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The present invention relates to peptides, proteins, nucleic acids and cells for use in immunotherapeutic
methods. In particular, the present invention relates to the immunotherapy of cancer. The present invention
furthermore relates to tumor-associated T-cell peptide epitopes, alone or in combination with other tumor-
associated peptides that can for example serve as active pharmaceutical ingredients of vaccine compositions
that stimulate anti-tumor immune responses, or to stimulate T cells ex vivo and transfer into patients. Peptides
bound to molecules of the major histocompatibility complex (MHC), or peptides as such, can also be targets

of antibodies, soluble T-cell receptors, and other binding molecules.
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[ 357 %:8H4%% ] NOVEL PEPTIDES AND COMBINATION OF PEPTIDES AND

SCAFFOLDS FOR USE IN IMMUNOTHERAPY AGAINST RENAL CELL

CARCINOMA (RCC) AND OTHER CANCERS
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The present invention relates to peptides, proteins, nucleic acids and cells for use in
immunotherapeutic methods. In particular, the present invention relates to the
immunotherapy of cancer. The present invention furthermore relates to
tumor-associated T-cell peptide epitopes, alone or in combination with other
tumor-associated peptides that can for example serve as active pharmaceutical
ingredients of vaccine compositions that stimulate anti-tumor immune responses, or to

stimulate T cells ex vivo and transfer into patients. Peptides bound to molecules of the
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major histocompatibility complex (MHC), or peptides as such, can also be targets of

antibodies, soluble T-cell receptors, and other binding molecules.
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[ SFEHERBEE ]

[rP>CsdmAatE ] AR EdigE (RCO) it oy A IR AL PRI S 24

[ 357 %:8H4%% ] NOVEL PEPTIDES AND COMBINATION OF PEPTIDES AND

SCAFFOLDS FOR USE IN IMMUNOTHERAPY AGAINST RENAL CELL

CARCINOMA (RCC) AND OTHER CANCERS

[Fchig<Eis]

[0001])] AFHFPLANRREEEREF AWK - EBE -
B A A - Rl ANEHEDKEENRERE - K#E
W8 OB K B e fE R 2 B E ff BE R M BEORK (ORI B O RO e %
R st R BTHHRMUE ARG E S E PG M &
Vip oy ) BiaERAABEEMEHBETHMCTL)KEA - B X
ZHBHEEE SR (MHC) 7 7 & & 0V IR B3¢0 H 1L [F B8y
Mt EnE  HAEETARZENEMLE o 0
' e

[0002])] AEFEWHFP LB EHAEKFI LEERL - © MK
HAEBEAMMEAHLA-TE >+ > oA T 5l # AR ER
FHEsHdEGEY T XNERFEZFEY/ R EEELE YA
R HY B AR -

[Somritiln]
[(0003] BHEEAEIMPEELUETERER 20125 >
EEREEAN Z2EFMWE (21400081) FIRE B EIE

PI-23425.2 % 1 H(ERHREE)
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o (12400061 ) B 14 K% S BIE - 70%H9 5 & 5 6 %
EF ANHBROKERS NGRS OB R - 34%0 655 55
Bl BN R 19% AL 25 - 20124 2 H 143000 ASE 1 B
B O(BMOI000A » Z1#52000) ; FLKEE HEL
EEETME 6K R B ER -

[0004] HEHAMBEHHRES - LB - =E - b= f
BOK R TH 3 R B o 3F M ORI BT 35 K BE 4 M B TE ot %
KAE - HIERIE S E B EMEFE (5T KB & 5K
BO.4) ERABEBEEKERERTEHEF(0.5) - 1A
3.1 % ETHE S R 014 JE N > 05,7 % i 3E T 0 0 85 4 1F %
E - SRFATCREAEZEAEFTANFSEE — &
FWAIM(World Cancer Report, 2014) -

i)

[0005)] RZHEBEELEBEANE (RCC) EZ2FHFEN
AEGHEEEELENERBEER KRB o E2EHAHEETE

(HEHEREEBRIINTIORL ) » HXBABEKR (10-15%) -
W (4 5%) FIESE (<1%) BT - &6 S 405
o BE B ABHEANE®ERE (Moch, 2013; World

Health Organization Classification of Tumours,

2004) -

[0006] HE4ME (RCC) WFHEENEFWEE - B
RKEHRAFLRMBS MERE-RCC EFTHAF 25-30%
WEREEMBHE DR FHHNWEE (Hofmann et al.,
2005) - &Y=/ 2 —H RCC BEHgHBEZEMEELMEH
BMER - W > £FFA RCC Bt » HH¥F 50-60%

PI-23425.2 % 2 H(RHREE)
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NEEEXGNHEERERN (Bleumer et al., 2003
Hofmannetal.,2005) - FEEMHERFREET & 75%
WEHEZAMERE  36% BYEEHF ME LM/ E0E A& =2
220 WEHAAFRZE 18% WWEEAHERZE
(Sachdeva et al., 2010) o

[(0007] EEZERAHEHNEB -—KRE=HS R ER % RER
iy RCCEREEH o /BER 5 EEERKNZIRENAEGFHRRE A
Bf (Motzer et al., 2004) - B EF HAHE A TEE
R R 2| KarnofskyIfsERRE (<80%) ~ S /F A MK
Hi =B (>1.5 ULN) ~ RIM&&EH (<LLN) - & &K IE
BEES (>10 mg/dL) 12 B8 2 8FEEHR < 14 - NBE]
LEERE  BEHI>A=ZHREBEL - 182WWEELEZ
EHRE (AMRRE)  HEFXRTHPMUEELE 30M6A -
62% WEEAFA —HIMEERBRER (TFRRE) - =2 M4HA
NP frEFERERS 14 @R -7 3 BIESZRBRE (E
k) BWE&ESE 20% @ HffufFiRER 5 HH - EHE
MSKCC Rl BT E2EEKEE T E)ZEMHK G H
RCC - BRignsBHHRAEEMERIERABSE RNEZL
B oo

[0008] RCC Yy b N &K Z &R - A FE Y& 3
free E > G & WEBEAREMEE - 7 INE &8 RR
(Cho et al., 2011; Hunt et al., 2005) - ¥ R 8l &
ARk EHEMEEN RE  CFEEHERBEE N - REEFE
MER S FHE TMTE BELEEUEMHZHE ZMWEMEMED

PI-23425.2 % 3 H(RHREE)
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HEERINZE (Ljungberg et al., 2011) - " KNRK
EEMEMNE RN ARG EEERLY 40% - 1 B
ME X B S 40% (Renehan et al., 2008; Renehan et
al., 2010) - EMHEZE2ERXEMFEHOUEIEAFTRE - HHE
BHREAAUESZBATLZR N ENEESE T AN
e ERBERDLERE (IMEFHEESEeRET N 2R
KETRE BREERILME) UEEERBEKE (HOKE R
FAEER#E 1 (IGF-1)) THEEIVTEGEENEFE - &I
—HRAHIEW R HRS T EHMEE BN TEEE R
BB (World Cancer Report, 2014) o
[0009])] WHEERERE A2 sV RERE K
AR EENANEGHE T A (Rini et al., 2008) - ¥R}
HEEITREEEN -G 6K BEEBEHASTRH I W E
e M E 2RI BEIH R (TKI) & & E
(Sutent®) MM IHE (Votrient®) ~ B 7 [F 1 #8 H X
B (ME#HTe) BF+#EZF o (IFN-a) fT1 mTOR ]
Hl % temsirolimus (Torisel®) sH & - R#FE =2 NCCN
DL BN EAU f1 ESMOGHMHEMHAWIESER - TKI ®ALIF
fe ~ 8 M iE B B R AT BT P UY B JB M B R Z A 4 B N B
(IFN-a ~ 1IL-2) AEAEAMHE RCC BEHEHZHAEE -
NCCN 5222 BHTESRRMHMNIEEN (RE NCCN 7
M1 B EKEFE)
[0010] REEGTNMMHMEEREHEBFELALREBEHRFEE
K TKI #y VEGF #mEEERNEB AN KNG

PI-23425.2 % 4 H(RHREE)
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[0011] RCC WEMBERMREZT XFFEBKE RCC
o A e A R R OE E Y A&

[0012] ME4HI PD-1 RZM RCC BB - 774k
MEEIU AL RCC HEEMHMEENE PD-L1 REZHENA
B A B M DL ke OB BT EER R &S R AV B B OB M E 2 B I
PD-1/PD-L1 HAERHEZ BREEHAHEFTLE EREY
s HftemaR T AR EGHR RCC (Massari et
al., 2015) -

[0013]) FHeHI RCC t » —IHE % & TRIST WFEHY 111
MR IE S A5 T Trovax (HEHEREMEBEIE 5T4
MEE > IERFEBE)) DA -—GEEEFREEGEER
FE M2 mRCC BEMEGFH - WHH RZEF T L £
FH > 399 MBE (54%) #E2MHE  BHE2EER M
e BT ZATHEKGR - EFRWH TroVax BAE B EEMHE
STA-FREMIBENRERERAETH R ETEMEBEE - 5
b BHREEMRAMFEHRCC PHERENRUFZRKEE -
[(0014])] HEEEEHNEEFZTEZCEWHRT - BN 2 EHE
Tk (B fE M R 4R R AR Yy o BE B 4 RW AT BT 2€ R 4 BE R
EREEEERE RNA) (W AE RCC BE TN F
— sl ErPHRE TERERMLEANERBE (Avigan et al.,
2004; Holtl et al., 2002; Marten et al., 2002; Su
et al., 2003; Wittig et al., 2001) o

[0015] W ERFT > fF RCC TRETEHNERR
M CTL #HBLEAN TAA EFHEELRE KB fE

PI-23425.2 %5 H(RHREE)
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BHEAREMRERN DNA M EI M ET T & & MM
(Dannenmann et al., 2013; Michael and Pandha,
2003; Minamietal., 2014; Renkvistetal., 2001 ;
Wierecky et al., 2006) -

[0016])] FRIFGEEBEEMEHBNWEERMFHANOEN > 8
EEALEEEANHRAEREENHE > LHZ RCC - EF
AL EHEEANREBEEYEXZYVHIRE > LHZ RCC
7€ M B A it 22 B B E - BY fh TR 18 R0 TR HI G B R T 1
[0017] BEREEGEMANR 7T EEMMS EEE = FEH
—EEE > BERERKREM R DEIER - BIE 2% EZE
O 7 TEHY FE R A R B -

[0018] HWHEMEEIMLE (TAA) BWHABI 78 EEE KL
T % 4 -

a) FE -2 NP - T WK BE % 3k Al BY A o i AR WY
TAA BRE-HBHIUE HBHREKERETHHR
EHENAERYT  EFASG&T - EFEE2ALNE
A/ ERMRET - EBEERE T Wik €&
e RE-2R (CT) HLJR - B R EALHEEA
*#E HLA 1 BM 11 Eo+ > bl fEIEHE A
@&t E PR N BE W T ALk A o N TR R R
EEHERELEABBBEREMSE - CT HiJH KK H
MV P+F MAGE ZEREM NY-ESO-1 -

b) R - BMEMNEEAS (EREIEE Z &)
MheafH TAA - REHCOCHAB IR FHRNE

PI-23425.2 % 6 H(RHRIEE)
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BERBEHNEEEOCRAMT - FEZHEEREERA
it A MHEEOSBHERRNEYER > WILE
LEEAANEAEEREE  BEDA®EEZHAR
BENRZELGRE - EE BEAERR 26
ZRHWRRAFEMN Melan-A/MART-1 5 &
BRIEM PSA -
c)BMEBREN TAA: FHSEMHEWEE T LK
SFEZEFAB TR TERG WS W EZ R E
N TAA > — Rk FEKERE - F AR ZHLE
BEHSNM T ANBER 20 RMEL T 40K 3 5 69
= N (A (5 N O 1 O el s i = o )
w FT WY S AU ME I B W 2 M Sl 3 PR K OE -
M OTAA BV A+ 5% Her-2/neu ~ £FF -
bR Bg 2 WTI1 o
d) EERFREMRE - 2E2BHFWN TAA E4L£ TIEE
K (4 B-catenin - CDK4 %) #9288 - &
oFELTR -GS EEEEE LMD REREM
e EEREMIE — KT EAELESHS TR
Btk RKERRELTFERBH B ER
B - B —JiHE  &E% TAA EZHENT HBEHE
R TAH TAA (WHEUVBEEMEE - I H#EFE
sF R ERE B L AHMEN TAA - £F8 7 HE
BrRe (HBE) BEAEGWNER T - @8R KIKE

s

@

PI-23425.2 % 7 H(RHREE)
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B R (M E ) S8 Tt 8] g8 HY BRORK KR B R & %
( =¢ 46 B 14D
e) HEEMEREMHEEN TAA D ILH TAA 7
EHERTRAEARESETL A EERENEG
EE HBHEHDNDAESEBEMEHBENE (ZHEBE®HE
EHEEEASGHENEEFEERMN IS - K
TAA EARERELCEANLE  ZEHEEE
£ gt MUCT WY 3 8 £ 0 50 1F % g i 12 & %
M EOPENES  EREAFAELITREASNREFA
fl R FF R M
fYBEEFREERD 2% TTA BHREFEH > I HF K
EEESTHERBMHEH THBHEREMZINIEE
H (FEANBEEBE) > TlEHHE T X E -
EHEAWNMNFAAALBERE 16 BHEHEEAQ -
E6 f1 E7 > EfifFE = &gt & E
[0019] A T diiny e riaiEEmiFl T £ 3448
SMHE AR (MHC) 7 T E W2 JE X HE & fH B & 0 20 fE
BEREAEAMEANRKERM - -EEREM T M E &5
bl BIEFRM AU RERAESEHEN T+ WE -
TR - EsR N E - B TEE FEE R QAo R
HBEIJFEARAZANMMELE  HEXxZBEE LH -
[0020)] MHC % FHAMME : MHC 1T A MHC II % -

MHC I 77+ H —ff o E#EM p-2-FKEH > MHC 11

i)

PI-23425.2 % 8 H(RHHRIAE)
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BMoTH—F o 1—MFK B @K - -H=UBEPNK— @
Gof o ARNHERRETIHEEBEMELFEN -

[0021])] KRB AZMK LA HHE MHC-1 HyF -
ML FEFELEANABEENED GREZKEREY (DRIP)
O RAR A RETRR - 281 > IR B W AR & i BCH IR M 2R
HHRt & EFE MHC-1 oy - LK - 2 1-Ho 79k
Mg E TAFEXBTHMEAERXXIEE (Brossart and
Bevan, 1997; Rock et al., 1990) - MHC 11 ¥ %
TEHEHHE TEHEENRREZMME (APC) £ I HFHEIE
2o FASEMFHARETH APC (5# I H B & #& 0
T HY SN R MBS IE & B YR -

[0022] fkf1 MHC I B &R EHE&EHEE T 4
ZH (TCR) Wy CD8 [t T M HEITHA - MK MHC
I Moy FHVEECREE®EMAE TCR By CD4 [GHEE T
MR EfT R Rl o W > TCR ~ BKFI MHC #H 1:1:1 H
L2 EELZH B -BCEZ2HH -

[0023] CD4 BGMEl T @AMEFENMER CDS [5
M EE T @AV ANKET SEEEEM - MM
o (TAA) T4EH CD4 5 T 4K % A8 5 %6
H RSB EREREERENEY E S EIFEEE
(Gnjatic et al., 2003) - FEME A fx - T & B) 40 AU 4
FHEHdAMENE T @ (CTL) K&K EEKR
(Mortara et al., 2006) WS/ E4HI > 41 CTL -

PI-23425.2 %9 H(RHREE)
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RKAKE (NK) 415 Evm4 M4l (Hwanget al.,
2007) -

[0024] 7FERAXREHNHENLT > MHC 11 By +H) % &
TERERMRREREARAGSHANE > LEEHEEREIREEZ @M
(APC) > il > BERAM ERAERBEEAR  E w4l
Rloe iRaAlipl - EREE BN ERAM P HETRA MHC IT B
5 FHIFE#E (Dengjel et al., 2006) -

[0025] AEHWAE (KRKE) KAFR/ MHC-I1 %
&M FR AL

[0026] MHC-II BEM/E(WED T 4 EREEHR
R R CTL WIE FUIRTHEZEZMEMA B Tu
MR EREE T @R X% CDS8 BH&E T 4
e+ Dhee - H o B R EE AR E Y R 4 B E
DRE (ZBEEBAMETEHA CABEBEMEEK/ MHEC # &
B2 ) - B BEEMEEE T FE) A E T E SRR E
R B FH BHORK &5 & (F B3 BT(F & I8 b B R R % OFE BY 9E & (b
a YW EEEY RS -

[0027] WAEFHY (W/NhE) BEAUER Bl #EZ2H CDS
B T MEMA - CD4 (B T Mt B®EB SN TFER
-y (IFNy) il & & 2 LIl lEBH R (Beatty
and Paterson, 2001; Mumberg et al., 1999) - &
A CD4 TH M F K B # i B B % E RN BB FZ B

(Braumuller et al., 2013; Tran et al., 2014) -

PI-23425.2 % 10 H(EEHHRAE)
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[0028] HWMW HLAII oy FHEAKMERZAE ERP
MM NIt EEERSEREST OB 11 8K Z A1
no my e N ETREHYE o A8 0 Dengjel 3 AR I HE AE B & T
HE#HN T ZHE MHC 11 BHEf (WO 2007/028574,
EP 1 760 088 B1) o

[0029])] HMWCDSKEAEMCDIKE L E W E K JE &
M mE R EEEFEN KWL BEMEZHBECDS+T
A (BCAE - MHCIE 3 F+RKk R fir ) BCD45 M TH B 4H
Bl (BEC A8 © MHCITHE 73 + ) 3% Al B9 BE 9 fH B b I ¥ BF 35 fd
B IFE B

[0030])] HMWMHCIEIMM®E (5% ) @R EREDN
k> E N HBEMHCH F4 & - &5 - #HEKRBNRMHC

THEMERNUEKEEBFEINEREESEME - MHC-1

HM-feMBIEREEE hS-12Ha BB E - I HE £ H
MHCO T+ HEG G EEHEFRARNEFITEE & W@
PRFEEC #,) Bk BEMHCHEMERNET AR " 4

aEF,  KMEECHEREHEacEEREEE S -
[(0031] EMHC-1IMRIEME B EKET @ KA (25 B
AR ZEN X EMHC- Iy T&a MHAHEMZ®E L
AEHTHM SO EETHABRZRE(TCR) A -
[(0032] 0@ T itk 4 AL &8 6l B B 7 2 1% 5t 1 B
EEREACARGENELDE > LAAEHBBEIROGGEME -
ZREXTEZOHEFARRZ  WAHEE®EFASR
R REREMEERD - FE-EEENEKRSTET > A

PI-23425.2 % 11 HEEHRAE)
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ETHBEFASHEIL  FARKBEEERBARETEERE - £
FREHHNBLE  ZMHERERAENER -—EBEET > W
HEEZE (MEEAMNHEEREERE ) &  BEEFEMH®
MEMBERBMEBEILEEEZZIEE E# 2 5 KN4 E B EH
0/ [ W 1 S S = Y = A v = 1 - s S T S i T S R e O i
WEH - B/ SEHFEHREHLEANEBN T L E
AEEE# L > WIHAREHEBEREEZEMEE - SSHEHEER
HE AT EHEGEZERE S EAHNELER (Singh-Jasuja
et al., 2004) - EFHEENZE > RUGFERIERE K
ol > DIMEfR SR B R MHER LR 7 g% E%®
KL ) mEESEEN T 4K E -

[(0033] EA L EMEBEMHC S 7 & & 8K A A A 7t
=T ERMU - FERINNE AT MK E® AR ZEF
FEHEMHBETCRETHHMTE HAFEH&ZF € R R IE

fif % % -
(0034] Wit > TAAR SR THEFEE (@FEFRR
VR RE B ) B SR ARG - BRI R BLT A A MY 7R B H O R

HEBELAEBEZAGTARMNERAB L NENRBERZALE
HEBHRZHE ENEgHERENRERANESE - AW
HERAS A ERABEKRTEERENEREERENE
RHY R A A PR R R R FE A T A S S E N PR R
WEMEN - BE2R A AEHETCRATHNE L HAERF
EmMHEHSER ERTOBEMNZELHAESGFERS &K
K#EZE - HNIE E&EHERNRLIIA B rEBcEEER -

PI-23425.2 % 12 HEHRAE)
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Rt - FEAR#HE —JFFE & E0E O+ - B E DL
VoA BB ThRE ME RO/ BCE FH ME T A B ML HY B B IR B OB B
MRz S HIFEFER SEITEETHAREBEEERESE
LLU%r 8 M o TR ORI B 18 BE % 5o P& H 9= 2 I AE % ¥R 1T LB T I
B (T RETTHEM, ) T4 -

[(0035] HEBEBERBARAZHHNS ETCR (fl @1 F %
TCROMEBHEME S, T (ZROERMFERHNK-MHC
WELN  BEREERMERZXEN FEE5EXT -

REEFAERZE -
[EHAE]

[0036] HAZHHNE —THTH  FAHEHFP K —EK > &
¥ A8 SEQ ID NO:1 ¥ SEQ ID NO:114 4
W—EREBFY - HZFIHE SEQID NO:1 £ SEQ
ID NO:114 EF=Z/DV 77% > BEEZ/V 88% [ JFE (B &
Z2/ TT% BBV 88% MHE ) BV —EEBFI (HF A
AR B MHC & &M/ FEE T 40 B P all ik 3 4 X X
RE) rHHEHE (EFRAEARKAEBE2ESZK)

[(0037] A#FHE-—FFREAFHY —HEK > BEEE
B % SEQ ID NO:1 £ SEQ ID NO:162 {E# & SEQ
ID NO:1 Z# SEQ ID NO:114 H4H — & 75 - = 8
SEQ ID NO:1 ¥ SEQ ID NO:114 EBFZE/D 177% -

BEEZE /D 88% HEM (BEEEENDV 77% XE/V 88%

PI-23425.2 % 13 H(EEHRAE)
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EDE:C R MK EBRNEREE S 8 100
# - EERS 8 £ 30 #  HEE £ 14 HaFERK -
[0038] TREASRTREAZFHONK T©MIZEH SEQ
ID NO » D kEERATER (BFE) FRW - R 1 MR 2
THYRAKEE HLA-A*02 &5 - &% 2 T HYHK Z Al fF
REINEZTEE FREEEGEER  HEREE > HE

AERETE L
H] B OR S B HL M K 4 & fE A AV H oM AR -
R a2 m/ e RS EEME
HEERESBESK -
2 Ol

Ko B AR E
[0039] %1

= B

o F 3 THIKE
Fz 4A 1 B fHY
Mg > B RERS

g? Feoll B 1D IEAERNFE
1D 5%

1 ALIVSLPYL 10786 SLC17A3

2 ILWREVVTL 3299 HSF4

3 RLLGEVQAL 3299 HSF4

4 FLSQDIITV 5972 REN

5 YLYPNLTRL 6540 SLC6A13

6 VLFELSKTV 23250 ATPI1A

7 FLLSLIDRL 112399 EGLN3

8 GLASFKSFL 8490 RGSS5

9 ILLQKPDSV 8490 RGSS5

10 KLLQNNYGL 8490 RGSS5

11 FIQTEAPKEV 8490 RGSS5

12 ALDPSGNQLI 54437 SEMASB

13 KIMAQILTV 120892 LRRK2

14 ALLTETIFL 120892 LRRK2

15 ILIKHLVKV 143872 ARHGAP42
16 FMPEELPQL 55258 THNSL2

17 ILAQQVHAL 113220 KIF12
PI-23425.2 % 14 H(@EWHHRHAS)
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18 YVLDLAAKYV 47 ACLY

19 LLDPGSLQL 646658 SYNDIGIL

20 AVANTTFTV 80270 HSD3B7

21 RLIQGDQILSV 10207 INADL

22 FLSPPLPSV 593, 641649 BCKDHA, TMEM91
23 YIQEVVQYI 23236 PLCBI1

24 FTLGTTVFL 4717 NDUFC1

25 LLVPAHLVAA 11082 ESM1

26 SLMEILYTL 91949 COG7

27 SLSDLLVSL 23596 OPN3

28 FIADLVVGL 2023, 2026, 2027 |ENOI1, ENO2, ENO3
29 ILLDLEQAL 9820 CUL7

30 QLFYTKIFL 5351 PLODI1

31 VLFGLDPAVIKV 259217 HSPAI12A

32 FLAGGIRGSGA 113730 KLHDC7B

33 FIADVVEKI 5654, 94031 HTRAI, HTRA3
34 ELNNONFYL 11113 CIT

35 VLHSLQTQL 51129 ANGPTLA

36 SLFGKKYIL 2274 FHL2

37 VLAPVILML 8714 ABCC3

38 VLLDTILQL 11077 HSF2BP

39 YLLNLNHLGL 23471 TRAMI

40 YIQEHLLQI 10625 IVNS1ABP

41 GLLKTLQKL 25932 CLIC4

42 VILDTGTIQL 9027 NATS

43 YLKDELDEL 23255 SOGA2

44 ALFSFVTAL 80727 TTYH3

45 ALLGIPLTL 3777, 60598 KCNK3, KCNKI15
46 GLSEVLVQI 57553 MICAL3

47 TLAEVRAVQEI 56950 SMYD?2

48 VVASNIMEV 5209 PFKFB3

49 VLIVEVPGV 111 ADCY5

50 SLSDHIVLL 3675 ITGA3

51 NLWPMILTL 3675 ITGA3

52 SILDAVQRYV 137902 PXDNL

P1-23425.2
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53 FLLEIRQTL 23161 SNX13

54 ALVAKGLVQA 10327 AKR1A1

55 YLALILPVL 9122 SLC16A4

56 ILMDFSNSM 3691 ITGB4

57 SLQKEILYL 55102 ATG2B

58 FLVDFEQSHL 1573 CYP2J2

59 SLKNNVVSV 7045 TGFBI

60 ILWKDIEYV 143425 SYT9

61 SLMGILLRI 22900 CARDS

62 VLAGPAFLVQL 55244 SLC47A1

63 GLIEDHFDVTV 51752 ERAP1

64 LLAASVALA 4885 NPTX2

65 IIYGGSVTGA 7167, 729708 TPI1, TPI1P1

66 TLLKTIKV 57545 CC2D2A

67 LLDVLAPLV 80781 COL18A1

63 YVLTQPPSV 28796, 28815, |IGLV3-21, IGLV2-14,
28831, 3537, 3538 |IGLI3, IGLCI, IGLC2

69 ILADLLPSL 25979 DHRS7B

70 SLTALRLLL 9920 KBTBDI11

71 ALDGHLYAV 9920 KBTBDI11

72 YSLEKVFGI 10916 MAGED?2

73 GLDGIPFTV 7205 TRIP6

74 GLFHKQVTV 23037 PDZD2

75 FLIKSINLV 143879 KBTBD3

76 VLADDHLIEV 100034743, 5174,|PDZKI1P2, PDZK1,
728939 PDZKI1P1

77 SLIKHKIML 523 ATP6V1A

78 ALLDTVVQA 8911, 8912 CACNAL1IL CACNA1IH

79 ALADIVWRA 84182 FAM188B

80 KLASMLETL 112464 PRKCDBP

81 SLLPALPKL 4036 LRP2

82 SLLQATDFMSL 7070 THY1

83 IQWSIVPEV 23151 GRAMDA4

84 YLMDEGAHL 7358 UGDH

85 FVMSEIRTV 114991 ZNF618

PI-23425.2 % 16 H(#WHHRHEF)
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86 GLLQGKLALL 4835 NQO2
87 LADGVQKYV 8542 APOLI1
88 TLAELHISL 84166 NLRCS5
89 SLLLAVTEV 3714 JAG2
90 FTLEKNFVI 1292 COL6A2
91 MLLSSLVSL 79001 VKORCI1
92 FLFRDILEL 29102 DROSHA
[0040] F2: KFHTAHMAK > Z A0 E&EEKS AL
57 B
FFHIID | 51 N 1D IEAFEANRFIT
i
93 GVMAGDIYSV 123 PLIN2
94 ILHHKVYDL 1528 CYB5A
95 KLTDVGIATL 115701 ALPK2
96 TLAETLVNL 283372, 283373 ANKRDS52
97 TLISELVQA 9820 CUL7
98 KIPPVSPSI 57561 ARRDC3
99 GLAPHLEQI 79711 1PO4
100 KLNVAPLAV 653784, 80097 MZT2A, MZT2B
101 HIYDKAFITV 2321 FLTI1
102 LLFDVHTTL 65250 C5orf42
103 KLQDGLLHI 7076 TIMP1
104 ALFEGVVROQI 6236 RRAD
105 ALADLDELLIRA | 3339 HSPG2
106 VLMDLKALL 51428 DDX41
107 VLMDLKALLL 51428 DDX41
108 VLISVLQAI 26999 CYFIP2
109 YLWSRVEKL 120892 LRRK2
110 LLDLHSYLL 10299 MARCH6
111 TLLETEMLL 80817 CEP44
112 LLFDHLEPIEL 25780 RASGRP3
113 SLFDWNVKL 134111 UBE2QL1
114 ALAVNISAA 908 CCT6A

P1-23425.2
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[0041] 3 KK G0 [ %L E B Ay H MK
FPAIID | Feoll ER 1D IEAERNFE
5%
115 LLDPKTIFL 26762 HAVCRI1
116 GLVDIMVHL 8701 DNAH11
117 VLFGELPAL 8701 DNAH11
118 FLNAIETAL 8701 DNAH11
119 RLHDENILL 23322 RPGRIPIL
120 GLAGDNIYL 6582 SLC22A2
121 ALLRTVVSV 2590 GALNT2
122 SLDPSSPQV 9514 GAL3STI1
123 YVDPVITSI 4233 MET
124 ILSPLSVAL 5345 SERPINF2
125 KLDPTKTTL 10397 NDRG1
126 KIQEILTQV 10643 IGF2BP3
127 VLAPLFVYL 2535, 8321, 8324 | FZD2, FZD1, FZD7
128 YLEEDVYQL 23255 SOGA2
129 VLAPRVLRA 5954 RCNI1
130 ALPTVLVGV 5351 PLOD1
131 VMAGDIYSV 123 PLIN2
132 SVASTITGV 123 PLIN2
133 QLIDYERQL 11072 DUSP14
134 VADKIHSV 11072 DUSP14
135 VVDEGPTGV 9123 SLC16A3
136 YQDPHSTAV 1956 EGFR
137 TLVAIVVGV 60681 FKBP10
138 SLDTLMTYV 22829 NLGN4Y
139 ILNVDGLIGV 47 ACLY
140 SLANNVTSV 131566 DCBLD2
141 LLVDDSFLHTV 253982 ASPHDI1
142 SVDVSPPKV 113146 AHNAK?2
143 ALFVRLLALA 7045 TGFBI
144 RLLDVLAPLV 80781 COL18A1
PI-23425.2 % 18 H(#WHHHZF)
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FFHIID | 5] E AN 1D TEFCE N5

i

145 SLHFLILYV 487, 488 ATP2A1, ATP2A2

146 KLIDLSQVMYL | 346389 MACCI

147 ALADKELLPSV | 84883 AIFM2

148 KLLTEVHAA 101 ADAMS

149 SILTIEDGIFEV 100287551, 3306, | HSPASPS, HSPA2, HSPAS
3312

150 TLMPNINKL 5169 ENPP3

151 YMYEGPAPRI 5169 ENPP3

[0042]) A FHEBE — P KAEHHOIKMHER G R Y E®
W Bl B E BE CSGHEENEEE - HE
B mERE  Bliw - ARE  BERE - ONEE
& HE -

[0043] HWHIEEZENVZAFEHNWK (EBEHASES) » H
HEEH B SEQ ID NO:1 £ SEQ ID NO:114 4 -
HEENEMARK(ERSNEE) ZEEHF SEQIDNO:I
£ SEQ ID NO:63 (R 1) 094l - L HHEMHMNRCC -
Fife ~fFE - B - SHBENEEE  HFE BRREE B
ElRE o BmW > AREE EBECRE - WEEBNEEE
(B % BERCCH &4

[0044] WRTHEWFRIAF T > HPAFHBNFZ KT
HH PN HEMERS > R AR E M E EE R ZEE
- SHE2EBIEMEDNL -

[0045])] F4A: REHOR K EEEMEHEEER (5
MlEHEMEERERRT) PR EMAR - ZRETR > BN EM

i)

PI-23425.2 % 19 H(EEHRAE)
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FE OB AU RY EE E AR

5% 37 i 17 3

EiRE (FERE) N5%

LU B G2 | B8 A R > IR 2 S % DL B AT E BY B R B K H

MEBEYHHEEREAEEASHALE XK -
SEQID 5% | 751 H A AHRE 2 E R

1 | ALIVSLPYL - Pk

2 | ILWREVVTL DN

5| YLYPNLTRL - Pk

8 | GLASFKSFL i

12 | ALDPSGNQLI DN

14 | ALLTETIFL =R

15 | ILIKHLVKV PH- Pk

16 | FMPEELPQL RERR ~ FLAR - UNER

21 | RLIQGDQILSV At ~ 4585 - BF5 - BT - DN

23 | YIQEVVQYI - Pk

24 | FTLGTTVFL I~ #ERR - Q3 - B8F

26 | SLMEILYTL G5h - B - BRAR - BEGERR - UNER

27 | SLSDLLVSL A ~ B - BERR ~ E4HRE

28 | FIADLVVGL EERE

29 | ILLDLEQAL A ~ BEHR - feERR - ALAR - OFE

30 | QLFYTKIFL fiti ~ 505 - B - DN

31 | VLFGLDPAVIKV | fi& ~ UNEd

32 | FLAGGIRGSGA | &

33 | FIADVVEKI

Aifi ~ EEHIAE ~ DN

34 | ELNNONFYL

RERE  RE

36 | SLFGKKYIL i - B

37 | VLAPVILML i ~ 4585 - BFS - BEAR - ONEE
38 | VLLDTILQL B~ BE - BRAR - e - U
39 | YLLNLNHLGL A ~ BERE - S 4R

44 | ALFSFVTAL i ~ R - UNE

45 | ALLGIPLTL

mashy - A~ RE

46 | GLSEVLVQI GEHe - B
47 | TLAEVRAVQEI | il - B
49 | VLIVEVPGV ]RE=A
50 | SLSDHIVLL fiifi
PI-23425.2 26 20 H(EHHRAE)
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SEQID 5% | 751 H A AHRE 2 E R

51 | NLWPMILTL A ~ BERR - R

52 | SILDAVQRV A~ B~ BEHR - DNER

54| ALVAKGLVQA | ZE&8Z5F - JIE

55 | YLALILPVL B

56 | ILMDFSNSM HERR

59 | SLKNNVVSV BERR - DNEE - R

61 | SLMGILLRI ERELE

63 | GLIEDHFDVTV | fifi ~ 4585 ~ EFS - 807 - Qi - 2e

65 | IYGGSVTGA LI

66 | TLLKTIIKV fi&

67 | LLDVLAPLV B ~ 5 - BF - BRER - AR - BE

68 | YVLTQPPSV A~ BEHE - 4l - B

69 | ILADLLPSL A~ B~ BEAR - FLHR - DNER

72 | YSLEKVFGI PPk

73 | GLDGIPFTV B~ BRHE - ALUBR - REERE

78 | ALLDTVVQA B ~ RERR

79 | ALADIVWRA At ~ B - 4585 - ERS - B - BEAR - fERERR -
IR~ 8E

82 | SLLQATDFMSL | 4585 - BfG - BRiE - &8

84 | YLMDEGAHL PPk

85 | FVMSEIRTV PPk

86 | GLLQGKLALL Ahig ~ SR

87 | LADGVQKV AR BReaERE

88 | TLAELHISL DN

90 | FTLEKNFVI Hae R

91 | MLLSSLVSL Al ~ HTBi

93 | GVMAGDIYSV At ~ 4585 - BFS - I - BE

94 | ILHHKVYDL - Pk

96 | TLAETLVNL At~ 5 - 4505 - B - BREAR - fERER - A
R~ OV - BE

97 | TLISELVQA A ~ 4585 ~ ERS ~ IRAR - BReERR - FLR
ROERE L - '8F

P1-23425.2
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FHGTE A0202

% 21 H(EHSRAZR)
1103010720-0




1745127

SEQID 5% | % H A AHRE 2 E R
98 | KIPPVSPSI A ~ B - FLER
99 | GLAPHLEQI A~ ONER
100 | KLNVAPLAV At~ B - 4505 - ERS - BE - BRR - BaR
U
101 | HIYDKAFITV A~ ONER
102 | LLFDVHTTL A ~ B
103 | KLQDGLLHI s~ 4505 - EFS - B

