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NGHIEN CUrU KHA NANG GAY DAP (PNG MIEN DICH CUA CONG HOP GLOBO
H - KLH TREN CHUOT THUAN CHUNG DONG BALB/c

B8 Thi Thio, B3 Thi Phirong, Nguysn Thj Trang, Nguyén Thj Cac, Nguyén Thi Nga, Nguyén Trung Thing
Vign Cang nghé sinh hoc, Vign Han 13m Khoa hoc vé Cong nght Vigt Nam

TOM TAT

Cic phan tir glycan ohu ghycoprotein (GP), gl ingolipid (GSLY va cia kg glycome dong mit vai trd i quan trong
46i v cic oo ché sinh boc 0t vé ngogi ban. Mgt vai vi dy vé vai trd cia cic glycan <6 ths thiy 16 ahr trong sy fuong tée gita &
bio-1é bio, truyén v diu chinh tin Bidu v.v. Trong cic nghién cinu vé glycan liga quan dén ung thu, khing nguyén Globo H (Fucal
—+2 Galfil — 3 GalNAcB1 — 3 Galal — 4 GalBl — 4 GLC) duot xem nhur 13 mt myc tidu kha thi 42 phat tri&n vic xin ung thr.
Tuy nhién, do cfu tric héa hoc cita minh, Globo H duge xem B 6 tinh khing nguyén thip. Vi vy, xu bubng ph bién hign nay
chng hop khing nguyen ndy v6i c4c pratein mang khéc nhau dé lim ting kha ning kich thich mién dich ciia Globe H. Trong nghitn
<iru ndy, Globo H da duge cing byp thinh cong i Keyhole Lupet hemocyanin (KLH) & ndng d@ 2000 ng/pl ohis b kit Imject
Maricuiture KLH cia Thermo Scientific, Tidp theo, cong hop Giobo H — KLH di dugc kiém ching kha nang kich thich mi®n dich
trén chudt & chc ndng 6 khac nhau 1 0,25; 0.50; 1; 2 vh 4 pg/con/lan. Viée kidm chirug hiée qua giy dip tng midn dich cia khing
nguyén cong bop Globo H — KLH d3 duge thyc hign nhér phuong phip ELISA vi dot-blot. Két qui cho thiy odng hop khing bguyén
Giobo H — KLH c6 kha ning gy ¢ép tng mién dich tit trén chujt thi nghiém & clc mitc liu khic nhau. Theo 86, iéu 4 pg/con/tin
cho dép img midn dich tbt nhat kht thiy nghiém trén chudt thudn ching BALB/z.

Tér khda- BALB/c, ELISA, GlohoH, Keyhole fimpet hemocyanin ~ KLH, dot-blot.
MO DAY

Ung thir 13 ¢an bgnh gay t vong cao gay ra b&i 93¢ tinh di ciin manh d&n dén rét nhidu kho khan trong viée chira tri.
Trong céc hwéng nghién ctru fim kiém bién phap phéng ching ung the, tao vaccine duge c&c nha khoa hoe dac bigt
quan tam. Nhidu nghién ciru da 13p trung vao céic phan tiz rén mang clia cc té bao gbc ung thu hosc 18 bao ung the
nhing khong xuft hién & cadc 8 bac binh thwdng. Cac phan tir giycan clia #é bao nhir glycoprotein (GP),

ingolipid {GSL) va p dwire got chung la glycome déng vai trd rit quan trong déi vai cac hogt ddng
sinh hoc ndi va ngoai bao. Mot sb vi dy nhir qud trinh tye dinh dang cia t& bao, qua trinh gén két t bao, tvong tic gilra
c4c té bao véi nhau va truyén tin higu (Haltiwanger va Lowe, 2004) v.v...

