chudt ¢ 16 2 dat 30,2+0,6g cao hon so véi 16 1 (29,3+0,49) (40 tuan). Sau 8 tuan nudi chudt & céc 16
3,4,5 khi duoc cho ubng unti-k+nanocurcumin phong bénh cé trong lwong lan lugt 26,1+0,4g, 26,7+0,8g,
26,510, 7¢g tang cao hon so voi 10 1,2 (25,9+0,4g, 25,5£0,4g) chudt chi dugc uong nudc. Diéu d6 unti-k
gip chdng oxi héa, han ché va uc ché cac gbc ty do, ting sirc d& khang va hé mién dich [5], dong thoi
nanocurcumin ciing c6 tac dung khang khudn, ngan ngira sy xdm nhap cia vi sinh vat gay bénh [14,15].
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Hinh 3.1: Thay déi trong hrong co thé cua chugt ¢ cac 16 thi nghiém

Trong luong co thé cua chudt sau 12 tuan diéu tri bang unti-k+nanocurcumin, fuicodan da ting dang ké
trong khi chudt khong duoc diéu tri cho thiy su giam trong luong co thé (Hinh 1). Nhitng con chuét dugc
diéu tri bang unti-k+nanocurcumin d ting trong lugng co thé tir 20,1+0,4 1én 23,2+0,7g, va trong lugng
co thé cua chudt dugc diéu tri bang fucoidan (thudc déi chung (+), p<0,05) (tang tir 20,6405 dén
23,7+0,79). Chiét xuat tir Panax notoginseng, Celastrus hindsii Benth, Allium sativum, Crinum latifolium,
thanh phan chinh cua unti-k, c6 doc tinh trén té bao ung thu thong qua hoat héa cac dai thuc bao va can tré
su gia tiang té bao ung thu [30,31]. Curcumin ciing wrc ché su phat trién khéi u va hinh thanh mach [32]. Do
do, cac té bao ung thu khong thé canh tranh dugc oxy va chat dinh dudng véi cac té bao binh thuong, dan
dén su phuc hdi cua trao d6i chat va can bang ning luong, lam ting trong lugng co thé.

3.2.Thay ddi cac thong s huyét hoc ciia chudt thwe nghiém trong cac phac do diéu tri

S6 lwong bach cau caa chudt tuan 40 c6 su khéc biét gitra céc 16 thi nghiém, chuot & 16 2 sau khi udng unti-
k+nanocurcumin ¢ luong bach ciu ngoai vi cao hon so vé&i chudt udng nuée binh thuong (6,59 x10° so
VGi 6,47 x10° té bao /mm?) (Bang 1). Curcumin gitp co thé tao ra enzyme giai doc, alkaloid ting kha ning
dé khang cua té bao khoe manh xung quanh.

© 2018 Truong Pai hoc Cong nghiép Thanh phé H6 Chi Minh



18 TAC PONG PHOI HOP CUA UNTI-K VA NANOCURCUMIN TRONG QUA TRINH
PHONG VA CHUA TRI UNG THU VU TREN CHUOT

Bdng 3.1.Thay déi tong s6 bach cau ngoai bién & cdc 16 thi nghiém

Theoi gian Bach céu (10° tb/mm3)
L61 L62 L63 L6 4 L65
Tuan 4 6.3840.022 6.36+0.032 6.41+0.04° 6.34+0.052 6.39+0.02°
Tuan 8 6.44+0.052 6.45+0.02° 6.46+0.05° 6.49+0.02¢ 6.51+0.04¢
Tuén 18 6.43+0.012 6.44+0.03° 8.12+0.01° 8.01+0.04¢ 8.03+0.06°
Tuan 28 6.45+0.042 6.52+0.05° 11.36+0.02° 10.2140.03¢ 10.45+0.04¢
Tuan 34 6.50+0.05? 6.55+0.06° 12.21+0.03¢ 8.32+0.07¢ 8.12+0.03¢
Tuan 40 6.47+0.032 6.59+0.04° 13.01+0.01° 7.35+0.06¢ 7.27+0.058

abede G4 tri voi cac chir khac nhau trong hang cé su khac biét dang ké (p<0.05)