104 | ALFEGVVRQI At - ZERE - 88
105 | ALADLDELLIRA | JER ~ B2
107 | VLMDLKALLL mae R~ E4HR -~ ONEE

108 | VLISVLQAI =R

109 | YLWSRVEKL RERR ~ ONEE

110 | LLDLHSYLL S =l

111 | TLLETEMLL RERR - FLHR

112 | LLFDHLEPIEL =R

113 | SLFDWNVKL B ~ RERR

114 | ALAVNISAA A ~ B - FERE - BERR - B E
115 | LLDPKTIFL i ~ B - BT iE

116 | GLVDIMVHL DNER

117 | VLFGELPAL fifi ~ BEAR ~ FLHR - UNEE
119 | RLHDENILL fiti ~ B ~ 4505 ~ BRI - BRER - HERERR -

IR~ 8F

121 | ALLRTVVSV A ~ B - BERR - FLHR - DNER

122 | SLDPSSPQV PH- i

123 | YVDPVITSI Aifi

124 | ILSPLSVAL P Mk ~ PR

125 | KLDPTKTTL i

126 | KIQEILTQV i ~ B~ 5 - 50 - B - FERE - BERR
H4HR ~ O - BE

127 | VLAPLFVYL pifi - BRAR ~ 7LAR - BEFE

128 | YLEEDVYQL Hifi - FRAR

129 | VLAPRVLRA i~ B - 450 - BERS - BF  BREAR - ONEE

PI-23425.2 55 22 HEHHRHAE)
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1745127

SEQID 5% | 751 H At FERE 25 B 1R

130 | ALPTVLVGV At~ B - B - 4505 - 2B - iTlE - B2aR
- BE

131 | VMAGDIYSV i ~ B - BEHR - B

132 | SVASTITGV AR - FLAR

133 | QLIDYERQL fiti ~ 4505 - BRG - I - BRIE - 88

134 | VADKIHSV 5 BAE BT

135 | VVDEGPTGV i~ B~ BE - BERR - DEHRE - FLAR -
IR~ 8F

136 | YQDPHSTAV B~ HERE

137 | TLVAIVVGV At~ B - 5 - 505 - 55 - BHiE - BRAR -
mRehR - FLIR  ONEE

138 | SLDTLMTYV At ~ B - 4505 - ERG ~ BERR - HERERE - A
- BE

139 | ILNVDGLIGV i - 4585 - HIS - BF - 1ER

140 | SLANNVTSV i~ B BEAR - BREaERE - INE - '8F

141 | LLVDDSFLHTV | [ - B ~ BEAR - BERHE - VE - &F

142 | SVDVSPPKV i ~ fEAR - BEEHE - 8F

143 | ALFVRLLALA At~ B - B - 4505 - 2B - iTlE - B2aR
- BE

144 | RLLDVLAPLV - Pk

145 | SLHFLILYV fifi ~ S - 4505 - EIG - g - 2R -
DNER

146 | KLIDLSQVMYL | fifi ~ 4505 ~ EFG - BERR ~ DN

147 | ALADKELLPSV | fifi ~ 4515 - E B - BB - IRHR - BEERE
EN%%

148 | KLLTEVHAA Bt~ 5 - &5 - 5D - B - BEAR - ALIR -
DU%% B’E

149 | SILTIEDGIFEV At ~ B - 4585 - ERS - B - BEAR - fERERR -
H4R - FLAR - BEZE - NS

150 | TLMPNINKL - Pk

PI-23425.2 55 23 HEHHRHAE)
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[0046])] 3= 4B :
Al & H M EERRE D) TR R E
B A R B T Ay R

:I‘_A
EfE 2 ) N

A E By RBE R R AR B 2% ) -3 E E R B IR R

H® -
ERR > #E T M B

REHOREKAEEEZMEEERR (K
ZR (WK 4A)

i

s ERE (F
5% LEHENEREER  HREEWN 5% ML
T &k WY LB E KRR

BERECEREESRERENEEBEAMEI BEEXR
THREES KHWABERENEFLASAF - BIEIHHES -
B LR - M4l mE - F8 K w5 &8 - K- JE
® -0 --F - KB - B A o B HF
REHE - BE - E8 - WE - SR - 801 K8 - /)
BB 5 Bl BRERE  WmRE - B
SEQID 5% | J&5] H At = /S
2 ILWREVVTL M - NHL
4 FLSQDIITV T B
6 VLFELSKTV AML
8 GLASFKSFL RO - BE - TEE - IEEE - IE
10 KLLQNNYGL BRCA - [EZSE - IEETE
12 ALDPSGNQLI B
13 KIMAQILTV CLL - NHL
14 ALLTETIFL NHL
15 ILIKHLVKV T =¥ ~ NHL
17 ILAQQVHAL TEE
18 YVLDLAAKYV SCLC~CLL - BRCA ~ B@®ZH - + =&

NHL
20 AVANTTFTV BER - BitE - 7=
21 RLIQGDQILSV SCLC - BRCA - B - FE - =&
MERE - IEEYE - OC
24 FTLGTTVFL BERE - 7=/ - NHL
26 SLMEILYTL BERE - IEEE IEEE - AML - 0C -
PI-23425.2 5 24 HEHHRAE)
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SCLC
27 SLSDLLVSL CRC ~ BEEE * = - AML - NHL
28 FIADLVVGL SCLC ~ CLL » AML ~ NHL
29 ILLDLEQAL RO - BE - TEE - IEEE - IE
%59% - AML ~ NHL ~ OC
30 QLFYTKIFL RO BEE  BIE - 7EE - IE
33 FIADVVEKI SCLC - BRCA - &%&%
34 ELNNQNFYL CRC - FZRESE - AML ~ NHL
36 SLFGKKYIL PR - TEE 1BEE - IEEE
38 VLLDTILQL NSCLC » SCLC ~ CLL -~ BRCA - &% -
PR - TEE  IE3E - IEE )T - AML -
NHL - OC
39 YLLNLNHLGL NHL
40 YIQEHLLQI B
43 YLKDELDEL BEE - BEE - IEEE - NHL
45 ALLGIPLTL BRCA - BEZH ~ BELE - 7= - OC
46 GLSEVLVQI SCLC ~ HCC ~ RaERH - itk - 1=
J& ~ BEEJE - NHL
48 VVASNIMEV BRCA - B
49 VLIVEVPGV MEEE - IEE R - OC
50 SLSDHIVLL PC - BOZH  BEE BE EEE
EEE
51 NLWPMILTL PO TEE CEEE -EEE -8B
52 SILDAVQRV SCLC ~ BRCA ~ BZH - T EF
54 ALVAKGLVQA |NHL
55 YLALILPVL CLL
56 ILMDFSNSM PR - IEETE ~ IEEE
57 SLQKEILYL B
59 SLKNNVVSV BOERWE - TEE BEEE - EEE
61 SLMGILLRI BRCA
62 VLAGPAFLVQL | =%
63 GLIEDHFDVTV | SCLC
64 LLAASVALA f#E - AML
PI-23425.2 55 25 HEHHRHAE)
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65 IIYGGSVTGA CLL - 2o - FhE - 7=

66 TLLKTIKV B - FhE

67 LLDVLAPLV CRC ~ BEZH ~ FE - 7=k - EE

68 YVLTQPPSV BRCA

69 ILADLLPSL SCLC-BaZRE 8EF TE& AML:
NHL

72 YSLEKVFGI f¥% - GC -~ CRC ~ PrC - BRCA - E@mZ
g~ OC - fEhtiE -~ AML ~ PC

73 GLDGIPFTV GC ~ [FILE - T =5 - AML

75 FLIKSINLV CLL - 2628 - AML

76 VLADDHLIEV HCC - PJF’E EE  IEEE

77 SLIKHKIML CRC - Bea g ~ T2

78 ALLDTVVQA BRCA

79 ALADIVWRA SCLC » BRCA ~ [ZRftiE ~ =%  IEEE -
EERE - 88 - OC

80 KLASMLETL EERE

81 SLLPALPKL BRCA

82 SLLQATDFMSL | NSCLC - fi§i#% - BRCA - BEEE - 75
J& ~ NHL - PC

83 IQWSIVPEV CLL - B0 - EZE - IEEE - AML -
NHL

84 YLMDEGAHL e - IEERE

85 FVMSEIRTV TEE EEE  IEERE

86 GLLQGKLALL TE ¥ ~ NHL

88 TLAELHISL CLL - BE¥E

89 SLLLAVTEV SCLC - BRCA - Bt - IFhE

90 FTLEKNFVI CRC - BRCA -~ PC

91 MLLSSLVSL SCLC ~ B2 - IFME -~ IEZEE - IE

92 FLFRDILEL EEZRE - AML

93 GVMAGDIYSV FJF’E B~ IEEE - PC

95 KLTDVGIATL E R - NHL

96 TLAETLVNL SCLC ~ HCC ~ CLL ~ BE R - BEE
= - EHE - IEEJE - AML - NHL

P1-23425.2
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97 TLISELVQA SCLC - GC -~ HCC ~ CLL - B &2 - =
PO - FEE - IERE - IEEE - NHL

98 KIPPVSPSI T =¥ ~ NHL

99 GLAPHLEQI BRCA - B2 « AML  NHL

100 KLNVAPLAV CLL - BRCA ~ =% - AML » NHL - OC

101 HIYDKAFITV SCLC -~ BRCA

102 LLFDVHTTL SCLC ~ B2 - BERLE - 24 - AML

103 KLQDGLLHI SCLC - PC ~ 523 ~ OC ~ NHL

104 ALFEGVVRQI iR

105 ALADLDELLIRA |BRCA

106 VLMDLKALL AML

107 VLMDLKALLL | AML

108 VLISVLQAI BRCA - AML - NHL

109 YLWSRVEKL CLL - NHL

110 LLDLHSYLL T =

111 TLLETEMLL iR

112 LLFDHLEPIEL BRCA - NHL

113 SLFDWNVKL SCLC -BRCA -~ 5% - IEEE - IEE T -
AML -~ NHL

114 ALAVNISAA GC -~ CRC ~ CLL * BRCA - B8 -
e - e - IEEE % 5%~ AML -
NHL - PC

[0047] NSCLC= 3JE/N4H FE it &8 > SCLC= /) 4 K A

8t RCC=FJE CRC=4FEEHEEBE GC=F% » HCC

= fFf - PC =BRE PrC=f#EKRE  BRCA =g & -

MCC

g5 21 »

P1-23425.2

109136262

e 7T 4 A A
E® > AML=zt5H
i -

[0048]

NIE - A EHW 5 —
+29 3033~

FHGTE A0202

OC =M - NHL=3 & & & i
B MR 0 CLL=18 % i B 4 i

@77 | % kiRE SEQ ID
3739 -44-50-51+52 "

% 27 H(HSRAZR)

1103010720-0
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636768 -69-~79-91-93.96-97-98-100 -
102 -~114-~117-~119 121,123 -~126-~127 128 -
129 ~130-131-165-~137-138 140142143 -
145 146~ 147 -~ 148 F1 149 f{F —IF AT 4 69 & 25 BH 1
Eh—TEKE —-EEEFR T ENRB S MR EGERE -
[0049] Wi > XEHWNS - TEF KKRE SEQ ID
8% 31 -38-52-66-69-73-79-100-102-103 -
114 -~119 126129 -~130-135-136-137 138 -
139 140 -~ 141143 - 145 F1 149 m{F—IHAF B &
HHNERD -ERRE -EEEER TENKB G AR EGE
BES

[0050] W > XEHWNE - TEF KKRE SEQ ID
8% 3267 96 -~110 126 130~ 134 -~135- 137 -
143 F1 148 i —IFAIME RKFHN ZE /D — K H — &
EEER TENKRBESEHANREGES E -

[0051] W > XEHWNE - TEFKKRE SEQ ID
8 21263036 374663 -79-82-93-:96 -
97 ~100-~103 115119 ~126 ~129 130133 -
137 ~ 138~ 139143145146 147 -~ 148 F1 149
THE—-HEAREHNE D —ERE -FEEEE KT E
B a AR aGESEELGE -

[0052] Wi > XEHWNE - TE B KKRE SEQ ID
8 1 ~ 5~ 15-~21-~23-~24-~27-~38-39-47-67 -~
72 -~ 78 ~79 -84 -85-86-91-93-.-94-98 99 -

PI-23425.2 26 28 H(EZUHRHAE)
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100-~101-~103-~104-~113+114-~115+-119-+121 -
122 ~124-126-~129+~130-+131~132+ 133135 -
136 ~137 139141143144+ 145+ 147148 -
149 1 150 mE—IFEFANKZFHN ZE /D — K — &
BEEER T ENKE & AR EEMFE -

[0053])] Wi  AEHWNE —@E 7E B KLERE SEQ ID
¥ 8 - 162627 +~29+~37-~38-51-52-56"-59 -
67 -68-69-73-79-82-96-97-~100-~105-109 -
111 -~114-~117~119+~121+124 126127128 -
129 131 ~133-~134-~135-137 138+ 140141 -
142~ 146 ~ 147 ~ 148 F1 149 h{£— 15 BT 4 4y A& % BH 1
ELo—TEKHE -—EEEEKR T ENRKRE S HREGEBRER

=]
P <
(2 4]

[0054] W A#EHNS —@ETESP KEHE SEQ ID
£ 242629 -45-63-78-79-90-96-97-107 -
113 -~119~125+137 -~ 138 139 f1 149 £ — IFAT
M A FEHNE D — K - EEEER TENKRES

RiaE®EERE -

[0055] W A#EHNS —@TESP KEHE SEQ ID
¥ 14 2427 -33-39-61-63-68-107-108 -
110~ 112 +~126 135138 F1 149 o {F — IFfy it B9 K
EH R —EIRHE —EEEER TETHRESHRAE
B A mw e

PI-23425.2 26 29 H(EUHRAE)
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(00561 NI > R#EHWN 5 —
B 16296567 -

117 -~121~127 »~

— IH P Al By R % B Y 2
ot = A e R AL IR
[0057) Wit > XEFHE » —
% 28 34 ~38 - 44 -

97 ~ 100 ~104 -

143 ~ 145~ 147 *

— fE KB — B E

44 - 4549 + 52 -

97 -~99-~100-~101-~107 ~ 109 -

121 ~126~129 -

132 ~135+~137 »

b — R B —

e}

105 ~127 ~ 130 »

54 ~59 63 -

135+~137 ~140 »

147 ~ 148 #1 149 {f — 1F f7 3k

1 -EEEERE S ROKES
(00591 Wit » A#FH 5 —
B8 24 344551

97 ~104 ~114-~119 ~126 ~ 130 ~

135 -~138~140 -

it A 3 B 4 E D —

REeERERRERE -

PI1-23425.2
109136262 FHGTE A0202

K B — & B

% 30 H(EHHRAZR)

@77 | % kiRE SEQ ID
697387

97 -~98 111

148 1 149 o {f

fE B EE T E AR

(877 | % NEE SEQ ID
47 ~54 556373 8687 ~
140 ~ 141~ 142 -
149 £ — 15 Fr il
= A= N
[0058]) MW » KBHNS —
| 2-12-16 21

LHY R %Y 2 /D

AREeERBEERHE -
{8 5| A kR\E SEQ ID

26 ~29-~30-~31-~33~37~238~

~79 -~ 88 -~ 906

116 ~ 117 ~ 119 -
141145146 -
LY AR B E /D — K
SR EENEE -

#7578 # KR#E SEQ ID
59 -67-68-79-82-93-96 -
131 ~133 134 -
141 142 -~ 143 1 148 (£ —IEFT

BT EH KB &

1103010720-0
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[0060] W » XEHE S — @ )78 KA HT ALY
AR - BEBRSHNGEREE RCC -~ ffif -~ KE - 5 & -
S EHBEE - ME - BRE  BERE Bk - ARE -
FERE - WHEENRDE EZEZS RCC AT ayEEME
RIA o

[0061] EBEENWE AHFWHFMRE SEQ ID NO:1 M
/8 15 W ARZFHFRAHAZR - BEEHRSHREGEEREEB
RCC - Hifg - iE&E - -S&E SEBE HE BERE B
REREE - BIMW > ARE BRERE - WEEMNEEREMA
M EERR - (BEER RCC -

[0062] AZFHBF K AEHMK - HE A B £ &FHHH
HEMEESGHR (MHC) 1 DN ERAGFENHOEEZ
- MHC-11 By T4 &0 -

[0063] A#EHIE—-FH KAHEHPAYRK - E T A7k
(FEK) ZRBHEXRXAZBHRE SEQ ID NO:1 £ SEQ
ID NO:114 Hy— {#l & 4 B FF 5] 40 5 -

[0064] AFEWHE—-TH KAZFHIIK - HE 5 Aol Bk #
f& &fi A0/ 20 B & FF BK 5 -

[(0065]) AFEHE-DH KAZFHEIK  HE P ALK S
MeaE&EB e —8 o fFalEZE HLA-DR §i A & #
(li) By N-maARERE S > HEpE (Ha > 8R4
FFEDARR) BN RFIIRmE -

PI-23425.2 % 31 HEEHHRAE)
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[0066])] AKEBHE-—FFH K —HEZE > HEHAKEHY
ik - REHE - PSP R —BEAEHBZE > /& DNA -
cDNA -PNA - -RNA WA gEHKEHAEY -

[0067])] AKBHE - FTI R —HERREMN/ NRELRHE
Az R EERB -

[0068] AEBHE-—FFHSRAEHY —BERK - XEFHB
— BB AEHN —EBELEERERNEREZZHB - 5
= H R IEEREIE -

[0069]) KB ®E— P K AKZHH B LA B F pr
k&8 (A MHC) 095 & ik DL K B 5 2 5 58 8y
F ok

[0070) A #E M E - FF KAFEHENB T BB
(TCR) » R Al 2 BAMETCR (sTCRs) MK B/ R
BB T ARy E TCR » DIk BEEE TCR W J7 & fI &
AFr# TCR E(AT#t TCR X XK FEH) NK Ay B & 77
e

[0071] #Hi#MM TCR Z2HRE\EAXHH SEQ ID NO:1 =
SEQ ID NO:151 WWHRE A REGEMN RN S IE 77

vt

[(0072] A0 E—FH K a K F WX AT R ZE
e —fEE Tl AEHE B RAFHNE A
B EAhFE=24K BESB EAHE -

PI-23425.2 26 32 H(EUHRAE)
109136262 FELGESE A0202 1103010720-0



1745127

[(0073]) AHHE - T HFREKHEAZEH-—ERY -
Ao it T A EEBEEARE AW IE LM ML AT E T A
R BC EL 5% & R T ooy BE IR -

[(0074]) A BHHE-THFRKAFEH TR G E » HF
MEBBHEHNEN IV ERERMNABONES & HE AR
ERAaBENFEREABEANINRNFEERMAM @A 1 5 11
M MHC 73+ -

[(0075) AHEHE-—THFRKELEHOITE > HfHRERE
S BHESES SEQIDNO.1  SEQID NO.114 -
BEAES SEQ ID No. I £ SEQ ID No. 63 Hyitfk
—EFE&HRE N —EEERERERF VAR -

[0076)] AFHE-—FSBRKRLUAFHTAEHEWNEL T
AAE - E R ORT AL T 4H P A BE R M M Ak Al — 4R o 5z 4l B
REOC—BEAEHIKEREF I ZIK -

[(0077) A HWPE - AR -—BEREBEBEHABY T
A AT BRENEHHNERRESAEHEMNAER F Y
WEK > ZHEZERETREHRASH T EHENANE
T 4 M -

[0078]) AW E —H RAAEMABTILIK - KX FHN K
e~ KSR EHE - AXHFWPNWHN - LHEHOMELEE
BB BB EEEIAYE L T KT A - T 4 BE RS BB B H
it Bk -F1/ Bk -MHC & &7 WA ® - Frat 88 H (8 &2 5 B
AP E

PI-23425.2 %6 33 H(ERUHRAE)
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[(0079) EBERBNIE  HFAMERBERAENE TCR
Ml aREEY - ETENEHE -

[(0080] A#FHE —KIF KAFHGHZE - H AT E
MR RCC - iy > fkE - B  &HXEBE - HE -
BRARE - WMERE > amm ~- ARE - RERE - I EE
MEEREANEEERTE EHER RCC 4 -
[(0081]) AFEHE-DH K —FEERNRFHRKNEYE
oo R AT R HA AR 2B EE - EE S RCC-
Fral s MU AT AEREXNEEERNBERE - 12
o WA LA R AMGERIOAEN  EER % EK
& BB E R mFE AN Z A YIRS YRk A By AR
TR E - B IR ERHIEN TCR A R % & & U
RN ZELFEMBIKE MHC #&5 -

[0082]) =& HBEEBFE -—FTHNETIIE > W%
Gl =

[(0083])] A#HHEI S EEBEGETHERNHZR -
[0084] ABCC3 HA4EE  WERE - - EEE 5K
B AAlRE - ENAEEE  BEEBARBURIERSEZEER
J5% tH (Mohelnikova-Duchonova et al., 2013;
Molina-Pinelo et al., 2014; Goode et al., 2014;
Liuet al., 2014c; Yu et al., 2014; Sedlakova et

al., 2015; Zuniga-Garcia et al., 2015; Wang et
al., 2014c¢c) -

PI-23425.2 %6 34 H(EEUHRAE)
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[0085])] ACLY F&HEEE (WARE HE &SHE -
M A mERE) TREERE > HMEE S BMD L& HE
(Zu et al., 2012) -

[0086] MHEHEE T ADAMS BEXREHHERIERE
WA py BB AR BEMEYIMMEEE (Schlomann et al.,
2015) - ADAMS 2 B A - & A M@ M= T R4l
f)E % f1{2 % (Mochizuki and Okada, 2007) -
[0087] ADCYSs ERNEHEMLMN mRNA FEE/DH
U s S S i O = 1 A = O N 1 2 A O = 1 O T S G
Bi % (Kuang et al., 2008; Tong et al., 2010; Sato
et al., 2013a) o

[0088]1 AHNAK?2 22 HEEEKMNEER K& & A
Bo 42 &R N8 1 (FGF1) JF & 5 0 i2 8 Ay E & ot &
(Kirov et al., 2015) o

[0089] WiZEx=M AIFM2 WWREF KL 8 A HERT
WT % (Wuetal., 2004; Mei et al., 2006). AIFM?2
W E A BN EH M AR EHRER 9 [ E
K> — (Notaridou et al., 2011) o

(0090 AKRIALl #z5HEARE T L8 - B &
W % FH B (Penning, 2014; Hlavac et al., 2014;
Kim et al., 2012) -

[0091] ALPK2 REFGFEERBET TH FEFLE
Bl EEmREBE T JREFEMHAH (Yoshida et al.,

PI-23425.2 26 35 H(ERUHRAE)
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2012) - ALPK2 B AHEPTHHEHBBAIANRESNRE Z M
HHEBOBEE (Junnila et al., 2010) o

[0092] ANGPTL4 FHIRIEABRE ~  HRENEE S L
od > H PRl BB E 4R B - B 40 R - LM M AR 4 R RO

& fH [ (Ferguson et al., 2013; Tanaka et al.,

i)

2015; Ng et al., 2014; Garner et al., 2015;
Schumann et al., 2015; Johnson et al., 2015) -
[0093] APOLl RZEHFEFMAHEEHASEMAMER T T H
(Hu et al., 2012) o

[0094] ARRDC3 HIABENBEEREFM (Wang
et al., 2014a; Huang et al., 2012a) -

[0095] ATG2B BBEEBHESMEENREEENE B
e E T EEAFE (Kang et al., 2009) -
[0096]1 ATPI1IA B ESEERE T LHFH - B E 4
BHmmEHE > HEXSBZ2EEBEEBENEYESEY
(Miyoshi et al., 2010; Zhang et al., 2005) -
(00971 ATP2A1 # 58 H £ & E & W B 7 Lk
(Fontes-Oliveira et al., 2013) -

[0098]) ATP2A2 Hl fZ 5 & ~ & W5 & M & A M
(Korosec et al., 2006; Hovnanian, 2007) o
[0099] CACNAI1H B & F o> bR & - % &R &S0 AL
MR % H B (Felizola et al., 2014; Asaga et al.,

%’

2006; Gackiere et al., 2013) -

PI-23425.2 25 36 H(EUHRHAE)
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[0100] CACNAII HBi&EGE  ABREBENREREAH
(Basson et al., 2015) -

[0101] CARDS fF&EBEBEMMA (BFEWEE - A
BREAMAE) MEXREELE FEXNABREEETES
Ay 4H %% = % % (Pathan et al., 2001; Yamamoto et
al., 2005) -

[0102] CCT6A HiZEBAELEEMNMEBENEEEERHE
H R (Tanic et al., 2006; Alagaratnam et al.,
2011) -

[0103] MRS - CIT K& 7F B 40 B %
(HCC) . E3 - RNAi @B CIT #HIFHEA HCC H
B (Fu et al., 2011) -

[0104] CLIC4 FHFHEMMBE T THMOERESR LA
HReFZ A ABEEE (BEERE  WEE - AKRE - FER
EFEE) RER  HSFHEFEMHER (Suhet al., 2007a;
Okudela et al., 2014; Suh et al., 2007b) -
[0105])] #H#HE  BhE SO EBEREKNEEMNE
R E R EZBERN COLISAL # & = E wE & I
BEMAEBEW A (Fangetal., 2013; Gadd et al.,
2010; Lourenco et al., 2006; Peters et al.,
2005) -

[0106] COL6A2 BlF & SHE - & &k AR I ON 5w %
BAEEE B-miBsMKCDHEAD MK - FHEBE - R#
MR E RS MRS R - BT @R AR b R 4R - TE OSE B R A Rl

PI-23425.2 %6 37 H(EEUHRAE)
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EHEM BWHKks TEEENEE DNA FAEI (Cheon
et al., 2014; Chen et al., 2014c; Vachani et al.,
2007; Liu et al., 2010b; Seong et al., 2012;
Hogan et al., 2011) o
[0107] CUL7 BIREFRE MMM E ARRM (Wang et
al., 2014b; Paradis et al., 2013) o
[0108)] CYBSA FEMEFMWE TH (Khan et al.,
2013a) - CYBSA ZHREEREFENHRARNE - Z28 8 K
s B TRAF6 FAHBEHBEHEANFIIE (Giovannetti
et al., 2014) - CYBSA Hi —HEHEEFNE T THE
= MR E A — (EH H®KWZEKX (Blanke et al., 2014;
Giovannetti et al., 2014) o
[0109] CYFIP2 R EFARENPRMKEE T I
(Gantsev et al., 2013) o
[0110])] B¥EIRMAMAMEE - CYFIP2 REF AFT MEK
A E( (Cheng et al., 2013) - CYFIP2 & 18 M i
C At e M R RN EE AT HEE R —
(Halldorsdottir et al., 2012) -
e — Tl HWmZWESEANBEE

THREBRE BEREE - MME - ABRE S8 HEN
G o CYP2J2 ZEife# EGFR BiFe{bfIRLE PI3K
1 MAPK {5 9% (& & 1 o+ /S B #0 &1 & 48 f 8 © > 6 #

B o a3 A T 7 S T S S T /AN = O R 7 .2

(Jiang et al., 2005; Narjoz et al., 2014) -

ll

[0111])] CYP2J2

PI-23425.2 26 38 H(EUHRAE)
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[0112] DCBLD2 # B '8 & 4 i & M 55 58 &8 & &
(HNCS) f* B3 -2 EGFR R BB 3% 4 % EHY (Feng
et al., 2014) - fE4% > DCBLD2 7f 5 ¥ 8 % M i & & &
el @tk AT £ (Koshikawa et al., 2002) - B Jf
MK > HEHET > DCBLD2 WWEEEBELE FHHE
{EM LA (Kim et al., 2008) -

[0113] DDX41 ® 3 M & # M 8B M w H FH
(Antony-Debre and Steidl, 2015) o

[0114] DROSHA Zf#i/N RNA Y& oYM #E B
gz — > FHAEEETHEERE  SREFHEEE - A
BR e F0 = SHE > W H P 1 9 Mg E - & TR P R T BE R 4 e
B (Avery-Kiejda et al., 2014; Havens et al.,
2014; Zhou et al., 2013) -

[0115] DUSPI4 AN THEZRETRZREMEHERE
% E b A B (Yang et al., 2014a;
2013) o

[0116] EGFR @z T A BB M RRREERET L
i o BLJE N 4 B OB O - B M B B T &S H B E M R

(Dienstmann et al., 2015; Wang et al., 2015b;

.

iu et al.,

I

Steinway et al., 2015; Xiao et al., 2015; Inoue
et al., 2015) -

[(0117] EGLN3 3 %Z #3557 78 /) 4 Bl Al & A0 B 4 i
B EE - BESh o EGLN3 B E B 4 Bl B 4l Bl & F0 &5 H KBS

PI-23425.2 26 39 H(EHHRAE)
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JE FH ) (Tanaka et al., 2014; Yang et al., 20144d;

Toth et al., 2014; Chu et al., 2014) -

[0118] ENO1 FRZEWEZHERE/TAMMBAMET EH - It

0 ENOL BT E B - MM EERE - ¥ EEFD
ETRWJEMEE (Yang et al., 2014b; Naryzhnyi et al.,

2014; Principeetal., 2015; Fuetal., 2015; Zhao

et al., 2015a) o

[0119] ENO2 HEfifE - @& N e ~ B Al

Of B OB & fH B (Sigari et al., 2014;
Zizi-Sermpetzoglou et al., 2014; Liu et al.,

2014a; Bedir et al., 2015; Wang et al., 2013b) o
[0120] ENO3 Bl B dHMER - MEWAEA&ERNE -
AL A KA ERE (Oka et al., 1989;
Mukai et al., 1986; Royds et al., 1985; Ishiguro
et al., 1984) o

[0121] ENPP3 BiW&E&RNMHME - 0 HEEKHBE - BH
SHOES MR Al R - S MBS AR B MW A RE E 4 B E B
(Agesenet al., 2012; Staal-Viliare et al., 2007

Gomez-Villafuertes et al., 2014; Yano et al.,

2004; Thiel et al., 2011) -
[(0122] ERAPI HESHE - FEMMBE - &F 6K
EROXB WREBMMESHAMBMEEE (Mehtaet al.,

2015; Forloni et al., 2010; Liu et al., 2010a;

PI-23425.2 26 40 H(EUHRAE)
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Kamphausenetal., 2010; Ayshamguletal., 2011 ;

Stoehr et al., 2013) -
[0123] ESMIL &3 0 5% T A & - A 5 4
R B ORI OD R B TR T B B kY
=% (Yu et al., 2013; Dong et al., 2014; Lv et
al., 2014; El Behery et al., 2013) -

[0124] FHL2 7 U1 & M8 @ M O - 07 8% -
B B RS BIRESERERN A BEEMEE6Z
b R TR ERGE RS RISl AR T M (Kleiber et

al., 2007; Westphal et al., 2015; Qian et al.,

I

2010; Zienert et al., 2015) -

[(0125] FKBP10 # & & £ B W 4l i f 2 B JE 5
OO 5€ P i = MY 8% R ARy — R OE B E (Sun et al.,
2014b) - FKBP10 © Z& # H L H B & H B & A
(Olesen et al., 2005) - BHHitfHK » FKBP10 F iE K~
R LRI EFEEFZE (Quinn et al., 2013) -
[0126] FLTI1 H&EE - HERE - JE/D 4 A& A
BE IR = fH 8 (Awasthi et al., 2015; Heist et al.,
2015; Tsourlakis et al., 2015; Zhang et al.,
2015) -

(0127] FzZD1 HaE®E - HARRE  TEARAE - #EE
HRJE - MEE BN AN A/ BR @ A0 AR B~ &5 B5 2 A0 2L IR % AH B
(Gokseletal., 2014; Hung et al., 2014; Davidov

etal., 2014; Suetal., 2015; Zhangetal., 2012a;

PI-23425.2 % 41 HEHRAE)
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Planutis et al., 2013; Devaney et al., 2013; Li
et al., 2014a) -
[(0128] FZD2 #imHAERERET L  HEBOHE
R ERRBRENREAOSEEELE HE (Wang and
Zheng, 2014; Ding et al., 2015; Prakash et al.,
2005; Liu et al., 2014b) o
[(0129] FZD7 #ismMAEIINRE T LH BT EHE -
Frdife s - S EBE > BRE > ARE > RO &K
a4 P B fH% (Anastas et al., 2014; Lietal., 2014c¢;
Gonzalez et al., 2014; Song et al., 2014; Deng
etal., 2015; Asad et al., 2014; Vasiljevic et al.,
2013; Rocken and Warneke, 2012; Dey et al.,
2013) o
[0130] GAL3STI ‘HMHFEEHEFHMME (RCC) &AM
RCC 4 g 2 SMKT-R3 3 ff (Honke et al.,
1996) - B % UV R EEH&MER O EFTmE LA -MME
EE-GAL3ST1 REFIIWR LA T £E8H (Livet al.,
2010¢c¢) o
[0131] GALNT2 (N-ZHFABMA[UEHEBE 2)
NHEEE NS EAMET A MMP-2 f TGF-SS1 DLk
WA A AR R Ry EGF Z AN (&K% T &) M
HEREEMNME RS - HE - BeE o B ARAREE T
GALNT2 BERZNZEZEBEBN O-WHE{LMW EGFR W&

PI-23425.2 6 42 H(EEUHRAE)
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Mok Mg 9 R A AU AV R B€AE J) (Hua et al., 2012; Lin
et al., 2014; Wu et al., 2011) -

[0132] GRAMD4 fFHMHE (HCC) 4 & A &
M EF > REWIMBE HCC M KBS MHH
(Zhang et al., 2013) -

[0133] HAVCRI1 6 al & 51 00 56 % 95 40 B % f1 & 4
Bl 8 MH B BV ¥r 2 2 A Y B 8% (Bonventre, 2014;
Kobayashi et al., 2015) - HAVCR 1 # 3% 87 o] B 8
OB 8 B OB @ Mo ok OFR @ M AR oho®
IL-6/STAT-3/HIF-1A 5@ UHECEBERBNSE
%4 B (Cuadros et al., 2014) - HAVCR1 77 B g
AR ERBERA S EHEMEEME S EN —EBEN
MR M ® (Cuadros et al., 2013) - HAVCR 1 ##
MR ERE  WREHAMEENMEELEE T LH (Wang
et al., 2013c) - HAVCR1 EFH#EEHELBELEEE EWN —
EEBEEZ2EHEYEXZY REFHeREEFER (78 1T
A REEBGEBEBEEE ) WHEEBERL (Wang et al.,
2013c¢c) - HAVCR1 fzg B T 4 i KX 8 fu ik 2 4B 5
M AR (Wlodarski et al., 2008) -

[0134] HSF2BP 48 HSF2 #HE A HSF2 & &
EH > TTRESBEEE HSF2 J&{ (RefSeq, 2002) -
[0135] HSF4 HiEEIMITESE N 4 HE#HIH
fin & J e £ T By BAIR TR OFE & (RefSeq, 2002) -

