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ALT alanine aminotransferase (GPT)
(75=v7T3I) Vv RT7cF—E)

APTT activated partial thromboplastin time
(AL S b o R T A /)

AST aspartate aminotransferase (GOT)
(FARTHVBT I b IV AT 2T5—F)

BUN blood urea nitrogen ([REZEH)

cDNA complementary PNA (FB#HRY DNA)

CDR complementarity determining region (FBf{HH7EfE ML)

CEA carcinoembryonic antigen (EEAEEMEHIER)

Cr creatinine (7 L7 F =)

CRP C reactive protein (CFR-EEH)

CT computed tomography (= /b =—& —UREHRE)

CTL cytotoxic T lymphocyte (HERRIEEMET UV 1/9ER)

D-bil direct bilirubin (EH#EE D LEY)

DNA deoxyribonucleic acid (’fﬁ‘ﬂf“‘/ﬂ AN

EGFR epidermal growth factor receptor (LFEHIEREEREFEM)

ELISPOT enzyme—linked immunospot

Fbg fibrinogen (7 4 7V J #)

FDA Food and Drug Administration (k) AMERSR)

FDP fibrin degradation products (7« 7V »43fREM)

GalV Gibbon ape leukemia wvirus

GMP Good Manufacturing Practice .
(EELOEEEH R CREERICHE T 5 £%E)

GVHD graft-versus-host disease (FHEF*7EEMH)

HBV hepatitis B virus (B FIpT#¢ 7 A A R)

HCV hepatitis C virus (CEIfFR AL R)

HIV human immunodeficiency virus (& MEERETA L R)

HLA human leukocyte antigen (b b BAMERHLF)

HSA humaﬁ serum albumin (& FOIFEFTALT I )

HTLV-1 human T-1lymphotrophic virus type 1 (& b T#BRRE[RME & 4 L2 18

ICH International Conference on Harmonﬁsation of Technical

Requirements for Registration of Pharmaceuticals for Human Use

(B 2k U EELAFFAERESS)




IL-2
ITAM
LAM-PCR
LTR
MAGE-A4
MART-1
MCB
MHC
MLV
MoMLV
MSCV
NCI
NIH
OKT3
PBL
PBMC
PCMV
PCR
PET
PGK

PR

PT

QoL
RCR
rhll-2
sce
T-bil
TCR
TIL
TRALT
UA

interleukin 2 (£ ¥ & —mA ¥ 2)

immunoreceptor tyrosine—based inhibitory motif

linear amplification mediated-PCR

long terminal repeat CRiRRIEEZS)

melanoma associated antigen—A4

melanoma antigen recognized by T cells-1 (A7 ./ —<#HE-1)
master cell bank (FAF—EA L F)

major histocompatibility complex (FEEARBESHLE)

murine leukemia virus (= ABIMLHE VA /LR)

Moloney murine leukemia virus (Fr—=——=T7AQMET 1 /LX)
murine stem cell virus (= 7 REFIZ Y A NV R)

National Cancer Institute (K} ESZEEWIZERT)

National Institutes of Health ({CK) [ESr#&i4ERFFEET)
Orthoclone OKT3 (A /Y& o— 1 OKT3: Hi CD3 $Hff)
peripheral blood lymphoeyte (GRfEI U 1 /<EkK)

peripheral blood mononuclear cell (FHY i BZER)
PCC4—cell-passaged myeloproliferative sarcoma virus
polymerase chain reaction (ZKVU A T —FEEKIT)

positron emission tomography (BEEFHHMIERT)
phosphoglycerate kinase (RRAKRZ UV L FF—+F)

partial response (BB453Z=%h)

prothrombin time (7'm kw1 BFRE)

quality of life (7 F V5« A7 - 547 : £FEOH)
replication competént retrovirus (BEFE{EL F oA L 2R)
recombinant human interleukin 2 (FH#AX b hoA v F—n oA F12)
squamous cell carcinoma related antigen (It bR EEEDEEHE)
total bilirubin (REULE)

T cell receptor (T HIPRSZ M)

tumor-infiltrating lymphocyte (AEIEEEY 1/ 3EK)
transfusion-related acute lung injury (#ifiBESiESEfESE
ureic acid (JRER)
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BEER 14
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BUEiER (WL - &)

LV bhr oA ARy 7RSS

V ke AT & —)S-bPa DIRERER
SEPPIC #E MONTANIDE™ %4}

BT E ARSI ER T 5 S 0B R
BT EAMIERBRRES

B TEARBRIMERL

FDA CBER CTGTAC, March 4, 2005, Table 1
EETEAY VSR RERR

R7F FEETE - RERBRHEE

7 v FEEIR TR SRR
MAGE-A4 FUERBHRE 1 ha—n

MR - B FEAMROWEFIEE



1. MR RRERTIEOA T

MAGE-A4 FUFUAF AT TCR BB FEA Y Bk iC X S REREREEICH TS EETF
TRPERRIRBTFE
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IV. B TFIERERMIEEOER

AERPRBTZEI. EMEAIRIEIRIE (BFRIE, BOREES) CL29EREgcElny
BRIETMEOREBEBRE 2 S L UT, BEHRE MAGE-A4 % HLA-A2402 FF7E T THREMIC
T A T #HIEZEME (T cell receptor : TCR) a LRV SEHOELEFELV b B A LA
Ry AL VEEFEALEZHD Y V8K (TCRBEFEAY /38K @EicoNnT, &
DR, FREERUCEREDRELZUTO=Y RSV MCIVERTA L2 BHL T
Do :

O EECFRAE
o RBRETFIREORENE (FEER, BRBE. EEML o7 A4 VX (replication
competent retrovirus : RCR). linear amplification mediated-PCR (LAM-PCR)]

@ Blkzy Fagy b
o TCRIEFETEA Y o/ BR0D M HBIRER ORESSAA R~ DR
o [EBEFRRERS
o [EHEHEIHER
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V. B TFRRERTIE O SEBR LR ERH

V.1 BFREDRS

s FIE IR EE R4 BE R ERRRT 5

V.2 MEERBCHETEHREATOME

RIBEIL 0 BRBEILEZL ALNBERATH Y, B TOEHEAE (2003 £, Fhpil
) 135 13,658 AL 2tk 2, 742 A, T (2007 4, FEEFRE) X84 9,900 A, Lt
1,769 ATHhD (ER1 : LT (D LBET).

BEFBORBEERT L LT, BE, RKERCAVREWOBEREEICBET S & vbh
TWa, £, TAa— W EEROBETFEREEBEEL, TAa—AOE—AHHE
MTHBTEITAFE FOERERRETH 2 FHEESRREN TV (2),

AHROBREEOFH S LT, BELEBEREED 0L L& 5, Fir. BAWA AL
FEREICELS, BREOTHAEICE BETIRBLITRLA->TWVS, RBEFHIIHRES
~REEmSRLS, Ei, BEIL Y UAEEB L &I IRREEA RS VD, FRR
BELENATWS, : o

FOEFE DISFEIL T OEATEIC L 0, WREHIEIETIER, R0, REREERILER
EDEREING, TF. REROBREEIIFINPEREOESRIC LV HENE LN
TVER, LEMEEBGRERSEICLNE. 20 5 SEFE (IM FHSE (X.4
[TNM R84 EE) SRR 12, 0 #1: 70.2%, I#1:64.5% Na#i:51.5% Ib i : 34. 0%,
TIHA - 19.8%, IVa#fi:13.7%, IVbH]:5. 5% ¢ RETFHERRTHD3),

BIE, WHETRERICET KR LT, VAT IF L (CODP: BE&RFIERH) /5-
TaAdr YT (5-FU - BEERAHFEIAD). 1IC X bk L R0 RRE
SRR PEERNIAEEL LGRRENTWE A, EBF bRy, ik,
CDDP/5-FU dflh, FEZFEAD2NF U FFEL (KETIRAEBEOHELRED) Loy ¥

VA RREAOHBSRE SN TS,

BEETE, PERESEETOAIE bbb TERERD L ENEL, BR
BEBIIHT BIBEFER, BEOL LA —EORERE LA TWRY, ZOREICH-
Tix. boEbEAPEOIIES S VIZAEOEEDE (quality of life: QL) HE#
BEgE L{4), BREEREO SOEFMETH 6 y A L& T3,

V.3 YRETFIRRERTI R OHRE
FEEHRITA CIL, BRIEFEORERSH (b P DMmERFUR (human leukocyte antigen :

_mM—Mﬂm%@\E%ﬁﬁ¢mwmﬂmﬁ%ﬁ]m%%ﬁbtkﬁmuyﬂﬁc\mwﬂ4
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HEMTReEERCBHEBEFIZ VIR IA N AR F—C LV BEFEAL, TOBETY
VIREREREHIRAIIC R ET B, BEEFEAY B ERSH, MAGE-AL 45 X7 FF O7
T/ BE : NYKRCFPVI) %35 L. BEFNTO TR BEFEAD L/ BROBHEL (HDViT
¥ERE) BB, AESERBFZEIL. HLA-A2402 FHTME MAGE-A4 R 89 TCR B FEAY /33k%
METAZ iy, BEERAGERG, BICIESFEIIRELEFTIbOTH S,

MAGE-A HU iR D 39~T1% (5, 6) 12, MAGE-A4 FilFliL 68% (ZEXFHREEEMIC
EBRTVIOEENRTH Y, T HLA-A2402 AR AR 6% E T A EEHBESTR TS
5, MAGE-A4 1R - FBEAIR (Cancer-Testis HURCT HiR) A SN DEEFRETHY
BB EBRICBWTOLREIND, TCREGFEAND BRI L SHIEEREIT, &
{CFEAINHEESME T U 38k (cytotoxic T lymphocyte : CTL) Fm_E D MAGE-A4
¥ EAY TCR 75, EEMIRRTE D HLA-A2402 53F & MAGE-A4 35 7 F FOBEAREEHE
BICRRE T 2 - Lic KV RBEIN D, 2B, HEMIE HLA 45T 2 RBL L7220 7o MAGE-A4
FURERRET S T U BRI KA EEERT AR,

ABRFRBIFRICI T SFHEE B L. BETREOREME, T(REGFEA Y VSR drus)
EERUEBESRTH D,

V.4 ORIk & OB R CBETFIEFR LRI L EH

TEFEERMRER IO T 2 RAERIEI B R CIRTEET T, RETES QL nLofd
DIBFMER LT CHBEOBBRTH D,

BB B HUERIESA OB E LT, ST RENEROAEIFEN TN D, &58
ICEZWRBELALRFERE CHATHEERELEML & LT, ERMREREFZERE

(epidermal growth factor receptor : EGFR) FHEHITH S Cetuximab A, KERHEIE
/B (Food and Drug Administration : FDA) W LD EBEEIN T35, BHEEICEIT S EGFR
DOREBRFEHRRFEBICIROVTIEFTIZHNZ E 1B (T, 8), BEBICT 50 FENTEERONE
EBRHFEINTHW S, BERFEREREOBREIIRY, Z0 L 5 2BRICBNT, RIEEID
HETHEEFRZEN L LIEFRBROFAZBSHFEIA D,

IEEREEZEAN L LI RERED 1 2L LT, FEEEE2E 7280 T U Bka®H
G4 5 MIREESERIICIIREEATE Y, BEROBRARICBOW TEMFRREINT
W3 (9-11) . B TH KEEESEETFEERT (National Institutes of Health:NIH) @ Rosenberg
SA BOIN—TL, EREESMRAERE SR L LEEERRICBWT, #H o s
B EEEEY 38k (tumor infiltrating lymphocyte : TIL) #8FICHFBATIES
RIEFIEEFEM L, RECIST A FIA VICXBDHEL LT SIADEERIDREELREL T
W5 (1D,

CZOESIT, A TEEIYRERERERIGHE T U SEROBBAI L S HEERRER
BEINTHEH, BSHRIERNCOREHRICH T 2EEEHL2RE LS DI,
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INETHE 108~10" EoMpasfEsshn, £AATO—EHMBORRIERIAL
(9-12), ZDX 5 MM E BT D DI, ThETE, &ACORERE,. A2
22— OKT3 (Orthoclone OKT3 : OKT3) RN & —o A %2 2 (interleukin 2 :IL—2)1
ERFANTT UL SEREEMELL, 2~3 BREEE L TS B bORAL bR TE L,
BEMIEL LTk, BHEOZ7o— 28 0EBERY 88 (tumor-infiltrating
lymphocyte : TIL), MIXEBE B OHRFEM Y > EKH D Wi TIL B INn-EERRER
JSHE T MRS a—CBRAVWLRTER, LML, ZhbDFETIIREASOREICLY
HBBAFETTREFIS S OHICR b, £io, +oE0OMBREEEbNRRVWEFLH ., E
BROVREISAICIEE < OHIBRH 5,

IhOEFRERIECKTSMHEROMBARIEL KB L T, X&EGFIRETIE,
HLA-A2402 BBPERBE D T U 2 /3ERIZ MAGE-A4 FERB TCR Bz T2 EATH LI X T, &
EMEIC ST A EERE A A5 T L0 TH Y, LEED MAGE-A4 FURKERM T U L 33k
EFRET L2 LBRHEETH D, ERIC, MR TR XN MAGE-A4 TCR BEFEAY
ZSERIE, MAGE-A4 5% - HLA-A2402 (BdE0 b MEBHAEHRIC S U T B2 MRRESENEE
AT ZED in vitro WBWTHREN TS (RFER 40 2—), Fh, REFE~
U AL MAGE-A4 B - HLA-A2402 Bt D b HBBTHEAR 28688 U7c £ 7V RBRIZ BT TR
BETFEAE b Y O EREERICERARIEREREKOMBZIEN RS b (RAEE
44 ~—3), 7pi. LD NIH Rosenberg SA b D 77—k, BEFEHUR MART-1 455269 TCR
BEFEEALLT Y VB85 LBRRBICREN T, BREGESRE 1742410
DOWTEBBEEEOHALMALRERZEELTBY., ZOBRKBAEELHEBRREL RS
AMEME TR LTWA 3, Fic, I/ —7i3, SEFMEE N MART-1 %849 TCR HIEF

(DMF5), XiX=~ 7 AHFED gpl00 FEA TCREETF (gpl00(154)) ZEA LT U 238k
BEATAZ SICEY EERAEEE 36 2T 9L YW TIEHREEEEEL T3 (14),

PEXD, AR CEEZHE L CWAEEFERIL, BEBOFRHFMLY o F§hblE
BESEM T V2 RBICARTAFERZEBE LTEY, [$kthoBE~DIEHIZ X
VIBIEWEBEEZHRETH RIS, ABERIFETIT. REFRINWERESGSE
HT )3kl ENERBRRCERRELFMmT S 2 LZ2EEL TS,

V.5 MAGE-Ad 1 7 F FEREEZ AT HER -
V.5.1 MAGE-Ad, 5y 27 F R E.DIRHL
D THRORFREFTIRCBIIAMERL LY, BATHIEZ in vitro IZBWTHIEK
LESEET 27 LIn k0, THRRRERLT = 7 ZA4 P55 L 02 in vitro I0BIF3
MBEFEEEZ BRI TS, FRICERIEE L T RS2 WERIV T a2, 2
ABOEERNICBOTIRERMHEF I FICERE LTI L ERERED R LARETR
NWZERBELNERSTERUS), LizdhoT, T LAREREY EHOERBIIBWTLH
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ERBAREER L, HEBE~OBAZIC in vivo [TV THERM M2 BT 5
Z LI VDR PEEENENBLND EEL LR TS (15-21), AEERTHLTF
RFERRRDZH, ThETIE, HBERTYF FERERT ol Y b7 Pany bozviy
3y, PURATF REETANA, RTHEATTF R -0V R BRI & Vo /o4« 28R
DU I F DR ERIEEHERRAN T MROHEREICEALShELZ LIk, 8BS
his T HBROBEEE, YA M4 VEE, RUES~OREEHE L, BIEREOHIEES
EEEREED D EAHMPERICIVBESNTVS (15,17-21), Fh, ThbOBHE
BROBELREZ T, BERBRICBOTHORBIARAZF R REL27rA Y T Va
Ry hDzwNy gy, FRERATF REETA VA, ITFERTF R0 MR %
SRS R T HBRE L AR bE T AT / —~ BEDBRARL LN TS (12, 22),
ZOEIRMRICESE, KERMEIERBWTIIRBMAO in vitro BEAEHME L.
REMADBE~OBAL 2 BB & 4 BEIZ MACEAL 4 7 F FERET B L 25E
Ulr, AVBER S Pa—Aik LY, ETBEEMICET 3 MAGE-AL FUSHE T MISDEE
REBANCHERIE, TORIZHFEATF FERESET L Z LT K D #miE L= MAGE-A4 BUGHE T
B E BERN TR 2 L HICS D ABEMAB R L. L0 EVRESE LK
PREYETEHDTH B,

V. 5.2 MAGE-Ad g5 X7 F FEREBOREIRIR

EBREW, i< v 2 EBVERRCEO T, EEEATT FERARREISE S
LD, M 100 pg OXTF FERFEL70A T Pa v blowibi g vk
LTHAWSLAHTHD Z LRSI TEIZ(23,24), 1990 FRLY & MEFIZBOTHIE
EEEREARES LD, ThbOEERERROFEA7F FEAEEBICET 5
T 4 F RED IR BRI B O TEAMBICIT N T & 7= (25-20), £ OiBREICHL
T, MART-1/Melan A % gpl00 EDBEHRAEATF M AW OfloFF FU 5
BIEOBERBER CRET 10ueg 205 10 mg DREEDQHBETHW SR, TOHEREKRES
BBV THERERD RN, MA T, VI Fr&E0EORMMERRK
(pt_aripheral blood mononuclear cell : PBMC) 2 A= in vitro @i RBWT, U Z
FUREICEAFUFEREN: T MBREREOBE LFETT FEL OMICIIEEDTHE
BARDBIESTHRN(30-34), ThbDRREICESE, EOSE T HERRBRDZL
T, 100 pg 2B 1 ng BEOEE LARSFESRESNTEY, ThETICERREIE
AisE STV (30,35), ZOX 5 ikiEs . #ERkO{LERERLEEV 7 F D
RANZEEOEVWDI L, BETR7F PRk U 7 F U EEOBRERRIIBVL T
RAERBROBEEBELNTVNAELEZ LN TVSG0), ZhbDHMRICESE . REKF
RIBWTHEZL2IIRGFETHY, oK ETFETI L RHEIhIREEE
LT300 pg #RELR,

17

33



34

- VI. ERFOEERGEOEAFE

VIl AICEATHIEGTFORSE-HE
AERFEC BV TRETAEETII TR EE VB EEEF TH D, 7 X —INAZED
HMELHEIE, VL5 DANVARS ZF—2BAWEETFEA] OEGRALNLTVE,

VI.1.1 NicEAT 58T OHE
VI 1.1.1 THIlRZEE (TCR) o $HEET .