Sy hinh thanh mdi lign két gitra phan t&r duémg vai cac amino acid 13 mat burdc quan trong trong qua trinh sinh Kdng hop
phan tir glycoprotein tir cac don vi carbohydrate. Day clng '3 mot khau quan trong treng mét loat cac budc phire tap
clia qua tinh hgu dich ma din 161 s¢ hinh thanh cac phan tir protein gén két chudt oligosaccharide voi chirc nang sinh
hoc eye ki da dang. Phan &ng sinh hoc ndy xay ra trong toan b sinh gioi tlr sinh vat ¢d sink che t6i cac vi sinh vt va
gidi sinh vat nhan chudn. Cac phan (g gén két nay cén ugc goi chung la phan (rng glycosyl héa (Kanoslani va Mahal,
2007; Lowe, 2002). . Bén canh d6, da phain cac protein trén bé mit t& bao déu dugc glycosyl héa nén nhirng thay dbi da
nhd ciing s& khién cho hoat ddng clia t bao bi bién adi theo. Sy chuykn dang tiz tég blo thuémg thanh 1é bag ung thir
k&m theo sy thay doi trong qua ioh glycosyl hoa & céc ién két N- va O- vai phan tir protein. Vi du nhur & 6 bao ung
the thi nhainh 1,6GIcNAc thude chudi N-glycans gén vén Asn-X-Ser/Thr thurémg xudt hign nhigu hom binh thuémg; trong
khi dang mucin-0- ndi v&i cac phan glycan gén két véi Ser hodic Thr thirdmg bj giam (Cazat A et af., 2010; Kanoelani
v Mahal, 2007}. B#c biét, ngurii ta cling nhan thy rang céc i ipi bé& mat c6 lign quan
rét chat ché t&i a3c tinh di can cla té bao ung thu. Hon niva, céc glycoprotein con tac dong r£! manh va lign quan chat
ché toi hoat d0ng clia h& midn dich. Vi du nhe khéng nguyén Slalyl-Tn antigen {Neu5Ac_2-6GalNAc-O-Ser/Thr) 1a mjt
hdng nguyén carbohydrate dang mucin don gidn nhung lai khién cho cac nha nghign ciru phai b nhidu cong sirc dé&
nghién ciru.

Gn day, mét s phan tr lién quan dén khdi u & dang glycolipid hay glycoprotein da durere xéc dinh nhir: Tn-MUG, Globo H,
GM2, GD2, GD3, fucosyl GM1, STN, Lewis Y, Tn, ST, TF. Mac du, vai t clia cac phan b ndy déi voi hoat ddng ciia cic
16 bao ung ther Ac tinh cdn chwa dwgc hidu hét nhung ¥ nghta ciia viee st dung ching nhy cic khang nguyén kich thich
dép img mién dich cling nhw st dyng khang thé dé chdng ai chinh nhimg phén t nay dang dtee nhidu nha khoa hec trén
the giti quan tam nghidn ciu. Trong c&c Glycophingolipids thi cac nha nghién clru dac bigt quan thm dén khang nguyen
Globo H. Globo H 13 mét khéng nguyén lién quan dén khéi u va 1 mdt trong nhimg muyc tiéu tiégm nang & sir dyng tam
vaccine, khéng thé cing nhir ting cieémg khd nang dap Ung mién dich (Thang et al., 2008). Globo M (Fucal — 2 Galpl —
3 GalNAcB1 — 3 Gala1 — 4 Galf1 — 4 GLC) 13n ¢&u tién Quoc phén‘lap va xic dinh vao nam 1984 bdi Bremer EG va
c4ng si tir ddng té bio ung thwe vi MCF-7. Khdng nguyén Globo H o cdu tric nh trong Hinh 1.