PI-23425.2 26 43 H(EEUHRAE)
109136262 FELGESE A0202 1103010720-0



1745127

HSF4 #BHEREHFEMWBE T T (Mustafa et al.,
2010) -
[0136] FEBIWHFTERF - HSPA2 £ E
EAEMENERERTREZEZEMEM - ERWRA % E MK A
SNy £ A (Ferrer-Ferrer et al., 2013; Garg
etal.,2010a; Gargetal., 2010b; Singhand Suri,
2014) -
[0137] HSPAS W MHIE&®E EMEMTHAEER
HSPAS 7¢# 4h & & 8 AR 5 4B B b = /K 28 % 2 4K 08 2 & 4
B AL ERFEENMME AT - 4 » HSPAS % # M4
ER IS B T mEFE > HSPAS ) BCR-ABLI-
AR EREEEBEEOMLFHAMAGFEE (Chatterjee

et al., 2013; Dadkhah et al., 2013; Jose-Eneriz

’

%

[‘Fr
o

et al., 2008; Kubota et al., 2010; Wang et al.,
2013a) -

[0138] HSPG2 HE®GRE  LHEBR RAHEE  FE
I A R RO G GE AR BE R OMH RBE o OB O AF BT Al B B ORI & G O
N (Nikitovic et al., 2014; Warren et al.,
2014; Gbormittah et al., 2014; Zaghloul et al.,
2015; Kawahara et al., 2014; Suhovskih et al.,
2015; 2015; Elewa et al., 2015; Lai et al.,
2011) -

[0139] HTRALl BEHAHME MESEKESHE - 8BiR
A A EHER  THEREFTE - ARE B

PI-23425.2 %6 44 H(EEUHRAE)
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R MAMBEET TH (Xu et al., 2014; D'Angelo et
al., 2014; Fujinaga et al., 2014; Sahasrabuddhe
et al., 2014; Franco et al., 2015; Arribas et al.,
2015; Zhao et al., 2015b; Bao et al., 2015) -

[0140] HTRA3 F8/1fF LI RE & AR 40 B F0 B iR AR 48
E#H - FWRE  ARE  TEANBEEAOME TR - ILHA
GSEHBEMERM  "WREZRUEERBN - EEBEHEREEVESEY

(Karagiannis et al., 2014; Zhao et al., 2014;

-

Moriya et al., 2015; Narkiewicz et al., 2009;
Beleford et al., 2010; Zurawa-Janicka et al.,
2012; Yin et al., 2013) -

[0141] IGF2BP3 HWHME XK ERKE 11 mRNA
GeEl 3 ERHEERER  HEEBEHFKEEELEERENR
B 11 B9 B2 (RefSeq, 2002) - 8845 FH 1IGF2BP3
e # R Ay iE - 3= - k4 - IGF2BP3 E
Kgonrnig BN BHEEMEE (Bell et al., 2013;
Gong et al., 2014) - IGF2BP3 WBERETFHZZHEHY
MOA e T T ER B > B TR R R E - R RS R B A
G > DI FEHE AT  SEEE  HAEEE - 4
Fa o  WmERENTAEETRBERE (Bell et al.,
2013; Findeis-Hosey and Xu, 2012; Hu et al.,
2014; Szarvas et al., 2014; Jeng et al., 2009;

Chen et al., 2011; Chen et al., 2013; Hoffmann

etal., 2008; Linetal., 2013; Yuanetal., 2009) -

PI-23425.2 26 45 H(EUHRAE)
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[0142] IGLCI WMESHNMEFEHRLE 45 HEF
3 Al E  RHAEEMERAME LA (CML) F #F
£RS = B BBl mOE (TKI) i (Nowak et al.,
2010) -

[0143] #&MH IGLC2 BATE 5S0% Y & #Y
N ERE RO T EEER (Kim et al., 1993) -
[0144] IGLJ3 B2 EHEANZ RO MK T EEK
W O1G MlAYH#EBFEREK (Forconi et al., 2008) -
[0145])] B BIEH - BS5 K EMSMMERMMMELE -
IGLV2-14 ZERBMEHEMBMEIMHE (CLL) 1 =5 K
¥ TGLV (K (Stamatopoulos et al., 2005) -
[0146])] B K BIEH - BS5 K EMSMMERMMKMEHE -
IGLV3-21 Z@BMEMKECHMBEMEADMKB (CLL) 7 & %E &Y
IGLV A K (Stamatopoulos et al., 2005) -
[0147] INADLEHIESA-ZHM AR GLEA K EDN
JE/NAH B R N3 (Ma et al., 2015) -

[0148] ITGA3 WEHAES AHBE T LHFH - BHEER
TR EERE  FRHESEMEABEMEM (Yang et al.,
2014c; Chong et al., 2014; Lustosa et al., 2014,
Ren et al., 2014; Bauer et al., 2014;
Mertens-Walker et al., 2015) -

[0149] ITGB4 HEERE - F&F - ABE - OEH
MR INE AR THHEFHERREERE T L
¥ (Chen et al., 2014b; Xin et al., 2014; Zubor
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et al., 2015; Masugi et al., 2015; Gao et al.,
2015b; Kawakami et al., 2015) - ITGB4 ( L 18 A&
CD104 ) 118 o6 oo A Bf B - 2 5] gE /% 2% 18 0% B % & E
NEVMETHEEEFEH - WEE &HRMEE - B KR
DN E % (Kwon et al., 2013; Pereira et al., 2014
Chen et al., 2014b) - ITGB4 E & Tl % 8 M L F &
ZEEREMMNGEE WY AREEREEREAHERZE
f (Brendle et al., 2008) -

[0150)] IVNSI1ABP # BCLI1/JH [FM % 3% % 5EE

N

HE > W H AR ZHEMEREN -—HEBEHEARESY
(Ni et al., 2012) -

[(0151] JAG2 WEHERREER®E - It 4% 0 H
EWHESAEE T EH HERUEREE  TENEREE - &
e fRE o B A > BHEEAMBEMKIE EEEMERME (Sun et

al., 2014a; Li et al., 2014b; Carvalho et al.,

I

2014; Xiao et al., 2014; Zhang et al., 2014a;
Sasnauskiene et al., 2014; Lu et al., 2014; Hu
et al., 2015; Li et al., 2013) o

[0152] KCNKI1S5 E KW@ HEAL#HHENSEMEMW R -
BEGEHE  BMBMOEKE (Shu et al., 2006) -
[0153] KIF12 a8 W EARBETRBERE  THTME
B T BEEMKMREMEEE (Katoh and Katoh, 2005;

Tan et al., 2012) -

PI-23425.2 % 47 HEEUHRAE)
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[0154] KLHDC7B HESBRMAMEHER 2= HBH
R ey — BB EEMIEZLEY (Guo et al., 2015) -
[0155] LRP2 HA4fE - KIEE  BHERERECRE -
BT E&&LAm KEREME Z2 84 KB HE W
(Fernandez-Banet et al., 2014; Andersen et al.,
2015; Pedersenetal., 2010; Schuetz et al., 2005
Anderson et al., 2013) -

[0156] LRRK2 BB RMEE - A REMNWEE&RKKE
BENHBIEEEREMEN  THIEAMBS&ARKEEW
Mm% EMEE (Ruiz-Martinez etal., 2014; Agalliu
et al., 2015; Inzelberg et al., 2012) -
[0157]1 MACCI AEsFZREESERET  BHFEEFE 4
W MENAREBETAERE  LTHEENER - &
FMEELEGFHZEZSR (Huang et al., 2013; Ma et al.,

als
iy

Bz
s

2013; Stein, 2013; Wang et al., 2015a; Wang et
al., 2015¢; Ilm et al., 2015) - MACC1 £ & & o
fE R B-HIEBEOMPIIK/AKT (5 9% 8 I8 € # 20 & F
A IEMmMEHEIN c-Met 1 B-#HIRE B M H T L E R
Bfic-Myc - dlfW#BEBESZS DI - Bt REBE 9 BAD M
MMP9 (Zhen et al., 2014; Yao et al., 2015) -
[0158] MAGED2 HBERZHERE  ABRENGEH
¥ A B (Lietal., 2004; Strekalovaetal., 2015) -
[0159)] MET #s8&HEEoEHABET LR I H M
ERAME - FFdE - RNl E  SEEMATRE

PI-23425.2 26 48 H(EZUHRHAE)
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S R EMEE (Petrini, 2015; Finocchiaro et al.,
2015; Steinway et al., 2015; Bill et al., 2015
Yeh et al., 2015) -

[0160])] NATS8 HMEMABEMMWARR (Mak et al.,
2014) -

[0161] NDRGI1 2 z& 4 BB EFEE T EBAH
B THE SEEEZERENEEET TH > B#&EHER
A E M E SR T £  (Nishio et al., 2008;
Chengetal., 2011; Bae et al., 2013; Richardson
et al., 2013) o

[0162] NLRCS EBEonFEME LT LAY EBEAMERT T H
(Staehli et al., 2012) -

[0163] NPTX2 ##EHRE ~ LW WE MR EE 4B
TR BB B H &I T#FE (Zhang et al., 2012b;
Alholle et al., 2013; Shukla et al., 2013) -
[0164] NQO2 i &= WM E « F iR B AR BE 6/ & F0
B FEMEE (Hevir-Kene and Rizner, 2015; Malik
et al., 2012; Lee et al., 2013) -

[0165] Hi S-HRWEWEHBEMY Bel7402 71 HepG2 4
Bg fHEE > OPN3 R Z £ M S5- & /R & UE AT 41 Y 9% 4 B R
Bel7402 #1 HepG2 /> (Jiao et al., 2012) o
[0166] PDZD2 B/ &N T LEENREERESR

B (Tam et al., 2006; Rehfeld et al., 2014) -

PI-23425.2 2 49 H(EUHRAE)
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4
t

By
b,
I

[0167] PDZK! BERETEELZ AU FTHEED
T #EHEM (RefSeq, 2002) -

[0168] PFKFB3 fEHERT®E - &HE > ME - AR
Bh B WEBRRE - BEAERE KRR E AR R

(Minchenko et al., 2014; Fleischer et al., 2011,

7]

%

Ragnum et al., 2013) -

[0169]) PLCB1 5 B34 50 S8l SR i B 9% ~ B4 8 1
mAOMBE WM BMAE (Guerrero-Preston et al.,
2014; Waugh, 2014; Ramazzotti et al., 2011) -
[0170] PLIN2Z2BEEGFH EHRBUEHGEED
Fy 4 & W iE Y (Matsubara et al., 2011) - Bl ¥
{4HMHEE P PLIN2 F EH A AR T AR E ST &
& Jt & o PLIN2 flg gr /R B & K BB & K /N1 o B
(Morrissey et al., 2014) - PLIN2 J1F Afi I8 J&% 2 K
MREFEZSNLEHEHASRAMAMBGRMAEE (Zhang et al.,
2014b) o

[0171] PLODI1 F=H ANHEHABRTEERERMEHE (Gilkes
et al., 2013) o

[0172] PRKCDBP HEop £ 7 B & BB BB N H &%
AT T T -4 > PRKCDBP HABRE - & H B E -
TEREE - MMEBMOSEAR (Bai et al., 2012

Moutinho et al., 2014; Li et al., 2015; Tong et

Fao

i

:Elﬁ

ll

al., 2012; Wikman et al., 2012) -
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[0173] RASGRP3 #EBEMHERBESHMME - AR ERN
ANBZRETLHE BHEERE  HHEMBERDDREE MM
(Nagy et al., 2014; Sowalsky et al., 2015; Lee

etal., 2015; Yang et al., 2011; Bhatnagar et al.,

2012; Martinez-Lopez et al., 2012) -

[0174] RCNI1 Efr T AW KA ARSI ERT
WE B (RefSeq, 2002) - RCN1 FARETHEERE
(Amatschek et al., 2004) -

[0175] REN BE1E QA E - BRER S » (€ &5 & & 8 £ 8
INEBE P MNE ZEAMAEE (Elouazzani et al., 2014

Et

Lee et al., 2014; Nakai et al., 2015; Araujo et
al., 2015) -

[0176] RGSS B onfFEHMET MH  FEHAMET WM
B M E SEMNEREHEMUFRFERE S LHA
TwHEEEEBE  WwE SR - o EE - JE /4 MR R A
S IEMEE (Volzetal., 2015; Xuetal., 2015; Wang

i)

et al., 2010a; Dannenmann et al., 2013; Koh et
al., 2011; Huang et al., 2012b; Altman et al.,

2012; Kumps et al., 2013; Sethakorn and Dulin,

2013; Hu et al., 2013) -
(01771 RPGRIPIL #H 3 Z 8B H & 7 HI K EH
Mad2 &8 & EMBWMELER > I HZE A AR E Y £ 2
BEREHIHIZE K (Lin et al., 2009) -
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[0178]1 RRAD WEBWHEMBE - WEEBHNSWE T T
R S EUHBESANRE - &E 8 IR AR A RS
fHE (Wang et al., 2014d; Yeom et al., 2014; Liu
et al., 2015; Mo et al., 2012; Lin and Chuang,
2012; Jin et al., 2013) -
(01791 SEMASB EEM@MET L H2HmAILE -
HERENMARAFEHEHMBEBRE R EEHAES T #FH (Hirota
et al., 2006) -
[(0180] &AM -a2-@& %8G K ® G %YM 4% KR 6
e HEE/DAHEMEEFHENNE  EFREREERE SN
MR TERHEE o2-TEBFEEME (Taguchi et al.,
1996; Zietek et al., 1996) -
[0181] SLC16A3 REHFAMBERERERREA
o A AERT > THIMAHEEE BRBAMEE (Gao
et al., 2015a) - EFRME AT » SLC16A3 /R AE M
s aIE N
[0182] SLC16A4 #3581 JF /N 4l Bl fifi e ~ BR B %
BB EERE  HEGRAKBEEMNTE T EH - T8I RE

F1BF 40 P = tH B (Baek et al., 2014; Gao et al.,

W

Bl (Baek et al., 2014) -

N

2015a; Yanetal., 2014; Jensenetal., 2014; Koo
and Yoon, 2015; Granja et al., 2015; Baenke et
al., 2015) -

[(0183] AHKEHRETFrEET 2 NMAEREGE F-EET 21
BRETEBEHNEERDEEZEXER FOLFOX {LEE &AW
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L THRAM N E (Tashiro et al., 2014) - B JF HE & K iR
‘H %% F bk > SLC22A2 -~ SLC22A11 - SLC28AI
SLC28A3 1 SLC29A1 #) mRNA & 7F B fF i@ g
T % (Mohelnikova-Duchonova et al., 2013a) o
SLC22A2 (iR OCT2) 3 &1 4 im /N E T IIF #1 68y & HL -
OCT2 Wy I Ml = p5 JF IH 84 55 B2 Y & EH & 4 & &£
(Sprowl et al., 2013) -

[0184]) SLC47A1 HIBERERBEAERM (Joerger et al.
2015) o

[0185] SLCO6A13 REWFBHMFELGEEHET L (Tran
et al., 2014b) -

[0186] SMYD2 #ZBEHFEERE BHAREFHEE - AR
B E - S EMSsMHEKAEHEBENE D DR P £ HA
(Sakamoto et al., 2014; Komatsu et al., 2015;
Nguyen et al., 2015) o

[0187])] SYTO BirEHEMMEREHRBM > I H 7 Ak
BESENETEEYESEY (Chen et al., 2014c; Bao
et al., 2011) o

[0188)] TGFBI REZEWZHERERE - HE FHE
BEERBMEZHMAME TS - L4 > TGFBI #5584 #
EHERB B AR (Lebdai et al., 2015; Ozawa et al.,
2014; Zhu et al., 2015; Han et al., 2015) =«
[0189]1 THY1 2 & W& H = EJE M 8y 1% 2w & KW
(Lung et al., 2010) -
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[0190] TIMPl EHREHEBEBEMERRFESG  HEZ
MHEABE M RmMAREHER S EHE (Bunatova et
al., 2012; Scrideli et al., 2010; Sieuwerts et al.,
2007) - TIMP1 Ef I BRBE BN BHEMBREIEY (Slater
et al., 2013) - TIMPI1 ZF — (& & Fr B A #y iR BR & 1% 58
Y9 (Griffith et al., 2006) -

[0191] TPI1 B /nEFRABET TH > HABRE &®E
Rl  BELAKEE T2 MWEEMIREEMEEFR
(Zamani-Ahmadmahmudi et al., 2014; Chen et
al., 2014a; Yoshida et al., 2013; Khan et al.,
2013b; Gao et al., 2014) -

[0192] TRIPG6 #sEHFE LHRKRARE SWEMBELN
A B BABRBEMEE (Pavlikovaetal., 2015

Lai et al., 2010; Fei et al., 2013; Grunewald et

I

al., 2013) -

[0193] UBE2QL1 # g 8 n £ & 4 8 & F+ T #A
(Wake et al., 2013) -

[0194] UGDH HEEKBE  WERE ~ NEERMER
o~ AR AR 4B MAHBI (Lapointe and Labrie,
1999; Konno, 2001; Fan et al., 2009; Wei1i et al.,
2009; Wang et al., 2010b) -

[0195] VKORC1 ERNZEMAIEMEERREEREL
E b fH B8 (Nimptsch et al., 2009) - VKORC1 &%
PIVKAIl (£ R K RZFEEH) BE » &5 HKE &
Ardi i A & (Wang et al., 2010c¢) -
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E BN

[0196] [E 1A Z INB REZERKELEFEHSE XK RCC Z
wmeERE o B 1A) 22K : SLC17A3 > Kk ALIVSLPYL
(SEQ ID NO.: 1) - e EZGHE 1 AEHHAE®K 3
BEBR 28K -3FmE 7 3AF 13K 1 0NHE>
I +Z2fEE 485 2 EE 3 0k 4 84dEEE 19
At 43 B - L MES - 1 IR > 6 IRIRE > 2 AEME - 1
BERE > 1l EARS > 3 MR > 1 gusleER > 6 HHL - 3 F5AHL
3KEE 2/ 4B S E L 22 AR 3 IR
B2 7= 2 ik 12 F > 18 RCC - Z K1 A& T
HWHORIEH )-B 1B) ZKN:SOGA2 - JK:YLEEDVYQL
(SEQ ID NO.:128) - 2 EZGHIMES + 1 BB & » 3
BHLR 28K -3 85B THE 3ARF 134K 1 E -
I +Z2fEE 485 2 EE 3 0k 4 84dEEE 19
At 43 B - L MES - 1 IR > 6 IRIRE > 2 AEME - 1
BERE > 1l EARS > 3 MR > 1 gusleER > 6 HHL - 3 F5AHL
3KEE 2/ 4B S E L 22 AR 3 IR
B2 78 28k 128 18 RCC - Z K7 B IR &
DR SR - B PR CRIE D) - 1c) &K
SEMAS5SB jk : ALDPSGNQLI (SEQIDNO.:12) -
EEAWAS 1 EES > 3 E LR 28k 3 FHE
TH 3 AF13&ERlR L MR 1 +249EE 4 B8E 2
E#E >3 L 48 EAR 198 > 43 5 1 KELE
LOME -6 BRARE 2 AE W& > 1 B -1 GER > 3 g
B 1 i slEg > 6 EAL > 3 B®A > 3 KB > 2 /i > 4
B> S H -1 2R 2 R >3 HARRKR 2575 2 5k

PI-23425.2 25 55 H(EUHRAE)
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12 5 > 18RCC-ZMRWAEINHERE MKEMMEPHHRCK
I ) - @B 1D) 2K : RGS5 Kk : GLASFKSFL (SEQ
ID NO.:8) - RAZLGWES - | f5ird & - 3 5 L
2 EhAR - 3FME TR 3 HF 134 1 INE 1+ 2
BB 4T  2EEE 3 LK 4 0d8BEER > 19K > 43
- 1 WSS - 1 O EE - 6 BRARIE - 2 BMEMH& - 1 BBE -1
G ERS - 3 BB > 1L AIAIRE > 6 EAL > 3 BAEHL > 3 KE
2UNEG 4 B S E 1 2R -2 AR 3 FHIREE - 2 F
=2 Ak 12 F - 18 RCC - gz ik th 75 | 51 BE #& - 7L AR
Eo&EBE O HBE BEeXRE MHERE BEE BRE -
G BEETEHEHEACKIM) -B 1E)EKR: SLC16A3 -
Bk : VVDEGPTGV (SEQ ID NO.:135) - fEZE A
FUsH & - 1 B4R 4% > 5 EFHES (301 MELE
LR ) » 77 FEAlE (2 BE - 1LARE  1&EBE 18
ER10FE 1 O -1 F&E 35 B 12 008 E
SHERR I - 5 HE) - TAMRBENE AR LAV M - M &Y
EH (@E) A& A% BEE 1A-D fHE - B 1F) R

ESM1 > 8k : LLVPAHLVAA (SEQ ID No.:25) - ¢
EEAWAS 1 EES > 3 E LR 2 8k 3 FE
T 3 A FE 134G 1+ 4 8% 2% 3

G > 4 B4l 190 - 43 > 1 MES > 1 IRE > 6 B
R 2 AEME 1 EE 1 KERS > 3 BB > 1 ar 5l iR
6 HiZ >3 FAl 3 KE -2 /G4 Bk S5SH 1 2
N2 3 HARR 2 78 > 28k 12F > 18RCC -
Z K EREE ®‘E®R KB MEMTEE T #EHE (K
I ) e 1G) 2K : ARHGAP42 > jfk : ILIKHLVKYV

U
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(SEQ ID NO.:15) - e £ 2 6WHAE + 1 ik (12
ZHE) 17T EASK (1E&EBE S BE - 1E - 3 E -
A MEERE 1 |2RAE 2 FE®&) B LH) ZK HTR -
Bk : FIADVVEKI (SEQ ID NO.:33) - f £ EW 4
G 1o (1R 1 ARE 188E 3 5E 1
FHMEImEE - SHiE 1 RESEE 2 WEE 1 EIEE
B ) - @ 11) K : HSF2B » )k : VLLDTILQL (SEQ
ID NO.:38) - A ZLGHVAAS - 1 B (&) » 3 4
Bl & (1 BEAR - 1 BgpE - 1 gudlhg ) » 1 HAftmEHE (1 &
) - 9 EEHSs (1L 1 KESE 288 1 /053
R fg - 1 FREE ) » 67 A (1 EER -5 e 2 %A
BE -2 B8ERE 2KBEE 4FE 704K MKEIE -
3R 16 ffidE S MESE -1 FHAME O FEE -
1B E 1 EBE SKERE 2RKERE -1 FE8) -
B 1J) 2K : TRAMI1 > jk : YLLNLNHLGL (SEQ ID
NO.:39) - EZEAWAS 2% (1LE > 1HE) 1
s (LA - 19 wmEHES (1 AARE 2 FE 3
SR e M EE 2 M7 RE L ORESE 1 W RE
1 BEEBE 1 BiE) - 1K) BE KW : PXDNL - fik
SILDAVQRYV (SEQ ID NO.:52) - R/ ZF4AH 4% :
23 FRAHAR (3 M -4 A3 ER o 8AE 2 NEE -
L BRI RE®R -1 FE28&) B 1L) &KW THYI1 -
Bk : SLLQATDFMSL (SEQ ID NO.:82) - REZEH
AU & @ 11 il & (11 BB A) - 4 EEHS (1
B 1 MES > 1 HRE - LRE) > 36 BEMAMS (1 JE
B oSHKEE 3ARE 4AEHE 1 BEE 3 FE I

il
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BEFE > OB - L MESERE - 1LIINEE > 2KER 1 EB
B2 FE®E L BRE -1 FERE) - B IM) AR
ARRDC3 > )k : KIPPVSPSI (SEQ ID NO.:98) - &
EEAEHAS 2 AR (2 FR) r4EFHS (1 FE
B> L RH -1 MES -1 iE) - 47 BEASB (4 =1
ARE ILREE LEEE SEE 1 0dlA 0KE -
SHE#E - 12 0% 2 MESE >4 IWEE -3 Fgidl BREE -
2 fRE® 6 TEE) B IN) EKHE : TIMPIL » K :
KLQDGLLHI (SEQ ID NO.:103) - fAZE B W44 :
L dife & (L IMmdipe) » 29 Ed & (2 &E S &R
3B E - 1LHE > 4ME 2 MESERE - 3MEE > 1 BER
B 1LEBE 6 FE®R 1 2RE)

[(0197]) E2A) £ D) Eon 7 A HBIEE KRNI FRM
cERFH (BEFERRMELLWEERZE) » 52 L KWNE —
RV EFHAS& TR 35 5 RCC KAT & EIBREREN
HffRE AL AGWES - F LI 8k - F8 - K (2
D) AR B -o8'E > LK -F (=ZH) - B4l
BE - Bl MRES &S - DN B -~ BRAR - Ba & - AU %0 AR - mEEOR AR AR -
HREA - KFE N B 5 - 2 KR BHARRE B
Bt~ B8 - 2 > Bk - 23BEEEEREELR - 35 @ RCC
A - B 2A) GAL3ST1 ; [ 2B) EGLN3 ; [ 2C)

Et
Et

APOL1 : fi[gl 2D) MET -

[(0198] B 3A-FHE R T RPAIMARERERR - K
Atz REBERrer R Ad@BERESE R FLHEE
HLA-A*02+ iGNV IKF EZER IS CD8+ T A JE & 1Y
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R -CD8+ THi MM FHR H AR - EHH CD28 mADb 1
HLA-A*02 WAL APC 4 H|/E SeqlD No 20 fk
(C» /£@ -~ SeqID No 34 (D> /£@ ) -~ SeqlID No 1
ik CE > 728 ) 2 SeqlD No 15 fk (F - B ) & -
L 3 [HBEME R M®E - M A*¥02/SeqID No 20 (C) -
A*02/SeqID No 34 (D)~ A*¥02/SeqlID No | (E)
A*02/SeqlD No 15 (F) Hy 2D ZEZBREL O EHNKKE
M ETHRAN - S8 (C-DE M F) By M HIE
A*02/ MR EAERBR WA HELEE - FEHMME CD8+
MEMK EFFEIFIFE - Boolean FI#E B BF B H & F K Fr
ENZERBRBRAIGEREESESF RIS TREREESZEBRE+ @
B f1 C D 8+ itk 2 4l B #Y AR & -

(&5 5]

[(0199] RERGHEMBREENERNANRESEFEHRE LR
EHRERABEDHRR  SHEERHBRENFEEE DT
BEHEEXREAKL THBEEAERATENE - HAT > 2858
ERZEE LEEERRNHRE RS ER M R-ET R
e HY & B -

[0200] 4HAE % & K IEBNR E TR GER EMSE & 58K
B M R AR - e MR R H Al I BE SN B i oy MRy T -
M SEdEERENRARENBETRFE T EE
fERH - fFnl2E CD8 Gt T Wi EMEKIET #EHZIF
A TCD8 " gt Al @ ESE 10 B & 8 2z i* 41 i & &Y
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hEEMEREY (DRIP) WRAMBEN ETEZHABMEE
Ha# (MHC) Fi#EyRbmamIiEosF - A MHC o
FHBEEABHM-SLE (HLA) -

[0201] fgaE "T HAERIE , BZfH —EIKERBIIE
NFENWNETFRONT ZEEEMRMEE - SN MHC 1T
[REIMEMEN T WA > WEFIARE PR &S IS
Ay ~ K AT RS AR BT AV BC R A BK IR 2 AV BE 4B A - o3 O 4 RE X B
(BEELRKFENTFER-v TNF-o 20 1L-2 > 770 % JE 77

 BEERKFENEABREFEILR > KRB -

[0202])] A XA M "R, E—z > 2E-—RINZEK

AR BE @AM A ERE o- & & MK E ZE YR # K
HE o SEHRNEEEZER IFEZAER  BE2HATL 8 @
RERBEE Z2EKT R 1011 =H 12 HREREEXE
B WRSE MHC-II BB (RKFHKRMNAEEER)

Z2EH A 1314151617+ ~18 ~19 3 20 fHH
EREEHEER -

[(0203] Wi "k, E—WEEBE —-—RINAZEKE
EWE > #BFE@EAMHSAERE o- &5 MK ZEZHEEK#E
B BFENWENRE  BARWERE > A &Y
OB (ZH#H ) B - HEEWNZE > AF KA E A
HEANRENRKEREAR  WEZAZRENAE -
[(0204] gsE "Wk, B BE "EK ., - AXHEHOIMm

>
>

EIEK, R AV AEREE BEBSBENAER
) a-B AR E BB ERERE BERVEEHE RN AR
PI-23425.2 55 60 H(EHHRHF)
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WA ER A A + oy BB B AEF K TR R 6E A R AR
H @\ FEREEYNN 30 HAaAEZREE > YRR LS
{# = & & -
[(0205)] " &M, BE—WERZE - RVNAEHRBE @&
AEMHBS AR AR o- R EMKREZBEHR#EAEKEE - %
ARHY & 8 7Y A S B RER I A + o B R DL IR B IR HE Y
RALBIA - BlfosERRECERRAMEE - " 2, B - hsB 2B
BaZNg 30 ERERBEENT T -
[0206])] — &Mk - B -EBEXGHZ T THRER
MREFERENRE > AER " R/ERE, (RIEZEXH
Ay — "R, ) - EAEHBABRT - fERMKE
WHEERECEZFETHMKENRE D - WL > " 2 EK
—HEEHFEREREN T T LHEXRXZFHNENK
T RE—EEFET AEKEN T T - E5 —F@E > Al
EERITULERKR KB MHCHE&G®E M/ HRESHE
Bl TCR it ER -
[0207]) T T M "R, EXWE —HEESESE MHC
I M2 LA  ftmMPR—E= tE&#8 (MHC 1
of >~ B-2-fAEEREBQMAK) > EED@EE T K& HKKE
it T 2R BERFEERMUYN MHC/REGYE &
Kk nl - EaE2 MHCI EH o v WKV HEARE R 8-14 (#
RER AL I HAEBREREE -
[0208] HFABMT A=ME4&KH MHC I BoF+HFH
E RN E (A MHC o 7+ 2 @8 A8 iR K

-
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109136262 FELGESE A0202 1103010720-0



1745127

(HLA)) : HLA-A-HLA-B f1 HLA-C > HLA-A*01 -
HLA-A*02 f1 HLA-B*07 2" {5 & K& KNI &R Z 0

AE MHC 1 EE{uTtHERNEH -
[0209)] 3% 5 : HLA-A*02 #1 HLA-A*24 Fl&

W A
HLA-DR MEFEMBAREME F - ARIRE Mori F A
=

(Mori et al., 1997) #H#FHHA Hardy-Weinber

= “E"“
PBJItH*
DH

Fo= 1 - (1-Gf)? B » f %8 A B 8 7w &
A B BB MBS F F 0 F e HLA-DR %
) A*02 B A*24 M & HETEME —HUORMLL o T4
OB HRFREE - AW F@ER HS W Chanock

AW B (Chanock et al., 2004) o

S ERN | ABE RS T ERRREIGHIFEA
A*02 ENIEPNIGIED) 49.1%
A*02 JEE =R (d6) 34.1%
A*02 maEEA (%) 43.2%
A*02 arTEM (=) 48.3%
DRI ENIEPNIGIED) 19.4%
DR2 ENIEPNIGIED) 28.2%
DR3 EIIEAN (J63E) 20.6%
DR4 ENIENIGIES), 30.7%
DRS EIIEAN (J63E) 23.3%
DR6 sflEA (dE) 26.7%
DR7 EIIEAN (J63E) 24.8%
DRS EIIEAN (J63E) 5.7%
PI-23425.2 % 62 H(E&WHRH)

109136262 FH YR A0202 1103010720-0
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SAER | ABE R E T E R VEEE!
DR9 ENIENIGIES), 2.1%
DR1 JF| (db) EA 13.20%
DR2 JF| (db) EA 29.80%
DR3 JFm| (db) EA 24.80%
DR4 JFm| (db) EA 11.10%
DR5 JFm| (db) EA 31.10%
DR6 JFm| (db) EA 33.70%
DR7 JFm| (db) EA 19.20%
DRS JFm| (db) EA 12.10%
DR9 JE| (db) EA 5.80%
DRI me (B EA 6.80%
DR2 me (B EA 33.80%
DR3 we (JB) EA 9.20%
DR4 me (B EA 28.60%
DR5 we (JB) EA 30.00%
DR6 we (JB) EA 25.10%
DR7 we (JB) EA 13.40%
DRS we (JB) EA 12.70%
DR9 we (JB) EA 18.60%
DR1 s (b)) EA 15.30%
DR2 s (b)) EA 21.20%
DR3 s (b)) EA 15.20%
P1-23425.2 = 63 H(ZHHHF)

109136262

FHGTE A0202

1103010720-0
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RN | B TR E T AR E SR
DR4 ArTs (dB) EA 36.80%
DR5 ArTs (dB) EA 20.00%
DR6 ArTs (dB) EA 31.10%
DR7 ArTs (dB) EA 20.20%
DRS ArTs (dB) EA 18.60%
DRY ArTs (dB) EA 2.10%
A*24 JEERE 65%
A*24 REEHTEER A 61%
A*24:02 | HAE 59%
A*24 AR P ol 58%
A*24:02 | JEEE 54%
A*24 EIE 47%
A*24 i 40%
A*24 HET RPN 37%
A*24 B 32%
A*24:02 | E[E 29%
A*24 SERH R P ED A 22%
A*24 [ 22%
A*24 (P TIE ALA 20%
A*24 EZES 20%
A*24 BIOM 18%
PI-23425.2 % 64 H(HWHHRHEF)

109136262

FHGTE A0202

1103010720-0
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[(0210] AR > (BEE QAR ST A G A K 30
EEES A2 &S - HEEEBYUREEEZESG MHCIL M
K e WL > AEHOZESETAHAREBRE A*02 BIEREE T B
BE GBARSPEERVEZEZE ML AERFE 11 M
MHC [ %EZ# -

[(0211] WRAZFHN A*02 KEEcES —FULER
K (2 A*24) & > BHEEHA MHC 1 3 F &K
Lt A FEESENEEERE  HARAERSBAET
B 50% WWRERAHHEBNFMCERNKEABZE > HE
AREWPP —fES HLA-A*24 f1 HLA-A*02 R EEH
HUEaERETMAMMEE ABETZED 60% BVEE - B G RKHK -
gEET > LT EEEEELERN TN EDL @A
HEMHKR: EZE 61% VHEL 62% > TE 75% % 77% -
HA 86% (H#E www.allelefrequencies.net gf & ) -
(0212] F-HEENER TET WFE " KEEFI
AREEEABRERAVERY -

[(0213])] wBREK  BERIUZHKOIZERFI A X
AERF LA REREZERREY - —KKSHR - &EB
ik~ U KA FEHEBN DNA REH cDNA R EM
RMERETREEY  H—ZRIEZERAERK > DLIE#H — &
alRERN > ZENEHECSSHBEMEYRREZ R G T W
AR BT R HY EAHE R BEor TR E

[(0214] WANXFHHBMWE "MK EREB | 26 Y
MEBTEZERFI &S  HITZROEREHAREE

PI-23425.2 25 65 H(EHHRHAE)
109136262 FELGESE A0202 1103010720-0
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TCR WM XA A S — A REZFINED &
ZHENWAL (CANE) BB MELEFESBT -

[(0215])] AXwEFOVEKERFIIDREEEEZRL B ESE
izl e NIE PRIFEAX S AME A IR DNA >
ERBOFY 22 PP AWEHE DNA - F 5 B H T 8 F 5 W
BT (%3 DNA) DURZFIW G /P -

