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TOM T A T 

Globo H la mpt khdng nguyen khli u dang hexasaccharide, dugc phan lap lan diu tien hi dong tl bdo ung 
thu vu MCF-7. Phan tii nay da dugc bdo cdo vl kha nang gay ddp ling miln dich cho co thi va vi vay Globo H 
la mgt mycjieu quan trpng cho cdc nghien cuu chi tao vdc xin ching ung thu. Nhdm xdc dinh khd nang gdy 
dap ling mien djch khdng u cua Globo H, ttong nghien ciiu ciia chung tol, phan tir Globo H dugc c^ng hgp vdi 
Keyhole Limpet Hemocyanin (KLH) va tiem cho chuot thudn chimg dong BALB/c tmdc khi gay u thyc 
nghiem bdng dong t l bao Lewis Lung Carcmoma (LLC). Chupt dugc gay miln dich bdng t l hgp Globo H-
KLH a cac nong dp khde nhau tir 1,2 va 4 |ig/con/l3n theo Ihuong qui gay miln dich ciia cac tac gia Liddell & 
Cryer (1991) co diiu chinh, Ket qua cho thiy khang nguyen Globo H-KLH c6 kha nang gay dap ling miln dich 
ching lai su phat ttiln cua khIi u rdt tot tten chugt thi nghi?m, Cv the la khi chupt duoc gay miSn djch bing 
khang nguyen Globo H-KLH a muc lieu 4 jig/con/Idn da cho thay ro kha nang gay dap img miln dich ching 
lai sy phat triln ciia khli u vdi hi?u qua dat toi 66,67% chuot thi nghiem hit u, ti 1| chupt song sot la 100%, chi 
so huyet hpc da thay dli theo chieu hudng phuc hoi tot. Tuy mdi chi Id nhimg kit qua ban ddu nhung nghien 
Cliu nay cho thay tinh khd quan vd ddy ttien vgng ciia viec sit dyng Globo H ttong phucmg phap mien dich 
phong ching ung thu ttong tuong lai. 

Tie khda: chupt BALB/c. ddp ung mien dich. khdng nguyen GloboH-KLH, te bdo LLC. vac xin chdng ung thir 

MO DAU 

Trong cac nghien cuu ve ung thu thi nghien cuu 
tao vdc xin phdng chong img thu Id hudng dugc 
nhieu nha khoa hge trSn thS gidi quan tam. Sy quan 
tam nay hudng ve cdc phdn td glycan nam tten mang 
te bao ung thu, nhd khd nang gay dap ung mien dich 
phong chdng ung thu. Cdc phan td glycan ciia t l bdo 
gdm CO glycoprotein (GP), glycosphingolipid (GSL) 
vd proteoglycan, Cac phan td glycan dudi su xiic tac 
ciia mgt he enzyme phuc tap se ttai qua chu6i phdn 
img glycosyl h6a d l hinh thanh cdc phdn td 
glycoprotein va thyc hi^n chiic ndng cua minh ttong 
CO tiie va doi vdi te bdo. Su sai sdt tu chuoi cac phan 
ling ndi tten la mgt nhan to quan ttpng dan tdi can 
bpnh ung thu va co lien quan tdi dac tinh di cdn ciia 
benh nay {Haltiwanger, Lowe, 2004). 

Globo H la mgt phdn tu thugc cdc glycan dang 
hexasaccharide vd Id khdng nguyen kh6i u, c6 kha 
ndng gay dap ung mien dich (Livingston, 1995). 
Globo H lan dau tien dugc phdn lap vd xdc dinh vao 
nam 1984 bdi Bremer et al, td ddng te bao ung thu 
vu MCF-7. Do ddc tinh c6 khd nang gdy dap dng 

