Khoa hoc Tu nhién

N oy R ' \ N A 9
Té bao tua trong diéu tri ung thu va ca ché sinh hoc phan tu
Nguyén Thi Xuén*, Nguyén Huy Hoang
Vién Nghién curu hé gen, Vién Han lam Khoa hoc va Cong nghé Viét Nam
Ngay nhan bai 1/6/2016, ngay chuyén phan bién 9/6/2016, ngay nhan phan bién 12/7/2016, ngay chip nhan dang 20/7/2016

Té bao tua (TBT) la té bao trinh dién khang nguyén chuyen nghiép nhét téi cac té bao lympho T trong qua
trinh dap ung mlen dich. Ung thu (UT) la bénh dugc giy ra béi sy phin chia khong Kkiém soat dwoc ciia
té bao do ching | lan tranh dwgc sy kiém sodt ciia té bao T giy doc. Dé klem soat dwgec bénh UT, bén canh
phu’o’ng phap diéu tri biang phau thudt, hoa tri va xa tri thi liéu phiap mién dich dang dwgc 4p dung rong
rai. Mot trong cac liéu phap mién dich dwgc quan tim nhit hi¢n nay 1a viéc sir dung TBT da dugc hoat hoa
¢6 chirc ning nhuw mdt vac-xin chong lai bénh UT. Li¢u phap nay, trong mot s trudong ho'p, khi ap dung
cho bénh nhan UT giai doan cuoi da di can cé thé kéo dai thoi gian song duwge dén 10-15 nam. Hién nay,
trén thé gidi (trong d6 c6 Viét Nam), cac nha khoa hgc da va dang tip trung xac dinh co ché phan tir va cac
gen chuyén biét giy ra bénh UT dé dinh hlro’ng diéu tri bénh hiéu qua. Mt trong cac nguyén nhén chinh
gay bénh UT dwgc cong b6 hién nay d6 1a mirc d biéu hién caia phan tir cytotoxic T- -lymphocyte-associated
antigen 4 (CTLA4) va phan tir programmed cell death protein 1 (PD-1) tang cao dé thu hiit té bao T diéu
hoa xuét hién voi so lwong 16n, dong thoi ue ché sy xuit hién cia té bao T gay doc tai vi tri ung budu, tao
ra hé mién dich d6i khing trong co' thé ngudi bénh. Ngoai ra, hoat dong bat thu’(rng ciia nhén to phién
ma nuclear factor-kB (NF-kB) cung 1a mot trong nhu’ng nguyén nhén giy ra UT do no6 anh hu’o’ng dén su
dich ma hinh thanh cac gen tham gia dléu hoa qua trinh sinh ly té bao. Tin hi¢u phan tir NF-xB nay dugc
kich hoat béi su twong tac giira hiu hét cac thu thé trén bé mit té bao bach ciu va yeu t6 llgand dac hiéu.

Chinh vi vay, nghién ciru phat hi¢n tin hi¢u phén tir trong TBT ciing nhw céc loai té bao bach cau khac ¢é
vai tro kiém soat sy phat trién ciia té bao UT dé xac dinh phwong phap chira bénh UT dat hiéu qua dang
1a mot thir thach véi cac nha khoa hoc trong va ngoai nwoc.

Tir khéa: cytokine, ligu phdp té bao tua, té bao tua, trinh di¢n khing nguyén, ung thu.
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receptor, c6 kha nang di chuyén 1én tuyen yén, trung
tam dao tao hang loat té bao T giy doc dé tiéu diét cac
té bao UT. Nghién ctru diéu tri UT bang liéu phap TBT
1a phuong phap kich hoat hé mién dich hoat dong tré
lai trong co thé nguoi bénh. Cac TBT tu than duogc hoat
hoa bang khang nguyén UT va truyen trd lai cho nguoi
bénh d3 dat dugc mot sb thanh qua tot dep trong diéu
tri bénh UT. TBT bén canh kha nang “tim, diét” té bao
UT ac tinh, ké ca té bao gdc (TBG) UT, thi TBT con
c6 kha ning kich thich mién dich nhu mot vic-xin dé
ngan chin nguy co tai phat va di cin ctia té bao ac tinh
trén co thé. Bén canh do, nghién ctru vé co ché sinh hoc
phan tir lién quan dén bénh UT ciing rat can thiét dé xac
dinh chinh xac nguyén nhan gay ra bénh UT dang la
van dé cap bach can duoc giai quyét hién nay.