[0216] " HBEE  E—MEEHEEERNYRAEZRA
BMETRAKREEEBEZERNNREEY LA 7 &
Bl - B AmIBEZERNORARE ZEPDHE B -

HE

[(0217])] wmBEAKBEIFEE (TEH, ) ER - &
ERNBEEERN EFZZBALKE DNA FHl > 5820 1F

B EHAHEBAMEY DNA G T EG K -
[(0218])] " ®REEY, E -~ WEEHEEZRNEL - ERE
BN FE FH R b N e S E A B & A BR AT S RRRY (A
PRI GERFZVHNRZEEY -
[(0219]) T REr,&E —asE EENE —E&RSFIE -
FTAHEAETERBEN DNA -9y > HFEEYH
TEEEEREEVEL LB AMHENEY R D RENE
-
[0220] " DNA RE, &= —fisBEiHE —8 DNA E&
o LEBN R EBEEAHN-EHEKRK DNA Gyl P KX
FE S EMEELoEERE— XA DNA LA R FAF
AER A TEMEREEMH  THEGH R EIR
FERE % (8 A AR 28 (b 05 0% > B 40 6E A o B2 &k Ae > #E 1T & A

PI-23425.2 25 66 H(EHHRAE)
109136262 FELGESE A0202 1103010720-0
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e ml ez R R AHATZERFI - LEHRA R LB K
FEER (RN REMFFIITE)) NS T (BF E
ETHEERZERT) WA TFHE - RE#EZF DNA FI A EF
ERHEMRESBERY TE FHEHEHAT T HEHREE
e 2 R 2=
(0221] '"SI®, B8R —HEEKKERFY - A
Bl —ff DNA SEH > I/ DNA HSEHEBE M EAK
WM ZEEMf— @ EEs 3'-OH Rig -
[(0222] " HE#T, E—-MERR"SHE RNA F G
GEMB S EFE DNA & -
[(0223] W' v@ _ R -" —EYEREFEEKIEREE (H
Wme MERZRAZABENAZRABEE) TwEE - a0
ERERBVITHRARERIUSKAZ o8 - B2 0 /X
RERGET B AREDE T o8 R TR’ KE K
H

B HBEIERERATEZEEN —E o/ REES
EBMOZKITEEZ —BEHasPw — &2 > I HHERZR
mEHEYARRERABEEN —H oy REEMDARZ T
b

(0224] ARFH T HENZZE KM EESRZRSE
ikt A g BL P HiE L IR GFAE - flosE T 4ifby WIEEX
EHEE S EAE-EMHENER  WHUEESEAEL
i U o - 1 I S E - VRPN = - i e T
pran - ZEREEHBER G EAERBEREKERE®ED
cDNA Efo@HOSEEY - HESE &KL BT H

PI-23425.2 2 67 H(EEHRHAE)
109136262 FELGESE A0202 1103010720-0
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HKRKRAYEBEHALEDD -—HEBEHR  FELWN=HE
B HEELLNN T EEER - LI - BHWEBEE AW S
A EEER 99.999% > RE /DA 99.99% 5 99.9% ;
HEmMBEAEBULEET 99% HES -
[0225] MEBEAZHALHOBEBUSZHKEZEEY - LXK
THEERBEM/ Ry REHE TR " BREH T A
T - AXERNME "B, EBEMHNEEZDEH
HAREHRE 2510100 =2 1000 % - HEHN
2o mEEE0.01% > BEAEE/NLD 0.1% - 1 IHHEZE
H o HEEHAOS 0.5% 1% 5%~ 10% 1 20% #HY R
e BLE o P A - A HEE > TEVUAEEAFHNHE
R AFESML B E R BT EE - T EER B
E-MMEBEREELEA R ERENRE (NEAR2ERMEE
)  BEZ—EK ZHRIEBEBFINRE  THmER
BE A EME G ENAER - ERNFEREBEPE T —EHY
Lt A B Y flo R FER/AER > MBEFEA EERER
EHRRHOPAZEEESEY (0 : N) BRARMMB T @K
E e "TEMREMTRARGEERI T @KE -
[0226]) A MHHB "8 52 5 (portion) ~ " &
(segment) ~ " F &, (fragment) BB FEME > &8 Z
ARAHBE 3t o I 2 R ER EEF Y - b &5 B
HEIPER—E® KPR F% - fla - o%—@2%KkMU
£ — AR E A E (MR EQ NSO ETRE -
AZEHEEGSHNERGTAREL ZRE D - 81K A

s

o
S
X3
L

\

%

PI-23425.2 2 68 H(EHHRHAE)
109136262 FELGESE A0202 1103010720-0
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B B EHRERMEBEMERE Z%ilE REMEAT K
BAUVBEHEFALASZETRELENEY -

[(0227] MEBEAZEH > WFE " EEEEDEL ) X "TFH
Boatb, - WREANEFI > IRTERFREERFI 7 #%
WA, ) Bl i FEREGRY (T 25 F5 )
B &R 0B LR Fr S0 B R A Fr B B 58 K TH BY B A1 1T LR
W REREBETNINSOATFTEZFREFT oI
FREH = 100 [1 -(C/R)]
Hf CEZ223FiHEEGEHLEFI ZEHEERE 25 F 5
HWHERFIZENEZRHE > Hf
(i) Z2HFFI T EMEEIARELERFPIEKHLET
FP 5l g A9 H B By B AR AL BNR B R
(ii) Z2FFINTEMEER > UK
(iii) 2% F 3 o & @ 5 2 5 & 5 KA tE
EC Fr 710 o 5 28 05 A SR A R R B 0 B A R — (R
=2 DMK
(iv) WHEEHRERFIOSE 1 i B HE S
H R EZZFFINBHEHBLEFINHEEE EES2H FI T
EEEMZREAES —EHEXNAZAEZBRNYZ2H FI T8
WE B REREE -
[(0228] WHR "#HHEERFI, M '2FF5, ZHFE
N —(EHEE P ENFRERETSDERBFRHARARIE
EHRBFREET WL  AHEHERFINHES S FIHEAFIE

PI-23425.2 2 69 H(EHHRHAE)
109136262 FELGESE A0202 1103010720-0
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EHNEREKERES S MATEBITFEE AL LI ER
SHEEEHOHEEBREEEREB LAY HE -

[0229] W » W LM - KEFHEH T —EK > HEE
P Y SEQ ID NO:1 F SEQ ID NO:114 P4y —
MF5 ~ 5B SEQ ID NO:1 F# SEQ ID NO:114 H
H 88% HEEMHEER  HFEHAZRBETHHET XK
Ee—EER - KEHMAWKERAHE ETHEAHESEE
a# (MHC) I Eprat iRt Rk A®H 11 Hy F& G HE
jj °

[0230) fFEAZEHF > "THIE®E, —H A2EWERERK
A ZEHNE—F (2R EXWEREE T - WK=K
ARFe Il - i pratey "TEHJRE D BB A K HEERET HED
WE el B b e I EAfTEE M R EEE R o I B A E
MR EBAMER Clustal W % JE B % 8l & — (@ 851 # 17 &f
BT HERN -—KEFI DR EBE EEBMHE-F Vector
NTI - GENETYX HiEAad&EHBERMEHNHEMTA -
[0231])] AEHEBEWMAERNFER ERBERFEN T A
RSB ZRKRAEESHERXNXNRIE (Appay et al.,
2006; Colombettiet al., 2006; Fongetal., 2001
Zaremba et al., 1997) o

[(0232])] #HH ANMHGLGERfEHREYN " EE , RX 0 —
FHEmEREEBRESZENNMERIAES —EHRXAZEER
Eooy ) 5 s Eofh ) AT B AN E o B EERDNA
ML FE ER/EMEFY (H SEQ ID NO:1 £ SEQ

PI-23425.2 2 70 H(EEHHRHAE)
109136262 FELGESE A0202 1103010720-0
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ID NO:114 #Hpk) WM AEBEENTAB HLA 75 74
gl —EKTREEEHUEZRDESRS (D2ARS
HEEHB HLA-A*02 5 -DR &8 MHC 7y FHI& & 18
HEFRMOGEE UAXELPEF(DEARS ) HBEEWL T
A A TCR 45 & HYEE S -

[0233] FE& - @4 T 4HA 7 61 40 Bl RO % 15 4 Bl 3% £ A2
XNRE ZHEdEpRESK (AP FAFHP EENE
BB RARAEBRFY ) - IEWR 2 XKME R E
(Rammensee et al., 1999; Godkin et al., 1997)
TRl - HLA-A &M EEULEEE R ERE 7
R — B HLA SaNsEaBEFrEBN&ZLEY > K
EEHMRGEEEN S RENHRE - EWE - K AKMEMZE
BREEE Wik FEBERTAEEABEBRRFECAD
R E K EEHF SEQ ID No: I £ SEQ ID NO:114 4%
TR EBRFY > THEMESEEBZESRFHE MHC I
BOIL By F4akl - AEHNERRFHEEWL T 4
FHY) TCR $5&W e BER - B8 T M eHEFfzE— &
BEARAEHEENEERNRAZERF Y% KO
4w X R FE IR SR &K A -

[0234] WRESAHRH > BELAIAFBNESL (KE
Bi ) RRETLL@BBAEMRBEANRE (FTRBESEME) I L
AR —ERZEBEMEES - EEBRLZE » &8 0A I
MEEMRBO R - LIRS RSFER - fla - HF
—HEEBEEAHEUEENE NS — @K & B A i

PI-23425.2 % 71 HEEHRAE)
109136262 FELGESE A0202 1103010720-0
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o b B — [ 5 KR E WS — R KM R E B H
- BRI MAERAMEAICHEL A R/ ENEER
RAERBERHRMA > #1400 ZTEREERZTRERMN - F£RA
FEHREOEBERERFINEZNU I T - KR E KL E AT
FHEEMKEBRERE AN Z M - S8 & A& EERE DB
= O = R/ NPA NS T 1 O i ' N i S 1 O E S O S
iEoe EE T R AU By BB
[(0235] HAXT AWM AREESFUTLEEEZ
—WAEETRH  AE 1 — /HEHE - R A
filx M HY R A

M FTEEGHEREKHEE®R (Asp, Asn, Glu, Gln) ;
EE 3 — MM FE

EE 4 — KHEHKRFEmMERERE (Met, Leu, lle, Val,
Cys) UREER 5 — RFEEE (Phe, Tyr, Trp) -

(02361 &K Or<FHEYHME BEF K —H R E B &S — @
BEABEMUREEER/NLEAFAEB SR HAR - @

ANEBEEERTERBEBERMN - & F 4 &Y EMR A BEF K
—HETEREBRES —FHEAERMENEE A ABHENEE L
REMBEMA - 2AmW > 58 " HE AAERLZE
WimAtFTEE NELELEFHZAS 2T HEMG » B E
MR EETFRKEMELCERETHREAFRNBEALE -
[(0237] E#A EEIRMAEUES K@ L-RERK I
Hft&st - Ntk > D-2 2B JREEAFHOERK T ®E R
B L-REBEAA I ERLHEERZRN - LI > FEE

\

m

(Ala, Ser, Thr, Pro, Gly) ; ZE 2 — fi

B Ay E (His, Arg, Lys)

PI-23425.2 % 72 HEEHRAE)
109136262 FELGESE A0202 1103010720-0



1745127

ERER (Bl BRTITEENRAEBRAZAER) LA LUH
RERRZES  DEEREASZHY RERMO2ERNES
ik e

(02381 WHRAFE — L L& L&Y HA T IR 5L
FEEEREFRBIARIUL T ERME > AlHELEHRAHAE
cETHH  DHEdsRRESEEH KR EEN B
et E e - RN E R TERS FEE®R 4 @ -
(0239]) EARAEHBHANXAfEAERKFY AR — KA
fER —(EECMEIEm ERAER (R TH#EZFHEBENSE)
X MAFEEEFEN > BIMEER KRB K - 2 A
HERBdAdmEEEESsRE (MHC) -1 20 11 By 1 YA
NERAEHRABUZINANEZEE - E —&GHRATET - F
EAREBHAXAH LA ERFIIARDKT > — @ W #E =
ERmRUHEERIXIBABETIHR (RTX) @ " MATFEEHE
B - BIMHEER REESHOVK  BHABHEZASHEEES
s (MHC) -1 20 11 oy T 0 T E R E R E x=Z T
SR -

[(0240] EHEEARAET QMR ZE L RERKEA
HAENAEMEFARZE T 4K EIL - 956 5
MHC ol aEZRMEEEE - WL > B 7% ERH %
ok 5 » RBBHBKAEAEMTEESERERERFY
TRESEANK (FHAFHOYEEMELRERKS
ik )

PI-23425.2 % 713 H(EHRAE)
109136262 FELGESE A0202 1103010720-0
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[0241] %6 : E¥E SEQ ID NO: 1 ~ 4 #1I 5 By

HLA-A*02 JRKVEESENE F

fir B 1 (2 [3 |4 |5 |6 |7 |8 |9
SEQ ID NO: 1 A L | \Y S L P Y L
Pl V
|
A
M \Y
M |
M
M A
A \
A |
A
A A
\ \
\ |
v
\Y A
T \Y
T |
T
T A
P1-23425.2 =% 74 A(ZHHAF)

109136262 FH YR A0202 1103010720-0
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A el el el (o)

fir & 1

SEQ ID NO: 4 |F

=
w
2
w)
—
<

gx el
=2 Hg 1

S < << <P |z |z |z |z

—~
—

PI-23425.2 % 75 HEHRAE)
109136262 FELGESE A0202 1103010720-0
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—~
.

> |

el ol ol oINS

fir & 1

d
I~
)
(@)}
<
0
O

SEQ ID NO: 5 Y

g
=
.
z
g
—
~

&k gl
Az AR

< |

ol

< |»

ol

< < l< <=1 » » |z |2 2 |z

PI-23425.2 2 76 H(EEHHRAE)
109136262 FELGESE A0202 1103010720-0
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T N
T I
T

T A
Q \
Q 1
Q

Q A

[(0242] &K (HKE) WK HAEEES - MHC 1 %
(BEERER 8 £ 11 HAEHR) TEHKKEREHK
KB oERBRRUUNEGT N ImMES - WHllHEERMLD
EEMENIEERETRFAZE BEERMLMEE

[0243)] AEHMKTHRAUES W EALRE > 8 1
23 3 4 EEEM - THE 4:0 B 0:4 M E A
EFMECE % - FLHWRNELETRR 7
[0244] %7: ASPKOHELS

C - I N - U

4 0

3 0 = 1

2 0 = 1 =3 2

1 0 ¢ 1 B, 2 B 3

0 0 ¢ 1 B¢ 2 3 3 3{ 4
P1-23425.2 % 77 A(ZHHAF)

109136262 FH YR A0202 1103010720-0
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C - I N - U

N - I C - I

4 0

3 0 = 1

2 0 =% 1 == 2

1 0 =¢ 1 3, 2 = 3

0 0 = 1 8, 2 =z 3 =) 4

[(0245] Hfrfp/iE &ayaAEBLLER L EQ S A H
fin & & B /Y 7 SRR - fiI & A T ¥ 58 A AL BK BV 1R e M K
B

[0246]) KL - A& % B4 Fr 2t 09 2= fz ® g 21 K 28 Ml & A
RMUNEEREERMCHEE A EESFEAKE 25 KA F
EAEEBEENAERK  HEEMAEAXRMHEEHEIE S
SINCT

[(0247] HE—-HEBERERTET - KKy — 8IS E WL
B 4 WUEHRER  BEELRY 30 HZRERNERE -
EH R MHC-11 & ok - && %2 MHC 11 BHK A 8
HOAREH T E ey T A ET A -

[0248] Wit > A#FHENH 7 MHC 1 3R 6y K&
fg > HPalllEii R ERER 8 2 100 @ - BEHEK 8
EF30 M  HREZERKS 2 14 FHAEBREE (I 1011
121314 HEAER  WRAAK Il HEGHKEKE &

PI-23425.2 2 78 H(EUHRHAE)
109136262 FELGESE A0202 1103010720-0
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L E & 15161718 ~19 ~20-21 5 22 A&
)
[0249]) EA > AEHOMKRNEBRENLATHZARKMES
MEEH (MHC) I 2 11 By 7446 - IREKERBE MHC
EEVHEETHAEBEAND M T E2ETHR -
[0250])] EEBHILE  EAFXAFHKFTESE T #RAHEL
PEARKZE R  ORMARKREEERTERERE
WMMEIFRKEN —F AZKEEAEBBRLS 1 mM - &
EAEAEMBALY 1 yM > FEELAEANEHAELY 1 oM FIEE
RAE®BE 100 pM» RIEBESKAEHRLY 10 pM - {1 (B
BE R > HUFCRBK® — @M EM T MMEEy o B0k 2 #
HEEL 3 @ -
[(0251]) TEARAFHWN —EFHNEZEERETET » KAHAH
BE A ZHME SEQ ID NO: 1 % SEQ ID NO: 114
Fit 28 0y & A B P 51 4H B -
[0252])] EAE"T.. 4@k, 2EXLAEHOK  BRTRE
SEQ ID NO: 1 % SEQ ID NO: 114 Hh@§y{f— 5 =%
HERBA/R  BSAMMBHM N /20 C Ix L E R
Efk -MeMF—EmPRFER MHC 7 FRALHAIK
[0253] (0= £ 0E & 8 ¥ 7 %% & & 2 89 b /Y Bk 5l # 4
MERFEEER HARASZHN —EHOT ZHKAMEE
O —E45 » &%k EH NCBI -~ GenBank &85 X00497
) HLA-DR HiRMEM A E#H (p33 - LTHEAE "1i, )
) 80 il N-ImE EME - FHMHOE S+ » K& HAYMK

s

Wﬁ}

PI-23425.2 % 79 HEEHRAE)
109136262 FELGESE A0202 1103010720-0
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AR S B ARy e BH M o oAl 2
e Aty Y DIEmA i ET R EEHELERER -
BoE o Pl E ARSI B R RERE -
[(0254]) 4 BRI E - B LIRS EE MK
M/ MHC 70 785 @ M5l # EHERERE - K
iy ez HIBL T AR AEBANMANL > B fld - K
=\ IR #2 F0 JE AR 88 89 5l A -

[0255] HFERAKBREET > K (-CO-NH -) MR
HFEHRBEE  HZHKBEZREE - &8 % E KA E &K
(retro-inverso peptidomimetics) T #H i K 45 I 2
MW ARG Bl Meziere E AfE (Meziere et al.,
1997) mprai vy J77% - BASl By 77 s 0F A K3 - & 7%
Ak B G F RO IR A D) B EEIK - Meziere
F AN (Meziere et al., 1997) HI W3 8 /x> B & 8L
KA AMPB MHC WY& a e E T @B KE - DL
NH-CO #E M CO-NH JR#EFEKMEKRKKRIEES T
71NN G < =

[0256]) JERK#¥® &-CH,-NH+-CH,S->-CH,CH,-
-CH=CH- - -COCH,;- *+ -CH(OH)CH,-f1 -CH,SO-
% oo KB 4897445 S H A E M T F MK # o JE K #
(-CH,-NH) W EREMEEKRZE  ZHEIPAEEERERFRA
Y Z IR B ilm R AN —f S NaCNBH; 0y & A& B M
g {E H m & ey JE Bk s -

PI-23425.2 2 80 H(HHRAE)
109136262 FELGESE A0202 1103010720-0
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(02571 & L #i Bp 5 HY BK &) B &5 & f/ B #% & R s /Y
EMtEEEEETER  KKiMESKOVEBEENE - 2P H
B~ R/ MOE - @ TERKE  FTEEFRKEE
T AAREETIINAKBNRZE R - EA& > ZBEN-
A Bk B A RBE i MK &R & Rim - ot - BRoKEE - M
TR Bk A B 2R A AR R ORE 0 A RK BV B B R IR -
(02581 >4 A8 oy A KE AT 88 & & o &
HzemmA - fla > B M E SRR — 20 % &R A& K
WA ERE  BEASHALERER - HE Dt > KEH
THAEDD —EHREBRBEI®ATNN —HEHIFRARERK
WARMA - B ENETER NI AWK R
EM A HNHEM/RESMER -
[0259] [E kK - A% 8 f oy k=B IE & KK Z AT 5
ZrBEBHENERERGNIEmMETEZES - I B E Y
B B R AR EHIECH P > fl40 - /£ R. Lundblad fr &Y
(Chemical Reagents for Protein Modification )
(3rd ed. CRC Press, 2004) (Lundblad, 2004)
AMa - DL2F XRE TR F AR - AR E KA E
fEafi 7AMIIRS - EEBHE (BEARK) BAEULTHEE
i - BE A b - BREA - BREME AL - BRI AL - D
KB (TNBS) = EFXRELAZEER - &
B EMEABRAFRALMFEENIEBEMHEZEBNG &
ETRAEECH PR SZEDTEY  BHEMKELEYE R
BE _WmibaY > S KE -k E > B 2R 2R

PI-23425.2 % 81 H(ZHHRAE)
109136262 FELGESE A0202 1103010720-0



1745127

Fes H AL - fE@t pH BETHREEFAMEL - F£5 7
| g A B 2* 7T (Current Protocols In Protein
Science) (Eds. Coligan et al. (John Wiley and
Sons NY 1995-2000) ) (Coligan et al., 1995) f
F 15 BRI AYTEE B B AL & e AE B A B2 07 & -
[0260])] S EBMECOBENBEAEBRESFEEER
W s ELCLeM(OFXFREER 2,3 -T WM K& 1,2-
ME W) WREMPERMNEY - 5 — @& 6 2 N E
AR BEENRIE  ¥HEBITEERRMYEARSER
AR AFERESHOVELTHREGIEH - N > AKRKE
o B OF O 1T ¥ Bt R B B B B o Sigma-Aldrich
(http://www.sigma-aldrich.com) % /N & 094 15 &
EEBABNER -

[0261] EAEFT _HmMEBNEEEXERBLELEE - — M
BAFEEYHERBEHE T RMNEL GEEABEREAE K
ARARNEHH ENSEEBEREE - N-(3-_HRaARNE )-N"-
CE- DR ITHATEPREIREREBEENASAEZBRBEEN D
FTALE - fla: ERE - ZEZEBMEAQEHRREE
el Bl - HEBMAHEH 4-BE-2-FTWBETEE - 8
AMEEEMHHEMoe- A EBRE - flm - AFAPRIKEE T
EA/MMHNEERRERE BEaRBEERESL (28) 2 -BEW
fifZ® > WEEOEBAEALOTITEZEHME  EAOENE
ABEBEETABM ZER  RZK - & T FEWHEE -

©
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[0262] PURY & H fEFf1 N- Z B 2ok ok 5] B P& B S
ER B - & B R BKP R B AT E B S R b s /38 8T
5E B

[0263] HERZRMEBEAMNEOWME TMHEME T N-&EMIRE
Mg g~ 2-FE-S-BHE TR 3-A-3-FE-2- (2 -
B RSB ) -3H-M Lk (BPNS-ZEH A ZX) -

[0264] EEgHK K RIL_-EB_AMBKEMHRE
WRBEARLERKEBE  GBFEEEBABNERIL ZBEHK
R EEEE T EREEFZW - st H BEBENER
FEFRLECZEHETETEEEBRAVIALEREEER -
[0265] —fEKECER HTHKEEHNEIEKRE B
EAEAFHONEREM - — KKK > KANERE (2P RE
Be i & 2 M AV KB )T # A Lukas & A (Lukasetal.,
1981) DLk UL B 5] A B 2 = SCRL A #2 88 /Y & M K & R
Fmoc-HEEHEANETSTNK - ZHAKE (Fmoc) H ¥
N-RmRERBEERRE - EA N, N-ZFHEFEETE 20%
“HEINME TS EERS EBRAREEERETESES
H-BHREMTER (F42AMKKRMBUERREE NI
T TEE (Fea2BURMEXRBEHENL T) ~ BT 5
MEDTEY (EFBEABMEAAZARE N T)

O

\\>£v

B

5
5

CZHREREDE
V) (EFMARBRENT) &k 4-H & E- L6 - = H &R
EEECTEY (EBERRBEAOBEXRT)  H#ENETES Z T
Reg - D EZEBRABMBEMNRZLEE S C-RKinEE > II#H A E

B
e REMERNER 4.4 - ZH & & ZFEE

e
ik
St
jung|
s
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N
=

ik
Bt

WE_HREAMGERZEY HEZ=ZFEERE_-_FEA
Vil (BRER)  SABHEIE - (XBAE) M N-
WG ER AL B H B (ThEE ) M - AV K - 1 BE B R &
MR 4 -BFERALBROTEY  HANRKRERITE
MHERAEEHSERERNEODEY A > HZE XX BEEMNR
REEREERN - EMEHEZEEN N, N- RS ARk K
-HEFRL=MTEHNMHmeBERFMINA - A8 8a R
e REHE Z8 > B EKREMBE R isotin HIERFEMN -
ERERE > AEER 95% & 50% FHERXREAGYH =
AR RHEBERUHBEAREZBOEEXRKRY T HE
K- FHONBFERXREGYVERIZHE ~ Xl ~ X H B
Koo AEHE R BEFE R E & KA & A B s o LA o [ MR
RMEAZSEEHERBERET R ZETREY (HO - F 25
(Bruckdorfer et al., 2004) DK AKX HAHB 2 F X
LN,

]
>t

iz 12l 158 £ =
x ® 5 # - K & W s B — & H &
Calbiochem-Novabiochem ( EHFE T & ) BT -
(02671 &{bm @@L TRIMAYEMA —FEEHEG T EE
T BE&EE BEPFHELE - BT C® a8 E
mAKERAE@SE AN L (BF ) RMESWKHE X (0#
ALK o7 B )
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i)

[0268])] AU HAEBERERGOLZEZ JEAFRINZEA@E
B MHZEHR (CSPE) ~ REEMKMEELE BERD
EfEoM  HBEF&H%¥ (FAB) B 2 U KMALDI
DIESI-Q-TOF&E 7y #fr # 17 Bk 73 #7 -

[0269])] A TEEBRERENK HETREH HHE
THEATATREEDREHENL  ZHFHEEHEAEERE
BHEABEERASEARNEGHE LI - 7@ @ 5 M
MRS WERBAE (Pinheiro et al., 2015) ¥y p &
KL LS EFEABERE ST - A ARERR
(Benjamini and Hochberg, 1995) I L IHE K -
[0270] HPH@BEM/ELEYH HLA F#AYH G 0HEH &
BHREEHERLSHEMABE AN HLA 7 7 # 17 4L I
HLA fBEKRETTHE - BRI > 1688 H L4k -
EEZE-EFEMH (nanoEST) WHEBHK- 5% (LC-MS) &
ETEE HEELEAOKRFINESE T ERE > BRCC KK
(N =18 f@ *02 BGMHEAR) PELHEAI XA TUMAP &y
FEEXBEAMEERFIEEESGR S FKBN R EEAETHE
e HNEENREEEEE R REEER HLA 5 8K
B REEEERAERSE 18 4 RCC BEEMHEEFMEE
EHS CHEECRKNRANMTARERETEES E -
[0271])] # ¥ %&#E XPRESIDENT® v2.1 (ffl#an > &
B US2013-0096016 - 6 7F Itk # 5] H & H & 8 0Ff A
X)) BERESEMNMESEMEMAABBERENBEERES » &
AL 4 TE R B Y JF 4R AR D B8 B M L E B fil = B A A

l

il

=

\\>£v

B Bt
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e HLA RFRK KEEFHEAHEESER - BEEBLLTH
ZEH  HEHEAREMOMELOEBEY LC-MS REEH
B GSardlaelBELE - GEERME - ST E ST - RE K HE
B T EREEHEUAEREMERESETERLEE
H s
(0272])] AHEEMRMOEAMII TiREKE BEBREMN
T fH - RS K E IR 2 AV KDL K B & 5L JF R B 4 & R G5
EfTEERENRE &S HEE -
[0273] ¥ 2H RCC @&k AH HLA K& G ET
aift > H¥ HLA MHEKER LC-MS #7775 8 Mo
fr CRE®A) - AHEFTEHEHHA TUMAP # H JFH %
P RCC AW HFEAETEY  MIAHFERFMNE RCC L
W e = -
[0274] 7#FZ%{E RCC fIEHHEM ELWEER TUMAP H
IR LC-MS ENHEE Tt T EAETEL - &% 7 ERK
ERE) LC-MS EiEHBEREAPTHEHEEMHE - &M
LC-MS Eff M ABEELERERET B AR LE
EEIE MREBEGERET VY 50 AEREBE (6 HE
RizzlE) -RE2EEESsTARIMAGE > @ EB8EBEHM
BERE - ZEEH RTEREBEHE (BRE) MMKE K HEMKE
I IE &AL -
[0275]) 4> %3 E#H XPRESIDENT® v2 H ¥ &
TEEE M R e ey MHC-JK - &K HLA RS K
HEITEEFHNEHY EE - G5 2 0 &AM BRE® D T
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HE AN DNA G EREE - A8 EAHT TUMAP
4Bk E M nanoLC-MS/MS & B KA TUMAP L &
LETUMAP Bl ZBERKRANCTHNE - M85 NI EE -
TUMAP S BERHEME T E B TAEEE TUMAP i
MHC £ TUMAP 7 B2 7 & 7 A9 05 it BE 0 A 4 & &
K R BERR B ER B @ E nanoLC-MS/MS #g M| -
WA BMERERBEEHESREAR = XM E A K
H -FUAMSTFEESIERIRGTEL=ZREEWNE 10 XM
TERBWWEEE (RERHAE 6 1k 12)

[0276]) AEFHBEHTEAMR GEEE/EHE EBEERA
FREBREXNAREABHAMKROME - ELRREEL W
EEEBEONN  MHE HLA 2 FEHRAREE T AREEA
RCC fRA&f -

[(0277])] BHEFAHKMELE  BETSEBEREKRKE
WHLZHEER/ E0E (LEER "T2REQ, X" BEE
A, ) - AHHMAMG T IEEMHES ) EEE K E M
EEAHERN SHABRBEEEFERNEERBME(R
BEHEG 2) ot EEREASGHIEREBASK T REERE
(AFHMEBEN" EEHEHS KB RCC EHEHNER)
BAREEFHESGTAERE (REEH 1)

[0278] HLA G EMREHE R ELREHA KA ZE T
EdHR - T P A B 2 ak H) HLA/JRE & 860y 4 il
(M WEFTEKE RCC )

GE‘
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[(0279] AXEHAFMARESHEHAEF B T 4K TE
WaE ) > WHEERZE > Wi E AT B ARSI R/
TCR  fla1=EY TCR (2HEFHA 3 FHEMEHE 4)
4 > RREIMHERY MHC &8 > TTHFTHELRZEAD K
Az f1/8 TCR » HplE sTCR -~ Z{H G A K/l A &AM
AR o A AE S E SR R R o WL > RS A T
ERETEERENRE  RMEMRIBWERAE - B
CENRERWBEEFS TEEALARKRKEEYE (4 -
MERK - EHEEBES SR HE) @ wHEZE NS E
ERENHREMEMGE s  METHFE - FEZGEMEZED
eENREEMEASS EREMH I RERAKN > NHEXH
HEOEERFEEE A EREVERBTHKD > BHIEESE
HAEHMERAEOARB B R EKERE -

[(0280])] AFEHEZTEEA KB E M o #M—M p #
("a/BTCR ;)W THE=ZE (TCR) - B TH MHC
TR ERETHE TCR NBEaWk - AFEHITES K
R SR FE TCR 98 4 M M1 AR H =098
LUk R E M8y HE -

(0281] s 'THR=®, (HE TCR) Ef &

R_EREosT O HEBE —H o ZHK#E (o @#) F1—@EB %
ks (p#E) » HP MR _RETREHNG o H HLA 7

TREWKILE - ZmEEBEHEMEWN v/ TCR -
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[0282])] HE—MHEERITET  ZAPAERE T OUEAH
iy EE TCR BV T LA Z A ZBHETEEREHE TCR
TEWNKETHEERHEFTE TCR WYE LM -
[0283])] S —HEiEH ASRHASEAR —ERELHKAZ
Wy J7 & o Eothopr ol b JR A R B R 40 B Ay & bR IR AR 4 Rl AY
MEEeaHEARTERSEREREAMIANIRIEEZ R
A FmEAE 1 2 11 8 MHC v+ > st/ ZE#HNE L
#waEk A 1 2 Il i MHC HWEHE/ I = 11 B MHC W®&
a Bl -

[0284] o/fp TCR By o 1 B AT y/6 TCR By y
S MBEWRAMSEAMME "M, > BEEREE S
Wi - TEEHEEETEERE (V) IEHEE (J) WE & -
AEEEEBETREGE —EMWEE (L) - B Fo#EH
B —HEZHEE (D)o 1 p EEEMEETEEREH
E oo M Op EEMMEELSN C RimEE (TM) 4 -
[0285])] MHERy/3WWTCR » WAXFT AMWMTsE " TCR
yRI B EE , 2 EMER (L) ¥ TCR vy V (TRGV)
@H TCR y (TRGJ) W4 & » flisE TCR yEH &4
HEEMAMATRGCEE » B C-KRin#&®E TRGC ¥l -
R - "TTCR SHEEHIK  ZEfEMATEE (L)# TCR
§ V (TRDV) ¥ TCR 6 D/J (TRDD/TRDIJ) &
e MisE '"TCROIEESHEBH ZHEMEMITRDCEIH -

B C-Kim#i® TRDC F5 -
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[(0286] AFEHZHW TCR EEGLGSE HLAG T
8 HEAFLH 100 uyMBEFE/N Y 50puMIgsE /N4 25
PMECE /NE Y 10 pMEE /NS EHRM) (KD) - R
BEENEILZEREAL 1 pMECE/N & 100 nMBE /N -
50 nM EHE/NEE 25 nMEE /NG ESH NS B
J3 TCR » A% TCR (BB o ¥ AT B oy IE R H % or
FlEFELY 1 nM £44 10 nM ; 4 10 nM % 20 nM ;
47 20 nM E 4 30 nM ; & 30 nM E4 40 nM ; 4 40
nM 2% 50 nM: & 50 n0M £4 60 nM;: & 60 nM =
& 70 nM ; & 70 nM EZ 80 nM ; & 80 nM E & 90
nM ;L KE 90 nM FEZ 100 nM -

[0287] HIAZRHE TCR M > AXHEHN "HEMH®
SE O MREFBZEERHANREZ Y 100pM CFE /NEYRL-HL A
TTHEaRAS G M) (KD) #y TCR -

[0288])] AHHEW o/p R _FHE TCREAUEEFHIE
ESEEBZENSI A ZmE o SEHIAESE TCR B
MEHEA—(@ TRAC EHEESLEEEHFI M TRBCI =
TRBC2 EHE&MEFIHE TCR - BRIE TRAC HY & & &
48 f1 TRBC1 =2 TRBC2 W4 & S7T# F &K B E
B Frall FRERB P TRAC HEESEHWEBAFI A TCR
i) TRBC1 5 TRBC2 [HEHEEHFI Z B =0 -
[0289]) FwEFAHAFNEAF LMAT5] ABEMERE > KHH
FWa/p  ZEBEBTCR FEAEA —(E TRAC [H E 4 # K

FPAlF1— {8 TRBC1 2 TRBC2 EHEGmEFS - i H
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TRAC HE4S M F5 M TCR #y TRBC1 8 TRBC2 &
EERBFI AMAAEEE TRAC 48T 2 B Cysd

TRBCIE,TRBC24 N T2 #y Cys4 Z B H K%K # M
i o

[0290] AFHEHE]H TCR " aEEEEHSANEK

Z - BAXENEMZRARBA T TRMEL - KR HF R
TCRAGEHPEGRIEGER » WS KR - L2 GEN
B E R

[(0291] HE—MWEERGSTET  BAEFE o #F ED — # 2
B/ RBEAFE P ETED—(EHEER TCR HRZEEN
TCR fHEE  E&EEBL T HEL-

[0292])] fFE—MEEMRITET  » FEFTCR o #AM/HTCR B
whEmeb —(HEr TCR Wik HLA » FHEE8BA
SGammbhm g asrEl HEEEAOREE TCR o
i/ k268 TCR P #EITCR W& S HMU N E D E

f5 - EEREM TCR B MR KHEFEBRERTER
ff TCR MW ELD HELONGFESREERZGE R
HLA-A2 R#EIMERFERBFEEZME TCR B HLA-A2 [RHl
MEEMABEESREAESREME TCR MHiE > KD HEE KXY
& 10 5 - RER BEEEIEITIRESRZEERKE > #
ERABEERKEBERSE SN > Nt ExEEQE N
ENMTIHNENEGHREREERFERBIIKRYE - £HFH K
HERE (MENEBBEBRE) WHRER — 25 & # H EH
NI rEESE REHNEERFAEASERESEKN TCR
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W T @R — B A RN 22X T 1ERREA RS A
EBE OWHERNNANBESREAEABKBEMS TCR #Y4H
A AGERE - WL - ARAEFEN TCR HBERBHBEELR
OB R ) R E R B A Y T A R -
[0293])] AHEHSZTES K —EHZMNMoEAREH TCR
W — BT E Ml B EAERH: H A2/IREBTE HLA-A*02
fa R ERE PBMC > ANEB-Z4FH (PE) W
H PBMC Ww#&EB=ZENX G/ TE (FACS) HiE -
Calibur 7o EE&E BT T 40 -