mien dich cua phan td Globo H, nhieu nghien cuu 
da hudng vao viec tao vac xin ung thu tu phan td 
nay. Slovin et al, (1999) da sd dyng Globo H cpng 
hpp vdi Keyhole limpet hemocyanin (KLH) lam 
khang nguyen tiem cho benh nhan ung thu vd vd 
ket qud cho thay khang nguyen ndy co khd ndng 
kich thich sinh khang the IgM cao ban IgG. Mpt 
nghien cuu khac ciing chi ra r ing khi tiem khang 
nguyen Globo H- KLH cho cac benh nhdn ung thu 
tien lipt tuyen thi nong dp PSA trong mdu b?nh 
nhan giam ddng ke so vdi nh6m doi chdng va 
khong thay co su di can vdo xuong. Gilewski et al, 
da diing to hgp Globo H-KLH d l lam vdc xin ung 
thu. Vac xin ndy gom c6 Globo H-KLH vd chdt hfi 
ttg miln dich QS-21. Ket qua thu nghiem lam sang 
tten 27 b?nh nhan ung thu vu di can dugc tiem 5 
lieu vac xin cho thdy vac xin dung nap t i t vd 16 
benh nhan co khdng th i IgM, ttong khi khdng th i 
IgG chi cd d mdt so it benh nhan (Gilewskie/ et al, 
2001). Mgt loai vac xin khac cd chda 5 loai khang 
nguyen Globo H, GM2, STN, TF va Tn cgng hgp 
vdi KLH khi kiem tra bing ELISA thi thdy khdng 
the IgG ttong huylt thanh ching lai Globo H cao 
Hon IgM (Zhuer et al, 2009). Din thdi dilm nay, 
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khang nguyen Globo H-KLH dang dugc vien 
Nghien cuu Ung thu qu6c gia My thd nghiSm lam 
sang pha 2 dudi dang vdc xin ching ung thu vu di 
can vd cho nhiing ket qud kha quan. 

KLH id mpt protem co khdi lugng phan td ldn, 
bao g im nhilu tiiu don vi. Vdi kich thudc ldn vd 
cdu true bao gom nhilu epitope ldm tang cudng phdn 
ung mien dich cua co thi, dong thdi lugng lysine 
phong phu cho nhieu haptens bat cap nen KLH dugc 
su dung rpng rai vdi vai tto la mgt protein t6 hgp 
nhdm tang cudng tinh khdng nguyen cua cac khang 
nguyen mong mu6n. Theo bao cdo trudc day cua 
chung toi, Globo H da dugc cdng hgp thanh cong vdi 
KLH d nong do 2000 ng/^l nhd bp kit Imject 
Mariculture KLH cua Thermo Scientific 
(Massachusetts, MA,USA) va khang nguyen Globo 
H-KLH CO khd nang gay ddp ung mien djch tot nhat 
tten chupt d lieu 4 [i.g/con/lan(Thaoe(a/., 2013).. 

Ngodi ra, de nghien cuu thuoc co tac dyng chiia 
trj cung nhu nghien cuu hi?u img vac xin phdng 
ching bSnh img thu thi vi?c tao mo hinh dgng vat 
gdy u Id cin thiet. Trong cdc thd nghiem in vivo, viSc 
gdy u tten chupt la rat ph i bien va co tinh khd thi cao 
so vdi cac lodi dpng vat khde. Vi vay, ttong nghien 
Cliu nay, khang nguyen Globo H sau khi t6 hgp vdi 
phan tu KLH dugc sd dung de nghien cuu kha nang 
gay dap ling mien dich khdng u tten mo hinh chupt 
thuin chung BALB/c bi gdy u ung thu bang te bao 
Lewis Lung Carcinoma (LLC). 

N G U Y E N L I E U V A PHU'ONG PHAP 

Khdng nguySn da cgng hgp Globo H-KLH 
(Thdo et al, 2013), moi trudng DMEM, huylt thanh 
bdo thai be (Fetal Bovine Serum - FBS) vd cdc h6a 
chat khde dugc cimg cap bdi cac hang Sigma Aldrich 
(St. Louis, MO, USA), Invittogen Carisbad, CA, 
USA), v.v. 

Chupt thuan chiing dong BALB/c, 6-8 tuan tuoi, 
do phdng Thd nghidm sinh hge, ViSn C6ng ngh$ 
sinh hpc. Vi?n Han lam Khoa hge va C6ng nghe ViSt 
Nam cung cdp. 