pat van de

Trong nhiéu trudong hop UT, cac té bao mién dich,
dic biét 1a cac loai t& bao trinh dién khang nguyén
khong phat huy duoc vai trd chu dao cua nd, vi thé
khang nguyén ung budu khong dugce trinh dién tdi cac
té bao lympho T va lympho B. Sy xuat hién cta cac
nhan t6 khoa trén bé mit cua té bao UT gy ra trc ché
su tra 151 hé mién dich dan t6i su phan chia khong kiém
soat duoc cua céac té bao UT. Hién nay, mot ) nghién
cuu st dung li€u phap té bao diét tu nhién, TBT, dai
thyc bao va mot s6 té bao mién dich khac trong diéu tri
UT. Mac du vay, liéu phap TBT van chlem uu thé hon
trong diéu tri UT vi mot s6 uu diém noi troi ma céc té
bao trinh di¢n khang nguyén khac khong c6. TBT la
té bao c6 kha ning trinh dién khang nguyén UT manh

nhét t&i té bao lympho T. Cac té bao nay khi thuan thuc
c6 kha nang giai phong cac cytokine va chemokine gay
viém dé thuc day hoat héa té bao lympho T va lympho
B thanh té bao hiéu qua. Khac véi dai thyc bao hay té
bao B, dic diém quan trong nhat 1a TBT qua homing
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Gioi thiéu vé TBT

TBT la t& bao trinh dién khang nguyén chuyén
nghiép nhét t6i té bao lympho T dé hoat hoa chung
trong dap tmg mién dich va gitp duy tri bo nhé mién
dich cua t€ bao nay [1]. Cac TBT c6 mat trong cac co
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Dendritic cell therapy for cancer and
underlying mechanism involved in cancer
development

Summary

Dendritic cells (DCs) are the most potent antigen-
presenting cells to prime niiive T cell for proper
immune responses. The uncontrolled growth of
cancer cells results from their succesful invasion
of the regulation of cytotoxic T lymphocytes. In
addition to the most common types of cancer
treatments such as surgery, chemotherapy, and
radiation therapy, immunotherapy has been
considered a promising treatment. Currently,
DC therapy is one of the most popular
immunotherapies by using tumor antigen-
pulsed DC vaccines against cancers. Patients
with end-stage cancer treated with DC therapy
may extend survival from 10 to 15 years.
Researchers in the world, including Vietnam,
have been focusing on determining the etiology
of cancer with aim to control it. One of the major
causes of cancer is the increased expression of
cytotoxic T-lymphocyte-associated antigen 4
(CTLA4) and programmed cell death protein 1
(PD-1) affecting recruitment of a large number
of regulatory T cells as well as abolishing the
presence of cytotoxic T lymphocytes migrating
to the tumor sites, resulting in an immune
tolerance. In addition, the abnormal activation of
nuclear factor-kB (NF-kB) is also an important
risk factor for cancer, because its activation leads
to the transcription of nuclear genes involved
in regulating the cell physiological processes.
This NF-kB signaling is modulated by bindings
between most receptors on immune cell surfaces
and a specific ligands. Therefore, investigations
of the precise molecular mechanism associated
with the regulation of cancer development by
DCs and other leukocytes and the efficiency in
cancer therapy both have been major challenges
for scientists worldwide.

Keywords: antigen presentation, cancer, cytokine,
dendritic cell, dendritic cell therapy.
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quan lympho nhu 14 lach va hach bach huyet biéu mo
da, cac 6ng tiéu hoa, dng ho hap va trong té bao k& cua
hau hét cac co quan nhu mé, chinh vi thé chung dé dang
tiép xtic voi nhiéu loai khang nguyén ngoai sinh. Tai
cac co quan ngoai bién nay, TBT xu Iy khang nguyén
thong qua kha nang thuc bao dé tré nén thuan thuc véi
cac dic diém nhu: (a) ting biéu hién cac ddu 4n bé mat
nhu: phan tir phtrc hop tuwong thich moé chinh (MHC),
cac phan tir dong kich thich nhu CD80, CD86, CD40
va CD54; (b) tang su giai phong cac cytokine va cac
chemokine gy viém nhu cac interleukin (IL)-12, IL-
6, tumor necrosis factors (TNF)-a va C-C chemokine
receptor type 7 (CCR-7). TBT thuan thyc c6 dic diém
mat kha ning két dinh va d& dang bi thu hat dén co
quan lympho ngoai vi dé trinh dién khang nguyén t6i
té bao T va thiic ddy hoat hoa té bao lympho T va B
thanh cac té bao hiéu qua trong dap tmg mién dich [1].