[0294] ARHEHEBES R —EH Mo BAEH TCR
W — 7% it T EBEE  BEH A% AR TCRapf %
Rfr& (1.1 and 0.7 Mb) BYEER/NE ( H T 4K
TESZEILAE TCR AR #ME/NE TCR &=) - M1
M E/ NERETREERE > ANER - R4 FEQ (PE) ¥
EREBER/DETEESIPBMC - I % @ & % E b 4 5o
#® (FACS) K - Calibur oW 8Em M T 4K -
[0295)] —J7H > RTEBRELARHEF TCR B T 4
B - wtE KB EF TCR-ofl/ETCR-B ##8Y % B o o0 &
AREZEHBE HUOy RERFSRRE BHEAWRE E £
AT IR E MM ENEEE T - Ak K
MEDHEIAEEHANEIZE T @R (—KR4alLH
BEHW PBMC) » fEm ABREAIEH - S—J@E - k7T #
BREARHEZ TCR BITHHM > TCR RNA & # K EHI
FTEMAB R (BlW o BN ER ALK ) R - A& B
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BRHTCR RNAZBHEFAREHN R ZHBEREM®
TCR-a f1/2 TCR-B ## 5] AEE B @ FMH 509 H%
CD8+ T #4fiHd -

[0296]) AT HMmMzRZE HFHEAHRHEF TCR KB
BRELTHEFEINEBRS 7 U EZFERERNEERF
I (LTR) - E4if = (CMV) ~ BB HEEZE (MSCV)
U3 - BB H B BB (PGK) - B HlLEERD ~ ZHFEAAM
BHEHEFE 40 (SV440)/CDA3EEGHE + » EHKHRE (EF)
-lafIfR WP W E (SFFV) BEF - £ —BEEE K
HET B rFrHEEREOMERIE - k7T 98 EE 74
AHHAERN TCR REEITRTAW MY TE - TREHE
ERFTZ GHFETESZEFFEKRE (CPPT) - H{EXE T IEIHK
ERMEBWYME M (Follenzi et al., 2000) » f1 + #
B RWHEEFERMAZE TR (WPRE) > HEBEIES RNA
e INEERNREKE (Zufferey et al., 1999) -
[0297] A Z%H TCR # o 1 B ## 5 B X705 AT &
BRBEETHEDE HEITEBURE BN SR ER R
i e

[0298] EHHEHEK#E TCR RHEHRZFESI A TCR H
TCR-a f1 TCR-B #E KEHESE - ETEHRE » A K
FH TCR-a fl TCR-B A E -8V E P HITE AL
HR FHEedl HOEewRZSHEH ThkE —E6E - &M
TCR-o 1 TCR-B 7 2 [E HY W F &% M 8 & A iz T B
(IRES) B WENHEFRZ  KNAB TCR-a fl TCR-P #
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MHAEHNSERET s WEESENE —HEgYELE > K
MR TAEE TCR-a 1 TCR-B #OHEEEBL -
(Schmitt et al. 2009) -
[0299]) 4uEAzRIEE TCR A% 1 LLE ¥ 81 DL
HEEAMMENRENEZD T  BEFBILGE -ERER
—{EHLL EHEES TS > ORXREFH T EMEE T
"EELR, c RABTE tRNA DU EMKE W HEETHME
(Gustafsson et al., 2004) - 2% TCR-a f1 TCR-p
ENFIEGEBEAERBREHARHEABYERNREN K E
BT @B 0 DL EPR mRNA AR E M E P 2 fE il 59 #
frock >  EBRHEHERS TCR-a f1 TCR-B FHNRE
(Scholten et al., 2006) -
(03001 b4 > STARIAIPWIEM TCR # 2 HAY#E KA
ETERNERGRENE  SERFEMHESREBREES R
b - G40 > JR& TCR ZEBEHY P KA G & KD A HUE
FRIEHERR S TCR #® G A CD3 o+ 8 H Wik > "L
HEBMEEFZZMRSIA TCREMHEOMEMEEREES N
(Kuball et al., 2007) -
(0301) B TRV  AHFHHS5IAH TCR #EY C-
K Ui &5 A Bk ET DL#E 1T 2 S0 DL (R B RE R AT ) o i B &5 A
EEAJ TCR IKHEWRET  SERBAIREEEARLEY
PEL N3 TCR-a f1 TCR-B Chgésiim (B C I
G C BEESIASTHEFMAKREERSIA TCR B
TCR-o f1 TCR-B #ELE C Kins& Ay E = K — b #
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(FH=aBEEHNH) - X% TCR-a 1 TCR-P # C Iy
BB MET/FREE ("THFESEM, ) E#ES TCR-«
fi TCR-Pp @EHEFHGHEEE CD3C (CD3( B &)
(Schmitt et al. 2009) -

[(0302] HE—EHRITET @B LAM GBS R DR E
AHHEWTCR - F-BEERASET  BEBEABAEANT
A T A (HANAE - £ - EFHATEST - T 0K T 4
BHM R EERETES  ES &8 ITET > T W
B T aifetHdfu e @EMHEE T RS - AR HSHWE XA
BHHEERNGERANEBEITUAEEERNERY - £ — &
fEAET EHEZRHELURE o/f TCR B y/38 T 4
R -

[(0303] " #Yilay,, SEEcEBEREEREAN AR
Welah - BEM > ZYHEY HEENRE  TLHRE GMP
fa M AEE -

[0304] ZEYVHEYEEFEL XK —FEZEHBEP X
FHAEBK (2R LX) - WEEMN " ERBE  R4E 5
7= N Rl R VA S S /B N R i N = - = L L= S B
froctE -l AEBScHBIEANFHEMS (8% X 50
T EEYE —ET M -NH, £F) HERKRAXE - -BaHHE
MEHAREEARE U 28K Nk XEE AHE-
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e ~ Mg - BRABRE  MHK "TE-ERKLREZNRE
PEE B Ry SRR RORfE A EER O AR ET A WA R
AR LH - aK85bw @8 ELH  ZFEFF -

[(0305] ERHMNEENERSET  ZVHASYEED
B (BB  =#JBB=EK (&) PAIK -
[0306] &30 o pyall 0y S B (B E K — B % & G K 45
mloooflan > —fEEE - ZEHIDHEHEGSIBEAINZZE S
B oo mHEi.d. ~i.m. ~s.c.~i.p. M1 i.v. TH AL H
G BRI EHIKEREERREABKOGE (BRAE
HESHBEEAZTBREZET) > HNEIHARERE BEN R
Y - EHREEE (REFRARERSTESE)
MERZBEEBIIEAME > TTEA=NARE R DHEERE
Eo LR AN (UBHEBETER-2) - KAZ£2EBEH
o tbHHEEERBERMEESs (R TXX) ~ 208 % E
Rl AR N B e A - DB ER W RSSO
FERE) c ZMREAERERER -—EasHEOERE (0HE =
Bem B &EHBH (KLH) sHE) Fla@E®E (2
95/18145 K (Longenecker et al., 1993)) - fk
R EHELE  TEEMaEH > NHAEZMEIT T o I
ARZEH T EHPFIERFASERMB CD4 53¢ CD8 T d A -
X o AFA CD4 T-w MO EE > CD8 T 4 H
MEMAR - Wik > R HRF CD8 T 41y MHC-1 M
R —HEEG T THRMEEHREREBE TR B CD4

=
—

x

B

B W O
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T gifry @ E =R - CD4- 1 CD8 R B =M B K FHI
AR Al - 0B RE AR 3B hWE Ay R AL -

[0307) —FmE  ETHEFEDVPE&EHA SEQID NO:1 #
SEQ ID NO:114 MW —ERURZEDSIH—FEIK -
BE#ER 2 2 50 (- HEZER 2 £ 25 @ HEZHEL 2
E 20 (H - BHEER 23 -4-5-6-7-8-9-10-
11 ~12 ~13-~14 151617 = 18 {HA - Bk 7 #
— [\ ERE TAA B4 > WHHGEHE MHC 1 B
T E

[0308]) S5 —J7E  AEHRBB T —EFWEAHHPIK
K ERENEKE (WZEKEHR) - TERETRITEL -
41 » DNA - cDNA PNA RNA HEHEY > BT
BN/ EHE NEZEREFRAFRERBERE A (A4
HARABER S EL %2 FiE ) > W H A EE&HEBK
A B et ITErTEB ARG T - EAR 0 FEX TR NE
WHEMARARBETZARAZEBRBENK - 5 — @77
HoABSPHARN T —EURBEREHRES RO R ZEHBE -
[0309])] MR AEAESZKETER CEHEBLZET L L
HZ s DNA - 5] @ H m & 88 w8 o] 3 MR E 7% &

THE - I HEm DNA REMNMAMHTEEEEY S

Z 1% DNA R E#fE AZEHE DNA - K& > BBEWHTNH
MEYVEENEH#E S  BEEBR DNA RESES - £
Rk E4H DNA 4 F -
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[0310])] &F —EXZHEBUMENEGRFEHTRS DNA
REHEEEERE TS —ET L X ERGMEZENR
U aREHTABRSEETERS  HITEHEERHEAE
Y& g /A8 (International Biotechnologies Inc,
New Haven, CN, =) 5 -
[0311])] HwBEAZFHLHKE DNA HEEEH 7 £ #HH
Saiki % A (Saiki et al., 1988) Fit H W% & [ &
REHFZ - BT EFTHRKE DNA S| A G @R &HE (Fla
BB EOBUME) > AR AERD M H M
ARG EEH DNA - 1R E HKHZEE > HKEERE R
e B
[0312] Z#%  DNA (HEFXERHEFEBEILT -
RNA) T RENGHENE T - €M%k & A& 8K EE
BBHYZ AR - Rtk > FIRE T A KT 4 SR 3 BH IR B0 &
B DNA > HFAXFMT EZHEECH &  WHEREKB
ArREHEANMEBELEES TR > RMEFZMEEAR
EHPH SR - HEKTMEEBEARK - fl0 £ HE
Fl 4,440,859-4,530,901-4,582,800-4,677,063 -
4,678,751 ~ 4,704,362 ~ 4,710,463 -~ 4,757,006 -
4,766,075 1 4,810,648 -
[0313])] ®WBEEAFHLEWEZHKE DNA (HF & H
HFHEEEBENN T ORNA)DEEM I AR HEMZEDNA F
Fl - Emsl AZI&@EayE £ - E# DNA FHEREE

PI-23425.2 26 98 H(EHHRHAE)
109136262 FELGESE A0202 1103010720-0
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MHEE DNAGIABEWNITA UAZ2EFERFT ST
mmEZTEMAESE G -

[0314] —MZAKEH > DNA # DIEE ) J7 H M IE MR R
EZRBEEREARNZI —EREHEE (WEN) F - 0F L E -
% DNA TF] & B AT & 18 X Fr &k Bl 69 AH FE B 8% 0 Bl 5F 5 60 1%
i ERERFIHEE FEEREHEHE T — &G E KL HEZEHI
B - AR ZEEBBEETEHSIIAEE - — KKK
TAHAE2mANEEAd gHEREEL - AL Ao % EEH
fE@EW s T - BETEBEMME M ZEEGTEME
TERRKRE A DNA F¥ - 3% F 5 b4l ay A
HEEEBEE (O ERINENE ) EfT&EBE -

[0315] S4 AEEEZEBMEENRNTE S — #H#
BEE ZEEHEKGEELRFTFNE EHM -

[0316] 218 > KEBHFHELSE DNA FrELHyiE £ 4
L fE AP it KEHEMMABRBNEERMETHEER
R E > femEREZ %A B UH AL -

[0317])] FAHRZCHBRZEAZASL BEHAE (W XREBRE
WM EFMAEER) - B (UBEBE) - &RER (4
MmEE) ~EYHKE - S RESHAIE - & R %E A E
EEHMAHYWHE > WHKE ATCC HAMWEWERE (Cell
Biology Collection) F /Yy CHO 4fiHg -

[0318] A pymy 7 8% 4 il & B &Y = 2= &k f '8 ki B &
CMV o —H&e&@#ENEZE A EEH SV40 BrE + L K
MEEREY (uH#EER) - —EHEMABEWE Pharmacia 2

-
~ "

PI-23425.2 2 99 H(EHHRAE)
109136262 FELGESE A0202 1103010720-0
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G (Piscataway » ¥riZE/WH > =28 ) EHFH pSVL - — &
AFENHAHYEEZRBONFZ pMSG » 7 DL
Pharmacia v & B % - A H # B & &8 k 3 &£ 2
pRS403-406 fl pRS413-416 > —fx [ {¢ Stratagene
Cloning Systems /4,y 5 (La Jolla, CA 92037 » ==
B ) JEE - E M pRS403 -pRS404 -pRS405 A pRS406
EEOESHEN (YIp) T ATEBSIEEEELTY
HIS3 - TRP1 - LEU2 f1 URA3 - pRS413-416 & fu
REBEEZGNER (Yep) - £ CMV BLE) Ay &8 (40 -
K EF Sigma-Aldrich & ) 78 BEREEHN R
2R ER W > LK FLAG »3xFLAG ~c-myc
MATN AEMHEYTH N-Ims C-IgfEi - ELm & &
SR AR itk EHED - EER S SR HE
T EENE -

[0319])] #BHYNWAEHMHKE (CMV) BLH FHEEM®
F COS #MifrPHAREDREKESE | mg/L - HRPR
WSk EQKE —-—KMEKN 0.1 mg/L - SV40 &
BF R ESR DNA £ SV40 BRAGHME COS 4
oK EER - il CMV BT EE8E TN
pMB1 (pBR322 Wy 4y ) EHRFEE - iEm T ETERT
EEMENHEESN S-NWEEBAEKX - hGH polyA Ml fl
R E - SRS RFESIE (PPT) FFAIHY & A& A Hu

FLAG fiflg - BIlE NG E FLAG Bl o EAQ I ELT

PI-23425.2 25 100 BRI
109136262 FELGESE A0202 1103010720-0
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MAEEEEET - HMHEXEE MK — L ERMN L
REZNEAHEBANRK A -

[0320] &S —MHERITET HEAFHGWERE S
AR ECRR R E T &M > Wik > I—HEEEIEF (HOR
kB I REE) fFE - FEREHE o Bral ik
SR AaAAERETREREMRE (MMWLLLLLL) ##
A e il ST (AT = 1 A R 11 0= T o I [N = 7 N
HeoEEEEREUYIHAREEGLGRE  "WHEHF KK MHCI1 A
MHC Il o THIREES -

[(0321])] XEFEWHES Kk —HE ETHHE > HUAXHFEHNZ
RERSEREELMEK XTI SEKAN - 0 H]
FEZAN FAEELXT dEAMAEEFRZE A
B - A A REEREER - B0 REFEEKR DHS (&€
Bethesda Research Laboratories /05 (Bethesda,
MD, 2F ) ERF)MRRI(EEZEHE®EFRBE T 0 CATCC,
Rockville, MD, £ ) » ATCC 49531343 JEH)

BEENEZEFTHAMNBEELNS  EafWASHYHEN - &
e = o i I B B (1 A AN == AN == R Il AN A i
B #0045 B B M R AR TRy MM o B R E M OB
YPH499 - YPHS500 f1 YPHS501 > —f¢ v ff£ Stratagene
Cloning Systems /Ad (La Jolla, CA 92037, 25 )
ERf BEEMHATYEEFTHAMEBETEHERINE (CHO) 4
B Fs ATCC iy CCL61 4if - NIH % £ /) B AL A 4l i
NIH/3T3 B ATCC By CRL 1658 4HAy - & & JH M

PI-23425.2 % 101 BRI
109136262 FELGESE A0202 1103010720-0



1745127

COS-1 4ife s ATCC 1y CRL 1650 4R DL K A BEBA
By 293 9l -  EELSMAME ST W ATH
PR EsREEBEL AHEMANREEEZESEES TH M
I ME S > B[ H RLE (Paulina Balbds and Argelia
Lorence ( Methods in Molecular Biology
Recombinant Gene Expression, Reviews and
Protocols ) Part One, Second Edition, ISBN
978-1-58829-262-9) M AREH M A B & EHN E M L
B & F -

[0322] &A% DNA SN EES @MY ELT
fE R AR HYJ77E 5% R B HUR R (E A & 88 Ay B A -
MR EE T EL - F2E > W Cohen & AHY
Bt (Cohenetal., 1972) f1 (Green and Sambrook,
2012) - B & 40 B0 By # (L /£ Sherman %H N W X &
(Sherman et al., 1986) ™ # 1T 7 # #t - Beggs

(Beggs, 1978) fpramy 5 AMBREMH - HRNEHEGHY

Ay > ELE RSB E o B BiRSS Al DEAE-
B O M EAE B RS 0 H & Stratagene Cloning
Systems /INT={ =177 Life Technologies NI

(Gaithersburg, MD 20877 » 2 ) EEH - EF L
AP/ Sl EAEBA N EACE WM
MEMM - AT SN REJAME TTE -

PI-23425.2 25 102 H(EEHRIASE)
109136262 FELGESE A0202 1103010720-0
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[0323]) W E(LWHME (B A% DNA &HEH
WA TR REHRAMHB T E (W0 PCR) ETHI - 55 >
EERFAENEG ] E M DR ET A -

[0324]) JEWRME > ABHTAELE THMARHERER
FEHTERK MO EEN BSEMBAOE&HEE - 22
Hftrg THBATERELEETEZAR -0 HERE
MR (BRI ) P T REREH T AR - MM
LA #E A EN MHC 4 7 - Wb > REHEDLT &
AEHP B R EZRBN —EE T A -

[(0325)] HFE—EEEERTET  BXTHHESFEIREE
MA > THEZEREMURERENE - 2010 £ 4 H
29 H 2B e & fgEYEMHRFE (FDA) #EH A 2 & &
BB MWERER (PAP) WWEMARM S EQ T A K B KEKIE R
BE R M A %Y HRPC (Rinietal., 2006; Small
et al., 2006) -

[0326] S5 —J7m|E > AEHF G T —EEKH—&EKKRE
BERNTE AT EZEESEE T WEMAOKE £ @M HE
BB A gy B AR -

[(0327]) S —@EERITES > AHEHP K - &% K
REBBHANEY T - flW0 > RRECHERITHESRFRK
(i.v.) EHH -~ T (s.c.) F&HEAE - ER (i.d.) FH
‘o~ A (i.p.) FEHEE K (i.m.) X HH - KE
B EE T EEE s.c. ~i.d. ~i.p. ~i.m. R i.v. JE
5 - DNA THAESE FZEE i.d. ~i.m. ~s.c. ~i.p. fl

PI-23425.2 2 103 H(EEHHRIASE)
109136262 FELGESE A0202 1103010720-0
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i.v. EE - W ST 50 pg £ 1.5 mgo BER 125
ug 2 500 pg WWAKEC DNA » E U A HE BB HIAKEC DNA -
b E E&gE BE AU A PRI EMN (Walter et al.,
2012) -

(0328])] ARNEFHREEENSZEZRERALSLELRLLAEL
A BN ESE S A -  MEBAER DNA

cDNA -PNA -RNA- o hEHEAEY - EEXKIE K
st IS AT B REE AT AR - Bl SRR E
(Teufel et al., 2005) - Z R EBEEHBERS 8¢
EEHEFEEERENFAEAES R T 2ER - 8D
HAEBFWm L AK B HE DNA FI/2 RNA - 40 E N BEIH
Fo4ERAE PERRNE  HWERE BHEBEREXS
— L ERBTENRAERENRZR - FHREWMELRAEE
EHEFEERNGRE FESY - 2 DNA kB 5
NAMN ARG -WITFERAYHEEm 2 ARG WEA" ERE -
R ZBEEENRITLE —EREED B0 &R B T 4H
Mo # {7 F 3 CDR #Y % fir -

[0329])] AFHERB TREBCE B EER - £
R EREE B Ia e ERENYE (FlQ
M CDS-[5 M T MHAMEE T(Tey) HAEHMTENH —&E
MEREEZLZ  HNE®HRGAEHEAZHMWER AR -

o Rl B s (B R ER KL D) 1018ISS - $=2 E
AMPLIVAX® -~ AS15 - BCG -~ CP-870,893

CpG7909 » CyaA ~dSLIM - #EEHHEETEBLITE

i
=

|

PI-23425.2 2 104 B(EEHRIASE)
109136262 FELGESE A0202 1103010720-0
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N TLRS fic4 - FLT3 g8 - GM-CSF ~ I1C30 ~1C31 -
1 = = (ALDARA®)  resiquimod ~ ImuFact
IMP321 » g4/ & IL-2 ~IL-13 ~1IL-21~ F#EZE a
B B BREEFEZ_ESTAEY - 1S Patch -~ ISS
ISCOMATRIX -ISCOMs Juvimmune® LipoVac -
MALP2 - -MF59 - EWifi i A > Montanide IMS 1312 -
Montanide ISA 206 -~ Montanide ISA 50V
Montanide ISA-51 - /K & M f1 M & K #ZA KR K
OK-432 - OM-174 ~ OM-197-MP-EC ~ ONTAK
OspA ~PepTel® #HEHK - ZENEAXEBEESTLXNE
[PLG] I G EMBF M EHAAHEFEEESD SRL172 -
WEMALMmEM N ERKMEE - YF-17D - VEGF trap -
R848 - B-®Z M - Pam3Cys - HEHEAE 7 XK EIRE
HUPp FO 4 o 4 B B2 & s IR B Y7 HY Aquila QA T HY QS21
BT o Mk HMEBEASERK - W Ribi's Detox »~ Quil 2
Superfos - BEEMEAE W : FHFRMLEBK S GM-CSF - gi A
— R EEREER (WO MFS9) kK HEEHEHT
EE T TR ol (Allison and Krummel, 1995) - {7
EE A AR N & - — 4l N B E #F 2 25 &R 4EE
MEHSEER (> TNF-) > 2B ARG A T M
EHMEE AR ERELZEME (@0 GM-CSF ~ IL-1 f
IL-4) (2B 584958958 H A - K plLLHE5E B 5[HF =
FAR)) TrEREER(OIL-12-1TL-15-1L-23 -
IL-7-IFN-aIFN-B) (Gabrilovichetal., 1996) -

PI-23425.2 25 105 B(EEHHRIASE)
109136262 FELGESE A0202 1103010720-0
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[0330])] EB&E CpG R2ENMUAEKETR IR K EF
EwETHEMN - WRIZAHBIVYR - CpG BEHKHFREH
M Toll fF2# (TLR) (E %A TLRY) Ek XK (IFF
M) RERAKEMLMEH - CpG 5[%H TLRY JE 1L
THES THEEREFNNEREERBKMAEMKE - &
LM EAREERKESRE - HFREXNEKZIENIRHF - B %
R Pt - BERREMRESEUEEREMGEEES TW
SRS EY -  HEEENE - BTGz 4 Y kA
itk > BE Tw, #ESLEEELLHEEEME T S 4H
B2 (CTL) £ pkinse > &#ZF CD4 T MWK HBHRELE - &
EFHEEHERNTFELESERT TLRY ELLERFEN Ta,
Wi > EHERN: EERE Tu, REAHAZEIHERKR AR
=K (IFA) - CpG B EBK M DT EM & A K J7 —
R ENR S ERN > REDERANEREE - WM
Wyokkr 7 - BERT AL B M EE - EREE RS E > 5
HEHBERELRLZE - MMEBRMERERE  #JK
FEKRDVPORWEHRER FALEERET HA2CpG o2
FErwgthEEEBHOUNENRE (Krieg, 2006) » 3
Bl 6406705 Bl 3R H MY CpG BEXEHFMK - JF B £
MR EEEREEIRFEE R EREBEST 7T HEML - —
fi CpG TLRY A /& Mologen v H (REMM) B
dSLIM (B mRaEFHEEH)  E2AFHEVHSYH
(BEER S - WA EH HE MM TLR &7 F > 4 RNA &
& TLR7 - TLRS8 Ff1/3 TLROY -

PI-23425.2 25 106 H (RIS
109136262 FELGESE A0202 1103010720-0
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[(0331] HMAMBNERMNF-E8HF (EARR) LEE
gtk CpG (41 CpR ~1Idera) ~dsRNA HEY - a0 -
Poly(Il:C) KELTAY (4 : AmpliGen ~ Hiltonol -
-(ICLC)~ % &E (IC-R)~ % & (1:C12U) ) ~3JE CpG
ME M DNA = RNA DIEKBEEE/ NS FHHE - A
MWl SEEER HERKERO HELHE -NCX-4016-
gt AL FE M AL IE - (KD IE - RIIER - B E MW
temsirolimus - XL-999 - CP-547632 ~ i1 % i )& -
VEGF Trap ~ ZD2171 - AZD2171 ~ $i-CTLA4 - @ &
AERHMBERME EZEEH (W HL-CD40 ~ i
-TGFP -~ J1-TNFo=Z ) f1 SC58175 » iZ tb & ¥ & 7] &
FAEREMEHAM/ xS EER - Kics NERFRAEETAEE
AR A SHEAZHTABNEB MR INEGHEENR
E{‘o
[0332] EHEEFZIH-CD40 -~ Bk HE - FyE E @
GM-CSF - Wil - &fEe®E - HIRKEHR - TERa
CpCEREFBRRUEY - ZE:C)RITEY - RNA - 74
it A0 FE FI P LG B 35 FE R 8y 6 fr R -
[0333])] AFHEWHEGYH — E B % EF i J7 2
B € & B e W R N B BB b BEE - 0k BB IR
R A B (GM-CSF» /b tg 5 = ) ~ 3 BEEE R - ok 2R -

resiquimod I T+ E-a °

P
3

<o

HE 4 V%

2 M

[(0334] AXEWHEVHYH —EHEEFER TET &
Bl e & e W B N BB R T OB E 0k A Y B R A &R R

PI-23425.2 % 107 E(EEHRIASE)
109136262 FELGESE A0202 1103010720-0
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FMBKRE (GM-CSF» Wi =) -~ IR BE R - 0k =R
fl resimiquimod - fEF K HEYH S WH — F 1B £ & i
HEFR > EH BB EER - SKEZREFFE resiquimod o

BRI B E Montanide IMS 1312 Montanide ISA

M

206 » Montanide ISA 50V » Montanide ISA-51 »
Z-ICLC (Hiltonol®) fI1$ 1CD40 mABI  HiAHAEY -
[(0335] Hdla@#YREBEEIHER  WEKT KA -
AL ES - el Dk - B > BRFH M EFEN o 7 F 4 H
AT oBERRY O EBERKERE - L AEPWHEE
ok W kEE > GSH - WER-WER - B - H
BRI F EBERECTHBTERBEYMESH 0 Al KWE-
HHAREHEYHE @M THERL A Kibbe A7 & HY
Handbook of Pharmaceutical Excipients (Kibbe,
2000) =B - LA G EY A A KRMEIE - M/
R B R - Pl EP2112253 5 ox Ol B A -
[0336] =H=HZEHEZEHE > #HEKFHEHSS ZE
T EE AN FE AV AR PE B FOBE S Y N S R B E -
MEOABRMNEZEEHBE R BB ENE - S HE RN EMEH
WES  SEEE ey - ERRELEE > SYkEg EN
MERESEERIE (BEREL®E) - LI LIEFMADH
(" e AE & &0 %= 2 0 B A =0 Ay 1 - INIE - 28 (8 B B M B K
Wl cR TBEERBLEREZED -BEHE - ZdHaY U
EEA AR BHHEEEEIREZEXABEIRLE & E
BMAERMGEFAFENRBEHIINREE - NIE > EEA 5

[

PI-23425.2 25 108 H (RIS
109136262 FELGESE A0202 1103010720-0
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BRTHRERN ARBEREEHE  S8E%E  HEEEZ

EEHARBAARHA LS HLA o8 - SFHERENE
M EINE AR S - B 28 b R 2 (E 4B [E I ok 35
B R EEENE  ZHRENMKREZE (Banchereau et
al., 2001; Walter et al., 2012) o

(03371 AXAH A "X, —FmE2HEHEH (OHRKFE) *R
ERNBREEEEN T T - FE-—HERAIET  ZREZ

ol BEHEBENERS (M0 (F2)ERE&EaH ) 2
HEER  fla0 =% &880y M =R & R R E

R EEE (WMRBEEMEFE TR MEC (91 &8 ) -
o —HERMAT  ZEREHEBHLLHE (F@ T 445
whRESERE) HLEHRAEK  ZTEEBEEARRILE
KERE DENIHES R - EESDEEHETEREN
mERETE2E SN EDBRFEE)) —E#HEOEER
FlE TR EBEBRKAGSG S (SDAB) 71+ ~ @##fe ~ (HF)
TCR A (KLEainy) dif PlUOEEERNER T M -
BTHMGEEE FEEEE S E2REN I AJETES
A E -

[0338])] "I, &&a5ihfs BHEMRAK-MHC #E
AR FHEE > Z XA HEEBAK-MHCHE &8 EH4 Mg &5
SEREER BARARALA KRBT EERAMWYENE DT T
MY 52 28 R BE # G% R A FF E BE ORG (2 IR 2 — (B % # H fth AR
-MHCHEH&BEWNS —dl - IR T XKEEK-MHC Ak
wAZRAN - Bl > WIFARBE AN HLA-Z R4 > Rl & 2

2k
He

PI-23425.2 2 109 H(EEHHERIASE)
109136262 FELGESE A0202 1103010720-0
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HMRK-MHC # &85 2 5 % Eay - 54 80 4 & & a0
MAEAEBRTELAMEN EMEZaAARXENRK-MHC
te 2 HY BE A AE (R 3% 4N Y Bk OAH BE A& ) Bl Sk A BKHY 4 e A T
PLEZ T RAK-MHC HY K% -
[0339] EBEXAXAHEMFA-HEL HEBHEEZEFHE
HATFESREREENER IR NI Ea LR - A0 &
SARFHE AN EMEME AN ABEER T ETE
B EER T EAEB T ARNE - fla o B E O H
kA 17 HY & Ot A R T 38R B i AR G0 Il B SN
Mt EaB®BROHAEL -
[(0340] BZEXRHMEFTZMEMET T (Fl@ IL-21 - 51
CD3 4§ CD28 ) H#g -
[(0341]) BERZMHZENE-FEN > J2H - 4 -
WO 2014/071978A1 mEKME 7T > LFHAESFX
NG
(0342])] AHEHE S KER - BHR (0> 2H WO
2014/191359 kR H o5 HEYTE ) 288 E#EZKRK D
T HAEMUIT B AT EEWN =G4 HIH R ERERS
- EMUFERHFERGRNGEERTE EREHE
NHEBEEMEBHAEASGHENN DN RSB E G EESENES

oy

[(0343] #HHAMEFTEH > THHERFERE +FANE &M
E o RMEZENEREAEAREET FERE BRERE#E
mETFEEBEMRERYE > WK EM2EVESREMT

PI-23425.2 % 110 E(EEHRIASE)
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FRSEWNEEYE - BELER  (URERS E®ER
Fanl#EAE R ARERGELAERN SN R
MEEY T E R E - LA - BT R RN
At B E -

[0344] H#EE DNA HE KH N & MHEE QKM ED
B SHHEZEAERENERBENAMN - WIEEENE
=< S N O N g | IR S S T | =N - B N i R S
ErHAE mMHHE -RJIEREMELFER SEEREHEHA
TIERMBENESZSENGE T K -

(03451 M4 AANMEESAMGS ST RN R E
N BEREVWEBESEBEARNBE T BRENEMOT -
[0346] @ERANZEMERE BB - Lo 8 g &R
— Bb 0 G oY BE R AN RE W B o N T RTfE R B R BE A AR AKX Y
FFREE > il siRNA # A fE B4 -

[(0347] HEZERHYESROESR 040K HE S
k& EBEEGFEREMEM SEQID NO 1 £ SEQ ID
NO 114y —HFI REEMEHNKESGRE MHC 77
T EHYMN SELEX (ABEHEENRE RHFEL)
= Alr e

(03481 AW THAKA A T £ LMBE LS ¥ MHC/
MEcYRERR ZBEREBEITHRGE & R B
HMEVELERRBHA®R ZERENS —HZBER T KA
ZHBHH (W PET) BBHAMUEKRELERWEBLHS - BT 7Y
PR /NEB LS ERESEHSE RN EELE -

PI-23425.2 %111 EEEHRIASE)
109136262 FELGESE A0202 1103010720-0
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[0349])] W XEHNS - THERIEERFREMS
aZ#E HLA RHEIMEHEE G 1T 2 11 B A £ 24 &
AMHEER (MHC) WV —HEEHRBHN AL ZHTEHE
B AHARPAGE HLA R MR S8 (MHC) I 5
11 B FHBaREMMLTZABHEHAEERES B
(MHC) I 5 11 BIeWERNTEFE AW ATV ET RE 5 F
mRNA 7> FEHEELMMIEAHAGTYEM LR B E
—EAEBERE > BERHMAME mRNA 5 F &Y E
Ao+ LR ZED— % E S B AT L RS E R E D
Mo E L —ERERSE AN BREENS S E
BOHLA RAEIMMFEEEmA N T ZABREENRES
B8 (MHC) 1 =¢ Il M -
[0350)] AEFEHNES —HTHEHRET —EHRE HRERENKHLE
R —f HLA RHEIMEMEEEE 1 2 11 B A £ 2EHAE
GHBEMHSHREE (MHC)  HHZ il EEL S wEDR
e EHUUENE  CEREMABAN/ R®EHRE -
[0351])] E4XEERBMEHR I HEXTHEAKHEEHEES
VHIMEIE 7% MEEEESRHRBMWHEAMITAERE WO
03/068201 ~ WO 2004/084798 - WO 01/72768 -
WO 03/070752 DL tHihA¥ (Cohen et al., 2003a;
Cohen et al., 2003b; Denkberg et al., 2003)
ETTHEZE  BATABHZEWN  FMAS2% TR @A H
iz 58 B Hth OF AN A 3 e

PI-23425.2 % 112 E(EEHRIAE)
109136262 FELGESE A0202 1103010720-0
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[0352] EEM ZBHEGRBNEGHRMIUER 20
EHE - BELSEN 10 WERH  ESEAXFWHEN T H
EREEAR "TREM
[0353] ABHPK - BEZHEH SEQ ID NO:1
£ SEQ ID NO:114 W4y —{EFF ¥ 8% FF ¥l 8y Bl SEQ
ID NO:1 % SEQ ID NO:114 EFH 88% [FEM (&
ERHMEE) W —EEE > NFEHEHmEBERREE T 4
RYREN—BEERE  EfT > FAlKIE2EELANE2REZ K -
[0354])] AHHE-FHF K-k B2EEEH SEQ ID
NO:1 £ SEQ ID NO:114 48y —{EFF % ~ 58 SEQ
ID NO:1 £ SEQ ID NO:114 EHFZE/ 88% [EJE M
(BELMHEFE) (W —EEEK > HIPFILARKKEENWERE
8 F 100 f - EBHEL 8 & 30 (f r REER 8 £ 14
(& & &
[(0355])] AFEHE-— T HFRELEHOK HEAFBHFHE
H@mHEME®EEG®R (MHC) I = 11 Bior&alE -
[0356]) A#HHE-THFRKELFEH TR - EFIKARE
HEAKZMEEE SEQ ID NO:1 & SEQ ID NO:114 i1y
— & & & B B 51 4 R -
[(0357) AHEHE-FTHFRELEHOK  HFZIK (F
L2 L) wEamfm/ e & ERE -
[(0358)] AHHE-—THFRKRELEHOK HIFZKER
cEEN—®o %HEH HLA-DR UM~ 2 # (1i)

