[

swalasenis: RSA43-8-0013, Falasenis : NEEHNQ IS P IRREREGEY widuadans
Aalsauazmssnfinlsavasmsaate hisdusniauiess
HYINN3I0e:aigFen ASmmiil, Ainen 8, Bses Anng, Sunil aluden, RE3 fafian
e, 89 719700 AURUWNEEAEAT, INRINTHINNINGNEY fmednpt@md.chula.ac.th
3282LIATLATINIT 15 RINAN 2546-14 RIWAN 2549
nnwangunsansluaaiunuirdionmeiusnisuvesdiheln hisduaney
fliTa5s I@]Umww:aﬂwaﬁdﬁu*ﬁ'Lﬁm"iTmﬁ'm:uuJ;]ﬁﬁmﬁuﬁuwmmﬁﬂﬁtgl%ﬂ']'ﬁﬁ@kﬂLLa:
mysifinaaslse anmsansvesiiawniinui lumjmjﬁmﬂﬁ%'m%avlﬁaﬁu
snisuduszmansarsaielhsaldies $ruan 100 aw) ﬁmmﬁ'maagmmu HLA-DR13 g4
ﬂ’i’ﬂuﬂﬁj&l%ﬂ?ﬂiiﬂiﬁ%ﬁﬁugﬂLﬁUﬁL%agﬂ Fwn 150 au) dawd i ludszmnsneasd
mmﬁmaaﬁuﬁag@ﬁ’]ﬁmu (Fowaz 3) Mndayadinanuaasliliuanuddyvedztuuy
HLA-DR13 lumsdumumsifalsehisdusnisuiGesslulsansinedssanadoany
mifnenludszmnITfazuazTueWsiun Susaslfiiuunuinuszanuiayues
juuuy HLA-DR13 fidammsalass lumsanmanunannansvaslalalafiud
AT LNIZUAIRMISALEY (Pro-inflammatory genes) 'léiid TNF-alpha (-863, -308 uas
-238), IL-1 beta (-511) uaz IL-TRA (VNTR) Wui1 Uuuy -863A 2848 TNF-alpha ua -
511C w984 IL-1 beta s'fioﬁmnué‘uﬁuﬁﬁummﬁ”’m"lﬂ@%ﬁﬁLﬁugdﬁu‘luﬁu Cattarn
ﬁmﬂﬁﬂum‘%awmUmaﬁuqmimaamsl,ﬁ@mzl,‘%aﬁu (Hepatocellular carcinoma) b
UszmnsnedilulsalhSasusnaudiGess 991 uwudn T helper 1 cells fununluns
fussmaiuswurasha iunalniliriaead (non-cytolytic antiviral mechanism)
Tagnsa$9 IFN-gamma wazwudnlolalesl IL-12 uss IL-18 fig$1997n activated
macrophages 8131300326 %3834 IFN-gamma Waz TNF alpha 2RI
AMUFINID UM I NUL8Y NK-cell WaziRumIuandaanued Fasl 9 NAMAEIAY8
Tlalasing 3 siiaaonan Seauladnmanusuiuiszninsnnunanransesdudsiing
damiuaaseanvasiutuanudeslumaialsehisausnisuiGesslulszannsing an
msane linuanuuandsaglneimeunsiauasnnunaInraaaddie IFN-
gamma 7idumntis +874 u intron 7 1, Hu 1L-12 Adumus +1159 u 3' UTR uazdin IL-18
Aeunig -137 luuso promoter izmﬁaﬂsjumuqmt.azmjugﬂaﬂ (3% 140 AU
ngw) e lsfimunuinanudves genotypes AA fidunus  -607 lu promoter V838
IL-18 sl,u;‘dfﬂ’;Uisﬂvl,’g%'a@ﬁ'ué'mauﬁL'%va%'agoﬂ’hmjmmuquaﬂwaﬁﬁfﬂéﬁﬁ'zymaaﬁa mudaeu
fanalelnafiduntis -607 31 C 1l A FarAsuutlas cyclic AMP-responsive element
(CRE) consensus sequence FINALAMTENS IL-18 WAy IFN-gamma 8@a3 PMNHNANTANT

wsasIiRRsaNudIALBad IL-18 AnuanuanuEslwmaialia higauaniaud

ardan liahisauanaudiFesy, u2139@U, HLA-DR, TNF-alpha, IL-1 beta, IL-1RN, IL-

10, IL-12, IL-18, IFN-gamma, AMUNRINAALVDID



Project Code: RSA43-8-0013 Project Title: Immunogenetic factors influencing
susceptibility and disease progression of chronic hepatitis B infection
Investigator:Nattiya Hirankarn, Pittaya Kummee, Ingorn Kimkong, Chantanee Manonom,
Pisit Tangkijvanich, Yong Poovorawan; Faculty of Medicine; Chulalongkorn University

E-mail Address: fmednpt@md.chula.ac.th

Project Period: 15 August 2003-14 August 2006

Considerable evidence suggests that host genetic factor, especially genes related
to immunity, might play an important role in the pathogenesis and clinical outcome of
chronic hepatitis B virus (HBV) infection. We have previously reported that the frequency
of HLA-DR13 in the 100 recovered patients was significantly higher than 150 chronic HBV
patients. Although DR13 present with low frequency in Thai population (~3%), the
protective role of DR13 can be clearly demonstrated in Thai population similar to
Caucasian and African study supporting the important role of this HLA allele in clearing
the virus. For the study of pro-inflammatory genes, three markers at position -863, -308,
and -238 of TNF alpha gene and one marker each for IL-1 beta (-511) and IL-1RA
(VNTR) were analyzed. We found that the TNF-alpha-863A allele and IL-1B-511C allele
which is likely to be associated with high cytokine production in liver, is a genetic marker
for HCC development in chronic hepatitis B patients in Thai population. There are
growing evidences that T helper 1 cells play a predominant role in suppressing viral
replication mainly by IFN-gamma through noncytolytic antiviral mechanism. 1L-12 and IL-
18 are novel cytokines that are mainly produced by activated macrophages and are able
to induce IFN-gamma and TNF-alpha, as well as enhancing the cytotoxicity of NK cells
and FasL expression. Therefore, polymorphisms within these 3 cytokine genes,
previously reported to affect expression level were analyzed for the association with
chronic HBV susceptibility in this study. There was no significant difference in the
genotype distribution or allele frequency of +874 SNP in the first intron of IFN gamma
gene, +1159 SNP in 3'UTR of IL-12 gene and -137 SNP in the promoter region of IL-18
gene between controls and patients. However, chronic HBV patients had significantly
higher frequency of AA genotype at position -607 in the promoter region of IL-18 gene
when compared with healthy individuals. In the promoter of IL-18 gene, a change from
nucleotide C to A at -607 position disrupts the cyclic AMP-responsive element (CRE)
consensus sequence and results in markedly lower transcription activity of IL-18 and
potentially also to IFN-gamma. This result suggests the concrete involvement between IL-
18 and susceptibility to HBV.
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