Mit khac, TBT ciing 1a yéu t6 quyét dinh diéu hoa
mién dich d6i khang néu chung nhan dién va xu ly
khang nguyén nhu mét khang nguyén ndi sinh. Tuwong
tu nhu xur 1y khang nguyén ngoai sinh, cac TBT ciing
tiép xuc véi khang nguyen thong qua kha nang thue
bao va mat di kha nang két dinh. Tuy nhién, biéu hién
ctia cac phan tir bé mat trén TBT gan nhu bi trc ché
va su gidi phong cac cytokine khang viém (IL-10 va
transforming growth factor beta (TGF-p)) ting lén dé
thiic ddy hoat hoa té bao T diéu hoa (T regulatory) gy
hiéu tmg mién dich ddi khang [1, 2]. Céc té bao UT ap
dung mot trong nhitng cach nay gy wc ché su tra 10i
hé mién dich dé 1an tranh va phan chia nhanh trong co
the.

C6 nhiéu loai TBT khac nhau nhu TBT dong tiry
xut than tir té bao tién than trong tiy xuong, TBT
lympho xuét than tir t& bao tién than trong co quan
lympho va TBT dang viém xuét phat tir t& bao bach
cau don nhan (monocyte-derived inflammatory DC).
Céac TBT dong lympho thuong chi c6 mat & cac co
quan bach huyét va xut hién rat it & cac co quan khac.
Khi cac co quan nay bi viém, chung duge thu hat dén
nhiing noi nay [3]. Vai tro ctia cac TBT dong lympho
v6i chire ning trinh dién khang nguyén va thuc day
hoat hoa té bao T tao ra dap ing mién dich van dang
1a van dé gay tranh cii, chua dugc cong nhan. Cac loai
TBT c6 nhiéu dic diém chung nhu kha ning két dinh,
hoat dong trinh dién khang nguyén, kha nang thyc bao
va tinh di dong cao, tuy nhién su tra 15i mién dich cua
ching khi tiép xtc v6i cac yéu td khang nguyén 1a dic
hiéu ddi voi timg loai TBT [1]. TBT dong lympho khi
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tiép xtic v6i virus s& giai phong nhiéu interferon (IFN)
type 1 nhu IFN-a, IFN-f va TBT dong tiy khi nhén
ra cac khang nguyén la tir vi khuan s& giai phong ra
cytokine viém TNF-a va tong hop nitric oxide (NO).
Su c6 mat da dang cua cac cytokine va chemokine anh
huong khic nhau dén qua trinh thac day hoat hoa té
bao lympho T va B tao ra dap timg mién dich dic hiéu
riéng cua chang [1].

Nghién ciru vé TBT trong dieu tri UT

Té bao UT la céc té bao tyu than, vi thé céc té bao
mién dich nhan dién chung nhu 12 mot khang nguyén
ndi sinh dan toi kich hoat sy tra 10i cua hé mién dich
d6i khang. Chung ¢ dic diém ting sinh va phat trién
manh trong co thé theo mot vai hudng co chon loc nhu
sau: (a) trong khdi u ton tai té bao T diéu hoa c6 kha
ning trc ché t& bao T gay doc, do vay cac té bao UT
c6 thé 1an tranh su tra 161 mién dich v6i khang nguyén
la; (b) té bao UT xuét hién céc nhén t ¢6 vai tro khoa
cac thu thé trén bé mit cac té bao trinh dién khang
nguyén, vi thé cac té bao nay khong trinh dién duoc
khang nguyén cho té bao T; (c) cac té bao UT c6 kha
nang giai phong ra cytokine khang viém nhu IL-10 va
TGEF-p dé trc ché sy hoat hoa té bao lympho T va giai
phong ra protein Fas Ligand (FasL) dé kich hoat tin
hiéu phan tir Fas/FasL trong céc té bao bach cau gy ra
su chét theo chuong trinh cua céc loai té bao nay nham
ngan chin sy tra 1i cia hé mién dich [4] (hinh 1).
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Hinh 1: TBT kiém sodt hé mién dich ch(fng lai UT

Tréa thoat mién dich

Trong céc nghién ctu st dung TBT nhu mét véc-
xin, cac té bao nay can duoc hoat hoa bﬁng mot khang
nguyén cu thé tir t& bao ung budu trude khi ghép vao
co thé bénh nhan gay hiéu g mién dich tiéu diét cac
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té bao UT va ngan chin nguy co tai phat/di can cua té
bao 4c tinh trong co thé [1]. Liéu phap mién dich TBT
chéng lai bénh UT dang duoc thir nghiém 14m sang &
nhiéu trung tim y té trén thé giGi. Cac nghién ciru tap
trung xac dinh khang nguyén dic hiéu tir té bao UT dé
tao ra dap img mién dich UT hiéu qua nhét bang liéu
phap mién dich TBT, tiép d6 x4c dinh céc co ché phan
ttr lién quan dén qué trinh gdy bénh va dinh huéng
cach diéu tri bénh UT dat hiéu qua.

C6 2 phuong phap sir dung TBT trong diéu tri UT,
do6 la phuong phap ngoai vi (ex-vivo) va phuong phap
ndi vi (in-vivo). Ca 2 phuong phap déu c6 kha ning
lam giam kich thu6c khoi u va ting tra 151 hé mién dich
trong bénh nhan UT.

