TS 27413083
WFER 4 DB MEBRAT AR OIRREAE 2 F T 5 72 O O THIfE YL 473K o B 7%
FEMEESL BEF G

X—U—F  BAEIFRKTA LA HBY), BMEBARFL, B N AMEPUR (human leukocyte antigens;
(HLA)), MHC 7 k7 ~—

WFFERCR

BRI REMEAL, A VAR, U7 F A X, b b AMERPTE (human leukocyte antigens; HLA)
7 A1 LM< BT 52 L, HLAZ 7 A 11 O EDT VLS HBs HUREADFHELZ ML TB
TR T A VA HBV) IZK T D0 INFICRELS FET LB 2 6ND, 2O #HOREIREIZED S
HLA 7 Z A IT ftE— B h—7 BEXOZ 2@k d 5 TRz FRET 2 2 &2 HRAVEL, HBY (Zxf
T HREISEDOFEMZH LT 540 & 7257210 T < B RFREMELCTHEELED U 2T % T
W5 ETCHENTHD, FZTAZETIEZ, HLAZ T2 1L O—2>Th Y, BRTFRIENM L & o B
NG SN TWD HLA-DP (245 H L, HLA-DP #JsiPE HBV = &° b — 7 Z [F & L. 187 B BT R okl ff
I THIRGE ROEENZ HNNCTHZ 2 E LT EEITo T2,

FPHLA-DPHI B MEHBV R 7 F R & [FET 572, HLA-DPEA L 9 57 F R ZRIET 52 L &
L., MHRZHLAS VR L G- T T N OMBEAER 2T 572007 v A Rafer Lz (%
() . LRI d . BHARNERIC @ ICHER S 4L HHLA-DP N7 1 & A 7 6 FEHDDP T U JLEEWY)
PR Z R EE LTRBLLT,
< NBMERT IR N7 1 & A 7 - HLA-DP0401 (DPA1*01:03-DPB1%*04:01), HLA-DP0402
(DPA1*01 :03-DPB1*04:02), HLA-DP0201 (DPA1*01:03-DPB1*02:01) .

B MENT T Z A 7 HLA-DP0501  (DPAI*02-DPBI*05:01), HLA-DP0901 (DPAI*02:01-DPB1#09:01) .
« FINEPEANT T Z A 70 HLA-DP0301 (DPA1%02:02-DPB1#03:01)

ZIVHDDPAI-DPBINT O X A 7 OT U)VEm L2 % 78 E LTHRE L, ZHLA-DPT U VEE
W HE ST HDHBVHURR 7' F Rl 2 R @ Hii HBs)  (BIXTFF F) , a7 HIUFE HBc) (40~<FF R)
ENN—FTBERNRT T RIAT TV —nOHE LT, TOME, BEOHLA-DPT U VEYIZEST
%HHBs, HBcfElk Z A EATFE Lz (B T), I 61, HETT REHWTEEMT 2170,
INHDTANAFRTF FEFI EHLA-DP & OO AAERHICKE S FEH5T 257 IV BIREZHEE
L7z, L2rL. BUKMERTF FOBESITIEHRAT 7T E2E L5 0MERKNETHY . P THE
FEFEDORTF RIZOWTIX, BNEEO 7= DWEZIT 5 Z L NHERAR o 7o, HBsHURITBK RIS
L2, EELLEDORTF RICOWTHLAE OFSAT v A 2179 Z E BRI -T2,

ZDT=HWIT, Bl 5FHEE HLARELY v&A) T, HLA-DPRS AR DER 21T -7, ZOHIET
1L, HLAZ R T F R OfG # 37 B & U THFRMRICIBL L, WE= > b —/L (GFP) & v T
MFMHLAR IR E4 E8{k9 % (Miyadera, et al. 2015 J. Clin. Invest.; 'B=F « fll 2016 HAERIR
FIEFEREE), HLAIZXTF RS ERT 13X v 7 EEA RN e L, MlnE I mIEH
THMHEER DD, TDd, MEKEOHAEREZREST S Z LI2X 07T L OMAEER DMK
HI7258 S A HER, RHIT 5 2 ERMEKD, ZOFHEEH WD Z LI2X D, BUKMEFE % 5 TeHBs, HBe
AFIRIC OV THLA L OFEEYEZRIET D Z E N ATRETH o 72, H28FEEIHLARIL T v A & T,
3TEIHDHLA-DPT U /LZ-DUNTHBs, HBeHUJR A& xi5 & L 7CHLARS & BEIER R 24T\, R DHLA-DPIZ T
VIVRR S DR EAER 290 L TR &4 9 HHBs, HBeHURBEI A &, WLt L7,

MHIOWIEFH B TIFHLAT F 7 ~—Z2ER7 25 Z £12 X VU HLA-DPH#SRPENBs, HBeHUF~_7'F K&
AT ZRET 2 FECTH -7, HAT b T~ —1ERBRRECH - 72720, o HiEIcL - T
PURRF RO TMAR E 2 ED 5 2 & & Uiz, BARMIZIE, HLA-DP & OFEA 23 RIE X 717-HBs, HBcHUFAH
AT DUV THLA-DP & DS & X7 & ER L. HLA-FURER IR L L TR R @ ICZERB S &
%, ZhvapURE M S ULTHW, U7 F VR B EE ARME I OROSHETHA 2 7 ) —=
745, ER2SEEIT. T D7D OFURHERMIINVER & B A L7,