TCR o HIBEE T3, TCRa 8% =— N5 cDNA C, KEEFHFZEIC AWV A BT TCR o 8-1
ThH D, ABEMETFIL HLA-A2402 FHME MAGE-Ad 405 7 F FITHEREA CTIL 7 a—
#2-28(36) O EBES L, 272 T X/ ENSRBRY NTF FEa— RT3 816 Hikst L&
1= R T6A LY ERY ST TS, ZOBBETICT— FENBEAR, 111 7 3 JBhb 2
B V8-l §EiR, 20 7 X VBSOS R D JIOER. 141 7 I /B b5 CHEIRE WV I HENS
o TS, 1 TCRa8-1 B ETOHERYI & o— R4 57 3 /BRI T,
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46
16

91
31

136
46

181
61

226
76

271

316
106

ATG CTC CTG.TTG CTC ATA CCA GTG CTIG GGG ATG ATT TTT GCC CTG
M L L L L 1 P ¥ L 6 M I F A L

AGA GAT GCC AGA GCC CAG TCT GTG AGC CAG CAT AAC CAC CAC GTA
R D A R A © S V S @ H N H H V

ATT CTC TCT GAA GCA GCC TCA CTG GAG TTG GGA TGC AAC TAT TCC
I L $S E A A S L E L G C N Y S

TAT GGT GGA ACT GTT AAT CTC TTC TGG TAT GTC CAG TAC CCT GGT
Y 6 6 T vV N L F W Y Vv @ Y P G

CAA CAC CTT CAG CTT CTC CTC AAG TAC TTT TCA GGG GAT CCA CTG
Q H L @ L L L K Y F S8 6 D P L

GTT AAA GGC ATC AAG GGC TTT GAG GCT GAA TTT ATA AAG AGT AAA
vy ¥ 6 1T K 6 F E A E F I K § K

TTC TCC TTT AAT CTG AGG AAA CCC TCT GTG CAG TGG AGT GAC ACA
F s F N L R K P S Vv @ W S5 D T

V8-1 I

GCT GAG TAC TTC TGT GCC| GGG AGG GGA GGA GGA AAC AAA CTC ACC
A E Y F C A|G R &6 G &6 N K L T

J10 BRI

361
121

TTT GGG ACA GGC ACT CAG CTA AAA GTG GAA CTC|AAT ATC CAG AAC
F 6 T ¢ T @ L K vV E LN I @ N

- 406

i36

451
151

496
166

b41
181

586
196

631
211

676
226

721
241

766
256

811
271

CCT GAC CCT GCC GTG TAC CAG CTG AGA GAC TCT AAA TCC AGT GAC
P D P A V Y @ L R D & K § S D

AAG TCT GTC TGC CTA TTC ACC GAT TTT GAT TCT CAA ACA AAT GTG
K s v ¢ L F T b F D s Q@ T N V

TCA CAA AGT AAG GAT TCT GAT GTG TAT ATC ACA GAC AAA ACT GTG
$ @ §S kK b s D VvV Y I T D K T ¥

CTA GAC ATG AGG TCT ATG GAC TTC AAG AGC AAC AGT GCT GTG GCC
L b M R 8§ M D F K 8§ N 8 A V A

TGG AGC AAC AAA TCT GAC TTT GCA TGT GCA AAC GCC TTC AAC AAC
¥ S N K $ D F A ¢ A N A F N N

AGC ATT ATT CCA GAA GAC ACC TTC TTC CCC AGC CCA GAA AGT TCC
s 1 1 p E D T F F P S P E S8 8§

TGT GAT GTC AAG CTG GTC GAG AAA AGC TTT GAA ACA GAT ACG AAC
c D V K L v E K 8§ F E T D T N

CTA AAC TTT CAA AAC CTG TCA GTG ATT GGG TTC CGA ATC CTC CIC
L N F ¢ N L S8 Vv I ¢ F R I L L

CTG AAA GTG GCC GGG TTT AAT CTG CTC ATG ACG CTG CGG CTG TGG
L XK v Ao 6 F N L L M T L R L VW

C g

TCC AGC|TGA 819
S S =%

1 TCReS8-1BETFOEEEFE o— 57 3 ) BES
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36

VI. 1. 1.2 THIlRS A& (TCR) B #EE=TF
TCR 8 S5 EETFIT. TCRB 4% = — K5 cDNA T, ABFHRAFEIZ AV B BETFIL TCRB7-9
Thd, KBETFIL HLA-A2402 WFTHE MAGE-Ad5 s X7 F RERAAD CTL 70—

#2-28(3B) M HBEESN. 313 TS /B LRBB I NTF FEa— P 5 039 i

a3 R TAG KOV L~ T3, ZOBEGRTFIZ2— FEh3EAIX, 116 73 /BEhbHAR
BVT-9 8k, 37 2 /EENDRANENR, 156 73 JEEMNLRD J2-5 ik, 179 7 3 /@
H7pD C2 HRE VW HIREEND > TD, K 212 TCRB 7-9 BEFOEEEF & o— B
57 I EEESERT,
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46

16

91
31

136

181
61

226
76

271
g1

316
106

ATG GGC ACC AGC CTC CTC TGC TGG ATG GCC CTG TGT CTC CTG GGG
M ¢ T § L L C W M A L C L L G

GCA GAT CAC GCA GAT ACT GGA GTC TCC CAG AAC CCC AGA CAC AAG
A D H A4 D T G V § @ N P R H K

ATC ACA AAG AGG GGA CAG AAT GTA ACT TTC AGG TGT GAT CCA ATT
I1 T K R G @ N v T F R C D P 1

TCT GAA CAC AAC CGC CTT TAT TGG TAC CGA CAG ACC CTG GGG CAG
S E H N R L Y w Y R @ T L 6 Q

GGC CCA GAG TTT CTG ACT TAC TTC CAG AAT GAA GCT CAA CTA GAA
G P E F L T Y F Q N E A @ L E

AAA TCA AGG CTG CTC AGT GAT CGG TTC TCT GCA GAG AGG CCT AAG
K §$ R L L s D R F s A E R P K

GGA TCT TTC TCC ACC TTG GAG ATC CAG CGC ACA GAG CAG GGG GAC

V7~9 Rk

N G

6 s F s T L E I @ R T E Q_G D

TCG GCC ATG TAT CTC TGT GCC AGC AGC TTA GCC|CAG GGA GCG| GGA
S A M Y L C A s 8 L A]Q G A|G

361
121

Jo-5 fEs

GAG ACC CAG TAC TTC GGG CCA GGC ACG CGG CTC CTG GTG CTC |GAG
E T @ Y F 6 P G T R L L V L |E

406
136

451
151

496
166

541
181

586
196

631
211

676
226

721
241

766
256

811
271

8b6
286

201
301

GAC CTG AAA AAC GTG TTC CCA CCC GAG GTC GCT GTG TTT GAG CCA
D . K N V F P P E V A V F E P

TCA GAA GCA GAG ATC TCC CAC ACC CAA AAG GCC ACA CTG GTA TGC
S E A E I 8§ H T Q@ K A T L Vv C

CTG GCC ACA GGC TTC TAC CCC GAC CAC GTG GAG CTG AGC TGG TGG
L AT G F Y P D H V E L § W W

GTG AAT GGG AAG GAG GTG CAC AGT GGG GTC AGC ACA GAC CCG CAG
v N 6 X E v H 8§ 6 v S T D P Q

CCC CTC AAG GAG CAG CCC GCC CTC AAT GAC TCC AGA TAC TGC CTG
P L K E ¢ P A L N D S R Y € L

AGC AGC CGC CTG AGG GTC TCG GCC ACC TTC TGG CAG AAC CCC CGC
s §s R L R Vv s A T F W @ N P R

AAC CAC TTC CGC TGT CAA GTC CAG TTC TAC 6GG CTC TCG GAG AAT
NH F R C @ Vv ¢ F Y G L S E N

GAC GAG TGG ACC CAG GAT AGG GCC AAA CCC GTC ACC CAG ATC GTC
D E ¥ T @ b R A K P V T @ I V

AGC GCC GAG GCC TGG GGT AGA GCA GAC TGT GGC TTC ACC TCC GAG
S A E A W G R A D C G F T § E

TCT TAC CAG CAA GGG GTC CT6 TCT GCC ACC ATC CTC TAT GAG ATC
S Y @ ¢ 6 v L s A T I L Y E I

TTG CTA GGG AAG GCC ACC TTG TAT GCC GTG CTG GIC AGT GCC CTC
L L 6 K A T L Y A V L Vv S A L

C2

GTG CTG ATG GCC ATG GTC AAG AGA AAG GAT TCC AGA GGC|TAG 942
y L M A M v X R K D S R & |=*

K2 TCRB7T-9BEFOEERFIE a— FT27 I /BEF
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38

VL 1.2 ACEATIRIETONE ,

KIERFFFEIZEBWTHERAT DL b U A VAT ¥ —MS-bPa SHIIICERT 5 &
MS-bPa D5/ & (K7 2R) W EELZECHIRLAGHEICESAEN, Tauf VA LR
3, PR TANAIEBIGRT IA LR T S A I By Z—piS-bPa & FEOEE2E TS
BN, BB L2, 5 -LIREVS -LTR DHEERER B,

FEFRFRICBWCEATAEETFIL, TCR ofil Bz =— K32 cDNA Thd, TCR
T ARRICHFRINCERTLHURRBHE L ETZ—Th Y, RERICHBITD T MROHRF
BHEZIE LTV 5, HRER TOR 2 PR AT 5 TR BTy SED~T B A
v—b 0, HRAN~OEBEEY 7 FAEELIE S D3 5 FH & &5 L, TCR-CD3 A%
B L T35, b MIBWT TR 8413 14 BHAE EIZ, B8I3 7 BRAKEIIo—NE
h, B ro ) 24 THREETS,

TR EEFIERE/ nT ) (Ig) LRRICBEOEEN) LD V (variable), D
{(diversity). J (joining) DWAJZE4EMEL L ¥ @ C (constant) DEERFEH- LS, FO
T o SO FEEIIL V-] T B SO ATEEBIRIE V-D-T TEBREN S, TR &EFIE T RO
SHBIZEE, Zh & OEMOBEEFEER & WV O FENRREZ R CRENEET2ER
T3, T D] OBEFEERSE Y., Fi T V-DJ OFBESE L5, BRIV V-D
ROD-J i T v & LA ERS (N AR AHILAER TCR OLHEMEL S &8T5,
AEERMSEICIE Z OB ERIER D TCR BIZFO cDNA ZEAT 5, bhbivDERTS
TCRa$BiZ Va8-1, Jal0, CTHY, TCRAKILVBT-9, JB2-5. C2 DEF|ITH B,

bV hE A VAR F—MS-bPa IZ K Y BIEFEA SR EW T, TR o SHBEFIT
v ARAKRZ V) X —E (PCK) BRFTRE—F— Py Lo TEHEEEND
(B 7&MR), PCK iZERDEER TH D IFL A FORABICE WV THEENIZER LTV 3,
TR P bt FEEDESGEOWLERRIZB VLT, BIEAEET THINEIE DT
WHRET 27 nE—4—ThY, LA VAT Z—MS-bPa IZLVEAIND Poy 1L
513 bp D= U AT/ ABRDNABIAIZE N5,

TCR B HEMEFIL LR 7o —F—IZL»TEEIh? (A T7TER)., Vhoguf AN
2 % —MS-bPa 4/ & RNA @ 5" ~LTR {I R $EiE & U5 $8i%, 3 -LTR 13 U3 $Eik & R §EIgA 672
v, U5 Bl & @i R f856IT Moloney murine leukemia virus (MoMLV) FH3E, U3 §aikix
murine stem cell virus (MSCY) B TH D, MR EGTFEAIN TR U AN R
% &, WEREEO LIR W37 4h US-R-US I O#EES & 5, LTR B Cik, MSCV Bk U3 68
g oE—F—FE L= TEEEF T B, MSCY LIR {3 PCC4-cell-passaged
myeloproliferative sarcoma virus (PCMV) HIET&H D . PCMV i murine leukemia virus
MLY) Z2EBRETURTHAIZLICLVBONEERKTH D, MSCY LTR IZREERHRRE, J4
IREHBA R O OMOHILBIMIRIC BV TE WER L~ 2RI RIS 5 7 L 85
BETH B,
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VL 1.3 EAEEBET o 0ERYOBERTE DL YR

TCR BT b DERYIE T MIRICBIT 2RERELES 2 —0F Thd, TCRaBHRT
BHEDA~T aF A vl X o THRERYR TR 5 FR1BR LTV 3, TR K FiXFEAESE S
PR (MHC) FAZRMEIZIRATARAR D MHC 4 F L HURAT T FOEERERETH. oz i
L0, THEIZRESREER R, FURRROBEORSNOBRBRUFEN L& —b0
FFAOEECE O, THIEOEEL, 77— 05%HE, ok, EFEMERELRS,

TCREIT Ig A~ 3—T7 73V — (IgSF) AW TFITRB L. 220 Ig RAA b iz HHbEN
$EIER, 20 7 2 /BB A BRI, 07 I B b AR TER EN D,
200 Ig FALD3 5, N ARMRIA AR, CRIFUSEEERICHYE TS, o R
45-60 kDa, B#HD% 40-50 kDa Ta @il BRITS-SHEESTATR 2EKEHEE L. 2 20 Ig
AL &b o TTF FHMIC L OEASEEHE LTV 5,

Hpassaki- e T A AR ESEE (complementarity determining region : CDR) 1.
CDR2 fRiiZ MHC & OFEAICERR L. CORIEIRIZE L LTR7F FEFEET DI L X
N5, DY, W —EOT I BERIC L 5 EE#HE & CRl, COR2 EIEEM LT
MHC #5388 L. 7 LX 707 COR3 IS EER{LE L D 2B o FF FLEEE L. BE
{b+5, =iz, TCR iZ MHC DIz LT, MHC class I 4yF & idfldiz, MHC class O4F
FIEAICEST D,

TCR DRB & 7 TAGEICIE TR L EEELZER T2 4FBEO (B EHABEETH D,
HIRESMEIENC Ig B AL V% 1 R LHBAESRICEE(LTF—7 O ITAM % 1 28D CD3
y. 8. cEHBENENy —¢, 6— ¢ D2BERED, T, 97 I/ BOEVMAME
1% & FEEANGEIRIC 4 H ITAM 285 € Bl S-S REATHRE2RBELRD, I be¥zs
HTTCR EEEEL 1B E LTHERL TS,

. REEFERIIBOTEAT S MAGE-M FEATCR T, o 8 A 111 7 I /BN B2 5 V8-1

CGEIR. 20 7 I EEALRD JI0REE. RUNI41 TR UEBESLRDL CHERE VI EENL R
b (K128, B8IF 116 73 /ErbRd V-9 48, 3 73 /7EBE2DLAR5 NEH, 156
T I /BRNSARD J2-5 fEf, RUN1T9 T I /B LRD 2 ERE W IBENLRo T
5 (B28MB), 2 TCRaEHETVBEDAT 0 & A v —iz X o THEER 2 MAGE-AL 1R
B TCR &y F AR LT D, Z @ MAGE-A4 1FEAYT TCR &-Fid. HaVHIIaH 5V T HURIRR
FAla LD MHC-class [ FFTH5H HLA-A2402 53F & MAGE-A4 53 FRIEDHFE~7F FTH
5 MAGE-Adyq 5y 7T ROBAKIL L o THREL N AME L B RMIHR L. BET5. T
MRREm EICHFEETS (D8 4rFI%. HLA-A2402 4F & MAGE-Ad 4 X7 F FOEAER
MAGE-A4 452 TCR T L G TAROEEORFEIIIKLETH Y, (BHFDIEFEETT
I3 MAGE-A4 45 A0 TCR 0 FIHBRE L /21,

AR TIRFIZEB O T T MBI EA SN 74 MAGE-A4 48 TCR ik, BASHET
MRS ARRF - TS CD3 53 FHEE L AEEEBM L, RAOMILS 5V I FURET M b
@ HLA-A2402 53T & MAGE-Ad ;5 5 7' F FOBEGHELZIRFTHA, BT L Tk 8 4
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FIC L DEZEMBKNETHDHHIZ, CD8 HHE T MBIZEA INBE0OLITEENTH D,
A X7 MAGE-A4 45 RAY TCR (= X B HLA-A2402 453 F & MAGE-Ad, 5, 7~ 7' F FOEESHED
WA 5 &, FEEEEHM LI (03 S FHEE L ORETHEA D8 BBt T MIWNICHE
b ZradmESh, BizTFEA D8 B T MDG%H - i, IFN-y ZiZUHE L
YA b AL Y DEE, RUT F P A LB, N—T 3 ) EOHIIRGEEES FOKREAE
Y, ERMROEFEL,

VI. 2 FEHBECTHERT 5 F 0oz DNA OS2 48
ASBE TR LAV, '

V1. 3 ERGHIN & U7z MR o B S R U RS EE ONT M 3% 2 42A07EM & LB
AERRIFFEICH T 2 B, BRIEFEEEESSE (HLA-A2402 BiE. IEHMARNC
MAGE-A4 FEH) RIHMANRD T Y v 3k THD, TOEHFHFHEE LT, OCTL iEHME
AEMLTHETAEHZETE, QEED T Y SRz BE LEEaE. B CiiE
CAAREMED H A XITE 5 (graft-versus—host disease : GVHD) D EIEB MR/
ZEBETENRD, TV VA HKEPEAE LT MAGE-A HEM TR IR U 8 HBEFE L b
DA NARY F— L L O BEFEATDII LT, EBMEERE LD HLA-A2402 SF &
MAGE-A 515 7 F MRS OBRNBHEL S LART ) VA RERET S 2 LItk
0, BEERORERS, B MRS ShS,

VhR YA VAR Z— AP OMRICESR TR TEAT S Z &b, AEER
FCIT, KT IC L ATEHALE T U LV BIBRER T TH 5 IL2 OFET CHETSH T J »8
BRAERTHIRE & LCEER SRS,

VL 4 BETFEAFEOEME OSSR LBR LBl

VI 4.1 BT A S HEOERE o

B TaRHMm Y > /38K (peripheral blood lymphocyte : PBL) IZ TCRa i U B i Bf=F %
BATHEHTE-TER, MBI 7470k F 77742 (LRI F o CH-29 ;
BHAFGNRAZ (BF) ) Za— bPLEEESyIZ7PICT, TV SKRICV bR A VAR F
—MS-bPa #EY X @ B,

VI. 4.2 M AR EZBIR L2 EH

VbR YA NRRY F R LR ISR 2R TR KIS AR U, MRS
J LAOBEGCE - THRESh DI, EABET2RBICOEYRRALS S, £/, L
FROANARY #—IZ X DHEMBM T U SERA~DOBEGTFEADEREN EBRLNT
WB, EHIT, D MMLY R—RDL FaTA VAR F—RE NREE~DEBET
EACFHIRENTEY 37-41), BEO THRECTFEEICBWTEEZEERIIRSE S
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TV (13, 37-40), DA EOBEEICL Y, BT PRL~DO TR FH RV B HEEFFHATS
FELLT, LA NVARY Z—2BR LT,

VI.4.3 L b u Do A7 Z—DRIIEIL

MDBEFEARTEZ—L LT, TF/ TANART Z—0 A VA& L7222V Naked
DNA 7 Z—-SERENDH, FNLITEARRFIMAREaECEPAENTERICDR
VEEBREBRTOIDENENZ EBALNTWS, FiAE, EREFEIIEITLY Naked DNA
DRI BASAE R AHEREIT 1. 5/1X104(42) XiE 1/1 X10°(43) BRETHY ., 77/
TANARY F—=BUANVAZBED DNA 2RO S ) M AATFHERIL 1/1X10%8
BRETHILBFEINRTNS 44), ThbhL, MlakaEIELZAEL, BElicbiioT
MAEEFREE L TREAT ISR, Thby 2 —ClRERIBENbDTHhS,

B LR REALRICE D REFEASNEMIIC RN T, MARETIES CHEY

BEITHBAEN TS, L hE T NRARY 7T L BREFEASERD 5058 ETHB
EOFELHY, MOFECHSZ EBRIIES W), VLR UL VAR ZF—FHNE
BE. Moy ZF—Z R THEL BT 2 HRREEEICHESMAT Z EBFRETH S,

L hE A ARRT Z—MS-bPa ZBIR LS 5 DL ODOMIUIELMETH B, Thbb,
H 272D MS-bPa DNA X, HARL hr v A MV ABFED gag, pol. env & 2— KT 3i&fs
FOETEXMLTED, 20 DNA OHEZBECHIBICEA LD TRV ANV AR FEE
ETBHZ LR, Elh, TANARZ F—EEEICBWB Sy r— P Z B PGL3 13,
T TR HFABICESERA SN TWE Ny — I 7HEkTH Y, American Type Culture
Collection (ATCC) LA TRETH D (CRL-10686) , A S o — 0 FHERFIZ BV T,
gag, pol = — F1 23 DNA TR & env 22— 32 DNA Wi i & Sefafk LD R - LB
ICEA STV A T8, RCR SHET 2 THMEED TRV 2 E X Hhb (6),

VI.6 JANWARRT ¥ —FHAWERETFEAN

VL 5.1 BRI 7 A VA DEGZENFERECANCHTIRE

Ve UANVART Z—WS-bPa Db S IZRDFER T A VAT MMLY THY, LLITOX
AR A N R FERFE 0 (47, 48),

WEEMITIIE RS 100 nm OREO C BB FISEEN, VAL AITEILRn—7)

EoTW5B, A LAY 7 AESSFERI 3X10°0 1 A8 RNA T, FBRID RNA 53F28 2 49F.