Gdy miin djch cho chupt bdng khang nguyen cong 
hpp Globo H-KLH 

Phuang phap gay mien dich dugc thyc hien theo 
Liddell & Cryer (1991) co diiu chinh.Theo d6, 24 
chupt BALB/c, CO khoi lugng 20 ± 2g, dugc chia 
lam 4 16 (6 con/16) dugc su dung d l gay miSn dich 
vdi khang nguyen Globo H-KLH d cac muc liiu 

[[ig, 2 pg, 4 [ig/con/lan va 16 ddi chimg khong gay 
mien dich (tiem BSA). Khang nguyen Globo H-KLH 
(nIng dg 1 mg/ml) dugc ttgn d iu vdi td chit CFA 
(Completed Freimd's adjuvant) theo tl le 1:1 cho lin 
tiem diu vd ,ttpn vdi ta chat IFA {Incompleted 
Freund's adjuvant) theo ri 1? 1:1 cho cdc lan tiem 
nhic lai. Dudng tiem dudi da, tiSm 4 lan, tiem nhdc 
lai 10 ngay/lin. Tiem khang nguyen lan culi khong 
su dung td chit. Mau chupt thi nghiem dugc lay, thu 
huylt tiianh d l kilm tra kha nang dap ung mien dich 
sau 3 ngay tiem mien dich lan cudi. 

Phinmg phdp gay u cho chupt bang dong te bdo 
LLC vd ddnh gid khd nang ddp ung miin djch 
khdng u cua khdng nguyen Globo H-KLH 

Phuong phdp gay u cho chugt bang ddng te bdo 
LLC dugc tien hanh theo phuong phdp cua Thdo et 
al. (2008), eg thi nhu sau: T I bao LLC dugc nu6i 
ttong mdi trudng DMEM c6 b l sung 10% FBSvd 
1% khang sinh d 37°C va 5% CO2- Khi t l bdo phat 
triln tot thi tien hdnh thu te bao va tiem vdo b%) diii 
chugt nong dp 2x10* t l bao/con cho 24 con chupt 
BALB/c (tuong ung vdi 4 16 thi nghiem) da dugc 
gay miln dich bdng khang nguyen Globo H-KLH 
hoac kh6ng dugc gay mien dich (tiem BSA). Te bdo 
LLC dugc tiSm vdo bap dui chupt t^i thdi diSm sau 7 
ngay tiem miln dich lan cuoi ciing. 

Phirong phdp ddnh gid khd nang ddp ung mien 
dich chong khoi u phdt triin cua khdng nguyin 
Globo H-KLH 

Sau khi gdy mien dich vd tiem te bdo LLC, 
chugt dugc theo doi hdng ngay, xdc dinh so chupt 
chet va can khoi lugng, do kich thudc khoi u so cap 
tai vi tri tiem 5 ngay/lan theo phuong phap cua ligo 
etal. (1991), Lee era/., (2006) d l xdc dinh kha ndng 
ddp ling miln dich khdng u cua khdng nguyen Globo 
H-KLH, Thi tich khli u dugc tinh tiieo cong thuc 
cua Iigo (1991): V = a ^ y / 2 ; Trong do: V Id till tich 
khoi u; a Id chilu dai khl i u; b la dudng kinh kh6i u. 

Sau 35 ngdy, todn bg chu6t con song se dugc thu 
nh|n mdu toan phan de xdc dinh mpt so chi s6 huyet 
bpc, giai phau vd quan sdt tryc quan cac co quan npi 
tang. Trong trudng hpp cd khdi u di can vdo co quan 
npi tang thi se c l dinh mau ttong dung djch 
formaldehyde 10% de ldm tieu ban bSnh hpc te bao. 

Phuong phdp phdn tich sd lifu 

Cac so lieu dugc xd li tten Excel, thi4i todn 
thdng ke Student's t-test va phin mIm thing ke 
GraphPad Prism 4.0. 
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KET QUA 

Sir thay dSi khoi luong cua chu§t qua cdc thdri 
diem 

Cac chugt thi nghiem sau khi gay miln dich va 
phan 16 dugc xac dinh vl mat khli lugng. Tilp theo, 
timg 15 till nghidm se dugc gidm sat chstt che vl mat 
kh6i lugng qua cdc thdi dilm ngay 0 (ngdy tiem tl 
bao ung thu LLC) va theo chu kl 5 ngdy/lin cho din 
ngay thd 35. Ket qud ve sy thay dli nay dugc trinh 
bay d bang 1. 