Béng céch nhudm véi khéng thé don déng MBr1 va VK -8 cac nha khaa hoc da chisng minh dugc Globo H o bidu hign
cao trén mot sé cAc bidqu mé ung thir rugt két, budng trong, da day, ndi mac tr cung, phdi, tuyén tidn ligt va ung thur vii.
Globo H it hodc hau nhir khing bifu hién & té bao md thmg, chi gidi han mét 56 & bae md thuge ving lumen, 1 vi tri
ma hé midn dich khéing thé tiép c&n duoc, Mat khac, cdc nha khoa hot cia Bai Loan ¢ling da thiy ring ndng dd khing
thé khéng Globo H & cic bénh nhan ung thr cao hon binh thudmg (Gilewski et al., 2001). Vi vly Globo H da duge si»
dung lam vaccine dya trén céc glycan déc higu khéi u. Vaccine dira trén globo H da tao ra phan mg dap (mg mién dich
trén chudt va gdy ra phan &ng mién dich tap trung & céc bgnh nhén ung thr (Wang et al,, 2000). Viéc sir dyng khang
thé don dong khang Globo H da duge thir nghidm trén nhigu bénh ung thur khdc nhau nhu ung thy tuyén tién ligt, da
day, tuy, phdl, budng trieng va ung thi ragt két. Nhirng phat hien nay 1am cho Globo H tré thanh mdt myc tigu kha thi aé
phiat tnen vaccine ung the (Wang et ai., 2000).
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Hinh 1. CAu triic khang nguydn Globo H (hitp ffwww pnas arg/centent/105/33:4 1661 fgures-only)

s i i&n cir T i i 0 &n Globo H-KLH trén chudt
Trong bdo c4o nay, ching i nghién cint kha néng gay dép (ng m‘lén dich clia khang nguyi 1

thuég chiing dongyBALBIgtmdc khi géy U thyc nghigr bling cdng (& bao di can manh Lewis Lung Carcinoma (LLC) (B}
Thi Thdo & cs. 2008). Dudri day 14 nhimg két qua nghién ciru cia chung 16i.

NGUYEN LIEU VA PHUONG PHAP

Globo H duge mua tir hang Carbosynth {Cat # 0G10692) (Berkshire, RG20 GNE, UKD; b kit Imject Mariguiture KLH bao

gdm KLH tinh sach va dugc hogt hoa trong dém MES di kém voi bd kit cong hep EDC cla hang Thermo Scientific
(Rockford, IL. 60811, USA) va cAc hoa chal chuén khéc dugc mua tir Promega, Sigma. Fisher v.v.

Chudt thudn ching dong BALB/c do phéng Thir nghiém sinh hac, vign Cong nghf, sinh hoc, vién Han 1am Khoa hge vi
Cang nghd Vigt Nam cung cip. Chuft duge cho an thiie &n tieu chudn va nuéc udng iy do.

Cong hop Gicbo H gdn keyhole limpet hemocyanin (KLH) bang bé kit lmject Maricuiture KLH

Vigc cong hop phén tr Globo-H viri KLH dwgc thyrc hign nhiy bé kit Imject Mariculture KLH clia Thermo Scientific theo
ding hurdng d3n cua nha san xudt. Qué trinh thu nhdn va tinh sach cang hop Globo H-KLH cling s& dung thanh phén
<6 s8n trong bo kit Impect Maricutture KLH néi trén Theo @6, Globo H dugs thire hién ¢dng hop véi KLH & mét day nbng
46 gbm 500, 1000, 1500, 2000 va 2500 ng/ul.

Géy mifin ofch cho chudt bing khdng nguyén cing hep Globo H-KLH thi» nghigm céc ndng d§ khéc nhau

Phuong phap gay mign dich duga thye hign theo Liddell va Cryer (1991) ¢ bd sung. Cy thé ta: chudt cai dong BALB/
khoé manh tir 6-8 tulin W8I, khéi legnge tl 18-20 gram dwoc si dung dé gy mién dich voi khing nguyén Globa H-
KLH. Khang nguy®n cic & ndng &9 1 mg/ml fuge trén @8y véi ta chat GFA (Completed Freund's adjuvant) theo ti 18 1:1
cho thn tiém au va voi ta chat IFA (Incompleted Freund's adjuvant) theo tf 1§ 1:1 cho 14n tigm nhéc lai. Khang nguyén
sau khi OUQC trdn vén 14 chdt & durerc tiém diedn da clia chudt theo céc mirc lidu nhw sau: 0,25; 0.50; 1; 2 va 4
pgfconhn. Lin tém nhc Igi dwge thye hién vao 3-4 tudn sau lan ém dau. Lan tiem cudi ciing cho chugt dugc thys
hién 3 ngdy treorc kni thi nghigm 1y t8 bao lympho B. Viée 4y mau chudt thi nghigm g kiém tra kha nang dap dng mién
dich durec thirc hign & Wan thir 4 sau lAn (iém dau tign