A AR ST RAFET B
ViheoAsnaxgiz, A4 b4 AR (orthoretrovirus) RUNA —< L b
A VA (spumaretrovirus) @ 2 SOBERHIAEI NS, MoMLY T4 A Y L ha oA VAE
BOH <L bR YA NVABRET S, vVARBELTIEMBYANVAD—ETHD,
<= 7 ABME 7 A VAL AR R CB8 v U AD BRFEIERMBDIERY A VA ThHh D5,
MOMLV I EBRZNTOMRUC LD REHOB NI A A RRE LTHEEIRE LD THD, A
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AU AROFEREE LT, EEER5 L0, BB, SHEALE. SR, B
ThV, BFESY AOBBRRELZBIBRAE VA LA IR TN, AEY A LR
AMEIE YA NVRALTA AR RO CORGET OB L 0BRSS5, MoMLV
A SR DT F IR T A LA TH Y | AKR 0 C58 %< 7 R COREMH HFT
B, FEEMICIINIRY v EE RS L L AUFFTRER L. M~ 0B EE 3
B HND, AKR ¥V ADERFAEE MM U TIIHLARMLY MiFRZRET L. BELE
FEESHDZEBMEINTND D, MoMLV 23T B MO RIZOWTIIRBECTHS, & k
DG OEIT R,

VI.5.2 UANVARY Z—DIER S
VL5.2.1 DA NRTTAI F7 Z—pMS-bPa DS
AERFETHNONDB L P UANAAT F¥—NS-bPa iE, LR YALRARRY F—
MS-bPa FEAMIBAM DEL SND, ZOEAMEIL, L ba AR F—YS-bPa DT 1
UANARERFN Ny r—D L FHIBA P6-13 OREBMEIIEAT A I W ER SR, v
b A VAT Z—NS-bPa EAMMBMOBRIERLIEVANVATIAI RRY Z—
pMS-bPa it EENRBLEFLENFEEFAVTEREIN, UTCEBEFELRRDS,

MS-bPa D_A—RERDHTANART T AL AT F—L pMS T, pMS O ALF 77 a—
=2 YA MZTCRB 8 cDNA D =2 — R, = R Py LUV TCR o £ cDNA O = — FikZ %
AATEL DN pMS-bPa THY, KBFFET T A N/ ¥ —CHAETIHOE2EK L EE
FHIRE & 3 IR,

pA

¥ -LIR

5 -LTR TCR 8 Prck TCR o
{1 | |
Apa 1l Xho1  Neo ] 55683871 FBarH I

o [

Hlul Apal Sacll BaHI PNeo'l

L |
1 kb

3  pMS—bPa OB {sFIHERE
TCRA : TRA $HBEF D =— i, TCRe ! TCRe $HBEF O =— FE, pA: polyA I0S 7 FA
Yt Ry =P 77 A 5 -LTR i MoMLV F3E, 3" -LTR (X MSCV B3R TH 5,
REESZ R I PRy F—lCEETSESITER LT,
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TANRTTFTAI FRIZ—pMS iF, TANLATTAI FRY Z—pMT @ 3’ -LTR (long
terminal repeat RKUEREHS) ZMSCV a0 A NV AO Y -LIR TEEL LB DO TH 5 (49),
A NVATFTAI BT H—pMT [T MoMLY 2 7 A VA D 5 -LTR RT3 -LTR & &, 71
NWABRAEZ— T DESEE{FERVIANVATTRAI N7 & —Th 5 (50,51),
pMS DBEFORBE T T A I PR & — Tl T M5 2EE LB ERER 4 1o,

msw%%?ﬁ%EBKﬁﬁa

5" -LTR

i

3" -LTR

Miul Apal Sacll Basll JXhol

X4 pMS OB TFHERE

1 kb

U+ Ry lr—Twr 00, pAl polyA ftIL 77
5 -LTR i MoMLV B3, 3'-LTRIL MSCV AETH B,
KBETTAI By F—tHET DS RER L,
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T+

MSCV MSCV
5 LR [~ P | NEO moTimg
Mlu 1, 4pa 1, Sac 11, Bam HI, Xho 1 £eo RI
Amp*®
T+
pMSCVneo ’ 5 -LTR jm—— 3’ -LTR
14— 3’ -LTR #B43 % PCR Amp®
pMT
Xho 1  Feco RI
2 LR Xho 1. Eco RI HLEE—>

I [

Xho 1. Eco R1 WE

Y

Miu 1, Apa 1, Sac 11, Bam HI, Xho I Eeo R
T+
s MSCV
5 -LTR 3" TR
Amp”
pMS

X5 pMS DIEHF)E

pMSCVneo (Clontech, Mountain View, CA) Z##Hllz, HIFREESE Xho I DOFEFRECHISFATINE
nic 5 BT 5 A ~v—LTIfREESE Eco RI OFRMESIBFINani 35 A4 <—%FB0
T PCR Z4TV>, 3" -LTR L% 1848 L C Xho I & Eco RI TYIMT, pMT 2 #—@ Xho I - Eco
RIYA Moy —=71, pMS 2/ER LT,

¥RIZ pMS-bPa DIFEFIREEI 6 30 E~32 H) 1TRT.

v A ) A DNA BEFRC, HIFREESE Mlu I, Not I JUFBgl II DFEMEFIAFMEN
725 FATTA<—LEIREES Xho I, Not I KUtBam HI DRSESIMIME N BT
5 A4 ==& FVT PCR 21T Pory BRI A 88 L. pT7 Blue2 X7 ¥ —|{Z TA 7 u—=14L
Foo WIZ, ZDFFAI FOLHIBESE Mlu 1 & Xho I TP B ZEI D ML, pMT <2 &
—®DMu I - Xho [ ¥4 Moru—=2"L, pMT(M)PCK % {E8LL 7=,

MAGE-A4 CTL Clone #2-28 X D total RNA ZHhiHi, RT-PCR IZ X ¥ TCR e cDNA B TR TCR B cDNA
D a— NIk & 1808 LE A4 pTTBluel ~7/ ¥ —|C TAZ u—=F L,
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TRa DI u—VFT7AI FEFIIC, BIREEE Mlv 1 & Bel 11 ORBEABHMEN
75 FFIA~v—LEIBREE Xho I & Sal 1 DRFEEFIAFMENL I BHFTA ~—%
FAVNVT PCR %17\, Bgl II & Xho I CEIET, pMT(M}PGK @ Bam HI - Xho I ¥ M7 u—
=3 L. pMI-MPa Z{E® 7=,

F#IZ, TCRB D7 u— 77 AT FEEHFEIC, HIFREEE Mlu I & Sal 1 OFRFRERFIH
mEnt 5° BT T4 v—& HIREBEER Bam HI OPEMEBFINFAMES NG 3° BFS54~v—%
BT PCR 247V, HIREES Mlu I & Bam HI THEr L C pMT-#Pa & Mlu I - _Bgl 11 ¥
Moz a—=221L, pMI-bPa Z{ERI L7,

E#17 pMT-bPa % Sal I THIKFLC TCRB £4 cDNA D 32— i, = 7 X Poy X TCR o 8K
cDNA D =— Figk) ZHIBHL., pMS @ Xho I H Mo v —=1%, pMS-bPa 57,
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T REF ) N

PGK o E—F —

453 % PCR

Miu 1, Not 1, Bgl 11 Bam ML, Not 1, Xho 1

PPGK

TAZo—=

I

Amp

pT7 Blue2

Miu 1, Apa 1, 5ac 11, Bam HI, Xho 1

T+

5 -LTR 3 -LIR

T

Amp

pMT

Mu 1, Xho 140ER

-

L 4

Miu ,Not I, Bgl 11 Bam HI, Not 1, Xho 1

PPGK

Amp*

MHlu 1, XYho 14038

Miu 1, Mot 1, Bgl 11
T+

5 -LTR Prex

3 -LTR

r

Amp

pMT (M) PGK

Bam 01, Not 1, Xho 1

30



Bam HI, Xho T ALER

CTL Clone #2-28

v

TCRa cDNA

TAZa—=%

Anp”®

TCR o #47 % PCR

Hlu 1, Belll  Sal 1, Xho 1

TCR

»

Bgl 11, Xho 1 50E2

Miu I, Not 1, Bgl 11 Sal I, Xho 1

5 -LTR

T+

Ppx W TCRo 3’ -LTR

r

Amp

pMT-MPa

31
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Miu 1. Bgl 11503

[y

CTL Clone #2-28

TCRB oDNA pT7 Blue2

l L

l
TAZm—=12 1

Amp”

TCRB

Amp*

TCR B 64> % PCR

#iu 1,831 1  BamHI

TCR 8

Miu 1, Bam UI 20

Miu 1, 581 1 Sal 1, Xho 1
T+
5 -LTR | TCR P 3 ~-LTR
B | Tre f TCRe § MIu 1, Apa 1, Sac 11, Bam HI, Xho 1
T+
y SCV
Amp” 5 LR 3¥—ETR
pMT-bPa
Amp©
pMS
Sal I3
Xho TH0E
Mlu I, Apa 1, Sac 11, Bam HI
T+
N MSCV
5 -LTR TCRB PPGK N TCR 3’ -LTR
Amp”
pMS-—-bPa

48

X 6 pMS-bPa DHEHLEIE
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VI.5.2.2 Rudr— 7 HREORESE .

GANARTZF A FRY Z—pMS-bPa 1&. VA NVARFBRICHERBETTHD gag,
pol, env ZRWTWH/®H, ZO INA ZBFOMBICEALTH VANV AMTEEET S
ZEERY, LERoT, VANVARRTFOERZIINN v r—Vr TR nE LS, &
BESRAFSEIC BV TR 58w - — DL FBIBEIL. P13 (ATCC CRL-10686) (46)T, /<
o DU FICRBER A VARG R 2EEOTTAIF (12kgag L pol, 512
12 env BET) TRIXICEA LMK THD, GWVHROAy U0 F iRk & ik
LT, 2OF7 7o —FIRERHBOY A7 IR THinl tBambhTina,

DATFiC, 3CER (46,52) &b & Xy or— 0 ZHIREE PG13 ORBEFIELZ R,

1) MoMLV 0 gag BT pol MEFRUBIR<—H—0 gpt BETFRIEED, 10T
Ryp—=Pw 77 FVET Y -LIR ZRELTEY, truncated 5 LTR 7R E—4 —
FROT T A I FpLGPS, RUEMi~ANLSATANVR 1B —~5F I P —ERETHR
Ja—=FENTc pBR322 T AT FE, v U XEMEFMEM NIH 373 TK Iz 351z b
Sy R T ira L, HAT $eib (Hypoxanthine, Amethopterin., Thymidine) TiE{x
F-EHAaZRIR L,

2) 4R L7 HIfEERIZ. Gibbon ape leukemia virus (GalV) HIE®D env @iz T 42FH, 7
DUCRy =P T 7 Al 3 -LIR ZFFRNT T AT F pMOV-GalV Seato env &
UZER A Dihydrofolate reductase ¥ 2277 A3 KpFRA0 2 F T 27
=733 L, Methotrexate T env B TEAMEEZRIN LA, FHALEZ2TOTS
AI Rk, TRy or—Du Ty Frn e ¥ -LIREFERNED, ZOFECID, ¥
A NV AHERD gag, pol, env IZRELT B A ROR ZEAE LWy & — U0 FHIfaEE PGL3
BRI L,

VL 5.2.3 74 NV ABELMBPRORESE

gag-pol B FRHTTAI FTHDH 6P, =a by d env BEFRESSFAI FT
HBpEeco R ANATF A RRY F—pMS-bPa # 203THARRICa b S 2727 B L
7o, BEFEEEPICE, ~TABRD Ry sy — I TH S PCI3 I PR L BT 3T
:bufyﬁvbnv4wz&?&—Mﬁ%ﬁ—ﬂﬁt%$énéo:@%%L%%mw
MR S, BAMREICIVEBE  o—=v L, 2L THBLhEIn—

MEELEINBL U NNVART Z—NS-bPa DHlZ Y T4 4 ART-PCRIZE D HEIEL.

EAMBET 7+ ey VDA NVAEEELET S 20— S-bPa #20 2B/, ThEr <A
Z— sy (MCB) A — FEALE LTRII L, ZNEEFZLTMB 2/ER LA,
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50

VL.5.2.4 L bR YA NARY Z—)S-bPa DBLE
KEEFRICBNTERTA L b U A VRS Z—MS-bPa 1, A AV AELEMBGRD
MCB Z¥5H L. T EEPIL YA N ARTF ORETHFET 3,
HETLETERESNHE ) T TEERORSEHERUVREETRICHT A EE
(Good Manufacturing Practice : GMP) FESF T TiThiv s,

CVL5.3 UANARY F—-DfE

L ha oA VALY Z—NS-bPa D5 /7 LEEOHE LR 7 IR T, £k, 2EERME
SEGEE 1 L ha oA NART Z—MS-bPa OSEEEF|) (ZRT, Lo oL RS
Z—MS-bPa {2/ S r—Cu 7 e LTU YA L, gag, pol. env & =— K35 EF
BRI, :

T+
Di TCR B Prgx TCR

5 -LTR 3’ -LTR

1 kb

Ed 7 MS-bPa X #—D45 ) AFEEHERS
5’ -LTR R UK 3" -LTR ¢ R §8i5:id MoMLY 53, 3" -LTR @ U3 fEIkIL MSCV B3R TH 3,

VL 5.4 U4 VRS B —DEMER R

2Ry = FHIIAEE PG13 1X, GalV D= -7 EREFOL b U A AR F—
FRETHEDON =V FHRET, ZoMBRICIVEESNS LT A LAXR
g F—iET v b, FA, b MEREDEL OBROWLEMIICRRL > 2, LRy L
AR OMIIZ O HBRT DT, BREFEACKS > TENBREZERLE b
g—ug %> 2 (rhil-2) & OKT3 TR 3. ZHiCX ) BVEETEASEAIE T
Do Fio, U NVRRS H—NS-bPa {IHFEREERNTVWADT, BETFEALEZR
WAT V"B TYANVARTFEEET S LiERVy, LR -T, RCRBHEALRWE
b FROHIICESET B 2 Eideny, :

VI 4.3 v b 7ANARY F—OBFURIL) OIRTHERZZXHIZ, Ly AR
7B —RRNEEE, MONT F—tHATIV PRI BEFEEAL, MaRalc
HAATZ EBVRETH D,
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VI ZAMITONWTORME (YA VARY ¥ —, BIBTFEY. MERGATSF
K)

VI.1 BiETFEBAFEOEZLME

VI 1.1 BEFEAICRANE T A NVARRT Z—ORMEE

ABEFEFRCHCB L ba v A L RART H—NS-bPa i, /Xy r— 0 FHIE P13 # R
TR LT U A VRAEAHIR MS-bPa #20 D BEASND, V FRTUA VAT ¥ —NS-bPa
ERENOERITMETH100IC, VA NREEMBITIZEAN 7 AT AEERTS,
MCB DER - RER UL b U A VAR Z—MS-bPa DEIIERY GMP FE T TIT 5. M E
B DRERBIN R URELFEA L, Hioy VRIBILIEIT v SR RIMIEFE R & EiE
DLOEFERT S,

VI. 1. 1.1 MCB DfEfRiE: -

MCB DEE 7 v — %K 8 (TR, WA /L RAEEA MM MS—bPa #20 DR A by 2 Kb,
Primary Seed Bank 23EB{ &N iz, OMP BUSMEFROEEEMICT 1 /XA 7O Primary Seed
Bank AULAIERE AU, BLAEBOIC 114 254 TAD 7 A L ABEA KD MCB 23 GHP P F /R
ST, MCB DERICE W TR & SME SRR ST HEH R ORI & hic., 2k,
{EELCER T 2R URES LSO MR RIE TR, BREFRMRERFS22E
Wk 2 [+ 25 —E ARy S OUEIFE] TR 5.

IPrimary Seed Bani

N
= <EAEER>
A
T ¥
i <IBTE - HOTEEA >
! \
- < SEREI >
FAS J’
Y| <mmmiEemiE oW >
v ¥
z <AL T AT
2 ¥
— <EfE>
MCH

K8 MCBOERE7m—
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b2

{ERLEN- MCB (B L TiZ, LTORERBERTThI: BEEE 3 w272 —Fry
TRBEEE 288) , . RERRTEOHMEIL. 284 =2 2—EA_0T 0
E AR T,

1. VA a7 T A EBERR (FRIE. DNA Qefaik)
2. in vivo U1 /L AERER '
3. in vitro VA ARG
4, RCREAER (WEBR) (293 #EfACHEETH:, PG4 S+L-7 v &A)
5. RCR 88k (k¥5) (203 il TIBIETR, P64 SHL-7 v &)
6. ICTFIF—oT oA
7. < U AGUEEEARR (AP 5
8. MERER (AFRERF)
9, 7y A L AR
10. b AN RERER
11. T A VA AGHTIC X B AR OB SREMIER E
12. HAAENTA T F—BEF O LA BB
13. WO\ E AR T ELSIARAT
14. HRRATERRER (hU ST A—)
15. FEA 7 A VA D SR ER
W AEETF OWEERESR

Lo
o

VI.L1.1.2 v b2 A VAR Y 2 —MS-bPa DOEEHE:

L a4 ART Z—NS-bPa OEIET7T—%E 9 IWFT, VhRUASALRNT Z—
MS-bPa DBIEEIE, 4 /54 7D MCB % BV THT 5, HCB OMMI R MEMHE: | Ko #BAME L. i
KEZRIZED 5 BOXRBYBEEEASSE CHBEIE?S, RESBEXRASSBITRWTE
BB EEE O 2 WL o ToRIRICE L etk B TR UAEER R OFR L
FRAZEIRT 2, B LR LB, RF, BRI LRBIEHEELV IR YA AR
Ry F-BETRICAVS, 0.22 pn OEBT 47—l L2 EFHER 2R TR LER
FEMR Lith, UANRARY &—b UTHEERTFNS v 2G50 5EEIT, EHBET
HRARTET D,

BEICEATASMEURES 2SO AR ME TR, BRFERVRELGES2S
ZEE 5 TV ha UM ARNY ¥ —US-bPa ORGSR ICREMT 5. BEid. ZEXR¥E
EEOPFRENEEEEELEL R, @TEITAA FTHOPEINEHMEC Y Y (B
ZiEkl e [8EHER ((UE - BERE) 1) TP BESFTTIThha, i, #5541
AHOEERR > b ZEXREEZMAMRARBER ~DO U A VAR ¥ DL, &
B RTATARBET, BEPOREE(LEE=F— - BEL TT I,
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A

B \)
R
fgi <HEKHEE>
E=3
T
B \’
— <HEHE - BRI >
A v
% < S M IS AT >
;EZ \
Lyt
= <E%F%>
< B O R R EN >
¢\
@ <3y 7jﬁtﬁ>
b !
= <5 AR >
T
=l v

L kA L RRY F —NS—bPd

X9 VTN ARY X —MSbPa DBE T 17—

p— =

Vhu A LAY Z—MS-bPa ICBELTCiE, LLITOSERERETS (1 vy FORER%E
BEGRTIV Fa v VA7 F—HBRERE] ITTT) . 8, BERRFEOREL,
ZEEES (L b A VAR Z--MS-bPa DEEHEE LT,

v A 2T T AETERR (BEE)

in vivo UA NVAEER

in vitro WA W ARER

RCR #ABR (293 ML THIEE. PG4 SHL-7 v &)
EEAR (BEFERFH)

=y R B8 (BRERS)

A B FESIRT

EEVANADHHHS
ARG F OMRETER
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VIL 1.2 BEZRETLHEOMER U E0ELE

BEICERSINDZDFIL Pr YA LAY Z—NS-bPa 12X Y TCRa SR B HELEF%
WAL BEERT YV SHTH D0, TORSMICONTIE VL 3.4 HRECHET
DI DZEME CRHT 5, BB, ZOMITIT, RPUIL640 5 & v FfiFET7 AT I (HSA) -
EHERERER (CP-1) &2 111 OEETRESNEEROBER: LTHRESINLS
( VL 3. 1 Sfm FEAMIM OS] 2I8) , IS AR SN EERLNH S EAT 5.,
RPMI1640 R (F CP-1 RFERARETH 5, AFR T 15 FROFH MESHEER - {RTF - £
B EDOBERBBRAIZEBT, CP-1 & RPMI1640 12 X A MEREESAV LR T, AlcE
ENTWD, £, WADOEREBEDERERTIZ, ~ U LAIFIRE L LT RPMIL640 %
BEEEHICERNGICR ST A FEREThTE LR, MhoERIZBWTS CP-1 Xk
RPMI1640 IZEA T 2 EERBTEFEFROBREITA LR,

Fi, BLETFEAMBROBRSHIT, MAGE-M, 5 7 F FBREL7 0L b T P2y
hEDEBIRE LTRTHREENS, ZOSTF FOMEIZMHE HPLC 2 X AHRTIC LY
98.3%TéH Y. = FrX IV URBRPERBABRLRLICI D RERHERREN TS (VL4 ~
TF ROEEME) BR) , TRET7A VT Pa NV MIERRE LTERERTNS
H DTV, AEERBIFRIZA VD MONTANIDE™ ISA 51 i, SEPPIC # (75, quai d’Orsay
75321 Paris cedex 07 FRANCE) B A~DREZBRIL LTMP BEL. BRIELTVDHHOD

. T& D, SEPPICHOEER (BEFE -1 RU2) ITXDH L&, ZHETICAIDS REBEERO

T 7T OBRIRRERIZEBUVNT, 4,000 ALLEDEEITH 40,000 B ORER2INTED,

BHERIZE < OBAREESMORFREO—ERDORFLEDH TH B Z LRFRENTNS,

$7e. TOMOBHERE LTH. —BEEDA v 7Am  FEOLEERAICEE ST

VB, BLEX Y MONTANIDE™ ISA 51 HERIA~NEESNB LD THE LEL BRTND
(ZEEE -1 .

VIL 1. 3 HEFERED A LA HE O TR
VI.L.3.1 L haE oA NVARY Z—DLetE
AKEEERWETERTAL b A NV ARART ¥ —NS-bPa D45/ L MoMLY FESED gag. pol.

env Ea— FTARETFESICRML TS, $ir, —BRICTI haYy 7 A LR~

7 & —MS-bPa & EEA &7z 203T #ifim, R UV » & — 0 JHIRRER PGL3 1T T, gag. pol
Bo— N9 5 DNABTH & env 23— F9 35 DNA lﬁfﬁk?ﬁﬁﬂtof:f‘?z I FEdHDHWTHR
BIE DR ABITBRASRTNSDT, RIR OHET 3 Al TRV EEX &
ha, L hooAf LAY Z—NS-bPa DOFERIEEZ RCR ABESSENTE Y, RCR B
b O VAR F—ITERRERT S, o, WRRICITEF LMD O RCR %
ET 5, ' '
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VI 1.3.2 RNobr—Vr Ao Eett

n/&—vxﬁwmmﬂw_74wxm%&%ﬁT5§E®ﬁh%%ﬁé&w%ﬁ%k
BREL I OA VAT F—REATREODIERSR?, BRIV v A NRRTH
— 2T B7ebic, N br—VrFTFTRIN (VANVAERE 2 FT35 gag, pol,
env BEFEET) 200 UHMBRRARE Ay = FHRPAELRTVWD, ZOH
KEBEFERRAV be A VAR B —DF ) AERFIEET DNA 2EA LT 2T 2—Y
—HREHITAZEICIY, EHEOV IR UANARY F—E KRECRART L &0
AHElZ A 572 (53), H 10 K FDEER%TRT,

provius LIRS bagholleny TR
.g'gn‘ome u’m _—— st .

\ L Retrovims
TG Transgane: .