Phwong phdp ngoai vi: té bao bach cau don nhan
tach tir mau ngoai vi ciia bénh nhan dugc phan lap, biét
hoa va nhan 1én thanh TBT bang cach str dung céc loai
hooc-mon sinh truong khac nhau nhu: granulocyte-
macrophage colony-stimulating factor (GM-CSF),
IL-4, TNF-0, va FMS-like tyrosine kinase 3 ligand
(FIt3L). Cac TBT sau do6 dugc xur 1y voi khang nguyén
1a cac peptide tir té bao UT dé hoat héa ching va cudi
cung céc té bao nay duoc truyén trd lai cho bénh nhan
dé tao ra hiéu mg mién dich tri lidu. Pay la mot trong
nhing phuong phap dugc ap dung pho bién trong diéu
tri UT hién nay.

Phwong phdp néi vi: TBT s& khong dugc iy ra
ngoai co thé, ma dung cac khang thé chuyén biét ciia
TBT mang khang nguyén ung budu dé truyén thing
cho bénh nhan.

Cic nghién civu trén thé gidi

T nam 1967, gidao su Okamoto va cong sy (Nhat
Bén) da sir dung khang nguyén OK-432 tir lién cau
khuédn streptococcus dé hoat hoa TBT trong diéu tri
bénh UT [5]. Pén nam 1995, lidu phap TBT duoc si
dung dé chita bénh cho bénh nhan UT té bao hic td
[6]. Hién nay, cac bac si dd s dung liéu phap mién
dich TBT cho diéu tri mdt sé bénh UT nhu: UT tuyén
tuy [7], UT tuyén mat [8], UT phoi [9] va UT budng
tring [10] da dat dugc thanh cong nhit dinh. Két qua
cho théy rﬁng, cac bénh nhan UT giai doan cudi hodc
da di can sau khi hoéa tri hodc xa tri duoc chira bénh
bang liéu phap TBT sé& kéo dai thoi gian sdng thém
khoang 10-15 nam. Ngoai ra, cac nghién ctru khac con
cho thiy, nhitng bénh nhan dugc diéu tri bang TBT
trinh dién khang nguyén qua phtc hgp peptide MHC
loai I tao ra hiéu tmg mién dich chdng UT thong qua
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té bao T gay doc thi kéo dai thém dugc thoi gian song
lau hon nira [11, 12].

Bén canh viéc s dung khang nguyén ung budu dé
hoat héa TBT, cac nghién cttu khac con st dung cac
té bao UT da bi bat hoat dé hoat héa TBT su dung
trong diéu tri bénh trén nhiing con chudt mang khéi u
di ghép cling dat dugc nhfmg két qua kha quan. Cac
té bao UT ‘nay duoc xu ly bang phuong phap chiéu tia
UV géy ton thu'ong dén cdu trac cia DNA trong nhan
té bao va cac té bao sau do s& bi hoai tir hodc bi chét
theo chuong trinh. Phuong phap st dung cac chi thi
phan tir d6 14 khang thé Annexin V dé phat hién protein
phosphatydilserine trén bé mat té bao va chi thi 7AAD
dé nhuom nhan té bao da bi ton thuong, két qua s€
xac dinh duogc cac té bao UT nay bat hoat ¢ trang thai
hoai tir hay trang thai chét theo chuong trinh. Mot s6
cong bd cho thiy, gdy ton thuong DNA céc loai té bao
UT da va UT té bao lympho B dé tao ra nhimg té bao
UT chét theo chuong trinh, sau d6 ching duoc phoi
nhiém véi TBT va ghép vao bénh nhian UT s& tao ra
hiéu g mién dich thong qua té bao T gay doc da dat
dugc thanh cong 16n [13, 14]. Nam 1998, ¢ My mot
nghién ciru st dung TBT duoc hoat héa bang té bao
UT da bi bat hoat do 1a té bao UT vi dong MT-901
hoic UT m6 mém (sarcoma) dong MCA-207 dé ghép
trén chudt mang khéi u di ghép, két qua tao mién dich
ddc hiéu v6i thir thach UT 1an ké tiép va 1am giam su di
can ctia UT phéi [15]. Hién nay, phuong phap sir dung
TBT dugc hoat héa bang té bao UT mat hoat tinh gay
doc dé ghép cho chudt di ghép mang ung budu nhu UT
té bao hic t6 [16], UT va [17], UT hach [18] va nhiéu
loai UT khac da dat dugc hi€u qua ro rét. Tuy nhién,
chwa c6 cong bb nao phan tich sir dung nguén TBT nay
dé ghép trén bénh nhan UT.