Ket qua d bang 1 cho thiy chu6t cd khli lugng 
nhd nhat d thdi diSm bat dau gdy mien dich. Sau 
thdi gian gay miln dich vd tiem tl bao LLC, chugt 
da c6 sy tang khli lugng dang kl so vdi thdi dilm 
bit diu thi nghi?m, Sau khi tiem tS bdo LLC, chupt 
thi n^hi?m d cdc Id deu co su tdng khli lugng giiia 
cac lan cdn. Tuy nhien, khSng c6 su sai khac thong 

Bdng 1. Kh6l lirgng chugt thi nghifm tpi thM diSm tiem va sau khi tiem te bdo LLC (g/con). 

ke giua cac Id tai cung thdi diem can. Nhu vay, chi 
so ve khoi lugng da khong cho thay sy sai khac 
dang ke giua cac 16 nghien cuu.Tuy nhien, chi s6 
nay chi mang tinh tham khao vi trong thyc te, chupt 
bi gay u vd the tich ciing nhu khli lugng khdi u 
tang nhanh nen da anh hudng tdi khoi lugng chupt 
dugc nghien cdu. 

Khd nang bdo vf vd keo ddi tuoi thp cho chu^t bi u 
cua Globo H-KLH 

Ket qud d bdng 2 cho thdy chugt dugc gay miln 
dich bang Globo H-KLH d cac muc liSu deu bao 
toan s6 lugng, dat ti IS sing s6t la 100% t£ii thdi 
diem ket thdc thi nghiem la ngdy thd 35. Trong khi 
dd, d Id khdng dugc gay mien dich, chugt da bi chet 
2 con, chiem ti Ip 33,33%, Dieu nay phan nao cho 
thay cac nhom tiSm chimg vdi Globo H-KLH c6 kha 
nang s6ng s6t cao ban so vdi nhom doi chdng. 

La 

D6i chiing 

Globo H-KLH: 
1 pg/ml 

Globo H-KLH: 
2 Mg/ml 

Globo H-KLH: 
4 pg/ml 

Bdt dau 
gdy m i in 
djch 

20,25 

±0,91 

20.60 

±1,10 

20.50 

±0,95 

20,37 

±1.06 

Bdng 2 S6 chu^t bi ch i t (con] 

Lfl 

Ooi chCrng 

Globo H-KLH: 

Globo H-KLH: 

Globo H-KLH: 

1 pg/ml 

2 ]iQlm\ 

4 pg/ml 

Ngdy 
tiem LLC 
(ngdy 0) 

28.12 

±1,26 

28,00 

±0,97 

28,06 

±1.38 

26.24 

±1.05 

1 cOa cdc Id thi 

Ngdy 
thu 5 

28,50 

±1,68 

28,50 

±1.58 

28.52 

±0.90 

28,75 

±1.19 

nghidm. 

Ngay 
thir 10 

29,50 

±1,15 

29,00 

±1.76 

28,90 

±1,08 

29,35 

±1,08 

Bat dSu gdy Ngdy tiem LLC 
miSn dich 

0/6 

0/6 

0/6 

0/6 

0/6 

0/6 

0/6 

0/6 

Ngdy 
thi>15 

30,03 

±1,03 

29,35 

±1,37 

29.40 

±1.18 

29.25 

±1,18 

Ngay 
thi>20 

29.04 

±1.88 

29.78 

±1,12 

29,88 

±1,12 

29,65 

±1,12 

20 ngdy tidm 
LLC 

0/6 

0/6 

0/6 

0/6 

Ngay 
th i i 25 

30.01 

±1,91 

30,12 

± 1,84 

30,28 

±1,23 

29,92 

±1,23 

30 ngay liem 
LLC 

0/6 

0/6 

0/6 

0/6 

Ngdy 
thi>30 

30,52 

±1,74 

30,45 

±2.12 

30.51 

±1,26 

30,06 

±1,26 

35 ni 
LLC 

2/6 

0/6 

0/6 

0/6 

Ngdy 
thLP35 

31,08 

±2,15 

31,15 

±2.07 

30,90 

±1.04 

30.12 

±1.04 

3dy tiem 

Bdp umg mien dich chong igi sff hinh thdnh, phdt 
trien khSi u cua Globo H 

Nghien ciiu trudc day ciia chung tdi da chdng 
minh ring Globo H da cgng hgp thanh cdng vdi 
KLH va dat hiSu suat cgng hgp kha cao. Ddng thdi, 
bao cdo nay cung da ttinh bay ve khd ndng gdy ddp 
dng mien djch cua td hgp Globo H-KLH. Do do. 