[H]
il
%

PI-23425.2 % 113 E(EEHRIAE)
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N N-Um & E B > CETZIRE - (6w &2k 4

Rk Edide ) M & o

[0359) A HHE-THF K —EEE HEHLKEHM
ALk IR EZEZ KL IFEZE (2 ) WAEH -

[0360] AKX #FHE - P F K —EAHFHABKLE 5

DNA  cDNA - -PNA -RNA: QWA BEHEAEY -
[(0361])] AHHE-—THF K -—EHERELZEHAKEN X
= H A

[0362])] AHEHE-—THFRELEHN —FEK - X% AW
—EEKBERAZAN —EERNRZEBE > B 2HREE

RCC -

[0363] AXABBHE P REAEHKE AL B HERE
HAEBH —fEE A -

[0364])] AFHE-—THFRELEHOE LML - HEH
FHiR 24l - BE BB A -

[(0365)] AHHE - T HFRIKHEAEH-—ERY — &
E o MM T EZBEEEE AR HNE T MM s A
R BC EL 5% & R T ooy BE IR -

[0366])] AFEHE-—THFRKEEH T ITE  EPHHE
BB ERNBN S ERRNAMOINESE G HEARER
aENFEREEMMB AR I 5 11 3 MHC 7+ -
[(0367) AHHE-—THFRAEAFHNITE  ETZIKE
mEMEAEE —EXREEHSE  ZEBEARIUERESD SEQ

PI-23425.2 % 114 BE(EEHRIAE)
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ID NO:1 £ SEQ ID NO:114 HyfKE Al & 88 = & &
F 3l e
(03681 AEHE-THRLUARFHGTAHENEWL T
AR - Hpral T AAEAE EFEEM SRS - EA o &%
EERE —RBAZHAREREFIBNZK -
[0369] A#WHE -k - HEKBERBREALEHAREOH
A BT RENETHARERREGCAZHT M AERFS
WER  ZAhZEBEEeTRERELRZHOANE T A -
[(0370) AFEWHE—-DH KEMAATAIK -~ AFHE — &
B > REHN -EREHE  AFHO -HEARE - K
H-EERER RS ERVELABEENE T HKE KD
AR - AEWHE - HF R -—BEAFHGYAZ  H o gER A
H R GLE
[(0371)] AEFEHE TP IR -—EAFZHOAHZ > E T &
BEW R —MEEE - ARHE P B R -EAFHGAR
oo gE R A] 5 LR -
[(0372])] AFEHE KPP LAZFHONAHRZE - E T HrilE
A & RCC 4R =k H M & A8 i ) fE &8 4l M - 40 Wl -
K - B SHENERE - e MEE - RIREE - &
RERE B IW > ARE BRECRE - WEREBEBUNRERE -
[(0373] AEFEWHE-TF K —-FEERNKZEHRKNETE R
EEBMEYEXZY  FHEE "L, > EFHARZ
Erfi/=H B RCC WK - R WHE W koMt EIEGLR
{5 A By ¥ ¥ L -

N

T
Jr%%i
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[0374] A FirsE "H#e, hEELWEE  HMEHE
Sl EEENEINR - PR T2 BT 28, BV R EK
EQo T TR, E-WMEBEEEERERES D T
fIANBRERZERED T THRE (W CDR - Fv - Fab il
Fe RE) FEGY HEBEMRAHNAZHNETMAHES
M (i@ RCC|EHEY (%) MWK EMEGEE  HHEERHE
BadRESYVERREKEENEHN RCC 4/
B RCC EsEY % KAy IE M)
(0375) HEAFAAE > KXEHB DR A LEFERER
H - AFHOWRBELITEERSABN T AHNG - Kt A&
gHE#E =R RCC BV EMHEERERATHTHMEAKZHNH
WPide - AR EEARXZEHREE ZIKA T2 EHHRXR
RBEEgEmE  WwAMAEHE DNA KifE E -
[0376]) f4 > AEHAHBAKAE cDNA - 40 - Z K
BMEIE SEQ ID NO:1 £ SEQ ID NO:114Z%BKaYRK -
HET-FHERNARE TEREKART (0 dE) =X
Hizdlh (0 B8  ExnsiWASHTABR) TRE > Z
& > HALCEAEDS  THREE BREEEcHRNE
EARBFEHEH RCC XYW IMMWEWENS WIERE
BAE -
(03771 AAHBT0AS R - WHENHEL E
A EE B E DR E e E DR RE R KIR E it 3 &
FT—HEoHBASRA A EEMB M) (Hla > ELISA
A mEASKLEE BAKE  REFRFEL) WRED

PI-23425.2 % 116 HE(EEHHRIASE)
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HREM - RERBORAR ACION T EHEHEENE
THE (flf > ELISA A REHABILE  GELRES
FENEEAMAABOE - S EY > F2M o fla
Greenfield, 2014 (Greenfield, 2014) ) - f a1 >
B AR ELISA ZRGRHMEpE A% te2re
EEMBE ENBEEB R AKENERKUR ETHRI - EWX
BOAFEME ARAGRENBRAZHERANRBREES AN
iE PR OIS 07 0 1T R OH
[0378) HEFBWIE "BRiRiE, AERAEH
BB h e R —EAEE B - B iE Ay B OBR 4 R A9 B B
HEHELVEREHNEAREERI - &R AT A E TR
MEBABAE "HA BB BP0 E R/ R g
e W RE T M SR BB BB N BUBR O R RD ) AU B
BOMEFFEE (BE) - B R &R E My &
TRESMNREBRBR I CRBENTN TENRBENEER
Sl B En R RAR (BE) - % R®ELAE
RSB E M (2E 4816567 5 F| - H /F DL H 5o
Bt A
[0379]) & % B9 A9 B8 o0 % it B8 o AE (& A1 4 X 0 75 0%
S ERRBEHET  EEREMBEBENBEIHY > BHE
e ElBb #EENEEEEBEENRS S E 5 8
Y 4T B o B E o M 4 R HTTE BB AN T R -
[0380] Bt ThH DNA BHAFTEHE @
2B 4816567 % E ATl o 46 A % B9 B 5T [E 4y B 19

\\>£v

PI-23425.2 % 117 EEEHRIAE)
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DNAFREGHERNESEFETTBEMNE (A0 : B8
AEHEEGHENBERAIRBENERNSTEEE AN E
% H B B gt )

[(0381]) MWMHLH A EBRNHEEMFEGE - ik M D
EAEPEBMNE R > LHEZ Fab B B > 5 DLE @ A A EH
TR E RN - Gl > TRl ERHARKEAQ BT
ROHAE - RN EB BB ERMIE WO 94/29348F1 %
Bl 4342566 5t EHE M T A - HiEE WY RN &E B B H AL &
FEEEAWMEMBONNESGEREE B Fab R E (EHE
FEHA —-—HLESE &R ) MEBe Fc RE - FEOME
B ESL aF(ab'), R EM pFc' R E -

[0382]) iR E  AmEESWNEREMES » 57
BERFREBHREFEREREENE A - MR - Bk - =®
HttEZEEEH  EHRE > R EEEMHHEIEEEN IR
KPR RMEEE R ABAZN N ENESET - 5% BT R
— LRI BME o W MER/RIM A B RGBS SR E
e DU mEEYSEsn AEEDLRESE - FEEAEFNR
ToMBRELEBAEEYEENEYE W EEEME
HEEEBNGE S NE LB EEEEEE T E B
EOREBBRMNERNEE BEHERXRENMAXT RENSK
ETHEE  SEHTEEATERMAEBRAN > 7JEHER
WPl AE B OB Y % BE Y RF E fir B OA R 2k & o

[0383] AFTEHWMBIE - BE ANKAATE I AN
BE o FFEAN (W B BEH AKLERE A& E LR 2 &K

PI-23425.2 % 118 H(EHHRIASE)
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EH - REXREBHEHIHERE (@ Fv > Fab » Fab' =
mENEMRNEEsRF) > EfaarkIEAREREA
TG RDAEFI - ANBELEREEREARERES (28
i) HMkEZBOMAEE (CDR) WWEE#H K H
EARE (i) (WHEFHERFEE - BRI EE
JHI/NE - RE =% F)CDR WEBANMR -FEFEREFERT -
ANBEEEREDH Fv X (FR) REWMHENIEANEE

M- ARt BEYTEECEMNEZRERE - WIEW A
CDR ZE A ol s 3 By 5 & - — e 2k ak - N AL 5t B8 &
BREEFHRANEDL —@F - BE R Z@EATEE - Hp o

e % F2E ) CDR B HERFEARERESNE
B HE2®H & F2d 8 FRERE A AREKRKESMEHE
IR EE - BEBLE  AKRLERAEBEES S E /DB E
IREBHEEE (Fo) (9 —8op >  BEFZARENREONE
E &y — 3 gy e

(0384 ANBFIFFABH T ERERITERAA -
ek o NBRAEH AT — @S EEIENFEHAS ANRE

MR E  mSRFAKREBREETERBES "TIA L BE
wEE TEwmA L, UEETERS - NFEEEALR LA LIEBSA K
“EEY CDR = CDR F Al HUM & MHIER NI Y mm
iR -E&E NFEAE ARG IEB(EE 4816567
HEAM) HPFRRDIPREZEBEHATEHGERKENRIEAY
BHHERINRAR -EE8BT ANFEEREBE B ARE

|

fig
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HftHE CDR BAEL kA ER —% FR BEWKE EE
ERV/EAN:- SRl R (VR A= P G AV

(03851 HERHRBREEBEANIEE R EIKRERS E &L KB
EEEESRANEBENEBEEREY (0 NE) - W E
WA E  ENERREE/NDETHREE#EZEREKE
NEysl et R ER NG E RS =16 - /£ I &
AREEOERT AE RARERES EKWMEY B EEE SRk
BERERATBENAER - AREDL A EERERRERE T
EE

[0386] AFHWHBEELFBEERAXUENL AET
ZaE o #BE > EHRBETHEHAEEN B DLfE A E
2 oo BEREREN TFEEEBEBEK - MR IRM®E & MRS
R - BHRHE pH BEEERLY 5 28 FEERL T ET7.5 -
A B EEEEBRE > W0 2 A R E S s K%
FeVFEHEE HTEBERAPRYREN @ HFHE
SERBMMA - AITENKIG AR > EELEATER
HEE > HARMD  HENGEREHNEE -
(03871 Ziim @B ESH (0 @ FlkW > BERWN - K
ToHAR) BEBEEmEFAEM A ESETEZAE > BE K
M EAELAXOPAEHI DS - SEHEEA
BN EERRE T RMFpERI N = F 878
fEH - B8 2n kx5 & B E -

[0388] #Hifeé WA NE EMNE BRI RE LR ®
E o LHFHEEAEBARAT RN RMEERN - XITERD

EHHEHH

2
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R ANEBEEgHAE  LAEASTHWIEBRERBELTITREZS A
FRfRE - flam: e zadld  SEERR - #H K
LU RHEMEFFERAOEYOR EHE - EBERTILS
WEEHBETREBY 1| pg/kg EHE 100 mg/kg #
BEHESZ B AN LR ZE -G THE EELKER RCC
> BENBHERT BB AER RN R E T LS
fli - B4 EZEREANZAERBEN R/ - BER/ =DM
A HEEEEREGRMETEN RAERMSE THHE
NG PHBHEOBEMEM > sIHIFERER - BHEH
o~ FO/BCPH IR SR EREMERE —EA WA
B OE By o -
[0389] A#FBHB S — T E M T B MHH R REMKERK
-MHCHE &YW AEE T @28 (sTCR) 8y — T 5% -
EEEEE T @B TR EME T WHiwiEdE4E
HEMBBRM DT E®EHAEEE FEEmSmn-
T T @M ZHEEZEZHN  TUEHBERRE R (EH
2010/0113300 > (Liddy et al., 2012)) « B T {Ff I
B LHELEREEERNBEYREE T @28 2B
> Al mIE R s R (EET Wz E)
B —FALS B EE o 1 p # (Boulter et al.,
2003; Card et al., 2004; Willcox et al., 1999) -
T @RI EEIEER - EY @R (2RUS
2013/0115191) -~ EHHEFENEHE > WHt CD3 W|F >
DOEHEMAERITRH EAIARE - L4 EFREZRAR

PI-23425.2 % 121 BE(EEHRRIAE)
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MO E B T @ M- #E — F 8 EHRTE WO
2004/033685A1 f1 WO 2004/074322A1 % -
sTCR HI4H & WO 2012/056407A1 miEfT T i -
WO 2013/057586A1 T ABKRTHEFENHTE FE -
[0390] AEHN S - EEMT —8 TCR » @ -
B A THWBENEEMIK-MHC & B BME T 45
% f (sTCR) -

(03911 b4t FTRAIAEBHMMRAM/E TCR e st H
fhEE S THEEBRERANER EHRERHEMBBEENZ
’%ﬁ‘o

[0392] ##i#E TCR WA AR EBANZEER - — K&
Koo AR ERZEES (@ In s PP Te s PO
PTG H PP o P S ) o T ORI GRS B MR A E R M
BRI - fE—FITES > HbPWREuhR &5 W (E W
LN FEBEE R EOWANEQ B EEW NS
g LHBEMOE (Kd) KK 1 x 10pM -

[0393])] Z2EBHABITABIEEZGE T EZEHEEG R
BT ER et TR - TRl W T EZEHEOFRPB - & A
e HEEMESR T A BMERKGMOLEZ R EE -
B ERFRENECE Fr# NG RERE SENEKIEENA
AR > EHER & HAH BaOrkHEEXE - BHEM%EE
firx -~ && L EMWHE - EHEE - #-18 IHEMESE
FTHRMAEMEZER IS R TR ENRERFZ RN
W B — & DL By B 7 A E AT R W - B LB E 8RR AT AT

PI-23425.2 % 122 B(EHRIAE)
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A BR S BB ETHEEL - B R EE - GHEK
BEY L EEE - HERREARE  DUEEasbLaid
BHBEREMS GHES  DUREMETERARTN T ZE - HR
RS ME T E > BEWNAESE KT RS RS R

BN AEE T HERKRENREBEE - &2
MU RBFEEES - _mERNELR HbhziiE
PR E AW ERE
[0394] AEFEHN S - T HEHE -—ERBIMHEESLHY T
MW A A EZEER T @BESEAREN A MHC
oFEMTRNER > SRS FESENNEREAEERE
FTERHN —KREEEMURESEZ2E T EL T @
Hof iR ABHEEARAZHPMLY —HEIKK - BEEXZEERE
EMNRAEFEE @M —FER -

[0395)] EERBIZ WASHYWEMTAP IR & &
fhZECKETREERIIERME - 8= TAP JRH E# 880y ®
G ERE T2 - RMA-S IR - TAP Z 85 E
T A6 B Ay B E # R -

[0396] AMAM®EANGEHAME T2 &8 EBHEE K
w0 (ATCC, 12301 Parklawn Drive, Rockville,
Maryland 20852 » %F ) H# % CRL1992 ; 5 uF 41 f
ff Schneider 2 SEHR{EEB ATCC H$ CRL 19863 ;
/N B RMA-S 4 B £k Ljunggren 5 A ff #l ¥

(Ljunggren and Karre, 1985) -

PI-23425.2 % 123 H(EHRIAE)
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[(0397] EEEINE ©BEFHAMEEIGNE LR L AR E
MHC | o+ - RIBHRBAMEEEERREH T 4L
MBpERENERZFAN T T W B7.1B7.2-1CAM-1
fi LFA 3 Tyt —fo+ - KE MHC I o+ 13 H
Moo T o B A A GenBank 1 EMBL &R E§ 2o
R -

[0398] & MHC I R AF—BHRER T @5
CD8 [z T 4 -

(03991 WRHIMie =M 2R ERMmWRESHERM -
AlEENARERE —ERE&HE  ZERBAFTENRES
SEQ ID NO:1 £ SEQ ID NO:114 f1/8 SEQ ID
NO:115 £ SEQ ID NO:151 MWk EBAEBFY -
[0400] = {EAHEM-—EHFAERBIINER T A - F
wo H e R R R M NRE M H T AR CTL -
Plebanski Z AfF (Plebanski et al., 1995) {# FH H
A Sh A MR E A (PLB) &G T il - 5549 - A sEHA
R B 2% AR Bic 7 pe B R 22 IR Al M B i R B A W B Rt im B
KB T 41 - 4 > B AT AREFEER T 4 -
o9 N 7 = Ay N IR C Tl A = A == N AR =S = S = A
HARKEHBE®R T WK -S. Walter F AfE (Walter et
al., 2003) gl T HEBEFEAANLIRERER =4I (aAPC)
A AhEAE T AR > B EEMFEANAAERGYT e —
ME®ETE HEAZHT  REBEVER - BEEREVLE
H BB REROGMHC : KESVYMBM IR XL HERK

PI-23425.2 % 124 H(EEHRIASE)
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(MEDMERK aAPC- Z RHFEHR 7T aAPC £y MHC
mEEATHMESNEE > & E ST LUAE MR A OB E R 5] 3%
mERBERE TS ERESE T AMKE- - T MHC :
REEGSI »aAPC BREBES XN BEENEMED -
MWHEEERHEHII-CD28 i - Lo EEHER aAPC Wy
AT EFEMNABEENEBFSERNE - FA > 508 4
E- 12 Ay R R B -

[0401] W AEEERBAMHFSG T K - F WO
97/26328 HEFdlE M T — T E > LL2F SR T A pF A
AR e fan oo BT R AR T2 A AW - i E A H i 4 A
Kig 2R > 1 CHO HHRY ~ /iR W 55 B 2 HY &8 & 4 il - 4
o BER - AE AR - S R R YR E
(P40 » B Porta ZE AfF (Porta et al., 1994)
E T RIECEREBEREZER —EREZINEXKEBE E R
[(0402]) #’EME T @HHEFEHHEHEXEHTHNK - A
RUasE - WL > REWHE S —FmRi 7AW F 7
&SRy EAE T 4R -

[0403]) 47 Bl 7 A ny/EAL T 4l M A% & 7 2 5 M1
Al EE FTE S SEQ ID NO:1 £ SEQ ID NO 114 5
BRIy %K -

[(0404] EEBNE T ABEBRMHEHE S HLA/KE &
iy TCR MHAEFEH (40 &a) mMathlZAMl - T 45
e BGREEHAM T EZT AR  HEMWRESE R E

PI-23425.2 2 125 B(EEHRIASE)
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CARBEHTREBFPINSZK - LEHEALE THUENE
BT 4k - S F 2B T WEEATEFEEZE S > Lix L
A A ER (B EfMABE®R T @) - 205 > T #MH-A
THREZERE  MEZERKES —MHA-BR BEFINEZ
HEHELBEEAN - SHAGEHN "EBEEAN, 2B —HA—&
MILEH  BELRERLREER  HFEELRMEMARE
5y R0 &\ 2w R B WY R R e
[0405] MRMEAXFEH - > CD8-fGM T 4HAyAG N EE 4
B AEEEMK (AKxExZE MHC-11 BEHuE ) /= & &
B EEMKE (EEHdKR)) (ARt xRZE MHC-11 i
B : (Dengjel et al., 2006) )

[0406] AEHMAWN T AT HFEEHRAEY T8
EMER T c WL REHAEREDN T —EE&E 2 A EHMMEN
A ETERENEHAMEEREQOLRAZEHTRER KRV
NWEK > AT ZE8EFETES LA ERN T @ -
[0407] W AFAN "BEExREZ NWEREEHFE B
EHFREKEMEILE ZHRBERZEZ  HZERTEHEABERE
MES TP ARxRZE  BEEZERTNERE - "THEFRE
RAEEZRKEZDPHBEFHEHSGTH 1.2 & BEELREDE
EEHASTH 2 fF HEERED S = 10 fF -
[0408] T T HAEBHRDRN TEGEG (0 E ¥l
TED) T WHHEER T ELBARBEBRAANN TE - &

gt B] 2 I Y ¢ Gattioni et al. I Morgan et al.

N

(Gattinoni et al., 2006; Morgan et al., 2006) -
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[0409] A#HHWE - EITEHEEFERHE MHC ® &0
ik DLAERR T diig<ie  HEZBRWE cE L5 AZE XA
B BESRS T i - 2% ZEBEBERIEXXEN T A
B A B s B R E B R -
[(0410] AREFHHOME —7F (BIK - =8  5ifle ~ RE
oA - AAE o VEME T MM T AHMERAEBRE) B A
mRNEEER O EREERMABEARE R ERENTE - K
B REHOE -5 THE T AFERSCHRNRE ERH -
o T BEREMAETEASH PN EMy FE NS
it a R -
[(0411] AR#FHEBHF KL -—HBEEMH > HEHK:
a) — B B8 LillERCEEZH P A EY
HEW
b) HENEF _HEFs: HeaHLbhHEWNKE
B 2 B 4HF R 5
c) HEHR (i) BFRMEMZ (ii) =M/ RHF
BLE G YR -
[(0412])] ZEAFBSEHE WM (iii) KEH > (iv)
MREE > (v) ®IE= > (vi) B> = (v) EH & - Ba &
FREMT /MR EHSERAE AU AEZHRES o 4
R/ S E i T
[0413] AEFHITWEHFEEESG HERcHEEFHT
R RBI D R EAM/ NERSAA  BEONESEHE - B
Wi T~ HMHR (WEB=Em) ~ EH S (WEEEHEE) M

i

PI-23425.2 % 127 E(EEHRRIASE)
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E - A w JREBSEM RN OREEER - S
EN/RESRFAESNENRESNSRASET  EHEHEAM
JEEREGRE - A REATERAAREAFSEL R L

MKRE - ZBFRITE D RAEBAR L T ES -
[0414] FHREBNESTEHRNZHBENKNRK #1549
E#H&GT (M- 2-6 X)) EHAAY -ZEFTE—-FE

mMEAACHEWES (URERESWMWBER) WE _HEEH -
[(0415] MEBERMNAHHEIRES® - F 48 %A T8 KE
mEEERZED 0.15 mg/mL/fK (=75pg) > AEHE 3
mg/mL/fk (=1500pg) - ZEHEBIEEHENHFE A
EARBATEMBEMME  EEEMEER  HER - BIE
s Bt EHNSNTAEEMEGHSNEEREHAE -
[0416] AXHFHTWHWERFTREAR —HEBYEE 0 Hi
CARFEHMAEYASHE - Z ®E A AH HEAM KD
(pla - EfibamEHEEYMHSY ) - W F EH Mk
oo HKEEBERKSTBARAELSNRS S -
[(0417])] BEBILE AEPNWEHBEBEAE A —
EEE . gErBEE _ELEYw (@E® O
GM-CSF) ~{bLE%EY KRAEm BIEHEHAE - Hi M
EARBKMHEE  HUCFEBRNESH) RHEEYHSE
i aEMN ZEHNRDJETHEENNEGER T F &
TRAZMAKRENREBNAEESS - %2 EF 8D A D
— B ZEEKR - BEARKBER FEERREKBER -

PI-23425.2 26 128 H(HHRIASE)
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ZEFNRDEAT SFBERPN > MAGHENEREEBRL
R RFEMERS —BEAREAEST -

[(0418] EBEEMFHNESTEALAMNE  SHAE - EMR -
T EHEs  HEMHMERERRKEN LA - BFE -
ERAN—EE > EMHREEE 2@ E MR EHEMDE
e HMZHLUEBERE ZEFEIEES S — # &K & 2
AR ESDS  BEEILE  GBFEFFESZ —E=MH
(41> — MW@zt~ L5 BRES  ®RREF)
EEAEH AFHOEY (KREFANHASTY)

[(0419] AREFHWEDLHTEo UEMATEZHRKE
frhikesde > Mmdflk (BBE) ~=KW IRW -~ KT~ A
LA > Ak gE - BELRK TGS REBEERHRN
&5 g8 > b A i A g O R 45 EE -

[0420])] HEWAFHBKE RCC fToimcE > Wik -
A EREEMFNREGHR RCC -

[(0421] AREFHE I KLEMEERGHGERSLED
W—fEhE Hibaf: HESEBHHEEGE TUMAP 7 #
BEEL-—EROVEVAcY > HPEYAsYT AN E
bP—HERKEEMBEacNEEEs  FE-HEHRGET
Mdlah —MHEEs  ZHAEUHURBULELE T EEHA
9 T SRR FEY - 40 @ TCR [F B 5k 07 05 M b A& f1 & A
b B E -

wf
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[0422] T EBIEY , RAEEMEHEREEAE
woORHEANZEERBELE > GF@EBLEMEEEZ&H
K fEFH OB B8 4H 4% 09 38 4 4 B R L -

[(0423] WACHWH - " HFHEE,, BEEEEEZ2ER
MEGHEMN/ A EHF EcERFHEETBREREN —EN— &
IRk - "THEMEE, —HATAER  EETEEANR KT
HAEMETRENHEHES  LARATHEHA S &ETEME -
HEHEBHmAKTURAR R EEEEBLLEE - T
WHEHAEMENEST - FHE (il ENERR) BB
MK - HfF & HLA-A HLA-B fl HLA-C %
fitER RCC BEWEFASKTE EBE RE - 74
A BEE MHC 1 Bfl MHC 11 B H £/ MHC 1 ¥
Ak o PR T &% T RCC 4 & o £ & oY fE & 10 BH AR 5 > 17
EZEAfEBRES HLA-A*02 M1 HLA-A*24 LK - &L
fRkAT TUMAP FER T @A EETELLE - M
AR HEETERKERE INEZEEHR - EX > F2FHE
ZHEKBERE "EES U TUMAP WEREEHFEWN T
MR ER  EMITFEREKXRE "THFEBF, MENEERE MK
HERK = TEITHEENREINERERES TS @H -
[0424] FHERN TUMAP @#EMEH — @I LKA
BRHEETEE RO EZEaTERRESR B EMT
A0 B 6 ZE 22 (XPresident ®) - % HEMBET A EEHLE
FTETEE Y LEREFAEEASE TR AREXNERIESR
ZH TUMAP N E - ot - HRNWHKRATEE > BE

PI-23425.2 2 130 E(EEHHRIASE)
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9 RCC kA f1 (& B L B8 /Y 0% DL TG Fe i #E 09 J7 7% # 17 7y
o

L. EMEMEE HLA [#EHE:LEREE

2. BFH=2EKNUEAEEZEZKE (mRNA) RE5
AR PRHEEEMHERAS (RCC) B — &R 75
EEHBEMNEBHEHIEBERENER -

3. MEEHR) HLA KB ERNZTEZEERNETHER -
RS LR ERENEFEMREZEZENIK - BE
BE2FTRINFEEERENBEERELR
HOFr 4w 5 0 % B B % KEE W & 8 E 2
TUMAP -

4. X R ERLEZESZEELL ZIFBERAS
TUMP #y ik #yHH B M4

5. BEFREF mRNA KA MEE M B M H
F 3 FEEH TUMAP = ¥ B it E > I
HFE@EBEEGS L=z (NAEE) @A -

6. R/THMGAEAMAECHNNRFERANT @K ERE
GEHT O FEHAEREEBEU K RCC BEFEHM AT
A E TR R TR E -

[(0425] —J7m@E > EHFAMAR N AT EEZA - HE
TEELEMBRZEME - B KE (EARKIE) - #1A
THENKY S ERMENEE TEAEERI T &L -
BEER : AHEH#HK/MHC &Mt CD28 W AL
MEREHAHEKEN KB REFEMREH CD8+ T 4HH -

b

[
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(0426])] EBB G EZEEANRERBEULLAERRE
WEE - BoHAMEBEMB AT ZRAEREBHEHRKD

EoOGHEATKERETHENEERENREEENT ESE
EHWLRE  FE2ZHEREZT SR aFEMREE T HK

pmmng

i)
KHVE B —Keida - #aw EARER - BRI 50 JiHIK
B EFEANN S MARAKE -G AATRAE KLY 170
H O EEOERENEYES (DP) do -

(0427]) HE—JFm > BEFEHAAKARZHR  HERERE
BEHEaM  WEMARFHILREN®R AT JTE -
[0428] HLA A - @ MK ZE R LRGN EEM
MAamEkE ATl E UEegeaEEREEHER ' F
fEE , FOBEEHF (BlZEE) TUMAP BYRK - ¥ 2 #2090
B EEEABERETEEBEET > T HITREBNENR
T WERAEEMEBE PBMC #iTmH > AIFRHEDMRBEN
G N R T

[(0429] EENENLE  EaEEMEAKE — EE#EEHT
AE R (a) @B H R B E R R A R KR =AY R M
K (TUMAP) : (b) # (a) 2 & Hy KB E 3l ik 89 7
FE (BERE) £ 5 B (c) £HEE T HEE Y&
HERKHEENTFHE (BRE) PEFZZ2/D -k - a0
EE R AR EN TUMAP WWEE H AT * (al) HFXRBEHE
EHEANREENEMILEREAASKGEEESENESR
HEBEAWRESENMHILY > DS EEEAS T B ERE
HEEFERENED - Dk (a2) BREBEABEE S 2 HEF

PI-23425.2 2 132 H(EHRIASE)
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AT 1 B MHC f1/5 11 Mo +H#H MHC [ FF 5 E
B UMEREFERERABAERENEFTRENELD E L
MHC fc#f - BEEENE > MHC [KEWFY A EEE T X
&R AKEREBER A DB MHC 5746k LHF
AR -  BEBILE  HEEEANEFEASKRE -8 F

[(0430]) BRTEMGHE (Z8E) &5 KD -
BE R —BEMNFE > TUMAP T R B & T %8
E o ARBIAEET - FR-EERA - BE T EE
TUMAP ® @A T HEAETEE * (al) KBREBEEEK
KHY R EE R P oAl BE R Bk A 40 @ B M ¥ fE BV IEE 4
AN ERZERNMELHE DR EZEASPHEAERENR
ERENED > UK (a2) BRREEH G G T EEKEE
1 B MHC fI/2 11 By 78 MHC [ 88 e 51 18 58 Bt
DiEERBREREAERENEE REZNELDEN MHC
e -FhS B0 EOWEE T ERITETEE

~

KN B A TEREE SO ELCE A8 28
7 A H TUMAP o 38 i 55 B I 80 /) (F FE 0 8 Bk % i
[ 40 o B R LA R A FE IE AR 4 B A R4 T E B & A R R

FFHAETHRF BATHIBEENESERBEBAIERE
e ST ERERNEA DNA M RNA - {45 &F
B & il (PBMC) o fg HUIE % JF € &8 B W4 & R
DNA - ZHH NGS HFANRTEE®RBENENMEF (5
HrdlEllRF) - RATE—HH EHEEERZHENELERF

PI-23425.2 26 133 H(EHRIEE)
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SlE Eal Bl a2 kRMERBE AKRANINET DNA> E&EH
HiSeq2000 (Illuminaxx & ) #EAfT A F - L5 - ¥ fE &
) mRNA ETHEF  DEEEEERNRE  LHEEAXE
ENAFREBETRE GIWNHEILEESTHFIEZTE
B EREAEREYE WA RTESGERENMERRE -
R EEREEEEMAE PBMC 74 8 & 2 {0 L & 2K t#
E o WHEATEA - R’ KT 7 E A RN SR HEE R K
RO LR ERYE  THEEZEERFRGEREEMEDN
g% TUMAP HREE -

(0431] HE—WEr#EEKESTET > EETHSKEBSALD
NHAREE (a) AEMGASHNBRE #HEZREBEEEK
A 2WEBEMEEK (TUMAP) : (b) & (a) T EEH
AR ET R (HEEENERASMEE) REREMNE S
REHEBEERNGFHEERETES 5 (c) EEBE T HEEH
PEEE AR IR B FREETEEE D —EIK 0 Kk (d) H %
#ofE (a) TR E R — O HEE WYKo HERE H ek R M
(0432] HE—WEr&EEKESTET > EETHSKEBSALD
NHAEE (a) A BHKRKEBEEREEEE AR EAME
FIAHBEAK (TUMAP) @ Bl (b) f£ (a) TEEED —HE
SR = ) R AR (o S S L o

(0433] —HEE 7THARMERBLCKZEZSKE » A EE
TH - ZEEHEBEELR BEREHEE  SHFHER 20-40%
DMSO [ » B#% 5% 30-35% DMSO > 41 » &) 33 %
DMSO 8y & #& ik -

I
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[(0434])] S AERKEBEBRKAEFK DMSO - B { K
BRBENEFRNARZEZIN AE: THROVBE - BEK
-DMSO FHFREG  LER -—BAERKRTESHAN
ik HREAEK~2.5 mg/ml - AR ZESFRERL
SEEBITH EH H KETHE - LEFFE 33% DMSO 11 &
fifK0.826 mg/ml WYRE - MBEBHERES 0.22 pm &
HEfmEFETHE - KMESRELRNRBT K -
(0435])] HEABBRETIE/NBT > EEHHATEGFER
-20C F - —E/IHEBEE 700 pL B EPTBEKS A
0.578 mg - HfHy 500 pL (BHEKLY 400 pg) & H
By RZ P E B e

[0436] AEBHWKE T HREGERE > L HR2
Br - AN KE RCC il EE  WHEMEEERKRAFELES
HSETAFAERKERE > WHEEKRATHRZEHREEER
& F1E -

(0437])] mARHEATHB G axE KENIK > 57
RRHEEZEBEE - AR > B HMAHEHRNE A
HEAmAMEERTERHEMAGZEBEALA S EENERE
REN—MHE > LA HE RCC WEMEREY - KE
Nic2FEGTrEYFREARET T HNE - D Tl T8 -
[0438] HFEEMA TR AMESEHBRE RS E
HENHzETHAE Rl E2aR T- HMEMMKE M=NTE
T HIEH G AR - MHC REMNHRELZ —BEES - T

R

PI-23425.2 26 135 H(EHRIAE)
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s T R Ry R kR T e ERES o W K
WiR=RWH oW BMEIL A M MHESERKH -
[0439] A#ZFWPAKTHR M ME MM E KO KE
(#0 T MK IE) » i HKE MHC 77 7 & a8k
HENRE ZSEMNEAHEKETUFERBERER R E
EAORHE-THER - sSEREDLALHFREEREZET
WERKREER BEUARLGTAFEMNRCABKIE > A
FEEAEHE  EE - - BHRMA - HEdREBEER - &
E 7 g s R N i O N = S T N ol = I B S - S-S
TEE - MEAHMKESENELTEKASBHEREZRBES A
TR -—BAHEEH IR > W ARNKBHABEYIE EM0E
ETHMBEMER -

(04401 T 5048 4 (8 2 75 F 89 5 5 O & ¥ A 3% 89 #f 17 3%
H-T2REERER (EE2FAERRIE) - FE I A FH
WHE® > XTSI HBFA2 S XM EESI T AR

ZNI S L

i Al

B RH 1

A A 22 [ 1E £ AT R 1H B 89 @ 5 T E &2
& i E A

(0441 % % f B B 41 % %% % H BioServe
(Beltsville, MD, USA) - 3 JE 5 K 2 Bl - 504 Ff 17

BERKE (KPUM) - FEMRKEE K -

PI-23425.2 2 136 H(ZHHRIASE)
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[0442] % (#F)HHKIERFHEH Bio-Options Inc.,
CA, USA »~ BioServe, Beltsville, MD, USA
Capital BioScience Inc., Rockville, MD, USA -
Geneticist Inc., Glendale, CA, USA - HN F K2
Bh  BEEREER RTHFIZIEMKE (KPUM) » &
B KREEIE - ProteoGenex Inc., Culver City, CA,
USA - FEMRKEZERK -