Cac nghién ciru ¢ Viét Nam

O Viét Nam, Phong thi nghiém nghién ctru va ting
dung TBG (Truong Pai hoc Khoa hoc Ty nhién, Dai
hoc Quéc gia TP HO6 Chi Minh) d va dang trién khai
nghién ctru sir dung liéu phap TBT trong diéu tri UT vii
tir nim 2010 cho dén nay. Céc té bao bach cau tir méu
ngoai vi duoc phan 1ap va nuéi ciy dé biét hoa va nhan
1én thanh TBT st dung ho6c-mdén sinh trudng trong
diéu kién sach phong thi nghiém. Sau d6, cac TBT
khoe manh duogc hoat hoa bang khang nguyén ung
budu va sau d6 ghép vao chudt mang khdi u vi. Két
qua cho thdy, khi khong két hop véi cac phuong phap
diéu tri khac nhu phau thuat, héa tri hay xa tri, viéc
ghép TBT da lam khdi u v ctia chudt giam kich thude
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dén hon 80% so v6i ban dau [19, 20]. Tuy nhién, viéc
stt dung TBT trong diéu tri UT chi 14 budc thir nghiém
trong phong thi nghiém, chua thé ap dung vao thyc té
chira bénh trén bénh nhan UT vu. Trong tuong lai, can
c6 nhiéu nghién ctru sdu hon dé xac dinh nguyén nhan
va cac co ché phan tir lién quan gy bénh UT. Tur d6
xac dinh hudng nghién ctru cy thé nham tim ra thudc
diéu tri bénh UT dat hiéu qua cao.

Cac tin hiéu phan t& lién quan dén sw phat trién
cia UT

Mot trong nhiing cach dé t& bao UT phéan chia
nhanh va lan tranh sy kiém soét cta hé théng mién
dich thanh cong da dugc phat hién, d6 la kha nang tang
mirc d6 biéu hién cuia phan tir cytotoxic T-lymphocyte-
associated antigen 4 (CTLA4) va phan tir programmed
cell death protein 1 (PD-1) trén bé mit té bao bach cau
dé thu hat sy xuét hién cua té bao T diéu hoa voi sd
luong 16m va té bao T helper 17 cells (TH17) t6i vi tri
khdi u tao ra mién dich d6i khang, dong thoi trc ché su
phat trién cta cac loai té bao T gy doc va té bao diét
tu nhién (NK cell) [21] v6i muc dich ngan chan higu
g mién dich chéng lai UT.

Bén canh d6, cac nghién ctru khac da chi ra rang,
hoat dong ctia mot s6 thu thé nhu toll-like receptor
(TLR), nucleotide oligomerization domain (NOD)-
like receptor (NLRs) va TGF-P receptor (TGF-fR) co
mat trén bé mit té bao bach cau co lién quan dén bénh
UT [22]. Nghién ciru trén bénh nhan UT tuyén tién
ligt da 1iét ké nhiing bién d6i trén céc gen nhu: TLR4,
TLR1, TLR6 va TLR10 1a cac yéu tb rai ro véi bénh
[23, 24]. Tuong ty, bién ddi trén gen TLR2 ciing 1a
yéu té rui ro véi benh UT két tryc trang trén chudt
[25]. Nghién ctru vé& phén tir tin hiéu dong dudi cia
TLR 1a MyD88 cho thiy, bt hoat phan tir nay lam
giam nguy co UT két truc trang, UT da va UT gan trén
chuot [26, 27]. Véi phuong phap st dung liéu phap
mién dich trong diéu tri UT bach cau thé tay dang cép,
khang nguyén ung budu hoat héa TBT thong qua thu
thé TLR da dat hiéu qua cao trong diéu tri bénh [28].
Phan tich trén tin hiéu phan tir NLRs bao gdm diém da
hinh gen Nod2 1a yéu tb rui ro véi bénh UT két truc
trang [29] va nghién ctru trén chudt bi loai béd gen NLR
family, pyrin containing 3 gene (NLRP3) man cam véi
bénh UT rudt gia va UT két tryc trang thong qua sy
giai phong cytokine IFN-y va hoat dong cuia tin hi¢u
phan tir signal transducer and activator of transcription
(STAT)-1 [30]. Ngoai ra, protein TGF- dugc san xuat
boi té bao bach cau, khi tuong tac v6i thy thé TGF-pR
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s€ kich hoat tin hiéu nay dé ngan chan sy phat trién
cua UT giai doan dau, nhung ¢ giai doan mudn hon thi
hoat dong cua tin hi¢u nay lai c6 anh hudng gian tiép
1am cho té bao UT phat trién thuén loi hon do kha ning
kich hoat va thu hut cac loai té bao T diéu hoa t&i vi tri
ung budu [31]. Hoat dong ctia phan tir tin hiéu dong
dudi cia TGF-BR 1a protein Smad khi dugc kich hoat
s& (rc ché sy tang trudng cua té bao UT. Chinh vi thé,
biéu hién bat thuong ctia protein Smad 1 nhan té rui
ro cao v&i cac bénh nhu: UT rudt két, UT tuyén tuy va
UT ving dau va c6 [32].