Bénh gid higu qua gay mién djch bing phirong phédp ELISA va Dot-blot

Phurong phap ELISA dugr thye hign theo Liddell va Cryer (1991). Khdng nguyén Globo H duoc pha trong Carbonate
coaling buffer {100 pligifng) va G ban 1 gir & 37°C. Riva ban bing Washing buffer. Tiép tyc b sung 100 il huyét tharh
chutt 32 gy midn dich & cac mirc lidu khac nhau vao tirng giéng. 0 1 gie & 37°C. Geat-Antimouse IgG conjugate HRP
dugc sir dung db kidm tra sy ¢ mat cia khang thé khang Globo H. Thém 100 pifgiéng co chat TMB va & 1 gitvy & 37°C.
Poc két qua ELISA & bude sbng 450 nm.

Phurang phap Dot-blot dugc thies hign nhir sau: Ngam mang nitrocellulose trong cdn 80% trong 10 phit va d& khé ngodi
khéing khi. Tidn hanh v& mat ving tron nhé dwing kinh < 1om tai khu vire s6 (am Dot-blot biing bt chi va si dyng pipet
tip kich thutie nhé nh‘ét @& nhé 10 l khang nguyén Globo H & ndng ¢ 100 pg/ml vaoe trung tam clia veng tron réi a &
37°C trong § phit, Tiép theo, block mang da phil khang nguyén & trén bang dung dich 0,01M PBS pH 7.4 c6 5% BSA
trong 1 gi& & 37°C. Rira mang béng dung dich 0,01M PBS pH 7,4 ba IAn, mdi 14n 10 phat. U mang bing khang huydl
thanh (10 ul) cita chudt da duee gay mién dich bing Globo H-KLH cla cac 16 thi nghudm khac nhauf{ cac 15 chudt duet
tiém Globo H-KLH 0,25; 0.50, 1; 2 v& 4 ugfcon/iam) trong 30 phat & nhigt 45 phang. Rira mang biéng dung dich 0,014
PBS pH 7.4 ba l5n, mdi 1An 10 phit. Quan sat k&t qua thu duec va chup anh.

KET QUA VA THAD LUAN

Céng hop Globo H véi keyhole limpet hemocyanin (KLH) biang b5 kit Scientific Imject Maricuiture KLH

B0 kit Thermo Scientific Imject Mariculture KLH di kém véi bo cdng hgp EDC bao gém protein mang KLH 93 tinh sach
va duoc hoat héa 6& cd dugc higu qua cdng hop cao véi cac khang nguyén peplide khac nhau, KLH 1a phan tir protelt
mang khang nguyén rit phé bién, dugc sl dung cho cac nghién ciru gay mién dich va san xust khang thé. KLH dugt
pha trong 49m phosphats va hoal hoa 48 cdng hop vé1 cac ban khang nguyén hapten thong qua lien két amine-NHS
ester hodc fign ket chéo glutaraldehyde. Trong Invimg hop KLH duge pha trong dém MES thi sy cdng hop khing
nguyen sé duge thyc hign bang fien ket thong qua phdn Uing chéo carboxyl-carbodiimide hay goi tat la EOC. BE &
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erleg Mariculture KLH ciia Themno Scientific & odng hgp KLH va khang nguyén Globo H clia ching 161 thong qua lign
it EDC.