”301(39’"9 Vagtor
plasmid 1 . plasmid l
|l &

Emptv
wmon ' ’ )
Packagmg cell _ Producer ceil

F10 Vo ':vfzwm& A — @Eé (Bl ECHR 53 XL v %ﬁﬁ)

" Rétroviral vector

TANATFTAI F_7 Z—pMS-bPa (X, VA NZRFHRIZHLEAZEBEF THD gag.
pol, env #RWTWWAH, ZOTFFAI REEEOMIITEA LT Tk oA VARL
FEEAETBILERY, EBIT, L hRYAARARS F—NS-bPa BIEMT BEICERE
NBRy =Dy FHIAPCL3 1L, Sy o —D U P ICURER YA VAR 2 {80 DNA B
FELTRAXIEALREE 3 oy r—Y  Flatkizn T, FilvhEE ARz
WX DI AR L b A VAREAT HFREER, £ 1 #HREUE 2 Ry
=T THBEREE BB L TEDTEY, LER-T, VAARATFTRAI FA7F—
pMS-bPa &3y & — 0 FHlARE PGI3 DEAELRIC L 0 fERlE T '7/(/I/xfz$$lﬂﬂ@fﬁk
EEALEV bR TANARS F—NS-bPa ZEUET HBRRICH T, RR AR S

MBS TEWEE LB D,

F1IEEWRD Ny r—D JHRBOREE, B 11 IZEEROy &— 0 FHin & &
T AL hu g ARy ZF—OiEEER T 5 (683),
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b6

1 FRoyir—vr 7ROk

Roylr—Dw V7523 FOEgE

RCR HER DR

IRy r—T
& i)

(Rybr—2r SR
HEhnTHWa v -y

YITFSRIREL bR .

DA NANY F—DigE

PRy lr— T AT ER
Wb, BRI ZF—%1{E
B7®in, R F—FFZI Ml
IZ gag EEFO—EE2ELTEL
PBERH D,

Ny lr— v TEeH L~y
F—EFNFIET D gag i
SCHRMERZ SRS L
RCR 23 HHER$ 5,

B 1o Aa)
BEoOMRAAyr—D | Ry =V o S F A 2ERE | RERBHET A 70T,
J AR L. & 523 -LTR % polyA fIA03/ | gag 4y & 37 -LTR THd 2

(S =D SRR
BN TNB /Sy r—
YITFAIREL bR
U A WARY F— Dk

FFILTERELZ LD,

21 TGRS L AR IR % A3
BrABERHD . FOT
MR IR E B2 D
nT5,

: 11 o B)
BIRKNw sV | Ry b=V S AEEL | RCR BB A 70T,
& HlReL T3 -LTR & polyA PN & F AT | gag #8453 & pol ¥4k

iy = 7B
FEbN TN Syir—
VI FFTAIREL D
T A NARRY B — D
tEN O

BL, SHIRVANLREHDZ
—7 4 ¥ 7% gagpol & env
D2 BEICHBEILTRARIED &L
HZLicbo,

3’ -LTR #i4r@ 3 EOHEERE
¥z REIFFCE Z 2 S EE
b, FEORREMEIIED T
BWeEZ TS,
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5 N I
IR R .

Ry e Do PRI PN TS R o Dy 775 2
ViR OANARY Z—0fEE (B HICER 53 X DIEER)

41
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BT 1212, 7Ny r— P2 FHIIER PGL3 Z{ERT DIt AW 2B 75 X3 K,
pLGPS & pMOV-GalV Seato env DEEZTRT,

pLGPS

pMOV-GalLV ¢
Seato env

B12 RNy r—UrHREEAT 7 XX F plePs KRR
pMOV-GaLV Seato env DiEE
(BLFSCHR 46 & D E=d8)

pLGPS & pMOV-GalV Seato env id, EHHHL TRy r— 77l 3 -LIR K&
LTCWADT, PGI3 MIBANRHNEMD Ay r—D 775 3-LIR #8827 Lidn<l,

gagpol BIEFRenvBEFN VA NARFRIC Ay r— 0 F SN THIRMIES - L

72U,

PLEDTZ Edd, Ny r—P 0 SRR PG # VW TERILELV PR AN AT & —
75 RCR Z eI TR B2 TH B EE LI D,

PG13 LRICLE I MRDT 7 ha 'y 7R Ny & — U 7 Hlatk GPrenvAml2 % AWT .
EELEV b UA VAT F—FHZRCR 28 L7 Z & 4% 1996 45iZ Chong 5 (54) I & ¥
MO THRE SN RORHERDIFEZRET 2 Z LIZEEETH 523, BE 4 £/, GPrenvAml2
AR ZBNWT A NV RAELMPEREBSLL, 60 LED U A L RIZDWTRR F= v 7 &R
FIo DR SN2 7270, BOTERWEE L BEIhT5 (54), &, P63 ZAL
Tl havA VAR ZF—E R4 5B TRR B HA L W I HEIT RN,

VIL 1.4 BETFEAKRAVWD VA NVARY Z—ORIREEE

L by A VARY F— L L3R EFEABRBICBWC BREZEETI I EidhneE
ZHh T35, —F, MREEE EOBEFEAMEICL » TITMEOAETF - BREICMNA
IREEF ORI S, MEARILELZLEHY 5B, LHLERSL, Z0X57%
HBADEEITL R NEEZ BEND, B, L oo VRS &—%RWLBEFRRIC
BOTHBESEIRE SR TN,

VI. 1.5 R OZEHR A QM BA~OB G FEAO R M

ABRIRFIE T, FROMIR L LTOBET U 2 BRIT ex vive (&S TTRo SRV
BHEETEZEAL, IEAERPHRESFSOTREEREERICBECRET S, EHLE
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U hayf rLy F—NS-bPa I OBRETIEEREICEEIN, £, Lhauf R
BB RERVANAROT, MEZEEPICRBSRITELENRDLEZLND, ¥
fo, U ZAMBEEONy r—Dr FHBBRIC LV EEShE LV ba v A LR F—
bt hiEFORHEIC LD EPHICRELIND G ), LAV MR UL ARRT F—
BFBEEERPUICBALTS, ThABRETREFENICE W TEETEANE Z 5 e
HMEWEEZEZ BND,

il L bR YA VARY B —NS-bPa 1T E RN TWADT, WEFEA LLBET

Y 2 ERIC D A VAR 2T B T L 7R < | ROR AN L2V IR 0 BEAORA LIS O
JICEEFEANRE BT LR,

VL. 1. 6 BELUADACHEEFREA I D REEE

xﬁﬁﬂﬁwﬁﬁﬁ&ﬁ MZBRIEIC AR AR BRREETHIHEREDLNBITI, —
DORFREERERICIE, v X7, PR, EBRAXREzEAL. LI UvAALRAS F—

®&§%«®H%%%m¢éu:@iﬁ&%@tib,%ﬁ%@@%ﬁmﬁﬁ%ﬁﬁﬂé

NAMREEIROTEN 22 6N3,

BEFEAREI P LV OMBARERICE VT, TEERIEZIXASR TV, Bk
FCOELITMBRAAMESRNICREBE I N FRANESS Y ER Yy PRTIT S, £/, v
FE DA NARY ¥ —FDREOSTIIREARBERICEEINS, LEOXSIZL
Tl BT A NARRT Z—NS-bPa DBREF~OIEHK CREFICBIT 2 FH LiWEET
WALBRIET 5, '

L b A )V ARYT Z—-MS-bPa (IIEFERERIBEIZD T, BEEZA L TRELSOACE
E%%A#t_éTuﬁ@\k;@mmmﬁﬁwwgrfbﬁwmbﬁﬁuﬁwo

VIL 1. 7 kN~ FRIEAA TN S B OMEL

L b oA AR SRR EE LD T & ARTEICHEAZAEILE DT, T OMEA
MBI L > CIHROATFCHEBESOBEICRELZ RITTZ L35 5, g0 EFCmE
EERERTORFECEA IR, TORGTFORRSIHE S BT IEBREICE
LAEEERDHD, KL, ZOXS HRITEGTFEAMBOIS —MThsLELXLN
DOT, BE~OEBIWDTHEYW, —F, BEGFORECHEAZIN, Viavsll
ARG HZ—D LR BHETBHR A — - Tre—F—FHRIL LY F0ORGTFORREN
L84, RO, BIfEcFOEEcEASh, 20REFORRENELS LEE
BiTiE, FOMES BRI D HERD B,

VI. 1.8 BEEOHE

L b3 T NANY F — DY~ DRBAL BRI DEFE L - TEB < B4k
Bdo b3y REEHEC LS ELOMBENEHET S, ERIC, 34 BiERRe BiETEA
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60

ORI E Uiz X EHEREEANE RS X-SCID) 07 F A TORERFIHREICBN
T, B4 Flo AR RESRE Sh TV 5 (56-58), Z DAMBREEIC OV TiE, ORE
BBEBAL T RNHDORENHETH D L, OBREFEAOESMMEAASL - 55
RAEERELSEINCcHE L, QFASNLEFREY (IL-2 ZFHFEyc &) HHR
HEICEERRS T OMEL AT I LS COBRFIBRICHBHRFESERD I LILL

DBEFEAMPOFLNBTIE L LARBEATVWS(B9), 2B, FHEIC X-SCID ioxt
L. LR oA ARy iz kY TL-2 BEfEy o SHBET % D34 BHEMIIC AT 5 ¢
F Y A TOBRKFIHREIZBN TS, 10600 1 N AMEBRE L &3 2007 F 12 AIC
W& SNz (60, 61), H 7, CD3 SRS 2 BIETFEADEMIE L LI iBIERSFEIE (CCD)
D R4 Y CORBFRICBNT, 2 fih 2 IOEFHBEHREER MDS) ORESHES
HTW5 (62, 63), —F, (D34 MM 4 MIZFEADENMIAL LT 7/ Vv F7 LT
—¥ (ADA) KRIBIEDA ¥ V) 7 COREGEFIERITBV TR, 10 fT 8 FI CHEFTREDL
ERRRY, BETHREOASESER SN L LD, BH74n—T v 72BN T
BILBRONRPo I EREENTINE (6, ZOLIIT, VIFERTANART Z—ITX
LEEOEETNRRA, BEETFEAOFTEME, <7 7 —OBEFICLIRE R
THY, FFETIT IV UIZERBY »_RKICHT B L ba oA VAR ZF—Z L 58
FEATIEINE TELB OB SRV (13, 37-40),

AREERIFE T, BETEAOENMIIIOEERATRR T VSl Cho ., 0B
{ED Y R 7 i3RI EE A~ TRV & D RARAS, B U EZERRHREESE (ICH)
DB FIEREMRI N — TP HENTVWS 65), EEC, BEICERSRE T Ml
B FEAOERMMERE LBEFERICBWT, ERTEAMEOBLIREINL T,
2 68), Ele, AFVTDIN—TE, VIR UANLARTZ—THEHEFEALLT Y
VAERERE LG HOTFa—T v (BREIERH) KBNT, BTEAT U /85
Dr u— RS BN olnZl EERE L TWAB(67),

2k, ARKWFE T, BEFEAMBROBRFENICKITD 7 0 — 8% linear
amplification-mediated PCR (LAM-PCR) Lo TE=# VU 7 LT, BEFEAMBOLR
EREOREZFET 2.

VI. 2 SBinFEHOREME

ARSIV T, BiETFEAOEZYHRRIL, PBMC % OKT3 2 & D iEm S a7z T/
BTHD, b THIEORKETIHNEFEEIZ TCReEHEP B#HEZBEH L COWE, EAEKTTD
EWit, TEEROEFICGEVRHILOND, bbb ERHALTHS TR LEEOAEAT
HD, LMo T, BABBRTFIRETDIZ L L VIENMESEET 2 HERX, BRS
FUFRRMEREITTCHD LB BNS,

AT ) —<HETH S gpl00 6T 5 THIlEZ e— %AV 2 HEOEERRER (68, 69) 12
BT, ex vivo THE, MASELH 10V EOMBSRS SN, 1R T HEE IL-2

44



EHATIHOTHY, THIEZEMES LSRR ET s ERPAETENE
A, IL-2 # A LB AT IL-2 10 & A BIELSNIRD b iot, —F, B9 1
i bFEFEEO%, THIRE L2 20tAT 3 b0 Th Y, MRENX X ERUA O (M
EET. ERRE) BRLONEDR, ZHLHEHEMA L bFERERIIE IL-2 ZBEIECHEM

LBl bRONABOThok, SOOI Link, BED TCR AEEHREE- T MO
KERFICLHZ2 EOMEIVNEIWEEZ NS,

AR L7 &k Y | RERFFRICET 2BEFEADENHIROR I TR HEA T B #HE
FEHLTWD, ZIZITHIZ MAGE-A4 IZx4 D TR BT EATZOT, BETEAM
BIZBWT 2 FEORSO o R B EBRET S, “0D, FEOVTRANDAD=
ZAACEY, ERIOIE CRERBFRET S ARENERH I T35 (70),

1. BALT TCR &H & ATEMED TCR S0 FRIR TR R R B 2 K 5IRE TCR 2 EfF%
BT B, ZOE4E. FTEH TCR OEFNZ L - T, BCHFICXT 518G TCR 2%
Bt AFRBERRETERWVE, BREOBOMEEZRBT I EETEA T HMlOEE
FEIIEFIC DRV O T, EEMIE~OBEBIIENEEZILND,

2. HOHEITHERNR TR 28T 2855 T HilE, BMA I TCR 5 b ORlEIC L -
TiEEbEh, BEQEEMAZEETS, Z0EHS. TR o HOX LB {ETFHERP
ETERRVWEDICEFRTHIEORIZSL 2EED TR ZRH L THAE L08R HBHR,
INAHERERBIHAE LTV EOMRXIFEA LR, E-T, ZOXH72Z
EERELDAREMII N EIVWEEZ LN D,

3. WA TCR W FAHMT DIEBHESTF N & HA S TFESEOSEEER. BOHER
NTFREBED HA 7 L GIBEBT) & OBRGEOMLEBEICENUT 555,
HMA TCR S FPHOHBEERERS L TEEMEZHB T I LiICL Y, EEFEA
YU RBAECOMBAERETIERERD S, ZOTRMEE. REMICITERSR
TWAR, FERAEREI ONWTIISBROKRS - ERSSLETHB,

A7/ —<HRTHD MART-1 IZxH 5 TCR B FEEDY Vo SRICEA L, GREtEE
BEREBREICBATS VW IBRARICBNT, BaFEAMBIC L 3FHEIEDLAA
ot (13), TOZEND, TCREETFEALLTHIENE CASREBESI&EZ T8
MEREETERNHDD, BRICETA2ESEITHEIRN TR EEZLNRS,

VIL 3 #lfRDZeett
VIL 3. 1 Bz FE AR OERE

TR THEERIC b 32T oOBMER ZERFEZERICRE SN P2 L-UL0,

IR TITON D, Eh, MIEREURIERICIE, AESERINRE, S
ZEAL. 77A0REX ¥ ERy AT, XITWHELR TR OV TIRER THila 2 B
WD T &Ik Y, MDOBERROMIECHRBEDDEBALZIEIET B,
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LRy VRS Z—MS-bPa ZHWEREFEA T VU BRREL LRI OWT, #iE
HRIIBIT2BEMESLR 2 12, BREFIFEOHBREZX 13 IZEnFhrT,

2 FEEEICBY S EBEHE
B - BIEPE
%08 U BRI TR
#=2H TANAFEGNy FRETE
=3 H EEFEATLR (1EB)
#4H BEFEATR CEE)
H7~9 B BT TR

B
<BEY UNEROFER > —
A
- SRAH M BAAZ BRI 45
(BEY L BRE ST
$T CD3 FLi& - rhIl~2 >
‘ Bl EARNAy S
<& E> —— VRS FY
v L hR YA LARY F—
EHACT V o5k MS—bPa

<ElzFHEA> (2[)

A 4

EETFEAT U 5RkEH

<HEREESE - BREMOTE> _i

BEFEAT U 3R —> < SESERS

18 SEETFHAMMARLE OB
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U ha AL A7 F—MS-bPak W B FEATY Vo8RRI, DTFioRTEER
YRRV BRI B,

l%ZE{:

;3P

0 R BEBRSICAERRETEAMEH 2X10°E, 1X10°ME, Xit 5X10°H) b,

o=y FEREL, HEaoy MR URUT OB ZRmI2TRE D /8
ZER L, BEFEAMBORMIIERT 5,

gEasy M 1 9t
BmEREICLELRBRET _
AR () 2X 10°fA 304 1} 10°f@ 5X 10° @

BEMNLO Y AR EMEORRIT, ZEREESSHBRHREEMETICIBNT,
i R RE 5y 5y BESEE COBE SPECTRA (GAMBRO BCT #) #BWTER T3,
BRI BE ) v SRR ETRER NI BAR, AT e v EANT
BE Y L oEROEHE S PBS/11. 8% ACD-A FIRIC X IR 1T 72tk AHRER
CHfaEFREZRET 5, B CD3 Hifk (30 ng/nl) ZHMUERERREH (B
B #ih GT-T503, 600 IU/mL rhIL-2. 1%HMLBE MYE, 0. 2% HSA BTr 2.5 pg/ml 7
ARF VYV UBEEJICEBEY R E 1(20.1) X10ME/mL &b X 512G E L.
HABEBEREFR Ny S EEA L. 37C, 5%C0, A v F 2 ~—F —NZ TEELH
T 5,

BLEFEAR NSy STy haky Fr CH-296 (20 pe/ml) ZEM L CERERGE

ACTTHRAET B,

FAHEH GT-T503 DB TV b 2R 7 F 2 CH-206 DRBRERZSEZEH 10-1
B 10-2 IR, :

U b o7 F 2 CH-296 ZHN LB TFEA R/ Ny 7% PBS THRELEEIC,
be A VARS F—WS-bPa BEM (30 /Ny ) T3, 2,000xXg, 32°0C, 2
PRI L L7121, MS-bPa Z B & 1. 5% HSA/PBS T Lo Iz, B 1RFRK &
L CHM UERRGEIC CRET 5,

H0 BODEE LB T U/ SEROEMIEER MR AERELZAE L, Ei

SYBERIC T 500X g, 32+2°CT 20 mME L L. #iaZ s - BT %, viuy

A NWAARY Z—NMS-bPa FE/Ny T OREFEEBRTD, TIEELET U B
BTN, 1,000X g, 32=3°C T 10 SREDT 3, BETEAERER. 4 15,
5% COp o ¥ H 2 AR F — T L 7o, AN EENR U, Fiife s fsr iz € 1(x
0.1) X10°f8/nl 7B X 5ICERE L. VB EMEEHE Ay S&2ERAL, 37C,
5% CO, ¥ Fa—F —NIZTHREFHAT 2,

%4 0:%3 0 LRKROBLTEARIELIT . B TFEABREZOMBEE L 0. 5(X0.05)
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X 10| /mL b THEET B,

BI~9H : BT ok g AVCTHRBOPEE & B/ % HSA & RPMI1640 TfTVN, 1.6~10
X107 HIfE/mL &7 2 XK 5 IZ RPMIL640 (55, TD%, HSAFCP-1 & LI1 @
EETRET D, HSA S CP-1 LIRA LISBEGETFEAT Y L 55kid, BEICHER
MY T 2B EREATFEA Ay JIL R L RICREEBEEINET «
— 77 ) —F— (80°C) I THE LERARE TRET S, £, FBRERO—
R RFROMBAETERRBICEHRRTER A TICHE LRIRICEERF
T 5
RPMI1640 K& O CP-1 DAL 2B EEE 10-3 R 104 12737,

BERT : HRRFEEOMBATFRRRL LT, BRREAATAVET 4 —T7 7 ) —F—
(-80°C) LVEVYHL, 3TCIRWITTREITHR L %, BETFEATY 8k
AEHFEREFRET D, Fio, BEAMRE RIS L EEERE AL TAEHN
FHfask - CRERFBILOATFRERET 5,

BER  FERAETESA Y JICCTEESNAEETEAT U U SREBRSEATC 37°CIRBIZT
SEICHRRL, 5T 5, ‘

VI 3. 2 B2 OBEE
BEFEAINDMIEE,. KT IZ L EELSERICH 2 BEICHED T V o
WTHD, BEARMBMY 3 2kE AR ¢k, SEoFEAZOMEFTOELRTF

GHAKEIS O RIT 20%TRETH D (ZEEE 1 B FEAMBRREES 28) . TV
CULNERAS 95%LL EA BB, BEFO B UL ANREENTWE (BEER 12 T#EFEAR

BRI 28R) , BEICHRSEIhAMETICE, BETFEAINTHRN T Y 238k
RFEOMOHEBBIET S EFRMEShEHE, bbb BERBMFICH - 2HIETH 0
BhnwkEzbh3, T, Ko T Uy ERESNCBRETFEASHEEAIR, BELE
TR TR EE LTOMGEERBELEVWEEZOND Z &b, £E~ORERREAT
LA BN LB L BN D,

BEFEAMILY, BAEGTOREOHE L ZBEFRL2<BAMBOERELZHET
FERP—EEIGFETDIEEZEZDND, o LEMSMRLAOMIEIC EEFEA XN
BAE, MEZRARIOTN L Z0ABENFGRRLONTWAZ L OEENRET S
HERIBHTENEEZEZILR D, BB, EOEMEOEBAICOWTIE, ORERBELD