Céc thu thé trén bé mat té bao bach ciu tuong tac
voi cac ligand phu hop sé kich hoat cac phan tir tin
hiéu dong dudi nhu: tin hiéu mitogen-activated protein
kinases (MAPK) va nhan té phién ma nuclear factor-
kB (NF-kB) dan tdi sy phién mi cac loai gen diéu
hoa cac qua trinh sinh 1y trong té bao [33, 34]. Do d6,
khoang 20% céc bénh viém nhiém ¢ thé man tinh giy
ra UT trén nguoi do hoat dong bat thuong cua nhan t6
phién ma NF-«kB gay ra va hoat dong cua tin hi¢u phan
trt MAPK trong cac té bao bach cau, dic biét la TBT,
lam tang dap ung mién dich chéng UT.

Két luan

Hién nay, viéc sir dung cac liéu phap mién dich
trong diéu tri UT dang nhan duogc sy quan tam rat 16n
cua cac nha khoa hoc trén thé gi6i boi tinh hiéu qua, an
toan va khong gay dau don cho nguoi bénh. Phuong
phap st dung TBT nhu mot véc-xin trong diéu tri UT
dugc ap dung rong rii do ching c6 mot s6 wu diém
s0 voi cac té bao mién dich khac nhu: kha nang xir Iy
va trinh dién khang nguyén hiéu qua nhat t6i té bao T
va dic tinh san xuit mot sé cytokine gy viém voi sb
luong 16n hon rat nhiéu so véi cac loai té bao trinh dién
khang nguyén khac nhu: dai thyuc bao va té bao diét tu
nhién. Chinh vi thé, hoat dong cua TBT gay hoat hoa té
bao lympho T va lympho B thanh cac té bao hi¢u qua
gy hiéu ing mién dich tot nhét. Li¢u phap sir dung
TBT trong diéu tri UT sau khi phau thuat, xa tri va hoa
tri da va dang dugc thir nghiém 1am sang nham tién t&i
ap dung tri lidu thuong quy dé tiéu diét té bao UT ac
tinh va kich thich tao ra hé théng mién dich cho ngudi
bénh, nham ngan chin nguy co tai phat va di cin cua
té bao 4c tinh va kéo dai sy séng cho ngudi bénh UT
giai doan cudi thém duoc 10-15 nam. Tuy nhién, khoa
hoc can c6 nhing nghién ctru siu hon nira dé c6 thé
tim ra phuong phép chira bénh UT mot cach triét dé va
liéu phap TBT 1a mot hudng di diing dén nhat hién nay.

TAP CHI

H:é :gflﬁ (& Nam 10(11) 11.2016

Loi cam on

Nghién ciru nay dwoc tai tro béi Quy Phdt trién
Khoa hoc va Cong nghé Quoc gia (NAFOSTED) thong
qua dé tai md so 106-YS.06-2013.21. Nhom tdac gia xin
trdan trong cam on.

Tai liéu tham khao
[1] J. Banchereau, F. Briere, C. Caux, J. Davoust, S. Lebecque,

Y.J. Liu, B. Pulendran, K. Palucka (2000), "Immunobiology of
dendritic cells", Annu Rev Immunol, 18, pp.767-811.

[2] L Volovitz, S. Melzer, S. Amar, J. Bocsi, M. Bloch, S. Efroni,
Z. Ram, A. Tarnok (2016), "Dendritic Cells in the Context of Human
Tumors: Biology and Experimental Tools", Int Rev Immunol, 35,
pp.116-135.

[3] H. Yoneyama, K. Matsuno, Y. Zhang, T. Nishiwaki, M.
Kitabatake, S. Ueha, S. Narumi, S. Morikawa, T. Ezaki, B. Lu, C.
Gerard, S. Ishikawa, K. Matsushima (2004), "Evidence for recruitment
of plasmacytoid dendritic cell precursors to inflamed lymph nodes
through high endothelial venules", Int Immunol, 16, pp.915-928.

[4] X.Yu,Y.Li,Y. Yu,J. Lei, G. Wan, F. Cao (2016), "Associations
between FAS rs2234767 and FASL rs763110 polymorphisms and the
risk of lung cancer: a meta-analysis of 39,736 subjects", Onco Targets
Ther, 9, pp.2049-2056.