Sau khi udng DMBA dén tuan 28 lugng bach cau trong mau ngoai vi ting rat cao (lan luot ¢ 16 3,4,5 la
11,36 x10%, 10,21x10%va 10,45x103 té bao /mm?3). Chlng t6i nhan thay rang téng sé bach cau cua cac md
ung thu va ting dang ké sau 20 tuan (Bang 1). Nhitng két qua nay phii hop véi béo co cua Chen [33]. Céc
tac gia goi y rang khi cho chuot ubng DMBA véi liéu 75 mg/kg thé trong s& 1am giam trong lugng co thé,
nhung tong sé bach cau va lympho bao s& tiang 1én. Hon nita, Fatemi va Ghandehari (2017) quan sat thay
sy ting dang ké cuia bach cau & chugt nhan DMBA véi 5 mg/kg thé trong [34].

Trong 8 tuan udng unti-k+nanocurcumin phong bénh, & bang 3.1 chudt & céc 16 thi nghiém 3,4,5 c6 luong
bach cau lan luot 1a 6,46x10°, 6.49x10%, 6.51x10°té bao/mm3 ting nhe so véi chudt & 16 thi nghiém 1,2
(6.44x103, 6.45x10° t& bao/mmd) chi dugc udng nudc. Pong thoi, sau 40 tuan lwong bach ciu & 16 2 ciing
tang nhe so véi 16 1 (6,59x102 so véi 6,47x10° t& bao/mm?3). Bidu d6 chung to, chudt ¢ kha ning ting sic
dé khang khi duoc udng unti-k+nanocurcumin phong bénh.

Su gidgm dan s6 lugng bach cau cia chudt sau 12 tuan diéu tri bang unti-k+nanocurcumin biéu hién ro ¢
bang 3.1. O cac 16 diéu tri bang unti-k+nanocurcumin va fucoidan luong bach cau tong dén tuan 40 da giam
(1641a7,35x10°16 4 va 16 7,27 x10° té bao /mm?) trong khi d6 & 16 3 chugt da bi ung thu va tiép tuc udng
nude binh thudng thi lugng bach cau ting 1én dén 13,01 x10° té bao/mm3. Nhiing két qua nay chang minh
rang saponin, s-allyl-l-cystein, flavonoid, alkaloid... nhitng thanh phan cé trong bot tam that, cao xa den,
cao toi den, cao trinh nit hoang cung ... cua vién unti-k da kich thich sy sinh san va hoat héa té bao lympho
T [5]. Nanocurcumin 12 mét polyphenol tu nhién c6 tinh chéng oxy hda, chéng viém, khang khuan manh
mé&. Su phéi hop cua alkaloid trong crilin va nanocurcumin thic ddy qué trinh chét (apotosis) cua té bao
ung thu, ngin chin su ting 1én ciia DNA va protein duoc sinh ra tir cac té bao ung thu, kim him phat trién
té bao, khdi u dang hién hitu, kich thich mién dich cua co thé. Curcumin gitip co thé tao ra enzyme giai doc,
alkaloid ting kha ning dé khang cua té bao khoe manh xung quanh [16].

3.3.Thay ddi thé tich khdi u ciia chudt thi nghiém trong cac phac d6 diéu tri

Hinh 3.2. Phan tich giai phdu hoc cua tuyén vi cia chugt thi nghiém véi cdac phéc do diéu tri
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Sy thay dbi hinh thai khéi u va khéi luong dugc trinh bay trong hinh 2,3. Khéi lwong khdi u cua chuét bi
bénh ung thu vii do DMBA ma khéng dugc diéu tri (16 3) tang déng ké trong sudt thoi gian thi nghiém, tir
269,49 +45,32 mm? sau 10 tuan uéng DMBA (6 tuan 18) 1én dén 393,25+41,02 mm? ¢ tuan thi 40 (p
<0,05). Nguoc lai, tat ca cac khdi u ciia chudt duge diéu tri véi thuc pham chire ning unti-k+nanocurcumin
va fucoidan thi lai giam dang ké vé khi lugng ciia chding, & tuan thir 28 thé tich khoi u caa chudt ¢ 16 4 1a
281,09+32,47 mm?, & 16 5 1a 269,49+31,29 mm?®, dén tuan thir 40 thé tich khéi u da giam & 16 4 chi con
100,35+18,23 mm? va ¢ 10 5 chi con 92,26+19,82 mm3, p <0,05).