Sau khi thyec hign dly 8ii cic bude odng hop, tinh sach theo ding huréng din cla nha sén xuét (Themmo Scientific) 6&
loai bé cac phin tir Globo H va KLH tir do (khong cong hop), chiing 16i 43 thu duge cie sdn phdm cdng hop Globo H —
KLH tinh sach. B&n canh d6, kegmg Globo H 1ur do, khong cong hop duge thu fai nhé mubi hda ot tinh sach (thanh phén

am trong bd kit ndi trén). Nhér vay. chiing i xac dinh dugs reng Globo H da cdng hop thanh ofing nh&m tinh todn
higu sudit cdng hop. Luang Globo H — KLH tir do thu lai sau tinh sach dirgc ching t8i si dung bd Pierce BCA Protein
Assay Kit clia Therma Scientific 32 dinh lgmg.

O Ly L@ Y

1]
E D/L N N4
E N
Carboxylic 1 a-Agyhsourea Pepride-Carnee Fsourea
Acd Enc Active Ester Conjugate By-product
Hinh 2 Phiin gmg EDC &8 cong hyp KLH v&i khing nguyén mong muda (htip. piecenet SMAND=01010102)

Sau khi cé duimg chudn {dya vio gia trj mat 66 quang hoc va ham lwong ciia BSA chudn), mat phuong trink chuln da
duoc 1ap ra bing phin mém EXCEL Ia (y = 6,9835x -0,1543) vai 1 = 0.9993 cho théy db tin ciy ciia 56 liu. Tir gia tri
OD thu dwge r cac mBu va sir durg phuong trinh chudn & trén, ham leeng oing hop Globo H -~ KLH dwgrc tinh todn.
Dyra va0 ligng Globo H dura vao ban du va lrgng Globo H — KLH tir do thu dugc sau tinh sach, ching téi da tinh toan
higu sut cdng hap cho timg ndng da thi nghigm. Két qua dugc trinh bay & bang 1.

Bing 1. Két qui dinh lrgng Globo H — KLH sau qué tinh cng hop va tinh sach

M3u Globo H cong Gia tri HAm lieong Globo H Higu suat Miu chuan Giatri  Ham lwgng
hop & cic ndng €5 oo i dofcong hop céng hop BSA ob BSA (mg/ml)
{mg/mi) )
Globo H (500 ng/i) a3e1 0.234/0.266 531 BSA0.125 0272 0.125
Globa H (1000 ng/ul} 0.625 0.468/0.532 532 BSA0.25 0419 0.250
Giobo H (1500 ng/ul) 07 0 780/0.710 586 BSAOS 0.675 0500
Globo H (2000 ng/} 0.909 0.752/1.248 624 BSA1 1.168 1.000
Giobo H (2500 ng/ul) 1156 0.938/1.502 60.1

K&t qua trén cho thay viéc odng hep d3 thanh cdng va Ivong Globo H-KLH thu drgc sau tinh sach Ja kha Ign, Déng thén
vigc cing hop dat hiéu sudt cao nhit & néng 46 Glabo H 13 2000 ng/ut (03 cong hep 1.248 mg/ml teomg (g 62.4%),
1iép theo 14 & ndng 46 2500 ng/ul (43 ching hop 1.502 mg/ml tiromg (mg 60,1%). Higu sudt cdng hop thip nhat & ndng
d6 500 ng/yl (393 cong hop 0.266 mg/ml tromg irng 53.1%) K&t qud nay phi hop voi khuyén cao cla nha sdn xudt kit
¢dng hop {Thermo Scientific). Theo d6, ndng a6 téi wu cda khang nguyén sir dung cho ¢dng hgp 13 2 mg khang nguyén
frong 450 ! d&m cong hop tuong tmg vivi 2222 ngiul. NRw vy, vai két qua tir thye nghiém, ching toi nhan thiy Globo
H s& durgre ching hop thanh cong v KLH va dat higu sudt ti 1ru & ndng dd Globo H 2000 ng/ul Khi sir dung b9 kit Imject
Maricutture KLH ciia Thermo Scientific.