BEFRMEMY o BRPOBEMBHIBOLETED TENZ & (BF 0.1%LLF) . @T ¥

SNEREBEMC SIS EOEREGF TV ba oA ARG MR 25 THET U
TWAAEEERIED TEWZ &, @EnSHMEOEBIEICLERTA MIA Vv EESERN
S THMBEEIND ZLERET 5 L. BRTFEASHEDEBIEARAT S ATHEME
RO TERWEEZ b5, ERID, BEAKHEDL ) - 3R Avi-flaaAl-cx, &=
FEAZOHMFD CD34 B O LEIT 0. 1%RE BRERALLT) Thotz (BEEE
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12 NEETEAFHUMEER 28) . —F., Ve A RS F—TOBREBTEA
L0 AMBREARD b, (D34 B L BETEADESBIE LT 5V AR
A ¥ U RO X-SCID &= F 4% Tid. FrCD34 Biffa v Tilifk L 7= CD34 B thfRa 2 AV T,
FLT3 U H> K, IL-3 RUSMKBREA LSOV A MA v EMA &4 TERSTEY (&
Z%¥} 13 [FDA CBER CTGTAC, March 4, 2005. Table 1] ) . S EIOELEFEAMBD
BREFLIIRE<ER,TNS, EEL, FH-—, EhHMRICERFEAINTEE
CHBEREDY A EH/ETERNI ED, BREZOBREFEAMRD I n— 18R
= F )T HTETHD,
- ERMREHOMEBREVOBIRX 20 <7z, MIERRERAOR—O#E TR
HES Y FOMBERBIIITHRY, £, MENDBERER Cbic, 2 TORERLP2 L
SN OMETREIERAITIT 5, ML bR YA LRy F—E T Y TROZERIC
EERZEShSBEIESEY 52 100, 7 FANOEELY v E5y FRTFO, Btk
EBORAEECE E BITL b oA LAY B —NS—bPa OEREF~OIEREZH TS,
Fie, MEEEREOBICMER T 5 OKT3 DEHEOBREREIMBD THETHY, Zhbd
IR B DS A I RIS B ENEIR Y 72 < D700,

TCR BHETHA Y L ki, SERZEFMNICEE Lk P2 L-LOMRBRmRic s
WTRBL &, BAT VL 3. 4 #ERE I RE T MlanR a2t ICGREORBICL o TRE
AEREND,

VI 3.3 M@ FAE., RREORENE ‘

BEFEAMAREICHIZ>Tix, BHEY kT K3 ICK DRI LI L hao g
WARY Z—Z AW BETEAZITI E LB, ex vivo TOEEREITS,

Y S5k LB EFEAMBROBESEOENI, BE I TR EHE UV B HOBREFINE
AENRTWAZE, R L ha U AT Z—\S-bPa @7 1 7 A )V ARF|HREEN
DZ o FARMBIIRAZIN TV Z L Tha, RERWE CEEFEAT HMBIIRA
PBL TH 0, MAZRIZ L - THIBROELSEE 5 EHTAEEV L E L O MERIC
HEETERVDT, LAFPRICEZE=FZ Y I E2T5FETHS (IVIL 1.8 BEMEOH
' B8R, : :

OKT3 THIET 5 Z &2k » T CD3 BBIEMATERICEERE L, ZORREE LT CD3 B
OB DPEINT 5. Fio. —RIC Y »/3BKE ex vivo THET S & D4 BUMOE S
A U, CD8 BEMIa 0EIS M 5, L L, BEROMIRER 2EKT 5@~ 0M
ROV T Z A4 FIERELPICFETEEDOTHYD ., ZhEwBEICES L TLEEMEICHE
HheneEZbhb,

2002 E D7 T 2 AD Sauce BIZ L BWETH. U 3 8k&2 ST PBMC & OKT3 % IL-2 25
LB T ex vivo ICTHEET B & U 2/ BERE ™ CD4/CD8 DILEEIIM L, CD62L, CCRT,
CD45RA, CD27. CD28 DFEH LR~ ITIET 45, {R31> 0 12, CD45R0, CD25, CD154, CD40, CDRO,
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CD86, CD95, HLA-DR HOFBUIMAT S, 7F L, LI UAf VAR Z—DRBRIZL D
U o BRORBAOTEITRCED bR LEZHRELTHWD (T,
uvwoT%%LtuVﬂﬁ%ﬂmﬁﬁ%%%lbtuVﬂﬁ%ﬁWtRmmmmSA%
ORI TIX, BA T MEOREEICT T 2HEIIRE ShTWRVN(9,13,72,73), &
B, LR NARI Z =il T(REEFZHALBERRBRTIE, 6 B 98 &
VS S RE AR D ex vivo B T VY SEHOBICBWTEBA T U VSRR BRELEENT
ERREBEESN 2 LBRHREINTHS (13), FFEIIZBWTSH T U 5RoiEERI
ZHERBEICMATHS,

VI. 3.4 $ERE IR 2RO RN

WERE IR ET DM, L b U VRS Z—NS-bPa 12X D TCRa R U B 8
FEEALHREBARRED TV o33k ChH 5, MRAROBICHEW S 35O 545,
L e DA NVARARS F—MS-bPa DSy, Fx ORI, HAESICEL T, EEFEAME
BHMAERAF T HE0IZ RPMIL640 THAICIRE SN D, TOHDEREITRE SN2 EIED
Thiad, TNOMREFBEEEZRIFTZ LIV EELILNDD, HMIRARKTER, Bk
ERXIEREREREER Ay S RIET ARTOMBBRIE L RS LTERL., UTORER
BTS2 LIty REEBRRTS (RERRFEOMELSEEN 14 NEETEAY V3
BROSERER 2. BEANY oS TCORBRANTORRESERE 11 EEFEAMR
HREEE) K7 T) . ETORERBRFERESBON TSI ER IND E TEETE
ANEMITEREEE S, BEEPRRBENLEBICERASNS,

A 27T A BERR (PCRIE)
RCR 38R (RT-PCRi%)

HEMBR (BAKRH)

v FhECVEER (BRERF)
MIBAETFREER (b Y S T A—)
MBI AR

B FEANRAR
BAE G T OBERR

e oA B S o

HRE~OREORE, WEEFEA Sy /PR SN CMREERE REEIC
3TCIBMHIT CREITHRA L, RPMI1640 K5Hl & HSA B CP~1 &A% 1:1 OFIE TRE Shi- e
R S L CHIRMES SN 3 (EEREKOBMC L) REBELHET 3568 H ),

ek, RERBROBEELZERLAZOTIRL LU, HEREEC LI HEERFERA

v IO, AL, R, RORASGRBEC L DWMEMA Ay FUIEHB~OB LE L
ThY). FPHEBEADY R 7 ZBHTENWEZSZ NS, £k, Wi « RIS X 5MERE
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FEOETIEDWTUL, BRETFTEAAy ZCRET SRT0MERERZ iR A T vz
HAERTEL, BE AURNCHRAETRZEET ST LICX VHERT D,

VI.L4 ~7F FOLEH

VIL 4. 1 MAGE=A4, 451 ~S7"F R ODHIEE

ARG AV B D MAGE-A4, 45,051 27 F FIIH[E NeolPS #1235 T GMP #EHL THRLE
INtz, TORETREROER L HERROBRESEES 15 T~ FRETR - E5R
BREREE) 1R T, TOHME T HPLC I L BMBITIC LY 98.3%Thoiz, £z Kb
F 130100 EV/mg KIGTH Y . EEFRRICL Y EFESHER I T3S,

VI 4. 2 MAGE-A4 15 "7 F FDEAAE
JEET 7 OBERSBRIT TN E CIEERNACTCIrEEA LD Th 1,300 &0 E

DXREEICHXWESN TN (74), ZOP TS CTL BEMEBTIE~TF K Esk -

WMEITELEHTONTE Y, KED Rosenberg H D Z A —7 72 T 2004 EOREE TR

3 381 4 DREICEEFHATF KU 7 F VRS LTS (14, LsLARRS IS CIL.

REEFEREANTF Fic oW T, HEE TIREERIEROHEEILR(30), BHAEIE
FAE LT, HBREE GEFIMoRk BIR), #2, AERERgEsh T3, REK
MERIZAVEND MAGE-Ad 5 X7 F FiXZ v MCBIT O BEEIRE THREEMHRBRE EHE L
7o (RS LFEELRFER  RANIRR. AEARFLINERIGAT 1285 FH), b
FDBEEELLTTFELTNS 300 pg body #HRE LR, —REOELRUA
TF FiRSIZEETARECEIIRD bR, TARBRFNRECEVTHEERRD
biviginof, (BEEE 16 17 v MERR TREAMESERR) SR, MAGE-Ad 45
F FiXERi TMAGE-A4-A24) IZ8%Y), BALX Y MAGE-Adyy 5 N7 F FOREIZBWTE
ERBERMHEAT IAEEEBD ThEWEEZEL M, 2B, FEELNRE LG
EiiE, TIX.5.5.3 ~7F FHEICE I BIERD [TEW, BOIR0EZHE T,
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VIL SR T IR O RS TGl B & BT L7 52k
AT OEBIIC LD ARSI ERRE LB Eh 3,

OBRR=—X

HREEEOBRED SMETFHRITK 6 » A ThHS, &b, LFRESDORFICIEGHE
LR, boRLRREBEOENMERUADFELTHERVORERTH D, ARKF
G, B THRARDOBIZEDRIBEER L VBEERRELTEY, 20X ) lBF
X DR RIGEFERRAEORK=—ARFET D,

QARBENEDRE - B . :
AERARIFFEIL, FEEHUR MAGE-A4 285+ 3 CTL 7 n—H¥ED TCR BTV by
ANARZ F—IC LV EBRFEALLAD Y U RERFICRET 5, ZoBERREIZ
ST SH, £, FESHEHEAO TR EETEAY LA ROBEE. ARG
MRENh D, :

REERAFZE CRETEAT S5, B EOEMEMIE TR, RAFMMEE
DT YR THY, TV ERA~DBREFEAORES, VIR UAVARS F—Z X5

AED Y R 73D TEL . ARES (ARERERER) LOY R - X7 4 v MR

BYak, Lha oA AR~y 8 —ER LRETRROETICRIEIR 2,
REARET T AL TR BEFEAL b U ERE2RE UERSMERERRICB VT, 3
AL URIEBRTEAL U VA B SE L B LT, TCREBETEAL b LB 58
ICHRARENT RIER SN o RTEER, 49—,
LRBUANRNRT F— 2 X HBETFEATCRBICLTRAREINE, hOEBHEEZR
95 TCR BEFEAY A EKO v h~D# 5%, NIH @ Rosenberg SA b D 7 —7TEE
WERE DD (FER 60~622—),

ARBRRIFEOHEE TN D HE _

WHER TR S 1172 MAGE-A4 TCREETFEA Y 2Bk, MAGE-A4 I - HLA-A2402 B3
O MEREARIGHRICNT L CTRHENLRREESEEE T LD in vitro KBV ‘Tﬁﬁ%én
TWB (RAERL 40 2—3), E7o, REFRS Y RIT MAGE-AL Bk « HLA-A2402 (B 0
bt MNEBMMEAEERE Lo EF A ERICEWVT, TR EEFEAL MY VBRI 5 IER
M7 EEREROMESESRD bhi (RAEEL 4 2--),

NIH 0 Rosenberg SA bid., ERBIEEMEMAEER 17 HlICEEHUR MART-1 @ TCR 5T
BAY VB E RS DR TIREBRIIE 21T - MR, 2 # (12%) 12 PR (partial
response : i3 EER) RO TED (13) .(i?ﬁ'féfgﬂal\ 60 ~—3), EhiZ, RN —FI3,
EERFMEE b MART-1 R B89 TCR &=F (DMFS). Xid< 7 AHMED gpl00 #EAY TCR Bis

62



F (gpi00(154)) A LT Y VA EREFERTDIZLICLY, BEHECEBE LTI
W ONWTIEE B2 BE LTS (14) (TEE, 62—,
L= T, ABEEFRIZBONTLEHEOHEENREXRA TS TREERH B,

@Y HEsk - FFZEE ORES
YRRFR PICER E S - M s R 55 b OMP HEIL CIEE - BEE S NLHEHIZH V| TCR Eim
FEAY U BRRRERICER L TRRENAS,
FEEFEEOWREIL, BETF7 ¥ —RE, Vo " K7 7=Vb—v X, BETFEA,
MipasEE,. REFERCEERICBT 2EEREEERTF RV 7 FUBRARRORRE
L VBRI S,
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X. Bi=FIRREBIRDIEOE B E

X. 1 BEFIREERTIRE2 S0k 0TERHE
IX. 1.1 BEBRAFZESEha s |
AEARAFFEL, —BERERZRERRM R OB L Sk R HRIEREE L LT,
SEXRFEFHMEBRRE, KERXEEZHMBERE. RUHMERSESFIHTLIF R
BEMT HLEMREFERNE L LTERTHITFETH D, T2, FEOTEMES—
T30, @EREORE - PR - BSCHEMSLRET S, i, TCREBEETEA
Y L SRROFRITMIERMER 2 E T AEERFCTITY, (K14 3H])

/ B FEATI BB ARBHARIE BT — L

ERERHERERART RS \
HRR F

‘ i
RRET=GUY | { R AERR

SR P EEEETEs
NERSERTE (ZEAZ PO
|
—Exr | [ IR
WEERE [|BREETE | REELE

N /

14 AEFRHERICH T 2 S

IX. 1. 1. 1 AEERBIZEEDEZMICE LERBENICREShSZERS
A MR PRBT SR M DS R U OMARRRTEIC BT 5 AEFB LT 5 b, SERHEM
WCEETFIERERNREERRRERET S, k. EEFHEERMREERESNE

BCE LTI, EREBEEICIER LAFEECES bD L T2,

IX.1.1.2 %4 - SURERE - BMAVHEPRES

BT A OTHEE L f—3 5 2 L AL L. ABKRIE T, & ESEET
BOREM - PRTM - BSHEERIET 570, B2 - 2RIL - WHHETREBES
CERETS, 2B, €2 PRI - EOHEFREE0ERIC OV TIHAEREEN D
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BH L, KEFMEORSME, SR CICHREOESHEICET 2 RENFEICOVWTE
MR CHEEITV, ZOEERCEEFE, XEFEEII OV TEEFEEOBETIER
BHEREEETRRACERERET S,

1) B SEAT .
WEBRH ORBRFE~OREIL, RERLE» RS - SR - BSHE pREEIC
HRERGAERRETS L TITbhE, B, ABEMEICET A EREEET

ZEeEAEWE LT, BE - BEATHE - BENHE P RES~OERBRE T RAREL LR

o, AERHESMEFRSEORERES IO L TRRE R SOREET 5,

A - BRI - TRHE PRSI SN R E AR b LT, AERE
RET OBREERME L, BRABEOVPRICHEA LD & R L. AR
ROMNEWRE & LCHEIDE 5 pEHET 5. BbhHEBRIC OV CIERETE
ISR SRR RS 2l U CRIERTE ~BET 5,

o) BN BT B IRAE
ak— MEICHRE ShICERRZHT LS, &4 - PR - MSHE R
ad— MEOKEREN LG LN, BRIRRKT - PIEERBREEF COTF—F 2 b LI
 ak— FEOREWEHET S, BEMIBERRVL LHEENEES. 2 TOEES
BEOBGTFHEFRERMTAEEZESTEL TREEEE~BELE AT, ko ak—
MCBITE B,
) EERAEFLRRESORS
R4 - PRI - ESEHEPABSE, REBREELVBRHShEEERTEESICH
THMEE GME) b T, ABRHFE & OR BRI A BRSO TS
COWTHIET 5, BbAEHERREICSVTIE, & ERSE 0BG IRIERTE
EEEL B U TREREE~BET 3, 28, FEFEEORET LEERTTEER
FBEEIT, 22 - PRI - ESHE PR 6 OHEHES b & IR Ok
CETAHEERTY., EEREORRUKRERIEE~FARRLBET 5,
1) BRI OREHIE
BRRTEE T, B2 - HRTE - BSHETRFLITLTORREN SBLNET —
5% b & AR ORSME IR SV TRAMICHET 5, B b sEkk
BiCoV T, FEFBBORETFERERFLFEERLRRIEHES ~ 85T 5.,

IX. 1. 1. 3 BEFERERTEEEER2RETNARTES

BiE T RIARIFRSIE, ARSIV S BT EAMBEEE OBRER ' D RED
FMEITV. FOREEEEFIAREERTEEEERSICRET 3,
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X. 1.2 AEEFEOEREIE
AR EOTREETEIILI TOR 15 DBV THB,

=) TIT(T T, M M 23]
IHEE & |8 3 | =
& o A & E El | LE

. J IE] & B A A CE

] R . 4 4 T =

B Az P = _}g ] ~ ~ 17:1 &

& A A 7 4 g |

# z [ 1 % 7 i

o I 4 2 . 5
0 42 | 23 A 7 # =3

= A PR ES B 5 5 B
Eﬁ p [ = i

= =3 I 3‘;

| ZEEE=S— OhBEE=S—

— & fRfaAE =

x £ zengE |5

= 2 B

i &

I 1 I I
FRR 771b—YA day | { day || day | day day || day | | day day
#8 =i o|{71(/141]16 28 | 30 || 35 63

AR | Am] (DA |

iak—R (2% 10°) 36|
Pork—h2 (1% 109) 34| §
$27R—R3 (5% 10°) 3f)r:

ElSﬂmﬁr?ﬁl)/ﬂﬁﬁ%&Uﬁ&%

BREAMSEEEE L — KB EFORIREE - RAZBIIEATIBREELREL,
KRB FE~D—IKBEETT S,

T 7z b — R TEHRER LB E PBL 12 MAGE-A4 415, 7 F F2R5T 5 TCRa #R UV
B#HEBTFEL FPavA VAR ZF—CTHEAL, BONE TCREEBTFEAY V35K E ex
vivo 5 L, —HERRBRET D,

TCR EETFEAY L BROFWERT L, ZEELHER LA T, TRBEFORIE
¥ RO EBICESGTARELREL. RERHR~OITIRBEEIT.

TCR #i=FEAY 5k (HERE) E2&FHRHICERET 5,

1 A58 300 1 g D MAGE-Ad 315 T F FERFERTOA ¥ N TV a0 k& OREIR
., TCREBEFEAY VB ES5020R L TI4BERV28AB® 2 AMDE 2E, &
T#ET D,

BHREEIT 1B, FEETFIREOZEME (FFFH. RIKKRZE. RCR, LAM-PCR). TCR
BEFEAY RO LB R UBESHEE~ORE., B EaSE G R UEEE
BREFET D,

TCR BIZFEAY > Bk 5% 63 H FICAKBRRIFEEZ R T & 45,
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TR EETFEA Y o BREORE

#5423 TR B FEAY 3BT 1 ElRS& 2X108@E. 1X10°f@, 5X10°fH D% o
- FBET B, &R — ME3FlE L. ERSEY 1X10°E.5X 1B~ L fmat s,

JEERIEY LSRR T My v— 24 CHFERICRET D HRER Y o/ BREEN
KEZFLITITDR, 3X1P~4X 10N DV B8R K E I hlasEic AT 2 EER
EEELOBEELRV0,75), £, TR EEFEAY P e e+ LM% (NIH,
HE) T, 17 FlicBWT 1X10°0 8 E (1 X 109~8. 6 X 101 ; FRSRiE 7X 10 D Y w88k 1
EICFERNES S2h, BE Y VA KRICERT2EERESFROBER2V (BHEH.
60 ~N—), BFETRESEZFMT H7DIL, £0RSGE I VDRV 2XICED Y 21
B P RERERE L, £, BERABROT 0 ba—IIRS &, M TERBTF
A AR TR B R X N B MBS EOY I X 10 EEE L TR END 0, FM LIRS TEE
REER Y L EREE SX 1B LR E LTz,
. REEBNMEREL, LToLBY 75 (FEFEEEDSL—FZo20 Tt 1IX. 5.6 &
FIERERRIF RO MR, FHEEER PRI HEREE) 28),

1) 3BI0 35 1 4lb [FEREOERBIRETETE RN L— R 3L EOAEHS)
RE L Ao Ba. KOodk— b3 PIRERESRS,
2) 3BIDS L L B (REREOERBEREBETE RV L— K 3 U EOFEES] »
FBUFES. ALas— N3 ARERIN, '
3) 3BID 3B 2 FIRIL 3PS TABRE OREBRETECERNS L—F 3 U LOFSE
H) RRELESE, BREROMINEEZ THIESHD,

1) ER2)icokE, 66055 1 fHlic [ABRLOERBEETETERNZ L—F 3
Lo EES) RERLUEEE, BEBOBEMIHTOLS,

5) LI ICHEoToE. 6 B0 b 2 BN LI TAAEE OEEBEEEETE RS L—
R3LLEDFESRE] BREEA LGS, BEEOEMIZFZ CHhIESHB,

IX. 2 BhE OBRREER ORI

IX. 2.1 — kB : '
BELVXRBIETEELRET 3, —RBGHFOSRNEEZ S TR L, oL
DOWTRICHIEM LRV L EFERE L, B&EE1TH,

IX.2. 1.1 RIREE (—REBH) _

UTFOEToEEZHLTBEEN& LT 5,

1) B2 CHRERHOBROhEAEBEORE

2) BIBUIRTEENOIEER aIBRE (BERE, BOHRERE) R & Ao o - B
HMHHAWEIVE (WM A8 OREERE . IHE 52\ W I E S BERE
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BRICHREEB L &7 LIBRIERRE L RoTn B EELE

3) HLA-A2402 [BMEDEE

4) PCREIC CHEGHEMRIC MAGE-Ad BEFER" S TWAEHE

5) EMERHIEC X ABERDRHUEITHEL SNAREEREERESETI28E

6) ECOG Performance Status/0~1 DEFH . '

7) AEEHR S ME R OEED 20 5Ll L 75 ERELT D BF

8) FMRRERHRREICATGME (T, (LEERUE. BERRRE) BT 0 4 ERU EORBER
RAHHBRHE - |

9) MBEE% 4y AULOEMTERBRADLBE

10) =EfEEE (BH. O, B, . B%) KEERBEN R, BRRERTOEE
FTRE

- BHLERER = 3,000/mm®
- BFPERER Z 1,500/mm®
A T = I Vg = 8.0 g/dL
N T > 100, 000/mm®
Y AEY (T-Bil) = 2.0 mg/dlL
- AST (GOT). ALT (GPT) = 150 IU/dL
VT F =2 (Cr) < 2.0 ng/dL

- BIRMERZESYE  70torr DL b, F-iXBARMELSEAAFIEE 04%0L |k
11) SRS G IR CIEEMREZIZ HA 7 S X I D FREANRHRIA TV I EE
12)IHRANBEZEMRL, FAOBRERICLSAEZXETHRONES

B EIISEER 17 MAGE-AM FUERBEME 2 b —) &8, MAGE-A4 BHGME
O ERET . FE8H RT-PCR - X Y GAPDH 3R 10, 000 = '— 7 1) MAGE-A4 FE
B0 ar—LlEET B,

IX.2.1. 2 BRAAEEHE (—IREE)

AT oW hbho LRI KR T 2 B3 13ERA 5 5,

1) UToEEREGHELFTLEE
- REEPME, LEHHZE L OTE
» 3y b — LR B AR RER T XL L EE
- EBME O RYE ,
- MIEE X BRI X B A b A2 R EME I 4 3T A HERE
- BCRERE
- HiinfEm (7o ba U PT) <50%, TEMEL bR T S AF MR (APTT)

>60sec. 7 4 7Y 7 &y (Fbg) <100mg/dL, 7 4 7 U L 45HEEEY (FDP) >20 4 g/ml)

b8



- AT RS

2) BELBEREOCHEARELZFT 85

3) HBs Hiffl, HCVHfk, HIVHLE, HILV-1 FUKOWThan B Th s BE

4) A b —TRRERIK - K - LDEKEGTTLRE

5) HIHEREELLBNEREET8E

6) BIBREAT 04 FEIXIREMEEL22gBEPOEE

T) MAGE-Ad 315 N7 F FEEIZESRVWEBE (10T MAGE-Ady 5 T F FORS. 7
Par MIF L TEBEECRT 2T 584

8) AR ESM~DOEREIEEZRIET LS REWERE, BEPDERTFEEORELHT
LEBE

9) MR, BHA, HRLUTWAAREEOH DL UIFHEEZFLE L T A RS,
XIFETFHEDHBERE (L, BEFRENICEFE2ERZEREL. TOBTER
WTFHE S D T AEAIEEE L2V _

10) —IRBERAT 4 - A DI OBRRRBR (BRFEMFS) Z8ML TV BE

11) ZDfth, BEREEIIHBEMEETLAEYN LR EE

IX. 2.2 IEE

—RBGE LI BE BT S TR BEFEAY  BROAEBKT L?‘J’é\ BFEBELY
XELTREEZRET 5, “RBGHOBREEL L2 TR L, MoRAEEDONTRIZ
HIEAEL2WZ L ERRER L. BERET D,

IX.2.2. 1 BIRERE (TREE)
UTFO2ToOEERMETREEzR LT 2,
1 AREEFRETIRIC T DR/ R 2X10°M8) @ TCR B FEAY VSHRR3E N8BT
2) EEZHEICL IERDRNEICLEL SNSBEMERERRELATI8E
3) ECOG Performance Status 0~1 DBEFE
4) EEgEr (Fi8. D, W, BT B%) CEELESN2 BRRESLT O&E
FiTRE '

- B ERE > 3,000/mn’

- JFERERE = 1,500/mm?