Diéu tri bang Fucoidan 1am giam su biéu hién cua Bcl-2, Survivin, ERKS, va VEGF va kich hoat hoat tinh
cuia Caspase-3, két qua 1a kich hoat apoptosis va tc ché su hinh thanh mach. Do d6, thé tich khéi u cua
chudt dugc diéu tri bang Fucoidan da giam [35].

Téc dung chdng u budu cia curcumin da duoc mé ta rd trong cac nghién ctu ciia LV, trong d6 cac tac gia
da chirng minh rang curcumin c6 thé gay ra apoptosis cua cac té bao ung thu via cta con ngudi, vi du nhu
té bao ung thu va MCF-7 va MDA-MB-231, thdng qua viéc ting lidu Bax/Bcl-2 va tc ché sy phat trién
khdi u & chudt nhat phé nang MDA-MB-231 [36]. Hon nita, cac hé thdng phan phéi thudc dya trén céng
ngh¢ nano cta curcumin cai thién d6 hoa tan trong nudc va kha dung sinh hoc caa curcumin, tir d6 ting
cuong hoat tinh chéng phéng xa cua curcumin [37]. Két qua 1a nhitng con chudt dwoc diéu tri bing
nanocurcumin thé hién sy giam khéi lugng khéi u trong thoi gian diéu tri.

Pizzorno va cong su (2016) khang dinh riang viéc diéu tri bang cao trinh nir hoang cung trong thanh chira
alkaloid c6 thé lam giam 20,5% kich ¢& khoi u va trc ché su phat trién caa khdi u & 79,5% bénh nhan nit
mic u xo tir cung, néu khong lam giam ty I¢ tang khéi u [38]. Is1l Yildirim and Tiirkan Kutlu va cong sy
(2015) cling chirng minh rang saponnin trong bt tam that ¢ kha néng can thi¢p vao sy sao chép cua DNA
té bao va chiing ngin chin sy gia ting cua cac té bao ung thu [7]. Dong thoi nam 2016, Kim va ¢6ng su
cho biét S-allyl-L-Cystein trong cao toi den gitip ngan ngira sy phat trién cua té bao ung thu [10]. Trong
nghién ctru ndy, unti-k v&i thanh phan cé chia cao trinh nit hoang cung, cao toi den, bot tam that. .. da diéu
tri cac khéi u & chudt gitp thé tich khéi u cua giam tir 281,09+32,47 mm? xuéng con 100,35+18,23 (p
<0,05) mm?, két qua nay pht hop véi cac nghién ciru trude d6. Nhitng dit liéu ndy néi 18n rang su két hop
ctia unti-k va nanocurcumin c6 tac dung hiép dong gidp lam giam thé tich khéi u va va hiéu qua giam khoi
u cua né tuong dwong véi hidu qua caa thude ddi chung (fucoidan).

500 -
450 - = Tuan 8
3 by
E 400 O Tuan 18
S 350 - T T B Tuén 28
‘:3 O p
£ 300 - T l J: I T O Tudn 34
s 1 N ey .
g % e IR T\ 1 BTuén 40
® 200 - \ o % T
l_ ?‘?‘?‘ - - T
150 A \ :-::-::-: \ :-:-:I-::- \ ‘P‘L‘?
100 \ e \ LT \ il 7
50 | \ e \ o \ o
0 & = :-{:-< k :-{:-{:- k <:-{:-{:-
L6 3 L6 4 L6 5 L6 thi nghiém