[(0443])] FrARRE Tkl EBSG T SHMNEH
EoURGMABIMNET AR REH > £ 8 TUMAP Hj
#EEFER -70°C LT -

iR AT 7 AE HLA L

[0444] M3 HZE (Falk et al., 1991; Seeger et
al., 1999) BeImEEN > EMH HLA-A*02 F 2K JE
BB7.2 -HLA-A-HLA-B-HLAC ¥ B Mg We6/32 -
CNBr /S{ERVE MR - BRE M EIE 77 A LLE 82 4 &
WREINREAERG T 2 RCHAGBK AT HLA JKE -

57 BT

[0445] EGH HLA BREREHEK®EHKMEE
(nanoAcquity UPLC system, Waters) 4 B » %R
A ERFEEHEZIHEHN LTQ- velos fl & % X B %
(ThermoElectron) #1T 7T 8 - REWH BEF&H AEKT
A 1.7 pm C18 RMEMKE (Waters) WY 7 H & A &

1={11'g
=4

)={11¢
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MEMEERE (75 pm A x 250 mm) - EHMAES 400
nL o - B%® SFHAKERERS 300 nL §98E - E
ER 10% £ 33% AKX B THMIP 180 8 —TtihE
EHRET B - BHEDHER A(E 0.1% FEHK) M
BE OB (& 0.1 % FENZE) - s BEBEREBEEHE
(PicoTip, New Objective) FH R3] A% 4 7 & & &
Koo A m 5 (TOPS) RE £ & M R #8E & X T 5 1F
LTQ-Orbitrap Bt - HSZ >  BRULERKERE RS2
fmii £ orbitrap BB —EFMWAEHN (R= 30 000) » Z
EHLEMBECHE FHVBRBRBEREMAE orbitrap M ¥ 5 &
G E R ME BN A B BT OE MS/MS & # (R =
7500) - BB EGE L SEQUEST 5 — & F 8 % § &5 &
THRE AR EBAREEEAXBESRKEFIHEEZ2S KD
BB TEE R R T HEENKEY

[0446] MEITMHEE LC-MS EEB@ABHE -+ & (A3
W LC-MS JeE A M) KETT (Mueller et al.,
2007) - @ HAKREKRH LC-MS FREEHEER T HE
R RANNSFEEBATEREESENRE G EKRE
HEITHE — S BEM (Mueller et al., 2008; Sturm et al.,
2008) - & & > Fi AWy LC-MS R B FIEELHERIX
SR UEANEAEARNEBN EREENERE BE & &
g EBENBRESETENMWE T XA ETERLEH
DLt A oMl A 2EBEERE - Wit - &8 ¢ 56KHE
A EERMHE o EMm A S WA AR & Z A EEE

PI-23425.2 25 138 H(HHRIASE)
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B -l HEBEEREGHAECEENET TR AE
itERER S — &% ITBIZSEHLEMEEEE - HR
BREK SHETR=ZE > HESAEAVPHEEEEUKEH
S BEFHEME RCC RAEEFHAGE AN EREL
FleonEi M ER =MW ZE R IE 1 f oo ox & %K HY
2 TBER 8-

[(0447] % 8:RETH - ZRINETH—-ZRIEFHE
GEHLEAFEELEIEEFSEARAERE (+++) » H—RJFIEFE
WEHIEEER LELEEBERE (++) NE - RIEF A
G HIEfFEE FEERSE (+) B HLA-A*02 K -

sl
sl ik ie &2
ID 3%
1 ALIVSLPYL + + +
2 ILWREVVTL + + +
3 RLLGEVQAL + + +
4 FLSQDIITYV + + +
5 YLYPNLTRL + + +
6 VLFELSKTYV + + +
7 FLLSLIDRL ++ +
8 GLASFKSFL + + +
9 ILLQKPDSYV + + +
10 KLLQNNYGL +
11 FIQTEAPKEYV ++ +
12 ALDPSGNQLI + + +
P1-23425.2 % 139 HE&HARHAE)
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sl
sl ik ie &2
ID 3%
13 KIMAQILTYV +
14 ALLTETIFL + +
15 ILIKHLVKYV ++ +
16 FMPEELPQL ++ +
17 ILAQQVHAL + + +
138 YVLDLAAKYV + + +
19 LLDPGSLQL +
20 AVANTTFTYV + + +
21 RLIQGDQILSYV + + +
23 YIQEVVQYI + + +
24 FTLGTTVFL + +
26 SLMEILYTL + + +
27 SLSDLLVSL + +
28 FIADLVVGL + +
29 ILLDLEQAL +
30 QLFYTKIFL + +
31 VLFGLDPAVIKYV +
32 FLAGGIRGSGA + + +
33 FIADVVEKI ++ +
34 ELNNQNFYL ++ +
35 VLHSLQTQL + + +
PI-23425.2 =5 140 H(HHHAHZF)
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sl

sl ik ie &2
ID 3%
36 SLFGKKYIL + + +
37 VLAPVILML + + +
38 VLLDTILQL ++ +
39 YLLNLNHLGL + + +
40 YIQEHLLQI + +
41 GLLKTLQKL +
42 VILDTGTIQL + + +
43 YLKDELDEL ++ +
4 4 ALFSFVTAL +
45 ALLGIPLTL + +
47 TLAEVRAVQEI +
48 VVASNIMEYV + + +
49 VLIVEVPGYV + + +
50 SLSDHIVLL +
51 NLWPMILTL + + +
52 SILDAVQRYV + + +
55 YLALILPVL ++ +
56 ILMDFSNSM +
57 SLQKEILYL + + +
58 FLVDFEQSHL + +
60 ILWKDIEYV ++ +

P1-23425.2
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sl

sl ik ie &2
ID 3%
61 SLMGILLRI + + +
62 VLAGPAFLVQL + + +
66 TLLKTIIKYV + +
67 LLDVLAPLYV +
6 8 YVLTQPPSYV + + +
69 ILADLLPSL + +
70 SLTALRLLL +
72 YSLEKVFGI +
73 GLDGIPFTYV + +
74 GLFHKQVTYV +
75 FLIKSINLYV + +
77 SLIKHKIML + +
7 8 ALLDTVVQA +
79 ALADIVWRA +
80 KLASMLETL +
83 IQWSIVPEYV + +
8 6 GLLQGKLALL +
8 8 TLAELHISL +
89 SLLLAVTEYV +
90 FTLEKNFVI + +
91 MLLSSLVSL +

P1-23425.2 % 142 HEHHRAE)
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sl

sl ik ie &2
ID 3%
92 FLFRDILEL ++ +
93 GVMAGDIYSYV + +
94 ILHHKVYDL +
96 TLAETLVNL +
97 TLISELVQA +
98 KIPPVSPSI + + +
99 GLAPHLEQI +
100 KLNVAPLAYV +
101 HIYDKAFITV + +
102 LLFDVHTTL +
103 KLQDGLLHI + + +
104 ALFEGVVRQI + + +
105 ALADLDELLIRA + +
106 VLMDLKALL +
107 VLMDLKALLL + +
108 VLISVLQAI + +
109 YLWSRVEKL +
110 LLDLHSYLL +
111 TLLETEMLL ++ +
112 LLFDHLEPIEL +
113 SLFDWNVKL + +

P1-23425.2

109136262

2 143 H(EEHRRIAE)
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sl

sl ik ie &2
ID 3%
114 ALAVNISAA + +
115 LLDPKTIFL ++ +
116 GLVDIMVHL + + +
117 VLFGELPAL ++ +
118 FLNAIETAL + + +
119 RLHDENILL + + +
120 GLAGDNIYL + + +
121 ALLRTVVSYV + +
122 SLDPSSPQV + +
123 YVDPVITSI + +
124 ILSPLSVAL +
125 KLDPTKTTL + + +
126 KIQEILTQV + + +
127 VLAPLFVYL + +
128 YLEEDVYQL ++ +
129 VLAPRVLRA + +
130 ALPTVLVGYV + +
131 VMAGDIYSV + +
132 SVASTITGYV + +
133 QLIDYERQL + +
134 VADKIHSYV + + +

P1-23425.2
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sl
sl ik ie &2
ID 3%
135 VVDEGPTGYV + + +
136 YQDPHSTAYV + +
137 TLVAIVVGYV + +
138 SLDTLMTYV + +
139 ILNVDGLIGYV + +
140 SLANNVTSYV + +
141 LLVDDSFLHTYV + + +
143 ALFVRLLALA + +
145 SLHFLILYV +
150 TLMPNINKL ++ +
151 YMYEGPAPRI + + +
B 6 2

i 1 A % LAY BN Y R AE Y

[(0448] B EFMMBEMHILLEREBEANE -—HERKEEIRE=Z
M ERERHEEREGRTAREM - — &K 5 &
HEMH BEFTEHEEACLFAETLERFHS& T - HZ
mRNA RELZBN T2 E R EERESE T XM KD
ZeM - FTHEHREESZ2HRBEBHGHEERE > BW
A J) R #Ey TCR - H AR Ay B R B R 2 7 % 5% i & & —
mM_HAMBATEFEHAS T ED -

PI-23425.2 2 145 H(EEHRRIAE)
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RNA X4 H G

[(0449] FioUIbRASELRIZ O LERL (2REHKA 1)
FESEXEENSHEAERE®REMR - F iy & 12 B 28 &
EERASELR  ZEREERKBATHMMBEAIE - H TRI &
Zl (Ambion /v 5, Darmstadt » {2 ) 2% F RNeasy
(QTAGEN/A & » Hilden » fHE ) FHEE L KR T &
A RNA EMESTZARBERSHE TEET -
[0450] BE ARBAMKTHHE RNA £ X% RKES
(Ambion /42 & > Huntingdon > 3 ;s Clontech 7 & -
mfEE > 8B 0 Stratagene 2 HE o [MH TR P 0 o
BioChain /4y & » Hayward, CA, ZEZE ) - &B&&E A
(2 £ 123 [HA) B RNA - fEMEEMEAH RNA &
FF nrE -

[0451] Fi1HA RNA BEAWSERNEEHNTE Agilent
2100 Bioanalyzer 47 #t & ( Agilent 4 H -
Waldbronn > [ ) FH H RNA 6000 Pico LabChip

Kit AFl & (Agilent & H ) #EITFFME -

K E ZY B G

[0452]) A A E®MIERTHMHEN RNA F X EH
Affymetrix Human Genome (HG) UI33A &
HG-U133 Plus 2.0Affymetrix B &% H B & H
(Affymetrix 74y 58 » Santa Clara > CA » = ) # 17T

ERNEFESH  FATHEAERE Affymetrix F it #E 1T -

PI-23425.2 2 146 H(EEHHRIASE)
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sz > W F M Fral > £H SuperScript RTII
(Invitrogen AT ) LK oligo-dT-T7 5[% (MWG
Biotech /AT » Ebersberg, @E ) £ 5-8 ng RNA
& Rk % 4 c¢cDNA - f§ BioArray High Yield RNA
Transcript Labelling Kit (ENZO Diagnostics 2
T > Farmingdale, NY, Z&E ) #17F UI133A M &5 H
GeneChip IVT Labelling Kit (Affymetrix /% 5 )
# 17 U133 Plus 2.0 HxE > Z 1% FH s##8 M EK-F44E
BERAEMZELEBHEZEZEOHB (Molecular Probes 20
5 > Leiden > () ETHW - XML E - Z K 5EK#E
4h B 8% o A Agilent 2500A GeneArray Scanner
(U133A) 8 Affymetrix Gene-Chip Scanner 3000
(U133 Plus 2.0) HEGHETwHMHE - H GCOS WKk
(Affymetrix AF ) EFHMASHBARZEBEN THEH
EfTofh B TEHRBEREL  #FHT Affymetrix & &
fftHEy 100 BEEFXEKW (housekeeping gene) - ff &
ZHEAEKESEW signal log ratio TG HE > E®EF
HEBEBEANWEEERES 1.0 - AEHNWARERERERERE
RCC "o EHERENRELOE 2 Fron - £ —-FRFE
MEREFRETHER 9 -
[(0453]) %* 9 FESH - ZRIM T B - ZRIIEFEHA
GELETEEE EIEESEBAEREZE (+++) ~ B — RFEE
HBMHIEEFERE LS EBERE (++) BB — RIIEFE A
GEETFTEELEBEREZE (+) BVERABYIK -

W

Et

PI-23425.2 % 147 E(EEHRRIASE)
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el BN TE el ELNRE
ID 5%

1 SLC17A3 ALIVSLPYL ++
2 HSF4 ILWREVVTL ++
3 HSF4 RLLGEVQAL ++
6 ATP11A VLFELSKTV +
7 EGLN3 FLLSLIDRL ++
18 ACLY YVLDLAAKYV +
28 ENO1,ENO2,ENO3 FIADLVVGL +
35 ANGPTLA VLHSLQTQL ++
37 ABCC3 VLAPVILML +
40 IVNS1ABP YIQEHLLQI +
50 ITGA3 SLSDHIVLL +
51 ITGA3 NLWPMILTL +
55 SLC16A4 YLALILPVL +
59 TGFBI SLKNNVVSV +
62 SLC47A1 VLAGPAFLVQL +
63 ERAPI1 GLIEDHFDVTV +
65 TPI1, TPI1P1 ITYGGSVTGA +
76 PDZK1P2,PDZK1,PDZKIP1 VLADDHLIEV ++
81 LRP2 SLLPALPKL +
87 APOLI1 LADGVQKYV ++
93 PLIN2 GVMAGDIYSV +

P1-23425.2
109136262
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el BN TE el ELNRE

ID 5%
94 CYB5A ILHHKVYDL +
101 FLTI1 HIYDKAFITV ++
105 HSPG?2 ALADLDELLIRA +
115 HAVCRI1 LLDPKTIFL +
120 SLC22A2 GLAGDNIYL +
122 GAL3STI1 SLDPSSPQV +++
123 MET YVDPVITSI ++
125 NDRG1 KLDPTKTTL +
127 FZD2,FZD1,FZD7 VLAPLFVYL +
131 PLIN2 VMAGDIYSV +
132 PLIN2 SVASTITGV +
137 FKBP10 TLVAIVVGV +
139 ACLY ILNVDGLIGV +
143 TGFBI ALFVRLLALA +

BEHH 3

MHC-1 #EZE n s ot 2 7% R

[0454]

BTEBBMMNAZEHE TUMAP ) &% R %
sl P ANEREN T HBWES T T EET T R

il

\
/

TEZ oM AT EENREREKK/MHC &L CD28 #i
NI EE =24 (aAPC) BT RERB - HE&EH
Ao EH ANTE N RSP EHA AR 22 HLA-A*0201

P1-23425.2
109136262

2 149 H(EEHRIASE)
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[R# TUMAP AFRERMNE EXRHEEKAE S A
CD8+ mife T 4HFHy T @iz (&R 10) -

CD8+ T &7 5% 1E

[0455] B/ THBEAWK-MHC &% (pMHC) 7
CD28 MBI ALIEREMMBMETERINF R - FHAE
¢ University clinics Mannheim, Germany
B OH B OB Ot %8 CD8 | BR (Miltenyi Biotec,
Bergisch-Gladbach, Germany) #H 28 & M 2 £ 5 41 i
Ehriig & HLA-A*02 EY Mol CD8+ T 4HHd -
[0456]1 PBMC Moy @Eiliay CD8+ ik 4l B £ H AT £
T AT EE (TCM) mFE HEEHBEE RPMI-
Glutamax (Invitrogen /2y & » Karlsruhe » {8 ) i
A 10% B EAN AB MfM/E (PAN-Biotech 24 & -
Aidenbach » fEEE ) ~100U/ml FE £/ 100 pg/ml §#
# 2 (Cambrex /v H » Cologne » {EE ) > 1mM K fH
e s (CC Pro /v 8 » Oberdorla » {8 ) fl1 20 pg/ml
BAR#ME (Cambrex A H ) - FHITH > 2.5 ng/ml 1y
IL-7 (PromoCell /5 » Heidelberg » 8 ) F 10
U/mlp@g IL-2(Novartis Pharma /& » Niirnberg -
e ) tim A TCM -

[0457] ¥ pMHC/Hi-CD28 ZEEHKAY ALK ~ T 4l i

R s A E L ERERBEENE AR pMHC 7 1 U

PI-23425.2 2 150 E(ZEHHERIASE)
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KEEFELESE 8 MARE pMHC 5 HE S EREWE
b Z AT -
[0458]) &i by HE R B /B IgG2a i A CD28 Hi &
9.3 (Jungetal., 1987) {HEAB %P (Perbio /A& -
HRE o EE) EENN-BARNBECREMZETLESE
MEWLCEREH - FTAXR 5.6 ym WHEBHNAEVZRELD B E
W2 BEAR LMK (Bangs Labooratories » {7 F] 35 JIf -
E=E) -
[0459])] AREMHEMNEMEHEBERBEYWHE pMHC 755 &
A*0201/MLA-001 (f# Melan-A/MART-1 i {& &
B® B Bk ELAGIGILTV (SEQ ID NO.152) ) #I
A*¥0201/DDX5-001(ft DDX5 1 EH YLLPAIVHI
(SEQ ID NO.153)) -
[0460])] 800.000 Bk/200 ul @M aH 4x12.5n¢g
FEAEME-pMHC #) 96 fLIR -~ BT EM - &N AR
fh 200 ul B9 600 ng M EH-CD28 - £ 37C T
F4 Sng/ml IL-12 (PromoCell) #9 200 pl TCM
R E 1x10° CD8+T Y4B 2x10° YF % & @B 3
RKoEMBMB R F- 2% —FFHELEB T 80 U/mlIL-2
M TCM #AfTH > WHEERE 37C THE 4 K -
SRR BB LEET 3 - HRNERERE 8 BEAF
E pMHC 4y 7#) pMHC ZEHEFL » —HAa®mBET
AW ATl {E H (Andersen et al., 2012) > # {F & #fi >
HEMEE S EAEE LM - &% > M Live/dead

|
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near IR 248 (Invitrogen /A5 » Karlsruhe » 8 5 ) -
CDS8-FITC i wlfE SK1 (BD /45 » Heidelberg >
e ) =X pMHC ZEEMATEZERETN - HRN D
fr  ERHTEFaEFENEUNEGERERFH BD LSRII
SORP i E  -MEFEMEMMWEI 54 CD8+ MHHEIH
(R X ETHE - ZBEBETHMERMEM Flowlo |
(Tree Star A& » Oregon » EE) ETHHME - HEZ R
e+ CD 8+ itk 24 Bl 1Y /3 ) H 25 H B [2 M 3 I8 W) B 48 bb %2
mHE TR - WREFERE S8 2D — 0 5 EBE IR
MAERBAW B R HAREN CD8+ T MAk (A
ZlBEaezrd 1% FEFE®RB+ CD8+ T #ify - I H %
ESZEFEB+BEEEDEEEHBER B FAEN 1O
%) - Al 4 o b Y RO TR M

RCC fit#g s & F K I+

[0461])] HHZF MK HLA-T Bk > 7@ BRERE
T WHEFEERBHIBIIRZERYE - TUMAP FF 2
MEEBEREHG 2 KL ER A GE S R
SERE 3 o ARt AMAERNREHEENR - K&
A 3 ERRAVE RIEMA N E 10A) 1 B) -

[0462] F* 10A : R#EFBHP HLA T BHIKHE I % &R
(k3

PI-23425.2 %152 H(EHRIASE)
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HOEA N B R 3% B A RK BT (BCRY A2 S0 R JROME B B Y R BT M &S
B <20 % = +; 20 % - 49 % = ++; 50 % - 69 %=

+++; >= 70 % = ++++

Fr Al 1D 5% | AR {85 fl it 75
123 YVDPVITSI + + + + +
127 VLAPLFVYL + + +++ +
143 ALFVRLLALA + + + +

[0463] % 10B : KR $ HLA 1 HAEKHY AR I & E R
M

SR ON B AR 3 I Y K AT R AR S e o TR M B B HY R B &
R TRABREREERBROYGER - BEALOHER (XK
fe A SFE) WE EMES <20 % = +:520 % - 49 %

= ++ ;50 % - 69 %= +++:>=T0 %= ++++

Frp 5l 1D 5% Fe 3 b L 1% ]
1 ALIVSLPYL +
2 ILWREVVTL +
3 RLLGEVQAL +
6 VLFELSKTYV +
7 FLLSLIDRL +
9 ILLQKPDSYV +
15 ILIKHLVKYV +
16 FMPEELPQL +
138 YVLDLAAKYV + +
P1-23425.2 % 153 A& HHRIF)

109136262 FH YR A0202 1103010720-0



1745127

20 AVANTTFTV +

272 FLSPPLPSV + +
29 ILLDLEQAL +

34 ELNNQNFYL + +
36 SLFGKKYIL + +
94 ILHHKVYDL + +
95 KLTDVGIATL + + + +
98 KIPPVSPSI +++ +
"Bl 4

V=74

(0464])] FAWKB®REMN Fmoc REELIEE - &F 5 #
THEMEKEGEREEGKR  BERKO S DAL EE EAE D
f1 RP-HPLC oAt E - AAB®RZEZ (Z# BB ) BE
HEEZHB K  48ER >50% - AW TUMAP (&
EER-_ALILBRB BB ET G AMMEE LT L -

BB S

MHC &F& &

[(0465] AEBHER T HMEEZNMEERE - AR HE
MHC &&m/y(EmME) - BEFEK-MHC #&5EEE UV -
e x#mELE  HT RIIREREKERINR B ” HE -
oM EBERSHE - D AEHAFARtE s LR ERER
MHC 77 FTHIEZEKAEIH I MHC &YW @ERE - BT
HEERXRBMRIENER #ENEE MHC 5K #H (B2m)
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Wy A &5 SR #EfT ELISA M E - i M4 L B Rodenko
Z ANTE (Rodenko et al., 2006) ity J7 5 #E 1T -
[0466] 96 FL Maxisorp R (NUNC) f =8 T &
PBS il 2ug/ml @@ BEWHHAEAKR > H4BRMKILE 37°C
THEGHMAEEKEN 2% BSA mEHE 1 /N - T8
HLA-A*02:01/MLA-001 B 8B (F & IE % 5% > W&
15-500ng/ml WYEE - KIS XK ENK-MHC B 58
THEHHAEBHRTHE 100 & - BEAE 37°C THE 1 /I
B > ZEMPUX - £ 37°C T DL 2ug/ml HRP & Hi-f2m
BE 1 /NE > BREMK - LLL NH,SO, HEH TMB &
WAETH B - /£ 450nm RO 2 DU - 77 4 KA E £ HL S
BCHER RN/ R T @z R BN BEEEHET
BaXBER(EELSN S0%  HEELESN 75% ) 1
K EERABEMYE MHC 2 +RBHEHHHREG )
i BE Bk MHC #® & Y HY &R B -

[0467] *=11:MHC-1 B& &0 H

HLA-T BRMHAKEBE HLA-A*02:01 HY 4 & R % K T #

EaafE  >10% =+, >20% = ++:; >50 = ++4++; > 75%

&

i

=

= ++++
FF 5l 1D [BK U85 R 22 A
1 ALIVSLPYL + + +
2 ILWREVVTL + + +
3 RLLGEVQAL + +

4 FLSQDIITYV + + +
P1-23425.2 % 155 A(EHHIF)
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YLYPNLTRL

VLFELSKTYV

FLLSLIDRL

GLASFKSFL

ILLQKPDSV

10

KLLQNNYGL

11

FIQTEAPKEYV

12

ALDPSGNQLI

13

KIMAQILTYV

14

ALLTETIFL

15

ILIKHLVKYV

16

FMPEELPQL

17

ILAQQVHAL

18

YVLDLAAKYV

19

LLDPGSLQL

20

AVANTTFTV

21

RLIQGDQILSYV

22

FLSPPLPSYV

23

YIQEVVQYI

24

FTLGTTVFL

25

LLVPAHLVAA

27

SLSDLLVSL

28

FIADLVVGL

P1-23425.2
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29

ILLDLEQAL

30

QLFYTKIFL

31

VLFGLDPAVIKYV

33

FIADVVEKI

34

ELNNOQONFYL

35

VLHSLQTOQL

36

SLFGKKYIL

37

VLAPVILML

38

VLLDTILQL

39

YLLNLNHLGL

40

YIQEHLLQI

41

GLLKTLQKL

42

VILDTGTIQL

43

YLKDELDEL

44

ALFSFVTAL

45

ALLGIPLTL

46

GLSEVLVQI

47

TLAEVRAVQEI

4 8

VVASNIMEV

49

VLIVEVPGYV

50

SLSDHIVLL

51

NLWPMILTL

52

SILDAVQRYV

P1-23425.2
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53

FLLEIRQTL

54

ALVAKGLVQA

55

YLALILPVL

56

ILMDFSNSM

57

SLQKEILYL

58

FLVDFEQSHL

59

SLKNNVVSYV

60

ILWKDIEYYV

61

SLMGILLRI

62

VLAGPAFLVQL

63

GLIEDHFDVTYV

64

LLAASVALA

65

ITYGGSVTGA

66

TLLKTIIKYV

67

LLDVLAPLYV

68

YVLTQPPSYV

69

ILADLLPSL

70

SLTALRLLL

71

ALDGHLYAYV

72

YSLEKVFGI

73

GLDGIPFTV

74

GLFHKQVTV

75

FLIKSINLYV

P1-23425.2
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76 VLADDHLIEYV +
77 SLIKHKIML +
78 ALLDTVVQA +
79 ALADIVWRA + +
8 0 KLASMLETL + +
81 SLLPALPKL +
82 SLLQATDFMSL + +
83 IQWSIVPEYV + +
8 4 YLMDEGAHL +
85 FVMSEIRTYV + +
8 6 GLLQGKLALL +
8 8 TLAELHISL +
89 SLLLAVTEV +
90 FTLEKNFVI +
91 MLLSSLVSL +
92 FLFRDILEL + +
93 GVMAGDIYSYV + + +
94 ILHHKVYDL +
95 KLTDVGIATL +
96 TLAETLVNL + +
97 TLISELVQA +
98 KIPPVSPSI +
99 GLAPHLEQI +

P1-23425.2
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100 KLNVAPLAYV + +
101 HIYDKAFITV + +
102 LLFDVHTTL ++ +
103 KLQDGLLHI + +
104 ALFEGVVRQI + + +
105 ALADLDELLIRA |[+++
106 VLMDLKALL ++ +
107 VLMDLKALLL ++ +
108 VLISVLQAI + +
109 YLWSRVEKL +++ +
110 LLDLHSYLL + +
111 TLLETEMLL + +
112 LLFDHLEPIEL + + +
113 SLFDWNVKL ++ +
114 ALAVNISAA + + +
BBl 6

# A 22 [ 1E £ AT R 1H B8 2 E 2

[0468] ZFLaeH PP/ sk TCR (WEELER —EHE
WaEE o HADlEsty S8 LEET - /£ 8B HE M
HEERKOAELT  ZEREGBEAEARNIEREZE 21K 4
BExEH LR REZ2MRE BREEEATE MK

TUMAP S HE ECEEFE s H TUMAP WEH E &

o]
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109136262 FELGESE A0202 1103010720-0



1745127

TUMAP T EERRMOo AV Sk XAt - R
20~ A il

Nano LC-MS/MS & &

[0469] HRNBEBELZIHKNWEEERE » FHAREE
EREBREROREHSR  ANESEERYEERMCRELL
A Bl TUMAP oy A 2 E iz ZREZLH =& EE -
CHEEEMHBERKEERES EARF - B FEHAM Y HE (LSS
B hmE#EEZSE (Anderson et al., 2012) - WE#H L A
HEM MS A A MS S5 EELEBARE MS (5
B LLF# MS o MEBENRINER  WEMHRHE
b ZEAEBMEEGRE > KETFTHORER MS A
RABRAN HLA KRR > L HEMEH fHmoLLEE MS
HITEITHE  -HRHE MSEREEELHLNEGER
EMGRER logistic HEFETHE - HRAKBABEEAD
EEAMERK ERE  ERATLEARNE S MS E5EELER
NG ERAZRAREHRETERE -

M/ MHC 77 g8 5K

[0470] HWNEMNEBEMAMLEBRE  RKREEABGKEREH
o HBEELN -~ EBEAMHER - B THEE TUMAP
THENRR > HHEBECHAEHEENNA TUMAP B4 7T
K/ MHC &% - B TREWEHN RAK/MHC # & & 81
GV ERAHTERLRELK AN TUMAP - ]l TUMAP
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alRHEAA 1 AERLEAELHAER ZE2Ec? K
sAHHFAEBABEYST > Pl £ TUMAP 77 88 2
TR FRHERHER  ABEZIEROBAAOEALTEHERAK
/MHC #a?#EE - KNIt > HEEMHEZLZ TUMAP #IK
B El{EsiE TUMAP 75 B U RAMB WY &S5 - 7 B R &
HUbEBREAET R HESHS KR E - BLKEMHEK -
(B fE IR Z BB T BESR AR - ERHA > 7 8RR AE
AR B E A EAR ST E - 85 2 £ H 41 &
fffn e (B E 0 RS o3 B R R RE e — T IR b A E E At K
NIt ARZEEHTHEME TUMAP -

B dge ~ e R A T A B AT B AT H) JE

[0471] R THEEEEEHR EENHB KT AN
g #HARKMET DNA G20 - HEEMH T AHEK
BFEHEZEER REZEHNE > 2 A kX (Forsey and
Chaudhuri, 2009; Alcoser et al., 2011; Silva et
al., 2013) - FR B AHEMHE > &K EXEIN T A HE 5
NHEBEY TR —/NFOHREY  BEAFoE=1r &
1 4 B8 DNA ( QiaAmp DNA Mini Kit, Qiagen,
Hilden - 8 ) - X DNA 7 @EH&E DNA S EZ/D
EEMXEHER®ENXHN DNA &8 H €& (Qubit
dsDNA HS Assay Kit, Life Technologies,

Darmstadt » E ) #{T7&8 -

PI-23425.2 % 162 H(EHHRIAE)
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[(0472] R TEEAMBEE > £ 7 KEEHEEFE@DAR
Foalke DNA MG EAH — RV €0 4R - R
EHGHANRFESEX DNA S A DNA & 8/ &
ZE HARKRsEHOVEASEARAY L EABEGTE  £F B
HEVMEODWEANEENEABEYREBROE T E 17T #

p:

Rl

A7 4 i 1Y Bt 75 H B

(04731 fEHATLERYER - W ALDLEKE BRI
AR ESLISEAME TUMAP 2 HE > B
BRLL oy B R - BEERAMEE HEWUFE 12 frox -
[(0474] =12 EHEHHE - ZXRIILT NSCLC H&
BHEATEHENREBWER - st HEEK - 564K T
fr TEHHEHETR <100 = +; >=100 = ++; >=1,000
+++; >=10,000 = ++++ o oK AHEE - HJEMEIY

MHSmE MS 8i& -

7 5] SAmE Ry |
Bk T B R
1D 3 (b 80
1 SLC17A3-001 + + 18

[0475] 25 XRAI %=
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GRlE!