[5] H. Okamoto, S. Shoin, S. Koshimura, R. Shimizu (1967),
"Studies on the anticancer and streptolysin S-forming abilities of
hemolytic streptococci", Jpn J Microbiol, 11, pp.323-326.

[6] A.B. Bakker, G. Marland, A.J. de Boer, R.J. Huijbens, E.H.
Danen, G.J. Adema, C.G. Figdor (1995), "Generation of antimelanoma
cytotoxic T lymphocytes from healthy donors after presentation of
melanoma-associated antigen-derived epitopes by dendritic cells in
vitro", Cancer Res, 55, pp.5330-5334.

[7T M. Okamoto, M. Kobayashi, Y. Yonemitsu, S. Koido, S.
Homma (2016), "Dendritic cell-based vaccine for pancreatic cancer
in Japan", World J Gastrointest Pharmacol Ther, 7, pp.133-138.

[8] M. Kobayashi, T. Sakabe, H. Abe, M. Tanii, H. Takahashi,
A. Chiba, E. Yanagida, Y. Shibamoto, M. Ogasawara, S. Tsujitani,
S. Koido, K. Nagai, S. Shimodaira, M. Okamoto, Y. Yonemitsu, N.
Suzuki, M. Nagaya (2013), "Dendritic cell-based immunotherapy
targeting synthesized peptides for advanced biliary tract cancer", J
Gastrointest Surg, 17, pp.1609-1617.

[9] H. Takahashi, M. Okamoto, S. Shimodaira, S. Tsujitani, M.
Nagaya, T. Ishidao, J. Kishimoto, Y. Yonemitsu (2013), "Impact of
dendritic cell vaccines pulsed with Wilms' tumour-1 peptide antigen
on the survival of patients with advanced non-small cell lung cancers",
Eur J Cancer, 49, pp.852-859.

[10] M. Kobayashi, A. Chiba, H. Izawa, E. Yanagida, M.
Okamoto, S. Shimodaira, Y. Yonemitsu, Y. Shibamoto, N. Suzuki, M.
Nagaya (2014), "The feasibility and clinical effects of dendritic cell-
based immunotherapy targeting synthesized peptides for recurrent
ovarian cancer", J Ovarian Res, 7, pp.48.

[11] E. Sato, S.H. Olson, J. Ahn, B. Bundy, H. Nishikawa, F.
Qian, A.A. Jungbluth, D. Frosina, S. Gnjatic, C. Ambrosone, J.
Kepner, T. Odunsi, G. Ritter, S. Lele, Y.T. Chen, H. Ohtani, L.J.



Khoa hoc Tu nhién

Old, K. Odunsi (2005), "Intracpithelial CD8+ tumor-infiltrating
lymphocytes and a high CD8+/regulatory T cell ratio are associated
with favorable prognosis in ovarian cancer", Proc Natl Acad Sci U S
A, 102, pp.18538-18543.

[12] J. Tel, G. Schreibelt, S.P. Sittig, T.S. Mathan, S.I. Buschow,
L.J. Cruz, A.J. Lambeck, C.G. Figdor, I.J. de Vries (2013), "Human
plasmacytoid dendritic cells efficiently cross-present exogenous Ags
to CD8+ T cells despite lower Ag uptake than myeloid dendritic cell
subsets", Blood, 121, pp.459-467.

[13] O. Manches, G. Lui, J.P. Molens, J.J. Sotto, L. Chaperot,
J. Plumas (2008), "Whole lymphoma B cells allow efficient cross-
presentation of antigens by dendritic cells", Cytotherapy, 10, pp.642-
649.

[14] G. Pietra, R. Mortarini, G. Parmiani, A. Anichini (2001),
"Phases of apoptosis of melanoma cells, but not of normal
melanocytes, differently affect maturation of myeloid dendritic cells",
Cancer Res, 61, pp.8218-8226.

[15] R.C. Fields, K. Shimizu, J.J. Mule (1998), "Murine dendritic
cells pulsed with whole tumor lysates mediate potent antitumor
immune responses in vitro and in vivo", Proc Natl Acad Sci USA, 95,
pp.9482-9487.

[16] N. Werthmoller, B. Frey, R. Wunderlich, R. Fietkau, U.S.
Gaipl (2015), "Modulation of radiochemoimmunotherapy-induced
B16 melanoma cell death by the pan-caspase inhibitor zZVAD-fmk
induces anti-tumor immunity in a HMGBI-, nucleotide- and T-cell-
dependent manner", Cell Death Dis, 6, pp.e1761.

[17] 1.M. Meraz, D.J. Savage, V. Segura-Ibarra, J. Li, J. Rhudy,
J. Gu, R.E. Serda (2014), "Adjuvant cationic liposomes presenting
MPL and IL-12 induce cell death, suppress tumor growth, and alter
the cellular phenotype of tumors in a murine model of breast cancer",
Mol Pharm, 11, pp.3484-3491.