chiing toi co the nhan dinh rang t6 hgp Globo H-
KLH da kich thich hS miln djch cua co thi tao ra 
khang thS. Trong nghien cuu nay, chiing t6i gay 
mien dich cho 3 16 chupt bang khdng nguyen Globo 
H-KLH va mpt 16 doi chung khdng gay miln dich 
(chi tiem BSA). Sau qua trinh gay mien dich bang 
khang nguyen Globo H-KLH, chupt thi nghiem dugc 
tiSm te bdo LLC, sau do theo doi sy phat tnen ciia 
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khoi u va danh gid khd nang dap ling mien dich 
chong lai sy hinh thdnh vd phdt trien cua khdi u Ket 
qud dugc trinh bay d hinh 1. 

Nhu vay, sau 35 ngdy nghien ciiu, ve mat the 
tich kh6i u, nhung con chugt da dugc gay mien dich 
bang khang nguyen Globo H-KLH d cdc liSu I^g, 2 
M,g/con/lin cd thi tich khdi u khd cao (11,125 va 
9,856 cm', mgt cdch tuang ling) va chua cho thdy ro 
khd ching lai sy hinh thdnh va phat trien kh6i u so 
vdi nh6m d l i chdng kh6ng dugc gdy miln dich bang 
khdng nguyen Globo H-KLH. 

Tuy nhien, nhdm gay miSn dich bang khang 
nguyen Globo H-KLH lieu 4 [ig/con/ldn lai cho ket 
qud rat khd quan vd thay rd hieu qua cua dap dng 
mien d)Ch ch6ng lai sy phat trien cua khoi u cdng 
nhu kha nang diet t l bdo ung thu vdi thi tich khli u 
chi c6n la 3,172 cm'. & giai doan 20 ngdy, mgt s i 
chugt c6 the tich khoi u bat dau giam dan va din 
ngay thu 35 thi 4 tten tong so 6 chupt kh6ng c6n u 

(chiem ty Ip 66,67%). Cac chudt con l^i (2 con) ciin 
lai thi khdi u vin ton tai nhung t ic dg phat tnln 
cham ban ban so vdi nhdm doi chung (p<0,05). 

Vao ngay thd 35, todn bg chugt cdn song d cac 
16 thi nghiem dugc lay mau, thu huyet thanh dl phan 
tich cac chi tieu huySt hpc; phan lap khoi u so cap 6 
dui nham xac dinh kh6i lugng (Hinh 2); giai phau dl 
kiSm tra true quan ngi tang va cac hi^n tugng di can 
(ttong trudng hgp cd khoi u d cac ngi quan thi se tiln 
hanh c6 dinh mau vd lam tieu bdn te bao). Ket qua ve 
khoi lucmg kh6i u sa cap phan lap tai vi tri tiem tl 
bao LLC (Hinh 3) cho thay chi s6 nay d 16 dugc gay 
mien dich bang GloboH-KLH heu 1 p,g/con/lan khdng 
CO sy sai khac so vdi d6i chung. L6 dugc gay miln djch 
bang GloboH-KLH lieu 2 ttg/con/lan co sy sai khac so 
vdi ddi chdng. Dgc bipt, 16 dugc gay mien djch bang 
GloboH-KLH lieu 4 p,g/con/lan co khli lugng nho 
nhat, CO su sai khde ro ret so vdi 16 d6i chung vd su sai 
khac ndy c6 y nghia thong ke (p<0,05). 