- NESBEY = 8.0 g/dL

- f/MEER = 100, 000/mm®
REUAEY (T-Bil) £ 2.0 mg/dlL
- AST (GOT), ALT (GPT) =< 150 IU/dL

s VT F=r (Cr) = 2.0 mg/dL

- BhRMAESE 47 E  T0torr LA L, - iXBhiRMESSEFFIE 94%LL L
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5) —KREFRIZAEMEN 2L, HEAEEZEFL, FAOHHERICLIFAEZXHF

TELN-BE

X.2.2.2 BRAMETE (ZTRESR)

LUF WD ZEEIZIEfY 5 BE RN T 2,
D UTOBEZEMELZRT 28E

2)
3)
4)
5)
6)

)

8)

9

C REEPE, LHREEIILFS

» 3y b= BRI ST E LA

- JEBWEDRYLRE

« FIER X BRI X B b MRV E MR ST BRRRHERE
- HOAERR

- i (Fe b B (PT) <50%. fEME L b o R T AF B (APTT)
>60sec, 747 Y 747 (Fbg) <100mg/dL, 7 « 7 U L43igEEH (FDP} >20 1 g/mL)

- AT AAE i)
HEDEBEORERELFTL8E
al b VREEREIEAK - K - LEKETTOERE
IR NGRS F T2 8E
BIBEE AT oA PRI ZRENGRZ2HE5T0BRE
MAGE-A4 55 "7 F FIRGIZHE SR WEE (FI 21T MAGE-Ad s T F FORS, 7
P2y MR L CBEEDBEE 2 H T 5 RE)
FEERMIESM~ORERICHE L RIET L5 RIEMESR, EMEFERESOREBEET .
4HEE
AEIRT. BT ERL TV SRR OH 2 ZMUIERZFE L TV D RERE,
RITHETHLEOBEEE (KL, BRTHEENCETF2EBREL. TORBTEAR
WTFHEE D 51T DEEEFEE L)
FOfh, BIEREE IS EEESTEY QRO BE
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IX.3 BBREORZORBEH® _
AR OBIEICAET D, RIESAE IS EWREIRREORELESIEL,
ZERSEESTHBRENICRE Sh iR T ERE R SEES B 0RBAELAE
FE - BixE (X.7) 2BBAONSUIHIT2 L &L, LTORNAEZ DETELL
AT D, TO%. HRERICLAE2 XECTRET S (XBICL3RERAE—K)
BEREER O T RBEIEORH 2 [F1T5), 8. RELTBRET38R. B s L Ak
RIS 2 MEN LT 2 DI FH RS ERERAANCE L, £TOEMR
LTHRERBRETS L ICEL560L T3, T, REBREEXIISENEEUND
ERARRIE o — 5 ¢ R —F —ERTAMB 1T Z 2 bHREL T3,

IREDIC

FREREFFREIZ -2V T

BRI DOREREIZOWT

BAE T IERBERFROEEIC DN T

TCR B {EF IS FRER RO R DA TORIRIZ DN T
ERREFSE DT IE

BMTEBE, BMTERNE
FRERIFFE D A A P 2 — L

S D%
. FRINDHERMERS L URIEM
. BBERIIGE~DBM T IR
. BBRIFR~DSMBEK
. MDWEFEIZ DWW T
BRI~ DOSMOBHE, MO Y)Y LHITONT
. BREHREOHEIZSVT
. FERBFROBELEIZONT
. BETFIREERTIEOPIEIZDNT
BTS2 TWEEE N b
. HRToBRRAARIZONT
. BAEROREIZONT
. FENEROSE=E ~ORDOHBIZOWT _
. BABEBORR, FTE, FRELECHWEDE - 83 - FFOEDIZONT
. BEEZLB IUBRAWEDERIZONT
BRI RARTT S04 B & SRR (A

e T R =

e I s B o N N o N i et T e v T e s T o TR Sy
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IX. 4 SEHERIRN R OF B AR fsK

ERHRIE A SRR b ERNE LKL BV EOEEE2BIREA»E 3 ERM LTS,
FEFEOERELMIS TCR &EFEAY >/ HiGia% 63 B Th s, REEFEERTHEDLY
TAERE DAFHE (FDA DX A RS54 2 (T6)IHEV, & 15 /) 1Ihk b, 1410 1
EOHE CHREFEA T U B0 FEIEE RIS RCR OF EIZ OV -TBFE
R EMT B, _

EEEFBIINTOLEY, SEROEFAPSLET 9 fET28, FESERTRL
EHEITE, X 1.2 FBRFEOERTIE OREEBMBEIHE> T, REMEO
RT3,

1EI%7% D0 TR BETFEAY - IRigTER
ak—h1  2XI10°4E 340
ar—hk2 IXI0°E 34
aiR—h3  5X10°@ 34

F70, TR BRTEA Y L SBRORMEILHE D L ICTFRT B 2 L BTERVEZD, ]
DRV EUTOLBY LT3,

cam— b1 TED LI TCRERTEAY L REEE (2X10ME) FABREIFEICBIT
HE/RERE TS, BRI RVEAIIE TR BETFEAY k2R
. AR BHES & T 5,

car— b 2 TEDLNT TCRBEEFEAY - 3EREEEE (IXLI°E) BELNEhoizig
AT OWERE ICRER RS TO TR BETFEAY VR ERET 5, |E L IR
BETFEAY oSBREEEED 0.8 X10° AL EOBE, aFR—b 2 OEFE LTHZS
B, TR OB EITERE EEMOFMEE & Lz,

cade— b3 TED DI IRBEFEAY /8 fiEE 5X10°@) AELNRD1-TH
BT OB TR 2 TO TR BETFEAY VS BkEFRET S, 4 L7 TCR
EETEAY /S BREEES 4X 1 EL EOBE, 2R — F 3 0EFIERE LT B,
T NAG DS IR 5 EEMOFEME & LAV, :

ca2k— b 2 RO 3 OBRSEEMODOF MR E LRVERIRBIT 2EREEERT
—F %, SRR OREETHRENT ISR L § 5,

- B EEMOME S & LRVERISIL, =a&— 2, 3iCkWTRA3FETLL, £
DIEF % b o THE kR — bDRBFEET L, KERHFRICBITS TR BETEAY
YAROBEREERAEERTET S,
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X.5 BaTihEERGROERTE
IX. 5. 1 ABEORESE
BRI Cid e A RE LR,

X.5. 2 BETEAFE

IX. 5. 2.1 PBMC DHREL

ZERZEEZTHBERRED IV TEE SR COBE SPECTRA (CAMBRO BCT #) %/
W, HWEBRE LY PBNC, RUT VU /i SIc NER M ERIT 5, #ERE 55 O PBMC
BREGERUOEREDT 7 = L—V AERMEMHFZLUTOLRBY T3, 2B, Tr7=b—
AR AAGLAEBEZESOTA R4 AL T, FRICER LI-EMBSHEREOR
EE B LR L ERT B,

HeBRE H> 5 D PBMC HRERGR 1

- MiEKAVERE : #95,000 oL (KT 150 mL/kg)

< ALEEEE : 0.8~1.5 mL/kg/min

- SLEERER c EE 90 DB (RK1203ET)

WERE DT 7 = L — 3 RERE S

- BB A O F R, HHARERRIFTHDZ &

- BRSBTS CEBAIEATALRN L

< ERECY B OUCRERIMLES 90 matg BATF X 180 mulig BLE TRV

- FOM, T T e U REEMARERE & HW LB SRR T ERT 5,

IX.5.2.2 BEFEAT VU oA ROREIN

WEE X v M U 7= PBMC 4y & IS, TERRRICHRE LTV A RN~
B, Fi-, SERPICCHRFARSE TS, BERELE TR EETFEAR TV L 8RiIE
EFRESE RSN B, 28, MIAHELER L A EREEOBEFE. ST OV TIE
BREEEICTED D (BEEH18),

IX.5.2.3 TCR BEFEHAY » EROAH
BB SR PBIC EiEBW T, VL3 1 BEFEAY VARROBRFE] i, 4
HRMEITH, AAARE, (VL3 4 #ERFICRETIMAOREE] IR LEEERR
kD, TCRBEFEAY VABRE LTOREEHER LS 2 TREICAVS, =i, Bk
FRARRE & R LR RE A T2 ORI CHERERIROEFEREH
ET D,
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IX.5.2.4 TCRBETEAY L 5RORE
FoR— MCTREShEMIEED TR BEFEAY 5 (BERE) &3#RAES
T D, FRRTF SN Y Vo BREIERE BT Ny 7k STCIRIRE N TSR, #REBE BRIRP
~EL, BREBERI VB E AL N 2R BESHORBERZITV., FEFS
MFEH LIEHAITIE, TIX.5.5.2 TCR BEFEAY L BRENEICEE S BIER) 128, #
AR AN T

IX. 5. 3 BiALE & OMF A0 F &
IX.5.3.1 AféLE
BB IR L & LAy,

IX. 5. 3. 2 MAGE~Ad, ;3 15 X 7'F FIR S
1 [E& 300ug MAGE~A4;43_151J~27°% K%, TR BEFEAY A EES5AZ2 0RAELT
MEBRUV2BED2 HEOH 2B, AEE£7 04 > b7 P20 b (FEH% :MONTANIDE™
ISAB1.SEPPIC #1) & DIEBIR & L TR THRET 2. AEFRIREBE LB EAITIE X 5.5.3
ARIF FEECHESBER) Tty BEERAEE R,

IX.5.3.3 BERAEILFEROGEAEE LK
DT oOEERVERNC W, EEFEEATIRHDO T Vo 5keERT5RLD
BT 4 BREBARET, & 4 B SEERFFRA T E oM. F/ - Eld i+
B

B FIEE IR TR
1) (L3I

2) HhsEE

_ 3) Fily

3 Pk 1 B
1) fuEHl
2) BIBREAT A FEl (£5E5)
3) IEMEIE (£EEE) '

IX. 5.4 BERREER ROEEER .

UTOEBORE - BEFERTS, BE - BEAS V2120 Tk 1X.3 B -
BERF 2] LREHTD, BB, HRAEMERIC CEABRETERER SN BB
BNThH, TR BEFEAD S ERiuFEIME, SEBERT (BREROAERD). B
FHEAY L EROBEAERRTE, RCR 5 X USLAM-PCR IZ2WW T, SERERERESR
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HEREET - AEEIRREEEEC TRESTH> b0 L L. SZRED Y &, PRENT
BRIZTAF () BELT2,

FERER (X7 V—=" 78 |
1) RERE (—REEH)
2) HHREER

<R, AER B (FE) . 24, R, FE, BER. A00HE. BEECEE, &
GPE, GRS - PR, MIROAE, HLA B, MAGE-A BHEOFE (PCR), MO
KRB (BRIE) ~OBMOEE

3} M, NAEFTA
- M E, IR, RS SMRMBESR »EE - ISR B Fhafn A
4) Performance status
5) REIMEME
- HBs HL/E. HCV Hifk, HIV Hufk, HTLV-1 Biffk
6) BEIRIRE

- MPERBRZE - AMERE, BMmERSE, Rk, ~esaevy, ~~ b7 Y v b,
hMRER \

. MikAE{LFRRRE | AST (GOT), ALT (GPT). ALP, LDH, BA > 7 I ) _FFF7—F
(LAP), y-GTP, BREUAEY (T-Bil), EHEE Y ALY (D-Bil), LEA (TP),
FAF I (Alb), RFEFR BWN), 7L T7F=> (Cr). REE (UA). Na, K. ClL.
Ca, HLHE{E

 MESEEAAE : 70 b oy LR (PT). LIRS ko RS AT L (APTT).

TATY Ty (Feb), 74TV fREY (FDP)

- SRR ALE - C LB R (CRP)

- RIBE - REM, RILE

- fEFE~—KF—fEE (SCC, CEA, CA19-9)
7) EE2ET

- FOER X B, 12 SBELLER. SR - M - B - B OT®
8) EEELENRERE™
o2y Y —= 7 HIRBRAART 12 BRI OREOFAE T &5,

77 =L—YREMB (X2 Y —=1 7 4R) |
1) B2, "AFrdar

- ME, AR, WREEE
2) Performance status

3) BRIRWRE
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- MBEFORE - AN, AMIKSE, FOIKE, ~TsmEr A~ s Uy b,
/RS

- MRA(LSEHIMRTE : AST (GOT), ALT (GPT), ALP, LDH, mA VT I/ A_TF&—F
(LAP). v -GIP, BE U A (T-Bil). EEY UYL (D-Bil), BEH (TP).

CTATIY (Alb), REZE GBI, ZL7F= (), REE (UA), Na, K, Cl,
Ca, HLFEE

day 0 GEZEEIRD |
D REERE (TkEe)
2) M@, A FZNTA
. FIR. REE. BIRLERESE = - idEiR M B RARFn B
3) Performance status
4) FRIRIRE
- MARSERORRARY « mERER, MMERSE, RO ~EF2y, ~w b7 Vv b,
RN .
- M4 2RO © AST (GOT)., ALT (GPT). ALP. Lle\ AT ) RTFE—
¥ (LAP), y-GIP, RE YA Y'Y (T-Bil), EEr YA (D-Bil), BRER (TP).
FTAT Iy (Alb), RFEFL BWN), 7L T7F= (Cr), RE (UA). Na, K, 01\
Ca, M#HFHE
- M REEREREY . 7o b e VEER (PT) . TEMEILERSY b o R A5 A F B/ (APTT)
747V 7 (Feb). 747V oriREEYD (FDP)
C REmIERY - CRUSHEE R (CRP)
FRARE™Y « [RFEME, RILE
- JEE~— — kA (SCC, CEA, CA19-9, 7272L, A2V —*/&%Fﬁﬁ#ﬁ{é‘m@m
5) EfRZH :
- HEER X RRBRATRY, 12 BELLERY, S - M - B - B CTFP, PET-CTH
6) LIRH{LEPESRE | EEARERY
7) TCR B TFEAY 38k HENRE (REFT, 5 1 R, 3 PEFIR. 6 BFRI (2 BF
M) %R U 12 B (=2 W) #)
- YT NHE A LPCR, 7 bTF<=—fElr
8) fofEReAEyT
- 7 M Z = —fFAT, ELISPOT 7 &1, #IaRYTA h b1 wE
9) TCR B=zTEAY //\ﬂmﬁgﬁjﬁffﬂﬁ%vﬁ{r‘ﬂﬁxm MAGE-A4 ﬁ!ﬁ%fﬁiﬁﬁxz’
< EBEY ROBREH
- PCR #&1T & D MAGE-A4 IR
1) FEER (BRREEORFTEH L)
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cNAE, BEB, FL—F, KEFHEOOE (JkE - PO, FOMO0E,
HRIF, BRH. RERME & OEFEF

R0 - VEEREARIBARETT 3 BN DEDFIHET L4 5,

*2) . yARREIRIBRAART 7 BN OBEOREEZ T LT3,

day 1 Qamm) |
D M@, S E2ATA
- ffE, R, FREE
2) Performance status
3) ERRBE . |

- MEFHBE - gk, AR E, RiugkEk, ~eray, ~<= b7 Vv b,
MRS '

- MRAEIFERIBRE : AST (GOT), ALT (GPT). ALP, LDH, B A LT X ) _FFH—F
(LAP), y-GTP, #Y YA (T-Bil), EEY YA EY (D-Bil). #ER (TP),
TAT I (Alb), REESE BUN)., 72 LT7F= (Cr), REE (UA), Na, K. Cl,
Ca. IHEE

- RIEMYE - C RUSHERR (CRP)

- RRE | REME. RiLE

4) TCREETEAY Bk FEIEE (TCR B TFEAY "Bk 5 24 BT (4 BT )

- YT AEA LPCR, T T v —RAT

5) HEHEZ (BEREHEORELHED)

CRE, BRER, FU—F, ABEFEOOE kg - RikoBl%), FofoLE,

%, ERIFH. AEERRAFSE & oEZEFK
6) RCR

lday 2 (TApEHIRD) |

1) M. A FAvA
- ME, KR, IR

2) Performance status

3) TCRE-TEAY P 3Bkl PEIE (TCR BEFEAY /35S 48 BFR (£4 BFRG) )
s YT NE A APR, 7 hT—REHT

1) FEESL (BRREECRELTHED)
-NE, BEA, FL— R, FERTFEONE (it - FILORIE), FOMODME,
iR, ERiR B . AERRITIE L ORRE R

‘day 3 (Yﬁfﬁﬁﬁﬁﬂﬂ
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D R, ~AEZn8of
- ME, FR, R

2) Performance status

3) TCR BAXTFEAY L/ BROPENE (TCRIBMEFEANY Lo SBRits 72 Bef) (44 B5RH) %)
- DT NVE A APCR, T b T <—fFAT

4) FEES (BRREEORTELEH )
cRE. BERB. FL— R, KEREOLE (i - FLEOME). FOMDOLE,
BiE, IR B ., RERRATE X OERER

lday 7 Ghapimm) |
1) B, SAZAYA
- MPE, IR, RIS

2) Performance status

3) ERIRRE

- MIEFRIRE - Gk, BhKLE, FL¥kEE, ~Fr/evy, ~< b7V o b,
I /NERE
» MRA(CFRIRES © AST (GOT), ALT (GPT). ALP, LDH, vA > 7 X ) T FH—F¥
(LAP), v-GTP, YU EY (T-Bil), EEE U/ EY (D-Bil), BEH (TP),
TAT I (Alb), REEZE (BUN)., 7L F7F=r (Cr). RE: (UA). Na, K. Cl.
Ca, M¥EME |
- RIEMIE - CSEER (CRP)
- RIRE . REM. RILE