Géy dip img mién djch cho chuft bang khing nguyén cong hop Globo H-KLH

Sau qua trinh gay mién dich biing khang nguyén Globo H — KLH nhur da trinh bay & phin phuong phép, cac chudt thi
nghigm dugc |§y mau & mat & thu nhan khang huyét thanh ahém kiém tra kha nang dap ng midn dieh caa ehing voi
Khang nguyen nay. Két qua kidm tra bang phrromg phap ELISA (Hinh 3} cho thay cac chudt déu o6 dap (g mién dich
rat t5t v Globo H. Két qua do mt d quang OD cho thiy chudt & 16 tiém khéng nguyén ndng dd 4 pg/con/idn tho dap
{mg mign dich 1t nhét tromg (mg v gia tn OD cao nhit (OD = 1.323). Lidu 0,25 va 0,5 pgfcon/ién cho gia trj OD thip
nht va gn nhu khéng cho thiy o6 dap ang mién dich. Céc murc 1idu obn Igi 1 va 2 ug/conflan cho thay dap g mién
dich trung binh. Két qua nay giup chimng to: xac dinh dugc ligu hidu qud détaora dap tng mien dich trén chugit clia
hep khang nguyén Globo H — KLH. B4ng théri, két qué clia ching ti cing cho thiy st phi hop voi cdng bé clia mdt
tac gia khac trén thé gioi. Vi dy nhw Chang va déng tac gia (2008) 63 nghién clu va nhan thay lu khang nguyén bt
&hu cho thdy kha nang gay dap img mikn dich ca Globo H-KLH fa 0,6 jg/con/ian.
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i 4 3 néing g iin dichcia  Hinh 4. Két qua kibm tra kha ning gy dap émg mién dich cia
Sebon KLl :i‘n","',,::.."fo'.’.;"é'}s':’ dép dmg min & Globo H- KLH bing ki thujt Dot-blot

i ing 18 j&n hanh phan (g dat-biot 48 kiém ching kha nang bt céip clia kiang thé trong khang huyét

.’.‘&‘.’.ﬂ ;h:t'ﬁ mﬂﬁ;ﬂ;? Glogc H- KEH {Hinh 4), v&i sy xullt hién 15 rang clia chim dot trén mang nitrocellulose
& tht ca cdc giéng thi nghiém trong tmg vai cac miu huyét thanh (cda cac ndng 4% khang nguyén tism vao chudt khic
nhau), chiing 1i khing dinh khd nding gay ddp (ng micn dich cla khang flguyén Glabo H — KLH trén chubt thué_n chiing
déng BALB/c. Sy dam nhat cla cac dot ciing cha thay dap ¢ng midn dich !(héc ':‘.hau cla cac chudt voi ¢4c tidu tidm
Kkhang nguyén twang ing. Hinh dnh cho théy dot s6 5 Ia dam qhél luong Ung vi ljé" tiém khang nguyén nbng dd 4
pg/oonfidn. Turong ty, dot s8 1 va s 2 mé cho thiy dap ng mi&n dich E"AP hon eda chugt dugc tiém khéng nguyén
lidu 0,25 va 0.5 pg/conAlin. Va dot s 3, 4 cb d dim trung binh wong Ung Vol lidu khng nguyén 1 va 2 pglconfin.
Nhue vdy, két qud thu duge 1 thi nghiém dot-blot da cho théy si phix hgp véi nhitng ket qua chiing ti thu dugc e thi
nghidm ELISA.
Hién nay, khang nguydn Globo H — KLH dang duoc vién Nghién ciru Ung the quée gia clia My thir nghidm 1am sang
pha 2 dui dgng vaccine chéng ung thu v di ¢an va cho nhiing két qué kha quan. Globe H 6 ki niing kich thich cac
1 bao lympho T a0c nhan dang vA chéng Iai cac 1 bao khéi u bidu hién Globo H. Tuy nhién, gé ting cudmg kha niing
gly dap (mg midn dich clia odng hop ndy, mt 88 khang nguyén nhur Lewis(Y) va Tn dugc sir dung cing lic a8 tang
hidu qua dap g midn dich (Ingale ef al, 2007), hay GD2L, GD3L, Giobe H, Fucosyl GM1, va N-Propnmzdahd
Polysiglic Acid (Vién nghién cim ung thir quic gia My). Nhir vy, tuy ehl s¢ dyng Globo H — KLH nhirng nhing ket qui
ban #du cia ching i cho théy cdng hep Globo H — KLH ndy c6 ki nding gdy ddp img midn dich kha 16t trén chugt
thulin chiing BALBIc. Véi két qui nay, ching i 56 c6 co s& 8 bén hanh nhiing thir nghiém tiép theo 13 gay u thye
nghiém trén nhimg chudt da dugc tidm Globo H - KLH dé kiSm chimg khd néng ching fai sip hinh thanh khbi u hay néi
cdch khac 12 higu Umg vaccine clia Globo H.