SubjectNo. : 27#%#1303
Title : Development of T-cell staining reagent for study of immune responses in chronic hepatitis B

Researchers  : Hiroko Miyadera

Key word - hepatitis B virus (HBV), chronic hepatitis B infection (CHB), human leukocyte antigens (HLA),
HLA tetramer
Abstract : Susceptibility to chronic hepatitis B (CHB) and responses against HBV vaccination are

associated strongly with polymorphisms in human leukocyte antigen (HLA) class Il region, indicating that HLA
class Il are one of the major factors that mediate adapted immune responses against HBV. To identify detailed
mechanisms of HLA class IlI-mediated immune responses, we aim to identify HBs and HBc antigen peptides that
are presented to HLA class 11 and are involved in T-cell mediated immunity and antibody production against
HBV. As the first step, we established in vitro assay to identify HLA class Il-restricted HBV peptides. First, we
prepared recombinant proteins encoded by the six HLA-DP haplotypes that are maintained at high frequencies in
the Japanese population. These recombinant proteins were then used for HLA-peptide binding assay using
labeled synthetic peptides. The peptide libraries that cover the entire region of HBs and HBc antigens were
designed and used for screening. The in vitro assay worked well for approximately half of peptides in the
libraries but did not work for hydrophobic regions. Therefore, we next established alternative methods that can
also be applicable for hydrophobic regions. Up to the present, we identified several regions of HBs and HBc
antigens that can be presented to particular HLA-DP allele products. Using the identified HBs and HBc regions,

we plan to search for HLA-DP-restricted T-cell epitopes.

Researchers [Z[X, MR EZRHT 5.
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B51 : BREFREMHCIEMRE - BeRMEERET SHLA-DPBI

7V EESNIZ

DPA1-DPB1 haplotypes

Abbreviations

DPA1*01:03-DPB1*04:02
DPA1*01:03-DPB1*04:01
DPA1*01:03-DPB1*02:01
DPA1*02:02-DPB1*03:01
DPA1*02:02-DPB1*05:01

DP0402

DP0401

DP0O201

DP0O301

DP0501

DPA1*02:01-DPB1%*09:01

DP0901

EI-1=1
B=

phenotype
Protective

Protective
Protective
neutral
Susceptible

Susceptible

OR P

0.37 1.95 % 107
0.32 1.17 x 10°®
0.71 0.004

1.15

151

1.85 3.38x10°

Modified from Nishida, Sawai et al. 2014 PLoS One
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1. HLA-DPiZ@-RHBVHRDREE
HLA-DP77U)L 3 FE$E(C DL\ T. HBs, HBcHUERMBIEZ IR & UIciEE XD
——>T0%FUTlz.

2. THIlRTE b—T 85
EEARMEM (HBVDOFBME) ZAVETHRRIE b—T&ERZ175
12D, HLA-MIRESHROEZERBK (NMRIERHIE) OfElZRiiE LTz,

3. THllRRERHFE(HLAT FSY—)DXEHRARRZHEIITD.
BAtinYREREN S DEHEZ —HEE Uz, HLAT SN —(ICRDDHFEEL
THLA-MEESHRORZERTR FURIERER) O/ (R)LZfFkL. TNz
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1. HLA-DP{ZRHBVHRDEE
HLA- T F MEERTORITERZ _ &8 U. HBs, HBcS TS5 J—m5. HLA-DPZU)FRN(CHEE I DRlEE
BHUZ. $%&. HLARBSHEBZERE U CTHIRIE h—TJZRET 5.

OHLA-RTF RESMEICLD. HLA-DPESHBVHRIRRIT F R%& @QHLARBR P vt IckD. HBs, HBc23EEN SHLAIRRSE
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Stability profiling of HLA class Il protein
for disease association studies Hiroko Miyadera, |[The 13th
Jun Ohashi and International . =
Katsushi Congress of Human s 20164 44
Tokunaga Genetics
Hiroko Miyadera,
A large scale screening of HLA-class II- E?EQYOEEZE’ X:zoﬁ?szlginof
b%ndlng peptides from HBs and HBc peptide Katsushi Immunologist (AAD) K |E 20164 5 H
libraries ‘
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Masashi Mizokami
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B e R 20164F 5H
HLA class 11 protein stability and disease Miyadera, J. 16th International
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HLARE G 7 F R O RBUBEER SR IE OB %
EAEE T K SE44lE] A ORERIRSE |
TOBOUET Rk A 2016% 97
HLAZ Z ATTHERBRUITF & 7 A NV AFUR BRI OTRSR |8 Fih -, [WME0E (552500 B ARKROE S
fd. Cindy Chia- |MEFERKE
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Large scale analysis of HLA-peptide H. Miyadera, Y. |66th Annual Meeting
interactions Okabe, K. of the American o -
Tokunaga, and E. |[Society of Human AFS 20165 107
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