Hinh 3.3. Thay déi thé tich khdi u tuyén va cia chudt thuc nghiém

3.4.Thay d6i mé hoc tuyén vi ciia chudt thi nghi¢m trong cac phac do diéu tri

Phan tich mé hoc tuyén vl & chudt dugc cho u0ng DMBA, hinh anh giai phau tuyén vi chudt cho thay su
huy hoai cac md nghiém trong (hinh 4-16 3). Den tudn 40, md dém tuyén vi c6 hién twong xam lan cua
carcinoma ngay cang cao, xam lan dign rong, c4u tric té bao mo dém bi pha v& hoan toan. Carcinoma lan
ép gan het cac te bao m6 m& lam bién dang cu tric cua ching, té bao long 1éo sap Xep khong dinh hudng.
Tai m6 ng tuyén vi c6 té bao carcindm tai chd dang diac (DCIS — Solid type) cac té u va hé soi co phat
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trién lap day long 6ng tuyén, té bao ting sic nhan khong dién hinh, hat nhan rd va phan bao nhiéu. Mé tiéu
thuy tuyen Vi ¢6 t€ bao u tang sinh khong kiém soét, té bao Chong cheo Ién nhau, nhan dong dang nhung
méo mo vi s6 luong té bao 16n 1am ching bi chén ép nhau, 6 bach cau bi hiy diét. Phan tich md hoc cho
thdy khdi u va phat trién manh trong giai doan ung thu véi biéu hién khéng tot.

'\’.’ “"‘;‘.'5 kiif‘ s
L6 4

Hinh 3.4. Phan tich mé hoc tuyén vi cia chugt thi nghiém véi cdc phéc dé diéu tri

Sau khi diéu tri dong thoi voi unti-k va nanocurcumin trong 12 tuan, phan tich md hoc tuyén vi cia chuot
& tuan 40 cho thiy chuyen bién tdt (hinh 4- 16 4). Ciu triic mo dém hoi phuc ro rét, cac bo soi colagen két
thanh dam tép trung, té bao bit mau rd nhan vira khong téng sic, sip xép dinh hudng. Carcinoma xam lan
giam rd rét, cau trdc moé mé hoi phuc, té bao sap xép c6 dinh hudng, nhan dong dang déu mau, phan bao
giam. Té bao carcinom ong tuyén va tai cho dang nhd va vi nhi (DCIS — Micropapillary type) bién mat
thay vao d6 1a sy sap xép co trat tu cua cau tric ong tuyen 16p té bao co biéu md da glam Su tang san, cac
6 khu tr bach cau khong con, phan bao giam, té bao déng dang bit mau tét tuy nhién con long 1€o so véi
C4u trac binh thuong. CAu trdc tiéu thay c6 su hdi phuc rd rét, té bao két dinh nhau chit ché, nhan bat mau
t6t, cac 6 khu tri bach cau khong con rd. Vi véy, diéu tri mo hinh ung thu va véi cac thuc pham chirc ning
unti-k+ nanocurcumin va fucoidan, di dwoc khdi phuc lai ciu trac binh thuong cua tuyén v.

4 KET LUAN

Nghién ciru da dat dugc mot sb két qua quan trong nhu sau:

Ching minh duoc tac dung két hop cua unti-k va nanocurcumin gitip ting strc dé khang, kich thich hé mién
dich, phuc héi tuyén va bi ung thu va co thé chugt thi nghiém théng qua khao sét cac chi tiéu can nang, chi
sb bach cau ngoai vi, hinh thai giai phau va thé tich khdi u tuyén va, phan tich mé bénh hoc tuyén va.

Sy phéi hop cua saponin, s-allyl-I-cystein, flavonoid, alkaloid va nanocurcumin dem lai hiéu qua cao trong
viéc urc ché té bao ung thu, phuc hdi co thé. Cong nghé nano tao ra cac hat tiéu phan curcurmin va saponin,
s-allyl-l-cystein, flavonoid, alkaloid véi kich thudc siéu nho, gidp hdp thu nhanh vao mau va xam nhap tét
vao c4c té bao ung thu, 1am ting sé lugng té bao lympho T, kich thich hé mién dich khang khuan mang lai
hiéu qua diéu tri vuot troi cho cac bénh nhéan ung thu.
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LOI CAM ON
Céc tac gia xin chan thanh cdm on Khoa Huyét hoc - Bénh vién Hoa hao, Khoa Giai phﬁu bénh - Bénh vién
Ung budu Tp. HO Chi Minh, céc cong su Vién Cong nghé Sinh hoc — Thuc phém truong Pai hoc Cong

nghiép Tp. H5 Chi Minh di nhiét tinh cong tac, hd trg nhom nghién ciru trong sudt qua trinh thuc hién dé
tai.
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