4) TCRELEFEAY gkl EE
s YT NEA LPCR, T b7 —fEHT

5) AEER (BAREEOREEE ST
cNE, BEB, FL—F, KERFEONE (fk - PIEOME), FOMOLE,
I, BIR A, RERRE & ORRER

[ay 143 (apesiRm) |
D 2. A Env A
- ME, AR, AREE
2) Performance status
3) ERPRME
- MREERIIREE - AMmEREL, BEMIkSE, FRmIKEE, ~E/ov ~< b7V b, -
/MR
- MEEAFRIRRE « AST (GOT). ALT (GPT). ALP, LDH, uA 27 X ) _RFF&—F
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(LAP), »—GTP, BE YAy (T-Bil). EEY YA EL (0-Bil). BREH (TP).
FAT I (Alb), REEZE BIN), 27 F=> (Cr), REE (UA), Na, K, Cl.
Ca, JI[L%;{IE .
- BRI : C BUNEER (CRP)
< RIRE : JREME, RIGE
4) TCRIBETEA U2 B FEhE
« D.FNE A LPCR, T T —fET
5) SeREHsAEAET
« 7 b F<=—HEHT, ELISPOT 77 v &1, WWW%%F%%/%@
6)EE$%(%%ﬁ§ﬁ®%m£ﬁ%ﬂ)
R, BEB, S U— F, RBRRFEOME (ki - PIEORE), FOMONE,
BI%, =R A . RERIFE L OREBE

|day 163 (Ve HAR) |
D 2. A ENHA
- fofE, AR, MRIAE
2) Performance status
3} TCREEFEAY /BRI FEE
- VT NE A LPR, T T
1) FEFE (BABREEOREEEST)
AR, BERA, S— F, RERFEOCLE #F - PLLOBE) . ToMmoLE,
=), BinE. BRI L oRREF

lday 28+3 (Faglifd) |
D 2. SAZAYA

- fE, FR, Mgk
2) Performance status
3) ERERHRE

- MRZEARE - BMEkEk, BmMERSE, ROk, ~El oy, ~~ o2 U v b,
/N '

- MiEAE{ESEAORRES | AST (GOT), ALT (GPT), ALP, IDH, mA 2> F I ) _FF2—F
(LAP), y-GTP. BE U ALY (T-Bil), EEE DAY (D-Bil)., BEA (TP).
TAT Iy (Alb), RFEEHF BWN)., 7 L7F= (Cr), KB (UA). Na, K, Cl,
Ca, MLEFE '

- REOTE  C RISHEERA (CRP)

- JRBE - REE. RICE
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4) TCR B=THEAY /3 ERILPEIEE
s YT NH A LPCR, T T —fEHT
5) SRRFTERERRAT
- 7 b I =—figH, ELISPOT 7 w1, HlBAYA U4 BB
8) HEFS (BRBREEOCRELH L)
- NE, BRE, FU—F, RERFROLE HEE - PLEORISE), TohoLE,
IR, IR A, KRERRPIZE & DR FEEER

Hay 303 (&FERD) |
1 [, A ELTA
- MAE, MR, AR
2) Performance status
3) TCREEZFEAY - BRinPEIHE
» DT NEA LPCR, 7 b T~ —fHT
4) FEFES (BEREEOCRELH S L)
- WA, BHEB, FL—F, KEREFREOWLE (#Fk - PO, £OMODILE,
BRI, B A, AERIRHIIZE & OFE REF

ay 353 QA%EEHRE) |
1} i, A FZnta
- mJE, @R, ki

2) Performance status

3) ERRIE

- MEFHRE - DMERE., SMEkSE, KM, ~E7/oEy, ~= b7V o b,
/RS

- MRAE(LERIRE « AST (GOT). ALT (GPT). ALP, LDH, BA > 7 I/ R_RT7FH—F

(LAP), v-GTP, v Db (T-Bil). EEE VLYY (D-Bil), BEA (IP),

FAT Iy (Alb), REZEFR BWN), 7v7F= (Cr). KRB (UA). Na, K, CI,
Ca, I3EfE

- MEEEERERZE : 7' bo B VR (PT), EE(LERSy h e R T 25 R (APTT),
T4 7Y 5 (Fgo), 747V ofEEY (FDP)

< T CIRUGHEER (CRP)

- RGE - REM., JRIEE

- B~ — b —RAE (SCC. CEA, CAl9-9, 7L, A7V —=1 7 HIRAREEHF D)

4) EHZHE
- HIER X R E. 12 FELER. EE - I - E56 - FAE CT, PET-CT

70



5) LEMHLEANRERE, BEEAERER
6) TCR B TFEAY Bk FEHE
« YT NH A LPCR, T b T —fT
T) ey rEREARAT
- 7 b T —fHT, ELISPOT 7w &1 . MBI b A L
8) TCR E=TEA D v/ EROIEFEHAMIZTEE, MAGE-AM FURRETME
- BiEY o SEROBH
» PCR #51T & % MAGE-A4 &5,
9) RCR
10) LAM-PCR
I EERS BRRREECREEEET)
cRNE, BHEA, JL—F, ABEEFEOLE #F: - PIEORISE), Fofonsg, i
&, R E., ARERBIZE E O R FER

lday 633 GEBFFZEHR) |
1) B, s aNPA
- ME, IR, IRk
2) Performance status
3) ERRiRE : _
- MIEFRORE « AOEREK, BORYE, FROKE, ~ESBEY ~T ks Yy b,
M/ R
- MIEAGFAIRRE - AST (GOT), ALT (GPT). ALP. LDH, 24 > 7 I ) _FFH—F
(LAP), y-GTP, B YA ¥ (T-Bil). EEEEYAYY (D-Bil), ¥EBH (1P).
TAT Iy (Alb), JREFEZEH (BUN), 7L 7F=r (Cr), REE (VA). Na. K, Cl.
Ca, ILHHE
- REERRE : 71 bR UV (PT), B b r R TS R F LB (APTT),
TATV Ty (Feb), 747V HMREY (FDP)
- RIEMIE : C KRR  (CRP)
- RIRE  REME, RULE
- B — A —#E (SCC, CEA, CA19-9, 727U, AZ V—= 7 HiREEEFOR)
4) EERBE '
- ISR X SRR, 12 BELLVER, THED - FWED - BENE - B4R CT. PET-CT
5) LI LENREERERD BEEARAERT
6) TCRIEETEAY /BRI EhRE
- UFNEA LPCR, T hT=—iRAF
7) Sl HREREAT
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« 7 b T~ —fENT, ELISPOT 7 w4, HIRREAYA b4 G
8) TCREETEA Y EROEHEMABEE | MAGE-A FUERBREN
- RV BRI '
» PCR #k12 L 5 MAGE-A4 3851
9) RCR
10) LAM-PCR
INHEFS (BMERREEOEEZETEHS )
B, BERHE, FL—F, RKEFRTEONE K - PILLORNE). FOMOUE,
BRI, BEE ., AERERME L 0RREE
B MBS U CERT 5,

R T BOEYTRE

1) RCR*Y

2) LAM-PCR*Y

3) TCR BEFEAY y<<£ﬁmq:§jjﬁ§>:<:)

B . AfEHIE (FDA D H A FS5A 2 (T8I HEV, B4 15 ) Whkv ., 1 EiC 1 BosE
ETYy 7Y SRRt 5,

X.5.5 FlSh 3BHER RO EDRLT

X.5.5.1 77 = bL—i Rk 5 BIER
D mEA— FERICETSZE

FIRIERIC 43 2 R SO MEN <, $HE THRUTBEFIRICERN ST 586, £h
W, B, KREOGHOGERYE D S, FRREHMEZHoICEFEL, FRICERLE
ERFATS. . BREEV— MEORBELEL, Hhl, [BORRIZEL D,
2) EERRIH

BHNEER, A%, GARFEEORRIC L v EREHRERAISEZ Y. £ 1050 Fh—
THEW, K, E\E (FL— 1) PHAL, B8RS, ElEE. IBEL, BEERT,
WAk (FL—F 2), ELICHETIRES KE (FL—F3) B3Hbhdlebbd, %t
WLk, 7 L—F 1 ORWERSHER LGS, % —IRIE UCEELE T, £8RK
KOFHEEITV., FEBRETH, ERBSERICHZELLBGE. MELRBEOT. BB
ErETsECHREZHETS, BE, ERXSERLESGREREFIELT D, FL—
F 2 ULoBERMHERLEESIT. EbicERedll L, #iKk, 2EH., BT hoy
RS DERMEETS,
3) 7= UBERUS .
BRI S T VB LA EAN D AMEZ X722 855, BETIHRD
B, FROLUCHEFAHERT S, i, BT VERSET 3, FROESED K
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BHFT D, OB, BEOERSMER LSS, BEREEEETIECERET LM,
EFNTHHEBLRVGEE, ILaVBINT Y LEERICERET S,
4) /iR ' :

77z L= ADERICI/MEBEBREENDS D, 77 = L— Y ARIThNMRED B EE
B (50%LiL) wHbi, F£i2, 50,000/mn’® REOEEOHEA D SRATEASNLTEY ., &
BEETH, MMER, 77—V AKTSR | BRMELTIAMEEF =y 7 L, BB
FHE~OEEEHRT D, £, 77—V ABRENLRTETT ALY RURNIER
L72u, '

IX.5.5.2 TCRIEETHEA D L SBRIGHEICHE 5 BIfEA
1) B8 BB, 7TUAXHURES

TCR BEFZ2EAL, —BFEERICHRE LY U 5kE2 85 LRI, SRRSO —EH
BLIEBIENOY A MhA LV FIC X288 BE K5, Bk, BREL &= EE
BB, FHLERE, RBEE, H5VITERERERRTE R F I VA OB B
535, £, ZU—RFIULEOHBAICIIBIEERERT A FEIOREETT S,

2) MEE '

BELBEMBVES & UTHnEESMRESE (TRALI: Transfusion-Related Acute Lung
Injury) BEbHTW5, HiBMEKGTE (Bt HLA Huik, FEERIKHRE) Ic X 3FEnEK
IGHER LR XN TWAA, HMRARHATHD, AEEMEILE CIERREEICL S
bDTH Y, TRALI FEURRERAE D RIREMEIEE 2T < WS, TCRBEFEAY vk 54
- OFIEFICEET <& LEBELLND, MLEE LT, BERETRIBEERAT oA FRAOK
BERE5%, BURAEEITS, '
3) RERISICHES EH

AR EOERNHR TH HMAGE-A4iX, Cancer-TestisHiE (BREHE) O0—oTh
0. EEREESED TH, BEEBTRHILADFORERREL TS D, EFHER
~OFIMEEOFREMIMED TRV, B EREREHER (BR, K25, HEH. HN
) ICEILEETAIVELRD D, ML, 7 — FITIRELAE CRBEET 35,
7 L— Fol L CHSHERER 1T, S bRBEERSOCHEBEEEAT n s FAZHET
o
4) ViR TAALARY Z— RV ERE :

[VIL 1. 3 $EHEE T A NV AHBEORMREME] RO EB Y, RERIIZEIZ BV TIIRCRA
HIRT B AREMEIIED TENWEEX bhAD, BRIZITEETER Y, Lo T, FEEH
K CIIEREENICBIT ARRHBEART-PCRIEIZ L o CTE=FZ VU /T2 kit kD, A
BITDTFETHD, HHBE—, RRBHELZESIIE, FivA AABC LB U A L REGE
BRSO REEDEBREITY, ' ,

IVIL 1.8 BmEHOFE) tRHoLsy, viaeoA W ARPRYT F—THREFEALRLT
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Vo iReERET 5 LI L DBEOBRETED TIRWEE LN DR, BRTIIEE
TER, LoT, FERWECIIEETEAMBOFEREENICBIT 57 o— U HiES
LAM-PCRIZE - TE=F Y 7 F252 XY, FHBETOTETH D, AR—, BREsm
DD ONFHEIIT, Y% n—r OBETEANEBEORECRAERESEZITO L L
LI EFRESOREOREEIT,

IX.5.5.3 _7F NMEEIZHE S BIFEA

MAGE-Ad 515, 7 F FIEATLT7 a4 v b7 P 230+ (BSR4  MONTANIDE™ ISA 51,
SEPPIC #1) L & biZ 2 M TG Shd, CTL BEEERR~T7F F& B - BRRTFRI
FEAThTEY, BEE CREREREHEROBRE IV, BMARBVERL LT, KBK
e (ESHEALORR, BIR) . ME, BREEFRE STV, FBRKRFETIESF R

- BUSHE T MIOHEE Y LA SETRBIZEWTATSF FekE57 5, _7F FRIGHE T ##

JADTEWAIZE S BE, BRREDER, H2WVEFRITERVERSHE T3 ik
BETERVE, TNETORRDZITF FEDOHIRE T #lREFRW:FERRERFHERT
EEDOLIREFC LB LELONABHERAOHBRBE S TR, BIERARARO
WALEENY, ZL—F 1 %S, ELERK CRBBEL TR, 11— F 2 DLETIIHER
EEITV, EHREELRBSICHBBRERT A FHZRET S, '

IX. 5. 6 BiEFIRRERFEOFTM T E, FMERER PP EERE

IX.5.6.1 EEFHEE

« RO
1) FEFS _

HEFGZ LI, BETFEAT VU RREUBICEREICELSHOPBEFE LN
HDHNETERLURWER, BB (BABREECEELED) XHHRI[OZELTHY., Y%
TR & OREBROFTEIIR DRV,

BELRFESERLE, UTOHOE W),

HELTICESLHD

FETIC RPN BBENDHD H D

YERD 7= D AR UE A HE O IR S E AR b 0

R GREEITHE 2 EE S U IHMEER RIS b o)
BEICORNBBENDHB b D

FR1 D55 CELTEETHEHD

BUARIZ BT B R DRBE T AR E 2T b0

1 M w1 N W Y

- REREEXRISERRE R, FRAFAREAMTICRALLTERRICONT, £
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DRE. FEHB . T Vv— R, FERPEOQE (k- DLEORE) | EOMONE, B,
IR A, REFEPIEE ORREGE (BHoMCEESHD, £248EHY, HBEHD>H LN
R, BELR L) BRETS, B, AEEME L ORRBERESE TERVWEESRIC
ST, FEIE LTHAERT 5 % TRIMIE 21T 5,

FERLIEAEEROS L — Rk, 2003 FFI2K(E National Cancer Institute (NCI) 233§
%% L7= TCommon Terminology Criteria for Adverse Events v3.0 (CTCAE v3.0) FEZH
Sl F SEHLYE v3. 0 BAREERR JCOG/TSCO hR-2007 #£ 3 B 8 B I iICiEW HIEZTT D (R 3),
F 7. CTCAE v3. 0 IZREHDO LWL DT, BERTHRINZEEEFRII-OWTH CICAE v3. 0
L THERRT S bOLT B,

K3 HEERODIL—F .

Grade 1 BEOREES
Grade 2 TEEDHEESR
Grade 3 BEORESS
Grade 4 EMEEPTNIEITELTOAEFS
Grade 5 BESFRIZXLHELT
2) FRIRIREE

WIEEARE TS EIEE L, BRREREOEY - REICSVCHET S (SEALE
BRI O SRR Rl L e, [RE) LUETD),

T, REREEUISENRE L. BEREEORELEHOAEL SV THET S,
RETE (H) ik EXE-REED LRREE-REMOMBAELLNISE, T
DEROEELZE L THET S (DAKEY LAVESIBLTh, £ 0EHIO R
BHRYEE LR, RESH (41 LU LEEALETRE), 2B, BEETHOEE
DHEISNC, EXE-EEES L HEFEOBBARLN, M OREEH [E) L
I LB, EOBEICONT, EREBREE L THRETY,

3) RCR

AREERBFEHF T O RCR OHAOFEL R T 5, HRAEND total RNA 2L TS
F LT T4 < —CHEEEREEITV, alV O=V~_n—FRETFHRICHEE LITREA Y
FA<=—ERWTPR 1T, PCREKDET Ao —RBERHRE L, =F Vv A7 awA K
Yot 54T - TRERAHIE SV FOEEYERT S,

4) LAM-PCR -

TCR BEFEAY VRO 2 1 —F Y T 4 — BT 5, BRIEDLHE L4 A DNA %
B X LT LAMPCR RIGETY, RISEMZ 7 To—REXRKBIL, =F Py Aa7 oA
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FREIZEDEBNAF— XY 7 a—T )7 4 —%HRT 5,

IX. 5. 6.2 BIZAOETHEE R

- TICR BRTFEAY v B P EHEE
HERE b AMMERE L, Ficoll %% MW ERE MEIC X Y HBE L7 PBUC 122V T,
LT ORBREITI, '

1) TCR Bi=FEAMBROE R

4y U7= PBMC LV QIAamp DNA Blood Midi Kit (QIAGEN #1:) % PUREGENE Genomic DNA
Purification Kit (Gentra Systems #t) HD% y FEFHWTH ./ 4 DNA ZFRNT 5, TR
L7/ ADNAET 7 L— ke LT, Cycleave IEF AWV 7 4 —FRTNIFN-v DEERY
PCR 21T 5, 7 #—OEER PR OFFRETNEN IFN- v IZH 7T 5 EER PCR ORFRT
BIHZZEWZEY ) —<=TFA XL, REMY »SBRICIITHEAN TCR DERILEITY,
2} 7 T —RATIC X B TCR BRI FAERIE

4B U7= PBMC & PE 4235%{k HLA-A2402/ MAGE-A4 451, T D Fv—& % 37°C. 10 45~30 4
MRS S8, 0%, Hlakm~—br 3T amEE ARt - %EEL, 7
2—Hf kA Y- EITV, SR T MIAT OB A TR FEHEMED LR RET 5,

« TCR A= TFEA Y > Bk B Rk~ DR

TREMA T, BEEGE UL VA HOEROTRRFRELTE L. REMNREDOY X7 H
LR ENIEE, EREITD,

EREEHI YW, UToRREIT O,
1) BEBT 5REORROFIm

FESEBE D — M & HEHRA% 3R/ Z R¥Alater (Ambion #) Z#HWCEGFT S, RELEIEE
WA Trizol (Invitrogent:) FTHREI A XL RNA ZHIH 45, i L7~ RNA iX RNeasy
7155 (Qiagen ) EEAWTHEET 5, BR LU RNA D LFESEER # AV T cDNA 21E
By 5, {ERILAE cDNA 5 7L — b & LT MAGE-A4 DRHEZEEMN PR ICTERT 5,
MAGE-A4 DFEBLUIN Y AF— ' /15T GAPDH FHL T/ —< F A X L, GAPDH 38 10, 000
Y70 0 MAGE-A4 BB = B —HC L VG T 5, MAGE-A4 RERBHOFIMFELYED,
GAPDH F&3%, 10, 000 = ¥ — 7= V) MAGE-A4 FeBA3 50 = B —RA L L33,

“REBRAIEIISEER 17 MAGE-M FIREBEERBRE u ha—) B8,
2) EREERA~D Y RBRBEEOFEM _
BEEo—Err< I U EEL, 774 VEBOR EERT S, ERLET 74

BB S b DS BURKUFLE b D8 FiEEFOT, AMIEAA~D Y LR
WIS B,
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T, BEHO—EMAELS ) L DNA ZTRELL, TR EEFEAY 7SRO 1 T B O
WBITS MR BEFEAMBEOEE) CTHW-FELFHEOFRECLD, £REZGADY
VRERBDE A TCR DEE(LETT,

- EERRNRE R
BRI D R M AR L. Ficoll &% - th EEOEIT K 0 458E L7~ PBMCIC DWW T,
LIF BT,

1} ELISPOT 7 & A 12 X D MAGE-AM FUSHET V VRO EE:

SBEL 72 PBMC % MACS &R (Miltenyi #f) %\ T, CD8 BHtEHila & CD8 FEESMEHlE
\CAYHET B, CD8 FERBMEAINA% 40 Gray I THETHRIEAT L, MAGE-A4 7T Kz <% L
BHME &4 5, CD8RBIEMRR & /BB U R A MBAE % 1L-2 (20 IU/ml) & IL-7 (40 ng/ml)
FETIIC37TCTT Bdh 10 HREERT D, £ 0%, BB R PBMC IZ BB WA LR B KR
SRCHESE L7 B ARk (EBV MRARER) 3B M3k PBMC % Con-A % FVNCHIEL LR
L 723541 b T #REEE (T-APC) {2 MAGE=A4 ~ 7T R & VUL L= iR 215488 & L ELISPOT
T wEA #ITH, ELISPOT 7 v A idH IFN-v Hifk%E =2 —F ¢ ¥ L= ELISPOT 7L —k

(Millipore #) ZEZ%E CDB BEHFINL &S IZR0MAE A2 AL, | BREIEEFR L., MRS EEE 2K

Bifk (471 IFN-vy HiE) ETADVERR7 7 Z—PEHIELA LT R TEY %

Bibt%, BEEEMAREIE, (D8 Bt T MlahbEEIhi IFN-y 2 ARy b LTH
ik L. MAGE-A4 BRI THMROTFELHERT D, B ba— L LT, A7F FEA
NABRMRB LY he—A A7 F K (HER2 Hi3E HLA-A2402 #BAMETFF
HER2g3.7,: TYLPTNASL) »{/V R HEROHIRS & VN5,
2) T hTFe—it kD MAGE-A RISHET U v SERO B &

4YBE L 72 PRMC #F D=, XIX ESEELISPOT 7 w1 L R4 MAGE-A4 =7 F RIZ LY
7 BB 10 B RFFREEEE L7z CD8 Bk T MR % AV T, PE 427k HLA-A2402/ MAGE-A4, 4515,
T Fw—& 37TC, 10~30 mHERIE S, TO%, HlREEm~—r ot 2 5tEE Ry
AN e BHS L, T o—A b A MY — TRV, SRRSM T RIS OEA TCR
HEMBROLELHET S,
3) MUBERY A PAA REIZE D MAGE-A RIGHE T U Bk 0D RS D AEAT

BH PBMC R+ ThHBAE, ERT NI~ —fTOBRICHIENY A M1 ke E
MZ BT EIZEY MAGE-A4 [UGHE T V »SEROD R4S E DT 21T 5, PBMC 22D EE,
XSS U CD8 BBt T #BRa %, ELISPOT 7 v & A o T DEEAHERE & R0 FiEIC
L VIR U-4ZER IR L GolgiStop (BD Bioscience k) D FEFET TEEFRILEE L,
Cyvtofix/Cytoperm (BD Bioscience ft) ZRAWTHEE - FIALEIZ, FiF 1 F oA Ve
W THBNY A M oA Y REZITV, F1 MU A DAL TS,

- EEHE /IR )
" [RECIST HA FF A > (Response Evaluation Criteria In Solid Tumors)! (77)ic L7-7%
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2T, EER/IREHET S (X.6),

IX.5.6. 3 H1bL3EHE

- M T L O IR

KREEFETEHRPIC U T O L 5 REFINEAE LBe, RIETES s BIEE 1y
HHRE I B BRI T B, ki, HEARE - BERTO L Ebit, X
EEEREHEORERLE. RUSEREEFHRBRNERCABENEL P LEER
T B, 28, AEBRORACNEREOBELE, BEMICHENE Uik LIHe,
IR EE TSR LRI R ABRTY, HREOLEMNHBShS
CHEPTEES ERT D, '

1) HBREVPFREZHME LEE

2) AFRARMFERBAERICTRE LTRER THD2 Z EBHA LGS

3) ARRRM SRR A EERVFER LIES

4) AR R RIREB OBV E LTSS

5) FDf, RIFELE IHBHEE BABRIIED P LA HEE & KT LIciHa

- FEekodik

PIEREE IS IIU T oSS B b, BRFELEORTIERETHS &
EZLNDHE. KL - EIHE - MISHE T LR RBREIERED LIS TE
BEGIET o FEORER, TIBRELBAIE, SEREELHHBREER U
REEFSE ORIEREE I L B2 BT 5, HIERNEIIRREcR L, Wi
AR MELRRE - BEBEITI.