[18] S.K. Hira, I. Mondal, P.P. Manna (2015), "Combined
immunotherapy with whole tumor lysate-pulsed interleukin-15-
activated dendritic cells and cucurbitacin I promotes strong CD8(+)
T-cell responses and cures highly aggressive lymphoma", Cytotherapy,
17, pp.647-664.

[19] S.T. Nguyen, H.L. Nguyen, V.Q. Pham, G.T. Nguyen, C.D.
Tran, N.K. Phan, P.V. Pham (2015), "Targeting specificity of dendritic
cells on breast cancer stem cells: in vitro and in vivo evaluations",
Onco Targets Ther; 8, pp.323-334.

[20] P.V. Pham, N.T. Nguyen, H.M. Nguyen, L.T. Khuat, P.M. Le,
V.Q. Pham, S.T. Nguyen, N.K. Phan (2014), "A simple in vitro method
for evaluating dendritic cell-based vaccinations", Onco Targets Ther,
7, pp.1455-1464.

[21] T. Kitamura, B.Z. Qian, J.W. Pollard (2015), "Immune cell
promotion of metastasis", Nat Rev Immunol, 15, pp.73-86.

[22] H. Clevers (2004), "At the crossroads of inflammation and

TAP CHI

HOA HOC

NG NGHE

it Nam 10(11) 11.2016

cancer", Cell, 118, pp.671-674.

[23] E.M. EI-Omar, M.T. Ng, G.L. Hold (2008), "Polymorphisms
in Toll-like receptor genes and risk of cancer", Oncogene, 27, pp.244-
252.

[24] J. Sun, F. Wiklund, S.L. Zheng, B. Chang, K. Balter, L. Li,
J.E. Johansson, G. Li, H.O. Adami, W. Liu, A. Tolin, A.R. Turner,
D.A. Meyers, W.B. Isaacs, J. Xu, H. Gronberg (2005), "Sequence
variants in Toll-like receptor gene cluster (TLR6-TLR1-TLR10) and
prostate cancer risk", J Natl Cancer Inst, 97, pp.525-532.

[25] H. Yang, H. Zhou, P. Feng, X. Zhou, H. Wen, X. Xie, H.
Shen, X. Zhu (2010), "Reduced expression of Toll-like receptor 4
inhibits human breast cancer cells proliferation and inflammatory
cytokines secretion", J Exp Clin Cancer Res, 29, p.92.

[26] W.E. Naugler, T. Sakurai, S. Kim, S. Maeda, K. Kim, A.M.
Elsharkawy, M. Karin (2007), "Gender disparity in liver cancer due
to sex differences in MyD88-dependent IL-6 production", Science,
317, pp.121-124.

[27] S. Rakoff-Nahoum, R. Medzhitov (2007), "Regulation of
spontaneous intestinal tumorigenesis through the adaptor protein
MyD88", Science, 317, pp.124-127.

[28] M. Subklewe, C. Geiger, F.S. Lichtenegger, M. Javorovic,
G. Kvalheim, D.J. Schendel, I. Bigalke (2014), "New generation
dendritic cell vaccine for immunotherapy of acute myeloid leukemia",
Cancer Immunol Immunother, 63, pp.1093-1103.

[29] J.H. Cho (2008), "The genetics and immunopathogenesis of
inflammatory bowel disease", Nat Rev Immunol, 8, pp.458-466.

[30] M.H. Zaki, K.L. Boyd, P. Vogel, M.B. Kastan, M. Lamkanfi,
T.D. Kanneganti (2010), "The NLRP3 inflammasome protects against
loss of epithelial integrity and mortality during experimental colitis",
Immunity, 32, pp.379-391.

[31] M. Saitoh (2015), "Epithelial-mesenchymal transition is
regulated at post-transcriptional levels by transforming growth factor-
beta signaling during tumor progression", Cancer Sci, 106, pp.481-
488.

[32] J. Fang, H. Xu, C. Yang, S. Kayarthodi, R. Matthews, V.N.
Rao, E.S. Reddy (2014), "Molecular Mechanism of Activation of
Transforming Growth Factor Beta/Smads Signaling Pathway in Ets
Related Gene-Positive Prostate Cancers", J Pharm Sci Pharmacol, 1,
pp-82-85.

[33] F. Arce, G. Kochan, K. Breckpot, H. Stephenson, D. Escors
(2012), "Selective activation of intracellular signalling pathways in
dendritic cells for cancer immunotherapy", Anticancer Agents Med
Chem, 12, pp.29-39.

[34] L.M. Coussens, Z. Werb (2002), "Inflammation and cancer",
Nature, 420, pp.860-867.

40