S y phdt Iri^n cua kh6i u t^i vj trf tiSm t l bdo LLC 

I 5 

—D6i chi>ng 

- G l o b o H-KLH: 1 
pg/ml 

- G l o b o H-KLH: 2 
pg/ml 

- G l o b o H-KLH: 4 
pg/ml 

10 15 20 25 30 35 
Th&i gian thi nghi6m (ngdy) 

Hinh 1 Sy phdt tr i ln ciia kh6i u tai vi fri tiem LLC. 

rhuA ? S a* 's ^H-^K" ! !^ " " ^ ' ^ ^ " 3 ^ ' ° ' " ' ^-^^^ ''^'^ ^1^9'^' • (C' Cf ' "^ ' * ' ° ^ ^ ' Chung khflng dugc g l y mi ln dich; (8) 
Chuot d 16 gdy m,|n djch bang Globo H-KLH li^u 2Mg/ml; (D) Chugt d 16 d6i chung khSng dugc gdy m i ln dich; (B) ChuOt* 
16 gdy mien djCh bang Globo H-KLH l i iu 4pg/ml, » v a 7 i .\ i 



Tgp chi Cong ngh? Sinh hpc 12(4): 623-629, 2014 

Kh6l l iTMig u t^ i v| tr i t iem te bao LLC 

D l i chi>ng 1 pg/ml 2 pg/ml 4 ^jg/ml 

L6 thi nghidm 

Hinh 3. Kh6i lugngcdc khoi u so cdp tai thgi d i lm 35 ngdyd cdc 16 thi nghi#m khac n 

Ben canh do, cac chi so ve huySt hge da cho thay 
sy sai khac ro rpt va cd y nghTa thong ke giiia 16 dugc 
gay mien dich bang khdng nguySn Globo H-KLH liiu 4 
fig/ml vdi 16 d6i chiing. Cy thS Id cac chi s6 huyet hpc 
cua chugt d 16 ndy da dugc phgc hdi dang ke va gan 
bang so vdi Id chupt d6i chung smh li la chugt khoe 
manh (Bang 3) (p>0,05). O cac 16 khac dugc gay mien 
dich bang khang nguyen Globo H-KLH lieu thap han, 
cdc chi so huyet hpc co su sai khac so vdi 16 doi chung 
(p<0,05). Diiu ndy cho thiy, khi chugt dugc gdy miln 
djch bang khang nguyen Globo H-KLH lieu 4 pg/ml da 
khiln cdc chi s6 huyet hpc dugc dieu hoa theo hudng 
tich eye vd on djnh 

Theo mdt so bao cao ciia cac tac gia khac thi 
da phan la cac nghien cdu su dyng Globo H cpng 
hgp KLH nhung bo sung chat ho trg mien dich 
QS-21 (Gilewski et al. 2001) hay la t l hgp cua 
Globo H va m6t s6 glycan khde nhu GM2, STN, 
TF va Tn cpng hgp vdi KLH (Zhu et al, 2009). 
Cac nghiSn cuu ndy dugc thyc hien tten ngudi vd 
cho nhung ki t qud rat tich eye, Trong nghiSn cuu 
ciia chung t6i, cpng hgp Globo H-KLH dugc tiem 
vd gay miSn dich cho chugt nhu la mgt khang 
nguyen duy nhat va cdng cho thay kSt qud kha 
quan dem den ttiSn vgng trong viec tao ra vdc xin 
phong ung thu trong tuong lai. 

Bdng 3. Tac dyng cua Globo H-KLH den mftt s6 chi tieu huyl t hoc. 

Lfl Thi nghidm 

D 6 I chi>ng b^nh li 

Globo H-KLH: 1 pg/ml 

Globo H-KLH: 2 pg/ml 

Globo H-KLH: 4 pg/ml 

06 i chLPng sinh li 

Hing c^u 
(x10"/L) 

3,92 ±1,13 

4,15 ±1,02 

6,26 ±1,13 

7,39 ±1,10 

9,24 ± 0,68 

Bach c l u 

(x10'^/L) 

35.02 ±1,23 

31.13 ±1.63 

26,74 ± 1.25 

19,63 ±1,14 

9,57 ±1.13 

Tieu chu 

(X IO^VL) 

542,00± 5,81 

539,00 ± 6,50 

541,00 ±7,78 

538,00 ± 6,56 

548,38 ± 6,85 

Hemoglobin 

(g'L) 