<110> [EpUiZRR T Y IR AR/ E] (immatics biotechnologies GmbH)

<120>  FIREAIRE (RCO) o R BB IRH SIS 28

<150> GB 1505585.8
<151> 2015-03-31

<150> US 62/140,767
<151> 2015-03-31
<160> 153

<170> PatentIn version 3.5

<210> 1
<211> 9
<212> PRT

<213> Homo sapiens
<400> 1

Ala Leu Ile Val Ser Leu Pro Tyr Leu

1 5
<210> 2

<211> 9

<212> PRT

<213> Homo sapiens
<400> 2

Ile Leu Trp Arg Glu Val Val Thr Leu

1 5
<210> 3

<211> 9

<212> PRT

<213> Homo sapiens
<400> 3

Arg Leu Leu Gly Glu Val Gln Ala Leu

1 5
<210> 4

<211> 9

<212> PRT

<213> Homo sapiens

PI-23425.2_SEQ_LIST FH1HEEFYIZ=R)

109136262 FH YR A0202 1103010720-0
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<400>

4

Phe Leu Ser

1

<210>
<211>
<212>
<213>

<400>

5

9
PRT
Homo

5

Tyr Leu Tyr

1

<210>
<211>
<212>
<213>

<400>

6

9
PRT
Homo

6

Val Leu Phe

1

<210>
<211>
<212>
<213>

<400>

7
9
PRT
Homo

7

Phe Leu Leu

1

<210>
<211>
<212>
<213>

<400>

8

9
PRT
Homo

8

Gly Leu Ala

1

<210>
<211>
<212>
<213>

<400>

PRT
Homo

Ile Leu Leu

1

Gln Asp

sapiens

Pro Asn

sapiens

Glu Leu

sapiens

Ile Ile Thr Val

Leu Thr Arg Leu

Ser Lys Thr Val

Ser Leu Ile Asp Arg Leu

5

sapiens

Ser Phe Lys Ser Phe Leu

5

sapiens

Gln Lys

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

Pro Asp Ser Val

F2HEFIIR)

1103010720-0
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<210>
<211>
<212>
<213>

<400>

10

PRT
Homo

10

Lys Leu Leu

1

<210>
<211>
<212>
<213>

<400>

11
10
PRT
Homo

11

Phe Ile Gln

1

<210>
<211>
<212>
<213>

<400>

12
10
PRT
Homo

12

Ala Leu Asp

1

<210>
<211>
<212>
<213>

<400>

13

PRT
Homo

13

Lys Ile Met

1

<210>
<211>
<212>
<213>

<400>

14

PRT
Homo

14

Ala Leu Leu

1

<210>
<211>

15
9

sapiens

Gln Asn Asn Tyr Gly Leu

sapiens

Thr Glu Ala Pro Lys Glu Val

sapiens

10

Pro Ser Gly Asn Gln Leu Ile

sapiens

10

Ala Gln Ile Leu Thr Val

sapiens

Thr Glu Thr Ile Phe Leu

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

FIHFIIR)

1103010720-0
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<212>
<213>

<400>

PRT
Homo

15

Ile Leu Ile

1

<210>
<211>
<212>
<213>

<400>

16

PRT
Homo

16

Phe Met Pro

1

<210>
<211>
<212>
<213>

<400>

17

PRT
Homo

17

Ile Leu Ala

1

<210>
<211>
<212>
<213>

<400>

18

PRT
Homo

18

Tyr Val Leu

1

<210>
<211>
<212>
<213>

<400>

19

PRT
Homo

19

Leu Leu Asp

1

<210>
<211>
<212>
<213>

<400>

20

PRT
Homo

20

Lys His

sapiens

sapiens

Leu Val Lys Val

Glu Glu Leu Pro Gln Leu

5

sapiens

Gln Gln Val His Ala Leu

5

sapiens

5

sapiens

Asp Leu Ala Ala Lys Val

Pro Gly Ser Leu Gln Leu

5

sapiens

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

FAHFIIR)

1103010720-0
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Ala Val Ala
1

<210> 21
<211> 11
<212> PRT

<213> Homo
<400> 21

Arg Leu Ile
1

<210> 22
<211> 9
<212> PRT

<213> Homo

<400> 22

Phe Leu Ser
1

<210> 23
<211> 9
<212> PRT

<213> Homo
<400> 23

Tyr Ile Gln
1

<210> 24
<211> 9
<212> PRT

<213> Homo

<400> 24

Phe Thr Leu
1

<210> 25
<211> 10
<212> PRT

<213> Homo

<400> 25

Leu Leu Val
1

Asn Thr

sapiens

Gln Gly Asp Gln Ile Leu Ser Val

5

sapiens

Pro Pro Leu Pro Ser Val

sapiens

Glu val val Gln Tyr Ile

5

sapiens

Gly Thr Thr Val Phe Leu

sapiens

Pro Ala His Leu Val Ala Ala

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

Thr Phe Thr Val

10

10

FSHFFIR)

1103010720-0
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<210>
<211>
<212>
<213>

<400>

26

PRT
Homo

26

Ser Leu Met

1

<210>
<211>
<212>
<213>

<400>

27

PRT
Homo

27

Ser Leu Ser

1

<210>
<211>
<212>
<213>

<400>

28

PRT
Homo

28

Phe Ile Ala

1

<210>
<211>
<212>
<213>

<400>

29

PRT
Homo

29

Ile Leu Leu

1

<210>
<211>
<212>
<213>

<400>

30

PRT
Homo

30

Gln Leu Phe

1

<210>
<211>
<212>

PI-23425.2_SEQ_LIST

109136262

31
12
PRT

sapiens

Glu Ile Leu Tyr Thr Leu
5

sapiens

Asp Leu Leu Val Ser Leu

sapiens

Asp Leu Val Vval Gly Leu

sapiens

Asp Leu Glu Gln Ala Leu

sapiens

Tyr Thr Lys Ile Phe Leu

FHGTE A0202

FOHFIIR)

1103010720-0
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<213>

<400>

Homo

31

Val Leu Phe

1

<210>
<211>
<212>
<213>

<400>

32
11
PRT
Homo

32

Phe Leu Ala

1

<210>
<211>
<212>
<213>

<400>

33

PRT
Homo

33

Phe Ile Ala

1

<210>
<211>
<212>
<213>

<400>

34

PRT
Homo

34

Glu Leu Asn

1

<210>
<211>
<212>
<213>

<400>

35

PRT
Homo

35

Val Leu His

1

<210>
<211>
<212>
<213>

<400>

36

PRT
Homo

36

Gly Leu

Asp Val

sapiens

sapiens

Asp Pro Ala Val Ile Lys Val

10

Gly Gly Ile Arg Gly Ser Gly Ala

5

sapiens

sapiens

5

sapiens

10

Val Glu Lys Ile

Asn Gln Asn Phe Tyr Leu

Ser Leu Gln Thr Gln Leu

5

sapiens

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

FTHFIIR)
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Ser Leu Phe

1

<210>
<211>
<212>
<213>

<400>

37

PRT
Homo

37

Val Leu Ala

1

<210>
<211>
<212>
<213>

<400>

38

PRT
Homo

38

Val Leu Leu

1

<210>
<211>
<212>
<213>

<400>

39
10
PRT
Homo

39

Tyr Leu Leu

1

<210>
<211>
<212>
<213>

<400>

40

PRT
Homo

40

Tyr Ile Gln

1

<210>
<211>
<212>
<213>

<400>

41

PRT
Homo

41

Gly Leu Leu

1

Gly Lys

Pro Val

Asp Thr

Asn Leu

sapiens

5

sapiens

sapiens

sapiens

Lys Tyr Ile Leu

Ile Leu Met Leu

Ile Leu Gln Leu

Asn His Leu Gly Leu

10

Glu His Leu Leu Gln Ile

5

sapiens

Lys Thr Leu Gln Lys Leu

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

F8HFIIR)

1103010720-0
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<210>
<211>
<212>
<213>

<400>

42
10
PRT
Homo

42

Val Ile Leu

1

<210>
<211>
<212>
<213>

<400>

43

PRT
Homo

43

Tyr Leu Lys

1

<210>
<211>
<212>
<213>

<400>

44

PRT
Homo

44

Ala Leu Phe

1

<210>
<211>
<212>
<213>

<400>

45

PRT
Homo

45

Ala Leu Leu

1

<210>
<211>
<212>
<213>

<400>

46

PRT
Homo

46

Gly Leu Ser

1

<210>
<211>
<212>
<213>

47
11
PRT
Homo

sapiens

5

sapiens

5

sapiens

Asp Thr Gly Thr Ile Gln Leu

10

Asp Glu Leu Asp Glu Leu

Ser Phe Val Thr Ala Leu

5

sapiens

Gly Ile Pro Leu Thr Leu

5

sapiens

Glu Val Leu Val Gln Ile

5

sapiens

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

FIHFFIIR)

1103010720-0
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<400>

47

Thr Leu Ala

1

<210>
<211>
<212>
<213>

<400>

48

PRT
Homo

48

Val Val Ala

1

<210>
<211>
<212>
<213>

<400>

49

PRT
Homo

49

Val Leu Ile

1

<210>
<211>
<212>
<213>

<400>

50

PRT
Homo

50

Ser Leu Ser

1

<210>
<211>
<212>
<213>

<400>

51

PRT
Homo

51

Asn Leu Trp

1

<210>
<211>
<212>
<213>

<400>

52

PRT
Homo

52

Ser Ile Leu

Glu Val

Val Glu

Asp His

Asp Ala

sapiens

Arg Ala Val Gln Glu Ile

10

Ser Asn Ile Met Glu Val

sapiens

sapiens

sapiens

Val Pro Gly Val

Ile Val Leu Leu

Pro Met Ile Leu Thr Leu

5

sapiens

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

Val Gln Arg Val

FI0HFEIIR)
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<210>
<211>
<212>
<213>

<400>

53

PRT
Homo

53

Phe Leu Leu

1

<210>
<211>
<212>
<213>

<400>

54
10
PRT
Homo

54

Ala Leu Val

1

<210>
<211>
<212>
<213>

<400>

55

PRT
Homo

55

Tyr Leu Ala

1

<210>
<211>
<212>
<213>

<400>

56

PRT
Homo

56

Ile Leu Met

1

<210>
<211>
<212>
<213>

<400>

57

PRT
Homo

57

Ser Leu Gln

1

<210>

58

sapiens

Glu Ile Arg Gln Thr Leu

sapiens

Ala Lys Gly Leu Val Gln Ala

sapiens

10

Leu Ile Leu Pro Val Leu

5

sapiens

Asp Phe Ser Asn Ser Met

5

sapiens

Lys Glu Ile Leu Tyr Leu

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

F L HEFEIIR)

1103010720-0
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<211>
<212>
<213>

<400>

10
PRT
Homo

58

Phe Leu Val

1

<210>
<211>
<212>
<213>

<400>

59

PRT
Homo

59

Ser Leu Lys

1

<210>
<211>
<212>
<213>

<400>

60

PRT
Homo

60

Ile Leu Trp

1

<210>
<211>
<212>
<213>

<400>

61

PRT
Homo

61

Ser Leu Met

1

<210>
<211>
<212>
<213>

<400>

62
11
PRT
Homo

62

Val Leu Ala

1

<210>
<211>
<212>
<213>

63
11
PRT
Homo

sapiens

Asp Phe Glu Gln Ser His Leu

sapiens

10

Asn Asn Val Val Ser Val

sapiens

Lys Asp Ile Glu Tyr Val

sapiens

Gly Ile Leu Leu Arg Ile

5

sapiens

Gly Pro Ala Phe Leu Val Gln Leu

5

sapiens

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

10

FR2HEFIIR)

1103010720-0
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<400>

63

Gly Leu Ile

1

<210>
<211>
<212>
<213>

<400>

64

PRT
Homo

64

Leu Leu Ala

1

<210>
<211>
<212>
<213>

<400>

65
10
PRT
Homo

65

Ile Ile Tyr

1

<210>
<211>
<212>
<213>

<400>

66

PRT
Homo

66

Thr Leu Leu

1

<210>
<211>
<212>
<213>

<400>

67

PRT
Homo

67

Leu Leu Asp

1

<210>
<211>
<212>
<213>

<400>

68

PRT
Homo

68

Tyr Val Leu

1

Glu Asp

Ala Ser

Lys Thr

Val Leu

sapiens

sapiens

5

sapiens

sapiens

sapiens

His Phe Asp Val Thr Val

10

Val Ala Leu Ala

Gly Gly Ser Val Thr Gly Ala

10

Ile Ile Lys Val

Ala Pro Leu Val

Thr Gln Pro Pro Ser Val

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

F BHEFEIIR)

1103010720-0
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<210>
<211>
<212>
<213>

<400>

69

PRT
Homo

69

Ile Leu Ala

1

<210>
<211>
<212>
<213>

<400>

70

PRT
Homo

70

Ser Leu Thr

1

<210>
<211>
<212>
<213>

<400>

71

PRT
Homo

71

Ala Leu Asp

1

<210>
<211>
<212>
<213>

<400>

72

PRT
Homo

72

Tyr Ser Leu

1

<210>
<211>
<212>
<213>

<400>

73

PRT
Homo

73

Gly Leu Asp

1

<210>
<211>

PI-23425.2_SEQ_LIST

109136262

74
9

sapiens

Asp Leu Leu Pro Ser Leu

sapiens

Ala Leu Arg Leu Leu Leu

sapiens

Gly His Leu Tyr Ala Val

sapiens

Glu Lys Val Phe Gly Ile

sapiens

Gly Ile Pro Phe Thr Vval

FHGTE A0202

F 4 HFEIIR)

1103010720-0
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<212>
<213>

<400>

PRT
Homo

74

Gly Leu Phe

1

<210>
<211>
<212>
<213>

<400>

75

PRT
Homo

75

Phe Leu Ile

1

<210>
<211>
<212>
<213>

<400>

76
10
PRT
Homo

76

Val Leu Ala

1

<210>
<211>
<212>
<213>

<400>

77

PRT
Homo

77

Ser Leu Ile

1

<210>
<211>
<212>
<213>

<400>

78

PRT
Homo

78

Ala Leu Leu

1

<210>
<211>
<212>
<213>

<400>

79

PRT
Homo

79

Asp Asp

sapiens

His Lys Gln Val Thr Val

sapiens

Lys Ser Ile Asn Leu Val

sapiens

sapiens

His Leu Ile Glu Val

10

Lys His Lys Ile Met Leu

sapiens

5

sapiens

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

Asp Thr val Val Gln Ala

F 1S HIFFIR)

1103010720-0
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Ala Leu Ala
1

<210> 80
<211> 9
<212> PRT

<213> Homo
<400> 80

Lys Leu Ala
1

<210> 81
<211> 9
<212> PRT

<213> Homo

<400> 81

Ser Leu Leu
1

<210> 82
<211> 11
<212> PRT

<213> Homo

<400> 82

Ser Leu Leu
1

<210> 83
<211> 9
<212> PRT

<213> Homo
<400> 83

Ile Gln Trp
1

<210> 84
<211> 9
<212> PRT

<213> Homo
<400> 84

Tyr Leu Met
1

Asp Ile

Asp Glu

sapiens

Ser Met Leu Glu Thr Leu

5

sapiens

Pro Ala Leu Pro Lys Leu

5

sapiens

Gln Ala Thr Asp Phe Met Ser Leu

5

sapiens

Ser Ile Val Pro Glu Val

5

sapiens

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

Val Trp Arg Ala

Gly Ala His Leu

10

F 16 H(FFIR)

1103010720-0
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<210>
<211>
<212>
<213>

<400>

85

PRT
Homo

85

Phe Val Met

1

<210>
<211>
<212>
<213>

<400>

86
10
PRT
Homo

86

Gly Leu Leu

1

<210>
<211>
<212>
<213>

<400>

87

PRT
Homo

87

Leu Ala Asp

1

<210>
<211>
<212>
<213>

<400>

88

PRT
Homo

88

Thr Leu Ala

1

<210>
<211>
<212>
<213>

<400>

89

PRT
Homo

89

Ser Leu Leu

sapiens

Ser Glu Ile Arg Thr Val
5

sapiens

Gln Gly Lys Leu Ala Leu Leu
5 10

sapiens

Gly val Gln Lys Val

sapiens

Glu Leu His Ile Ser Leu
5

sapiens

Leu Ala Val Thr Glu Val

1 5
<210> 90
<211> 9
<212> PRT
PI-23425.2_SEQ_LIST 17 H(EFE)
109136262 FHGTE A0202

1103010720-0
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<213>

<400>

Homo

920

Phe Thr Leu

1

<210>
<211>
<212>
<213>

<400>

91

PRT
Homo

91

Met Leu Leu

1

<210>
<211>
<212>
<213>

<400>

92

PRT
Homo

92

Phe Leu Phe

1

<210>
<211>
<212>
<213>

<400>

93
10
PRT
Homo

93

Gly Val Met

1

<210>
<211>
<212>
<213>

<400>

924

PRT
Homo

924

Ile Leu His

1

<210>
<211>
<212>
<213>

<400>

95
10
PRT
Homo

95

Glu Lys

Arg Asp

sapiens

sapiens

Asn Phe Val Ile

Ser Ser Leu Val Ser Leu

sapiens

sapiens

5

sapiens

Ile Leu Glu Leu

Ala Gly Asp Ile Tyr Ser Val

10

His Lys Val Tyr Asp Leu

sapiens

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

F I8 HFIIR)

1103010720-0



1745127

Lys Leu Thr

1

<210>
<211>
<212>
<213>

<400>

96

PRT
Homo

96

Thr Leu Ala

1

<210>
<211>
<212>
<213>

<400>

97

PRT
Homo

97

Thr Leu Ile

1

<210>
<211>
<212>
<213>

<400>

98

PRT
Homo

98

Lys Ile Pro

1

<210>
<211>
<212>
<213>

<400>

99

PRT
Homo

99

Gly Leu Ala

1

<210>
<211>
<212>
<213>

<400>

100
9
PRT
Homo

100

Lys Leu Asn

1

Asp Val

Glu Thr

Ser Glu

Pro Val

Val Ala

5

sapiens

5

sapiens

sapiens

5

sapiens

Pro His Leu Glu Gln Ile

5

sapiens

5

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

Leu Val Asn Leu

Leu Val Gln Ala

Ser Pro Ser Ile

Pro Leu Ala Val

Gly Ile Ala Thr Leu

10

FI9HFIIR)

1103010720-0



1745127

<210>
<211>
<212>
<213>

<400>

101
10
PRT
Homo

101

His Ile Tyr

1

<210>
<211>
<212>
<213>

<400>

102
9
PRT
Homo

102

Leu Leu Phe

1

<210>
<211>
<212>
<213>

<400>

103
9
PRT
Homo

103

Lys Leu Gln

1

<210>
<211>
<212>
<213>

<400>

104
10
PRT
Homo

104

Ala Leu Phe

1

<210>
<211>
<212>
<213>

<400>

105
12
PRT
Homo

105

Ala Leu Ala

1

<210>
<211>
<212>
<213>

106
9
PRT
Homo

sapiens

Asp Lys Ala Phe Ile Thr Val

sapiens

10

Asp Val His Thr Thr Leu

sapiens

Asp Gly Leu Leu His Ile

5

sapiens

Glu Gly Val Val Arg Gln Ile

5

sapiens

Asp Leu Asp Glu Leu Leu Ile Arg Ala

5

sapiens

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

10

10

F20HFHIR)

1103010720-0



1745127

<400>

106

Val Leu Met

1

<210>
<211>
<212>
<213>

<400>

107
10
PRT
Homo

107

Val Leu Met

1

<210>
<211>
<212>
<213>

<400>

108
9
PRT
Homo

108

Val Leu Ile

1

<210>
<211>
<212>
<213>

<400>

109
9
PRT
Homo

109

Tyr Leu Trp

1

<210>
<211>
<212>
<213>

<400>

110
9
PRT
Homo

110

Leu Leu Asp

1

<210>
<211>
<212>
<213>

<400>

111
9
PRT
Homo

111

Thr Leu Leu

Asp Leu

Asp Leu

sapiens

sapiens

Lys Ala Leu Leu

Lys Ala Leu Leu Leu

10

Ser Val Leu Gln Ala Ile

5

sapiens

Ser Arg Val Glu Lys Leu

5

sapiens

Leu His Ser Tyr Leu Leu

sapiens

Glu Thr Glu Met Leu Leu

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

F2LHFEIIR)

1103010720-0



1745127

<210>
<211>
<212>
<213>

<400>

112
11
PRT
Homo

112

Leu Leu Phe

1

<210>
<211>
<212>
<213>

<400>

113
9
PRT
Homo

113

Ser Leu Phe

1

<210>
<211>
<212>
<213>

<400>

114
9
PRT
Homo

114

Ala Leu Ala

1

<210>
<211>
<212>
<213>

<400>

115
9
PRT
Homo

115

Leu Leu Asp

1

<210>
<211>
<212>
<213>

<400>

116
9
PRT
Homo

116

Gly Leu Val

1

<210>

PI-23425.2_SEQ_LIST

109136262

117

sapiens

Asp His Leu Glu Pro Ile Glu Leu

sapiens

Asp Trp Asn Val Lys Leu

sapiens

Val Asn Ile Ser Ala Ala

sapiens

Pro Lys Thr Ile Phe Leu

sapiens

Asp Ile Met Val His Leu

FHGTE A0202

10

F2HFIIR)

1103010720-0



1745127

<211>
<212>
<213>

<400>

9
PRT
Homo

117

Val Leu Phe

1

<210>
<211>
<212>
<213>

<400>

118
9
PRT
Homo

118

Phe Leu Asn

1

<210>
<211>
<212>
<213>

<400>

119
9
PRT
Homo

119

Arg Leu His

1

<210>
<211>
<212>
<213>

<400>

120
9
PRT
Homo

120

Gly Leu Ala

1

<210>
<211>
<212>
<213>

<400>

121
9
PRT
Homo

121

Ala Leu Leu

1

<210>
<211>
<212>
<213>

122

PRT
Homo

sapiens

Gly Glu Leu Pro Ala Leu

5

sapiens

Ala Ile Glu Thr Ala Leu

5

sapiens

Asp Glu Asn Ile Leu Leu

5

sapiens

Gly Asp Asn Ile Tyr Leu

5

sapiens

Arg Thr Vval Vval Ser Val

5

sapiens

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

F 2 HFIIR)

1103010720-0



1745127

<400>

122

Ser Leu Asp

1

<210>
<211>
<212>
<213>

<400>

123
9
PRT
Homo

123

Tyr Val Asp

1

<210>
<211>
<212>
<213>

<400>

124
9
PRT
Homo

124

Ile Leu Ser

1

<210>
<211>
<212>
<213>

<400>

125
9
PRT
Homo

125

Lys Leu Asp

1

<210>
<211>
<212>
<213>

<400>

126
9
PRT
Homo

126

Lys Ile Gln

1

<210>
<211>
<212>
<213>

<400>

127
9
PRT
Homo

127

Val Leu Ala

1

Pro Ser

sapiens

Pro Val
5

sapiens

Pro Leu

sapiens

Pro Thr

sapiens

Glu Ile
5

sapiens

Pro Leu

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

Ser Pro Gln Val

Ile Thr Ser Ile

Ser Val Ala Leu

Lys Thr Thr Leu

Leu Thr Gln Val

Phe Val Tyr Leu

F 24 HFIIR)

1103010720-0



1745127

<210>
<211>
<212>
<213>

<400>

128
9
PRT
Homo

128

Tyr Leu Glu

1

<210>
<211>
<212>
<213>

<400>

129
9
PRT
Homo

129

Val Leu Ala

1

<210>
<211>
<212>
<213>

<400>

130
9
PRT
Homo

130

Ala Leu Pro

1

<210>
<211>
<212>
<213>

<400>

131
9
PRT
Homo

131

Val Met Ala

1

<210>
<211>
<212>
<213>

<400>

132
9
PRT
Homo

132

Ser Val Ala

1

<210>
<211>

133
9

sapiens

Glu Asp Val Tyr Gln Leu

sapiens

Pro Arg Val Leu Arg Ala

5

sapiens

Thr Val Leu Val Gly Val

5

sapiens

Gly Asp Ile Tyr Ser Val

sapiens

Ser Thr Ile Thr Gly Val

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

F 25 H(IFFIR)

1103010720-0



1745127

<212>
<213>

<400>

PRT
Homo

133

Gln Leu Ile

1

<210>
<211>
<212>
<213>

<400>

134
8
PRT
Homo

134

Val Ala Asp

1

<210>
<211>
<212>
<213>

<400>

135
9
PRT
Homo

135

Val Val Asp

1

<210>
<211>
<212>
<213>

<400>

136
9
PRT
Homo

136

Tyr Gln Asp

1

<210>
<211>
<212>
<213>

<400>

137
9
PRT
Homo

137

Thr Leu Val

1

<210>
<211>
<212>
<213>

<400>

138
9
PRT
Homo

138

sapiens

5

sapiens

Lys Ile His Ser Val

5

sapiens

Asp Tyr Glu Arg Gln Leu

Glu Gly Pro Thr Gly Val

5

sapiens

Pro His Ser Thr Ala Val

5

sapiens

5

sapiens

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

Ala Ile Vval Val Gly Val

%26 HIFFIR)

1103010720-0



1745127

Ser Leu Asp

1

<210>
<211>
<212>
<213>

<400>

139
10
PRT
Homo

139

Ile Leu Asn

1

<210>
<211>
<212>
<213>

<400>

140
9
PRT
Homo

140

Ser Leu Ala

1

<210>
<211>
<212>
<213>

<400>

141
11
PRT
Homo

141

Leu Leu Val

1

<210>
<211>
<212>
<213>

<400>

142
9
PRT
Homo

142

Ser Val Asp

1

<210>
<211>
<212>
<213>

<400>

143
10
PRT
Homo

143

Ala Leu Phe

1

Val Asp

Asn Asn

Asp Asp

Val Ser

Val Arg

Thr Leu Met Thr Tyr Val

sapiens

sapiens

sapiens

sapiens

sapiens

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

Gly Leu Ile Gly Vval

10

Val Thr Ser Val

Ser Phe Leu His Thr Val

10

Pro Pro Lys Val

Leu Leu Ala Leu Ala

10

F2THFHIR)

1103010720-0



1745127

<210>
<211>
<212>
<213>

<400>

144
10
PRT
Homo

144

Arg Leu Leu

1

<210>
<211>
<212>
<213>

<400>

145
9
PRT
Homo

145

Ser Leu His

1

<210>
<211>
<212>
<213>

<400>

146
11
PRT
Homo

146

Lys Leu Ile

1

<210>
<211>
<212>
<213>

<400>

147
11
PRT
Homo

147

Ala Leu Ala

1

<210>
<211>
<212>
<213>

<400>

148
9
PRT
Homo

148

Lys Leu Leu

sapiens

Asp Val Leu Ala Pro Leu Val
5 10

sapiens

Phe Leu Ile Leu Tyr Val

sapiens

Asp Leu Ser Gln Val Met Tyr Leu
5 10

sapiens

Asp Lys Glu Leu Leu Pro Ser Val
5 10

sapiens

Thr Glu Val His Ala Ala

1 5
<210> 149
<211> 12
<212> PRT
PI-23425.2_SEQ_LIST 28 H(FFHFR)
109136262 FHGTE A0202

1103010720-0



1745127

<213>

<400>

Homo

149

Ser Ile Leu

1

<210>
<211>
<212>
<213>

<400>

150
9
PRT
Homo

150

Thr Leu Met

1

<210>
<211>
<212>
<213>

<400>

151
10
PRT
Homo

151

Tyr Met Tyr

1

<210>
<211>
<212>
<213>

<400>

152
10
PRT
Homo

152

Glu Leu Ala

1

<210>
<211>
<212>
<213>

<400>

153
9
PRT
Homo

153

Tyr Leu Leu

1

Thr Ile

Pro Asn

sapiens

5

sapiens

sapiens

5

sapiens

Glu Asp Gly Ile Phe Glu Val

10

Ile Asn Lys Leu

Glu Gly Pro Ala Pro Arg Ile

10

Gly Ile Gly Ile Leu Thr Val

sapiens

10

Pro Ala Ile Val His Ile

5

PI-23425.2_SEQ_LIST

109136262

FHGTE A0202

F29HFHIR)

1103010720-0



1745127 11006 H22H FRiRfEIE

EELEL R VAlE EED
(k1] — MM HERB L P %MKH SEQID No.
25 G O -
[soR 2] W0 oRIE | BT M BR S K B R - P K
AEESE MHC-1 85 F& & HH B ERKBE MHC

sE SBREE Y CDS T 4R % A -

[ KE3) MHKIE |50 2 Fiak 2 BRok % B &
2 BREEAN B -
[ KE4) MHKIE |5k 2 Bk » BRok 8 Mmoo

#Z k& HLA-DR HiERMHE A2 #E (1i)8 N-Iyg & &

Bz -
[/FKIES) —HEER ZZBRGHUFEKE 1 £ 4 F 14
— JH P oAl 2 BK e

[FkKIEH6)Y WHFKIE S Pt &% B > H ez &% B #E R 5
— % B Bl # T /& 5 (heterologous promoter
sequence) o

[FKIET] —HERESHGE HEXRZEWMUHFKE S 26 A
iz 1z e

[FRkES] —HEEBITHNE ESFEWFKRKE 1 E 4
PE—TE AT EL K - WA CKIE S B 6 Pt 2 iz Bk B4 ER
SKIE 7 Pt 2 R E#BE -

[FRKEI) WHFKE S MM EBEHBE FTHME - HPxHE

PI-23425.2_202106 % 1 HGEHHH A EFEE)
109136262 FELGESE A0202 1103162109-0



1745127 11006 H22H FRiRfEIE

HE AR — PR e B dl i -

[FFKIE10]) WEEKRE 9 Ml 2 BEEHBE XM - H Pzl
RO B A B R — 1ot 22 R 4 R -

[FFKE11] —fAFEXKE L E 4 FE-FRLZRKEE
BEFHEE - WECKIE S I 6 ATl 2 B ~ W& KIE 7 AT A
ZREHBHBHMFEKRE 8 £ 10 P {E—-FHPFT I 2 HHETE
FTARERBEEY ZH® -

[FkKIE12])] —HREOHFKA 1 £ 4 F{E - HATI Z K
HESERHBOLTE ZHTEAEBR BHREAOUFKE S £ 10
hE—EAT CEHE TN ZEHEHB ZTAEREZE W
A oKIH 1 £ 4 PE—-TEATM 2K NEZEWNHFEKIE S K
6 Frilt 2 B sid A MaFEKIE 7 it 2 RZERAE + UK
e Z BEMEEEAERESEEE D okt & KEHE%ER
BE o

[FERKE13)] — @RI UBEELN T MKEHEBE I L %
HABR w THRAESGHEHONEAZEZARY RE L
RE > HfE=HIMEAREZAENDAEEEIRE L RE
ZEARENATHE MHC o7 » EfTRINFEHEERE MU
AERREEGTAGELEZE T AN - ERHE > HE B &
MERBFKRE L 24 FE—-FHRLZIRK -

[FkE14] —fEEMEN T KEHEE > HEHWOHEKHE
I3 prat 2 A E EREELEEENEE — K24

!

PI-23425.2_202106 25 2 H(XHHEBEAHEE)
109136262 FELGESE A0202 1103162109-0



1745127 11006 H22H FRiRfEIE

- Z2HRBEamRKE I Z24PE-"HEEZLAEZRKRF
B e

[E/F°KIELS] —MAMEEKIE 14 pral 2 /& Ey T HE g
ARNHRE - ZAHR  ZETNANKBEE T ZEMH
M EPZFEEABRREE -2 ZZ2HRBEBEHFXK
H1EZEAPE-—HEENAERRFI -
[FkIEL6] — i  HfEFREMHEO5FKE 1 22
ATt 2 K -

[FFKE17] WEEKIE 16 Frit ZHife - Hf&Ziiik—
HERNER -—EBEE&altiig -

[EF°KIE 18] 2E/HKIA 16 2 17 Fral 2 pras > H 25 K
HO1L B2 it Z KRBl — MHC oy & & -

[E/F°KIEL19) 2WEHKIA 16 B 17 Fral 2 pias > H H &% bl
EwHE - FHNETIE -
[5FKHE20] WEEKE 19 Pral 25 > HP&ZUE T

RE 1% — %2 9% R B Th AE B 4 MR & MR T RE

[FFkHE21] —MAOFXKE | £ 4 I —FHPT I Z K~ A
sg K IH S EC 6 BTl 2 fz Bg -~ A1 55 SKIH 7 B Al 2 3% 2 & Ag
WEERKIE 8 £ 10 P{E—HPAT M 2 HEF XMW - WH
KIE 14 Frat 2 758y THEMMEKDHFEKRKIE 16 £ 20

B —EFTH iR R RS — R R &% BB R

PR E -

PI-23425.2_202106 %6 3 HGEHHH A B FEE)
109136262 FELGESE A0202 1103162109-0



1745127 11006 H22H FRiRfEIE

[5F°kKE22]) WEFEXKE 21 2 g > HPREEER
HEEEFARERERCC) - RIRE  ®ERE  BE - MEE
T E P kBl
[5FkHE23] —EEMF > B

(a) —FH - BHaeg —%Vday REVEHGYEHR
WEKIHE 1 E 4 P{E—IHEATHM ZRECHE % FE -~ 45
WS B 6 BTl 2 B ~ KA 7 ATl 2 R =& A
AOKIE 8 2 10 P {E—HTM 2 BEHEHBE XM - W 5H
H 14 Prat ZEERY T HMEMMWEERIE 16 £ 20 H
AR ZhieE ETRTZEVEESY R B RIHLZE

o

(ﬁ'jt[z

[5FkHE24] WEHEKE 23 ral 2 EMH > EPZBDES
iRk REZEE  HHEPZERE TP EE —F ZF&E
ZE _HaeAARNZEYHEHEY Z —MmER NEEA
R e

[/F°KIE25] WEFKME 23 K24 ik 2 EF E - D EE
EH—INK ZBENAKEEFBE SEQID No. 1 £ SEQ
ID No. 24 8 SEQ ID No. 26 £ SEQ ID No. 153
AT 4B Bl 2 BE 4l -

[/F°kKIH26] WEFEKHE 23 N 24 ik 2 EF E—- T EE
P () ERZBERE(11) B M/ 2CE & R R R

— R E -

PI-23425.2_202106 % 4 HCGEHHH A EFEE)
109136262 FELGESE A0202 1103162109-0



1745127 11006 H22H FRiRfEIE

[F°KIE27) WHEKIE 23 24 pral 2 EfF - & — 20 B &
LT —8ZHE (i) &EBEBE - (iv)REBRE - (v)BIE= -
(vi)$t st (vii)ix &f 28 -

[FoRkE28] —HE T 4B E Lol — HLA MK E:
Hp A SEQ ID No. 25 R E M F 5 Fr &5 -

[FRKE29) WHEKRKE 28 k> T2 > EP&HT
METBEITANNBES AN THARZ®B -

[FoRKIE30] WHFEKIE 28 8 29 Ffrat 2 T 48 = 48 -
HZ TAREZRBERTBEMNE S FRME -

[FRkE31)] WFKE 28 29 frat > T @A Z®EW > H
HZ T A2 RS O — Y E T Il AR

[FRE32) WHERBE 3L THKRZHE  HbZX
EThEE R — B A E M EMIIE -

[FoRKIE33] WHFEKIE 28 & 29 frat 2 T 4RI = 8 -

H e HLA i & —JK-MHC &/ 28 7 -

[FKIE34] —ERE - FBOFKIE 28 £ 33 i —IA
Frat > T 4HHE 2 % -

[HFRME35) WFEKE 34 il B > H P&k EE
B — RE BT F -

[FKIE36] —EFRESHRG  HEXRZEWNHFKE 34 Fri
Z % B -

[FkKMHE37) —fEE M- EBEHFE: WEHEKHE 34 Fril

PI-23425.2_202106 %65 HGEHHH A B FEE)
109136262 FELGESE A0202 1103162109-0



1745127 11006 H22H FRiRfEIE

B REBAMFERIE 16 £ 20 I —HATH
B AW HEKIE 36 Bl 2 % E R -

[FKE38) WMFKME 37 it 2 m T4HME - Hb&EE
A S T 4l el NK 41 H -

[FKRKHE39) —HEANREEWHEKE28 E 33 P F —THFT
My THREZEBOTE ZHTEZEH BEOHFKRE 37
B 38 Friut 2 fF THEAE AR E T MR S E R
B omdiex T @R -

[FRHE40] —HWEVHEY > HEHED — G MK
oo R B MG MRy B A DT ARy B4

a)SEQ ID No. 25 2~ —fit :

b) — T =R > TJHEMRE a) ZRA/HK-MHC
& e K E

c) —RIEED - Bail#E a)ZkM R HLA-DR §
FEBASEE(AE 1| £ 80 M N-nms& & i

d) — 2B K a)E c)fE—H ) —FEHE -
&%z

e) —TEE MM - B d) 2R EHE

fy —fEMLI THEHERE HAGEUTEE T
EES B THRBEFSENNFEREAREIE R EZN
R a)ZRETBIEBZEURMNEREMETAE
L& T 4 ey — B iF R

PI-23425.2_202106 2 6 H(XHHEBEAHEE)
109136262 FELGESE A0202 1103162109-0



1745127 11006 H22H FRiRfEIE

g) —PiREEHBEE THRZE > ZRHNATAFET
M=z I ERE a) ZRM/BK-MHC # & # M/ 2
EERE a) RV ABERE AdZziie ]l FE T A
xR AR BE ST NE RS W BB
D4

h) —HEHELRE a) 2K IR EREKRE - M

ol 2 LI A= - =

PI-23425.2_202106 87 HEHEEBAEE)
109136262 FELGESE A0202 1103162109-0



1745127

[ Z&HHE =)

DOY 81

HpLEIAEEE @i

Hel < difEe  2Eg

Yhdhe  #iHeg  Was| 26 by G2 BAe 1HFHE € < THE 9 « dHm | « HHEH € < B
RN L EHEH 1L SRHEIR 2  EHEHO A L BIW L < dH ey < dH 6L« EEHIEE v M e < 3
e Sy GHEF -1 Ao  ZHRe cHEe B, BE e IHEZ TR e MWHIAHEN |
T Hg 2 AT 691

AR N RN A RN RN RN AR RN RN RN AN N RN R NN AN R BN A RN A RO NN R AR RN A RN R RN AR AN RN AR AN AN RN AR GO RN RN AN NG R AR NN RN NN RN AN

(7o) s B ) T S

(204V) TIADTISAITY YA

VI E]

12/1

=)

=]

> 3t 21 H (@&

$1H

1103010720-0

FHGNE A0202

109136262



1745127

DOY 81

Zeol < disfe 2Ag ¢

Yhhe  dibHe  Was L  BG By G\ 2 BlZ e lHBHE € < WHE 9 « Rt | BN © « B
RN L BHEH L SpeER g  BOHEHO  BNA L WL c dH e < dH 61« THEHIEE v B e « F
e ZBv GHEF -1 Hlo L ZHRe HEe B, BEe HEZ TR e MWHILHEN |
Ty 2 AT 691

T BT IE MY

(204V) TOAAQITTA YH

dl ]

1c/c

=)

=]

> 3t 21 H (@&

$2H

1103010720-0

FHGNE A0202

109136262
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Zeol disfe 22 ¢

Yhdhe  #HiHeg  Was | 26 bl Gh\/2 BAe  1HZHE € THE 9 « dHma | « HHH € < B

1N L EHBH L SRR 2 BEHMEE O « HENA L FEW L < di ey  dH 61 EBIIE v Bl e 3

AR e Sy GHEF -1 HAO L ZHRie HEe B, BEe HEZ TR e MWHILHEN |
D0V 81 Ty 2 AT 691

uwn_u FARNKMANN KRR AGRE NN AN KRN NI RN AN KRN IR NN NN IR RN GR AN GEANN B RN RN DN ENA A R NN AN AR IR BN BN N TGN N AN A NN RGN NN N E NN AN R EAA N KRN RN RN NAR NKENAND I INEN

(7o) B ) 1 S

(20«V) ITONDSdAY : YH

Ol &

Ic/€

=)

=]

» 3 21 H(EHH)

#3H

1103010720-0

FHGNE A0202

109136262
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S R - A=A Er A |

Vi€ #Hie - WEs L  BG < MllHly G2 Bla e IHREE € < IHE 9 « M3 1 « by € « B

T R ) EHEH L SPaER 2 EBGHEH O  TEHA 1L FAW L B ey - HH 61 « EEHIE v - B e < F
oo,mm% He 2By EETL L WO L BHRGeL cHBEe B BE e IHES  HT R e FWHIUHEN 1
T H A1) 69T

iy o g

(20%V) 14SM4SV1D

X%
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