KET LUAN

Cée két qua nghidn ciru clia chiing t8i da cho thdy Globo H s& duge £ong hop thanh cong véi KLH va dat higu subttét
nhét & néng 46 Globo H 2000 nafil khi st dung b3 kit Imject Mariculture KLH ctia Therme Scientific. Dang thér khd nang
gay dép ing miin dich trén chudt thuln ching BALB/E ciis £dng hap Globo H — KLH rét tt véi mike lidu tism twong img
13 4 pg/conthn. Két qua niy cho phép chiing t5i tién hanh nhimg thir nghiém 1iép theo & gay u thuc nghigm trén nhimg
chudt da dugc gay miln dich véi Globo H ~ KLH 34 kidm ching kha ndng chéng lai sy hinh thanh khéi u hay noi cach
Kkhac 1 kidm ching hidu img vaccing cla Globo H.

Lﬂi;:m am: Ciing trink hotin thinh wii 5w 5 trgr kinh phi ciia Vién Céng nghé sinh hoc, Vién Hin kim Khoa hoc v Céng nghé Viee Now, mivé:
i
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GLOBO H-KLH CONJUGATE EXHIBITED HIGHLY EFFECTIVE IMMUNOGENIC
ACTIVITY IN BALB/C MICE

Thao Thi Do, PRuong Thi Do, Trang Thi Nguyen, Cuc Thi Nguyen, Nga Thi Nguyen, Thang Trung Nguyen
Institute of Biotechnology, Vietnam Academy of Sciance and Technology

SUMMARY

The glycans such as glycoprotein (GP), gly ip:d (GSL) and p ) are termed &s glycome which play an lmpomnl
role toward internal and external celluiar mechaniss, Severals examplw are celi-cell i i ignal and

ete. Based on the recently glycomic studies which are related to cancer, Globa H (Fucal — 2 GalBl — 3 GalNAcpl — 3 Galal — 4
Galpl — 4 GLC) showedasa ising target for anti vaccine However, Globo H is considered as very low
antigenic capacity due to its chemical structure. Thus, Globoe H is now trended to be conjugated with other carrier proteins 1n order to
imnprove its highly effective immunogen. In our study, Globo H is successfully conjugated with Keyhole limpet hemocyanin (KLH)
at 2000 ng/ul by employing Imject Mariculture KLH kut of Therme Scientific. Also, Globo H - KLE conjugated antigen was tested
the immunogenic activity at the different dosages which were 0,25; 0.50; 1; 2 and 4 pg/mouse at one time, The immune response of
mice caused of Globo H - KLH induction was studied by ELISA and dot-blot methods, The obtained results exhibited a highly
effective immunogenic activities of this conjugated antigea at different injection doses. Accordingly, the dosage of 4 pg per mouse
per trme showed to be the highest effect through intraperitoneat injection expenmented on BALB/c mice.

Keywords. BALB/c, ELISA, GloboH, Keyhol¢ limpet hemocyaomn - KLH, dot-blot
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