6,42 ± 0,68 

6,95 ± 0,98 

8,80 ± 1,40 

11,5211.27 

15,0110,81 

THAO LUAN 

T6 hgp Globo H-KLH dugc su dyng nhu mgt 
lipu phdp vac xin ttong dieu tri ung thu vii vd ung 
thu tiiyln tiln liSt (Gilewski et al. 2001; Slovin SF 

et al, 1999) vd kich thich co the san sinh khang the 
chdng lai Globo H. Trong nghien cdu ndy, chung tdi 
mu6n danh gia khd ndng gay dap dng mien dich 
chong lai su hinh thanh kh6i u tren chugt, tir d6 tao 
CO sd quan ttpng cho viec tao vac xin phong ung thu 
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ttong tuong lai d Viet Nam. Ddy la mgt hudng 
nghien cdu mdi vd kit qud nghien cuu da chi ra rang 
viSc sd dyng Globo H-KLH lam vie xiii ung thu la 
CO ca sd khoa hge. NghiSn citu ndy lan ddu tien dugc 
thyc hien tai Viet Nam vd khac so vdi cdc nghien 
cuu khac tten thi gidi Id dimg dan thuan t6 hgp nay 
hoac kit hgp vdi cac chat bo ttg khde de chua cho 
bpnh nhan ung thu (Gilewski et al, 2001; Slovin SF 
etal. 1999). 

Cac kit qud nghien cdu cua chung t6i cho thay 
Globo H - KLH gdy dap ung miSn dich t6t tten 
chugt thuin chung dong BALB/c. Vdi muc liiu gdy 
mien dich thu nghipm Id 4 pg/con/ldn, 4 lan, 10 
ngdy/lan, viSc gay mien djch cho chugt da cho thdy 
kha ndng: (i) keo dai tudi thg cho chugt bi u; (ii) 
chong lai su phat triln, tang sinh cua khdi u ung 
thuvdi hipu qua dat 66,67%, (iii) diiu hda mgt s6 chi 
s i huylt hge quan ttpng theo chieu hudng tich cue 
vd In djnh, 

Ldi cdm an: Cong trinh hodn thdnh vdi sif ho tra 
kinh phi cda Vi^n Cong nghe sinh hoc, Vien Hdn ldm 
Khoa hpc vd Cong ngh? Vi$t Nam, md so: C13-08. 
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IMMUNOLOGICAL RESPONSE AGAINST T U M O R S B Y U S I N G G L O B O H-KLH 
ANTIGEN VACCINATED ON MICE 

Nguyen Thi Cue, Do Thi Thao, Nguyen Thi Nga, Do Thi Phuong, Nguyen Thi Trang 

Institute of Biotechnology. Vietnam Academy of Science and Technology 

SUMMARY 

Globo H molecules, which was first isolated from breast cancer MCF-7 cells, are glycan with chemical 
structure as hexasacchande. Globo H apprears as an important cancer antigen. Based on its ability to cause 
immune response, Globo H becomes a promissing target for anti-cancer vaccine researches and development. 
In order to identify the potential immunological response agamst tumors of Globo H, in our study, those 
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molecules were firstly conjugated with Keyhole Limpet Hemocyanin (KLH). As the next step, the conjugated 
Globo H-KLH complex were then vaccinated to albino BALB/c mice at different concenttations which were 1, 
2 and 4 pg/mouse/tunes by exactly following the immimized protocol of Liddell & Cryer (1991) with minor 
modificadon. As soon as the immunized process had been completed, the vaccinated mice were promptly 
tumonzed with Lewis Lung Carcinoma (LLC) cells for cancer developed model. By the time of ending 
experiment at the day 35, all immunized mice with Globo H-KLH at different concentrations survived while 
the negative conttol group had resulted with 2 dead mice (account for 33.33%). The results also exhibited that 
mice which were immunized with 4 [ig/mouse/times of Globo H-KLH antigen could prevent tumor growth up 
to 66.67%, together with 100% of mice survival. The results agam indicated the stabilization of haematological 
parameters of unmunized mice in comparision with those of the conttols. Although showing as the initial 
results, the study proves the positive and promising vaccinated activities of Globo H in terms of 
immunotherapy for cancer prevention in the future. 

Keywords: anti-cancer vaccine. BALB/c mice. GloboH-KLH antigen, immune response, LLC cells 