1) FAERFEE OERBMELTECERVWEEREEESNBELES
2)%ﬁ%&%xﬁﬁﬁﬁ%ﬁﬁ$ﬁ%ﬁ%@%ﬁﬁ$ﬁ@?&6&%%Té%%%li
L7=i5E

IX.5. 7 HEHFNBEE LGS OHERE

IX.5.7.1 AEFERHPRELHE

REFEE IS EFEEIL, RESRICHTHERPBLEIIR-T I LMo HE.
WREICZOEZREALD, £/, BEBEEHFISBENEE L. AEFROBRICKELT
HEERMBEEE L, HREORLMMRIZEE L., TOREEHRIZED S,

X.5.7.2 EELRAEERBRALLES
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BIEREE ISR RE I RS AT ETRORE LS LESAN. X.5.7.1 %
EENERLBE] OMEEITH, i, RIERLED, REHRIE L OREEROA
EIZFED LT, BELREFEFLORBEMoTEEAHL 72 BRIIAK ZE K FEFDIE
FRERERURERFALEML TV 32 TORERES~ [EEATEERET 284
£ GER) ) 2bo THERTH, 2B, SEXZEZHHBRREE~OBEIL DN TIES
BRFRE BT D 2 & bAEL 5,

WIEELER. EENAEESORREENLERAND T BN SEREEEH
BRkR. AEERLE T LTV 32 TOREREZRUEL - HRIE - BEHET
Rifa~ [BELEEFRETIREE GHER) | &b THELTY,

K, SEXRPESRHERNEL. HRESEL L L IEREBROTETE2VE
EhAESS (HEEE  (HERL) MU BT 3BE 22 RHAIE. Heh?
DIBRR VRO F# 25— e L CEESBERETREARNERICEE L, 15 BLUN
PHZICXEEZ D > TREEFBXEICHRET D,

%4 HEESHEONEMOFEITONT

ERLRAESS HEER
- [ SRR HE¥S
(EEBEEDLD) |7 AL
TE AN
BARSREUKRE~OHYE | pE WE T F@
4 - PUEIRAE - WA PR | , ‘
B L ERRHOE~oE | o wR R rE

IX. 5.8 SEFIRGIC BT 3 EARE OFER

RIEBREE IS RIEE L, KERFEEROENREELERT 5. ERRSEC
DHENEF—F D535, REREEXIDEFEED2 AV FRUHEESOEERE,
AEEERFA L OERERE, AFCET3FE SV CREAREEDERE b TRET
— & L33, '

I£.5.9 AEEDOREFRVCHEBOAEREDOHE

EORFIZEREEZTMBRERBEA L REREENT . REREEILE
EIZRBED T C, AEFRMEETHL 2 LLIERRET IO LTS,

BARDARIT., WHREOREO L L, MEELEOEEZ/TIT). AROBTIE. #
BEDTTA N —L+HEREL, EARRPEETERWEILBELEBEREL S,
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0 %1 Tis NO MO
1 #4 Tl NO MO
: : .
E y :
A s | vemsnc 0o
VH] T, NIZBE#ERL M1
VA #i T, NicBfRz< Mla
IVB 43 T, NIZEH%ER< Mlb

(UICC International Union Against Cancer —% 6 iX (2002 €B) Hfr—)

T : JREEE '

TX RS EE OF @A T R RE

TO BERBEBEZROEN

Tis  _EBEAE

T1 FEIEE A B ORI TR ICRET 5 EE
T2 EH B IR T 5 S

T3 SRR T D EE

T4 HEEZC RS EE

N:FEiBY >3

NX FiIE Y v Eiisfs ORI AR T Re
NO TR Y v 3 EhilEis 7 L

N1 BV _EHiR%H Y

M : RFRER

MX E R ORI A A Bl HE

MO EFEER L

M1 EREEH Y

HoER LIREIERES ©  Mla SR - EI~OERE

Mlb  HoRMEEERE

MRER P ASEREE 0 Mla YA L

Mlb  EFE VU > SEi LS OB kO ERRiES

FOE TR AERES 0 Mla  JEEEENMRAR Y > H#i~0EH

Mlb  {LOERED
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X.5 Performance Status (Eastern Cooperative Oncology Group (ECOG))

# 7 Performance Status

Grade Performance Status (PS)
0 R CHESFEESNTE HIREZITA I LA  BRAITEFAEICSDZER D,
X EEOEREH Y | AESBITHIRE 2T 5 55, 47, BEHPLEITTE 5,
B TRV EE, FESE,
5 AT OEY D LI TEIN, FIA LABRELZ Ebhh b, BHET
: TERWD, BFO 0L EIFEFLTWS,
3 BOEYDHHBEOZLITTEDS, LIELIENBIBEY, BFoO 50%20E
PIEEE LTV, .
4 FOEY DI LHTET, BICAAEY, KARKEZNESL LTINS,

ECQOG : Eastern Cooperative Oncology Group
I OEEIIEERECTHEETH Y, BEHER CEEMESHIIR S TV B84k, BHAISH
s 3, (HHE%E : Am J Clin Oncol 5:649-655, 1982]
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X.6 RECIST H A F5 A (Response Evaluation Criteria In Solid Tumors)

BIE PR 25 B ORI E T RER R

HIERTRERZ L 13, H72< & b — KT CERICEIE T, %ﬁtfx (BAF. RER) P ko
BREETZ20 mm HDVEAY AV CTT210 m DRETH B,

BIEREHRE LT, TN OLETORETH Y, ML (RESIEROREET<20m

XIEA~D A CT T<10 m) L EDRERERELE L

EHYIR A B UNFEERRYARZE DiRIR

BHERFCED DNICHEFRERED 5 6 REDKEWEIZ 5 oF TEIRR L TEHFBE
&9 5, BRUIRRRK O, REE. REH, BB, 2 CORRIREOREDT (L
T. BEERM) E2R&ETH.

B & L CBRBRENRD SRR BE WL SN E b T2 THERRE L LT
AL, REFE. REAZREET .

REIEAE/ Nh R D FE
BEEE R OFEERRZE OFHL 2 BT & R UCREFEICTITV., EHNREORE. JHE
HIFRZE DIEENTHEEOFELRTET D,

ERRE ORI R
- EREY (CR) : £ TOEAYREDHE,
R5yEESh (PR) : RIRBIRARTOREEM & bk U CEMFRZE OREMD 0% L,
- #EFT (PD) : TRPEBAMGLUSE D E/NDORETFN & Lk U TIEAREE O-REFHS 20%2L L,
< 27 (SD) : PRIZFZ YT S HEEHE/NO PD IS Y T B B A 3w,

BFEAORRER — FHhRFOREM

EEfMOfm/NEIES = X 100
IEERTORERM
, FHmF O REM — fhOREMm
EEfMoEREES = X 100
B/ hNDERTN

FERRE O ERITEEYE
- Z=4AEY (CR) : 2 COIEERERHE,
- REEEFZH/RE (IR/SD) : 1 2ELEDIEERNFHRENHE LRV, BE~—I—2 kN
EBELIRFBIS (AEE{ToHES).
1T (PD) : BETFOIEZNYRE DA & 2R,

BRESBEOEE

[RECIST KA KT 4] IZE 5 IFHREOCHE) X NEAREODR], TIHENRKRE
DR WG [PD) LB L ENTWAY, RADRHUEDBELFBETH-H, T4
REOHE) & MERNREOBR] & FHFENREODHR: 2EELen b E L, ER
REDHR) & BEEMREODR] &IXBIZFHMET 5,

i 24X @%Jﬁ%@&ﬁ%u@iﬁkﬁuﬁqow IEEBHREDBWARBRNEE, TS
FRENRD bNBE. ERAFE=SD, JHEMFRE=IR/SD, FREHEH V) L LT,
A2 R =PD; 2:‘9“6
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WETNR

REZIRIIFEOREDIR L IFFENREODRODEAEDED D LUTFIZ Licdio TRET

Do

RS EHONE & FENIRE OB HROMS A DRI L BRADR

BT SRR B REHR
CR CR L CR
CR IR/SD L PR
PR Pb LISt 2L PR
SD PD EL5H 2L SD
PD T TE PD
£5 PD BN PD
{ES=Y £E HY PD

CR=complete response (FE2£Z=%h)., IR/SD=incomplete response/stable disease (FR5S
272%h) . PR==partial response (#43Z%h) . SD=stable disease (&TE). PD=progressive

disease (GE{T)
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X.7 AE - HHAXE

------------------------------------------------------------------------------------------------------------------------------------------------
0 *e,

ERERTIRCSMIC DUV TDERIAE
MAGE-A4 FRIERA0 TOR EEFEAL >/ BRE:3
X BBEERNRBEICKT T SERFBEERKRTS

. »
. +
-------------------------------------------------------------------------------------------------------------------------------------------------

COBRKARDONBEAECZEEICERAROERZ LT, SiRiCRESNT
NDBBZERICHNT, BESTOAEDMRESN. BEH - REICHS
THJICEDERSNTRVET,

GERFORBARMRBEESS BB (1 2011F 78 68D

16 ERFEB 2011F 98 220
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N O AN~

NN N =2 s v v s a0 a0
-m-—xo_cooo_\l@owﬂmoog\)—xO'

23 %
24.

. PRSNBERUERSIUBIER
. BRERFISRNADSNIFERAE

. MOBERIC DT
. BRERTASSAMSIIOEHE. SO DHIC DT
. BEEEOWEICDONT

. BIEEICT > TUVEEERZNWCE

. BABHRDREICDONT

. BABROZB=8N\DREDFIRICDNT
. BABROBET, §JIE. FBELDENSGHE - 1854

(X CIC

BRIREAFSIC DT

BrEORBEEICDINT

ERFERERAADRBCDNT

TCR EIEFoERRMEDEBIN CDIRRIZDNT

N 0 O & W W

ERERTAZR(DTSE

SNCTED73. SITERI

BREREARD AT YV —)U

HFSNDR

EREREFZS A DSBS

ST Fa Ay WﬁmﬁﬂbﬂCDMf

B FBERKRAZOPILICDNT

BIXCOBERBKIBICDNT

ZOCDNT—

—-20

BEBAERIUBRNGDERICDINT

BIEFIOERERINIFIDEZ I & R BHA R -——-—
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1. IZC8IC

O, BillloR@OHCEITT D “BH)” (COBEE MBHRER] SWLNEE
9) HEETICEHNRENICEAIN, FE. COBRRERBLUT, BE
WE - BRI DCENTEDHIE (COHMRE MERIESHE T #1581 S0WWSE
I OEFEEEIBESNFEUE, .

AERRANR T, BESEZBEDMRZWN>ZAEOHCIRDEL., &CIC
MIZSEM T MIRMEBNRERST DCOHICUER [PUTT) OBEFEE
ALE#E, BUZOMRZESESFTILRICEICL > T, BEDEEBIEE

BEEEZTNET, '

< |;.|‘|;A-;0;2402 MAGE-A4
e "ITE st
1 MIREEETBRICLSERRORDH

2. BRRARICDONT

CNETICB<LOBERORRERDEHEEZN. FE, E<ZAD ME] b NaE
% DRESIN. BS—RICERASINDEIDCEDFELE, EDO THE] B 8
BEl B, BBESFCE>TVERTDLDICEDIEDICE, FUDHDICHERE
FHEBHIERRICKD,. BHETDIEBER >ENDOH\D M5 XD DEEE
HEVH L. RICMEE > TENDENI SN IR, FE. BED
ESH (ZEl) ZERNDIERDITONET, Z2U T, RERNICRIBOEES
FICRA T, MRELZEUERSTITINEBNHDET,

SEIFETRICUT, NE] 0 BBEE) &I DEHICTIEOERK
WEREWVWNTEY, —BNICIRRIAEICIE,. ZEMERNDERE (5 1BR5).
MR BAE, BTHNIEEDRERNT DH) ERNDERE (FEI41E5EER.
IRE—BNICEDNTND MR O DEEE) BT IR (EEEHER
B0, BEERBHEDOEATNEET, COLRDICERHARICIE, RS
B—EN BHDICEE+D BRI,

SO, BESHICHIPT DERKMARIE. ZEHERBNDCECEBHEUER
R (E 1 BEE) [CHEMITDIENDTY, KBRKRARIE. BHEDEESC
EONWTEtBESN. SROBEESES (BRMRERRITDIENSMIILES
) CHEOBBEEDEHUNEBEEST, ERSINLEEDTT,
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3. BREORERICDONT

BICIEXZOETOREEHSDIDEENDD., BAEOISNORESIC
BEoTNBD CREED. BB V/IEICENZEEGHD U TNDD (1 2//\ES
&715). BENLZESIAOEBIHDID (iEE0ERS). D3 DOERICK
DTROSNTNEY, UFICZDDEERLET.

%1 EEEOBEBESE (TNV SE— 5N

BREDER

I8 | T1 SR TEICEEEDEE) | NO (U/NEREGBEL)
T2 (BEFHBICEEY 2ES)

NO (/BB L) MO

IAEE |
B | 13 ECEET 2EE) M
(EREREL)
T1 BETBLCE CE3EE) o .
IBM | 1o (mapEcagsaEy |V (VY EEEDD)
r |13 CMECERSSES) | N1 (U WEBHD)
B ieeemceETsES | NCEEEL
~ i1
VA T NCEEEL LA

BEREICTS—-RINEEEELE LT, ARIRNIELIER (WRIEZRVTH
B EDEZLIRT BI5K). Fit (BEDSEZURY 7335, E5EE (i
BERICKDEE) BLUNSRESE (BICHSRERHFIDIER) D4DDB
BEEDBDEY, : '

IREHIIZIE.

O REUEORTEE T, DDOEENTEEE (ERBEE. MeRESES) I
EECE>E M. VEBOREE

O #HEHDINSHOHSRIEERS (LEEEENAREEEMRISHER
EO) BICBREBZSZ L. COROBERCIENECTOEREE

THDICEDHBPLIE U,

BREETE. daOBENESBALTDNELCEMNDSTFEHEITDICEN
ZUVTI DN EREFOMSHREENNRERI CEDHO, UIESIETN
SOEBRERTRENET, UL, DRDASNBELBEERIC, ZDHEODE
BEEIC DWTRUSNZEEDODRNDORIBT, BRICEKDEBFEESL >TQOL
(TEBDE] EVWNWET) OUBZERDDBEET DDNRINTT, (FERK
RAMADIMDERECDONTIE, BIFEEHBLET,)
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4. VI FEEERARORZCDONT

MIZBDETE L CTNDELRFBELE. MTOERDTT, COBRKHARII,
ZERAFRPREFRWARN BT - RRBREEE (9NN ZAKRIAE
AEDEFEEBE) ESORAOCERBBEEININAIRIASH (FL:
BEREXEZHER) CORBARICEDNT, ZEAEESZIRRIR TR
LET,

1) BREICENE (AREHRTENS LT ERES MAGE-AL) &
NNET) ARIEL. BMBROED THLA-A2402 ] THBBEIENS
SRS (FRRSI) CEMEODERNTNBMEDT EENNET) PO
UV RERI UET,

2) EE U RRSIB DY Y/ SRIC. MAGE-AL ERBHITBPYFF (ChE
T #IaS5H - TCR) EVWWED) OBEEZEE. L RO ILARIS
—ENDBUBREFE>TEALET,

3) TCRIBEFEEA UL v/ ERERI CRELTHEIED UEKIC, B
BEXFESICRSLET,

4) MAGE-A4 XTF R (BEEONENEDT. QBOPI BHSTIEES
D) BREL. BESEOENTO TCREGEFEAY v/ OB (B
BU\IEE) ER0DET,

5) BMERHTBPYTT (TCR) EREUEMIES. BESZOEANT
EMELEN. BHEERE - BT BT ENBEINET.

RIEMGD BEREREMAGE-A4
\ BRVTA: iR
L\ . % TH#REo2OD—Y
) momn © - -@
1 TCRE&EF
© D
@ -
MAGE-A44E10
s | © TOREET
e, do . e
1----._ TORBET |«22"—o,0,
» =1 oe ¢ ®
- MAGE-A4 Q% BA JOo
- HLA-A2402 1 : * <

\/@‘b‘@ =
i TCRELFEBAICANSD

: EE L ODTILZRD S —
2 EBEFORERMAOHR

_..5._..



L INBKIC DT

FoLasD
MRk, 3% ENWDTREED MK E NSRS DS TETNT, mIRICE
IRINERK. BMEK, M/MVMRO 3 BEOHRASG DI T, U V/KIE, BMEKDD
5 25%ZEH50BDMROCET, RERICHONDD Bl B UV/NH). T
#Bha (T UV FNSRBRSNTNET.

HLA (human leukocyte antigen : & FBIERIAE) ICDWT

HLA &iFBmERDEDCET, BEIFBEZXA U THRBIIBEERNERET
HO D6 BEBRICEEULET., CCICEZBHODBLEFNFELEIN,
HLA MBEETE, A, B. DR D 3 BHEOERFEINMEEEINEY. &~
23 AR, BIE, DRIMBROEEFZE 2@, st6BELTHRYD. N5
DINEMHRREICHEIRE LU TWET, HLA- A2402 DBAEANCHITDHEEIH
KFBOUTT,

T fREssSiHE (TCRY DT

T #ia (T U2/ CEBIZIFEHRORSSIENMIRERE T DRBIL,
MIADOEEZHREI T RS TEBOIBRRHMIR THD., REROIDIENAERS
?EBDTL\?"? THRORBICHTND, RRERHT DEHDPYTTET
ffasasn (TCR) WNWET,

MAGE-A4 I DT

MAGE-A4 CIEBBOAOERICHKIET S “BEN” EQTHD. [EEHHBET
ERBRMUNIEAERIRDROOSNFTFA. MAGE-A4 ZRBEEOHIC, 5858
BEOMEZFOZ< DB TERD/ERSINTNEIN, BROT—A TR,
MAGE-A4 DWEDICEFMRICRIR U TN CEEZERNDIUENHDZFT ., LH
L. RE. COEQDORREEEBNIIIEDTNZH. MAGE-A4 EEDE
EERD RNADETHEE LTI,

L FOTAILANT I —ICDINT

ROEF—Ed HETRE] SNDSFEERT, fi2RERICERED DNA ZANDIRICH

B, ZAHDRIA DNA DESILLIEDTILREEEBLUET, 2. L RFOD

TIWRAEISEBEFEEATINI Y —ELUTREMADVBRGEARZET VAT

BN, INEBNWGELFEEATICLET, %J\U?’Efﬁ?b‘*‘ﬁéﬁﬂiﬂ@@%

@ﬁila.‘r"ﬁajﬂ\_éffr’l%’ﬂ'&b I DB EERCIRMERCIESN., RIEBZR
BIRFERRSEDIENTEETT,

5. TCRELFBERERRAFADBIA TORRICDNT
PAURNOEUEERRACHNT, REBDFEEB UL TCREGFES
BTFEESOMRICEA U TRIRKAEDITON. 2006 FICZDHSHE

_6_

101

17



118

&< L

NFEUE., B2 L. COMRERE, pErsBURBRThE<, BEE S B
(AS/—VERENDREED—RBTT) DRESIZEURE Lz'Cf:r_TJi’U’
DT,
Lﬁ'rﬁd)iﬁfg'ﬁﬁ‘&iéﬂﬁw$%6i 17 BCA LT, BEEBRICHEER

ERR (CCTRONE FMART—1 1 EVNWET) ZR#TD TCRBRTE
L OO NWARDI—EBNWTGEGFEALLEESEZBEED V/\BKEH
EUREDTY, COBRKREEBRICRNT, 17 SOBESEDONTNICHBNVTE,
TCRERFEAMIBOEIICLDBHEEIROOSNERATLUR. T2, 20D

52 %Gﬁ%é&'aa* gEShZ TCRELRTEAMED. IR 1 58

o L& SITIEA

XTERBMEB M K (EMROR 25%EEHBU VIIRE, # 5%ESEHD
BERDEHEI) PD 40%ETEENDIEBICSNKETHRITSN., CD 2 BOF
%é?i’CIJFGJEEbb‘f%@u\b‘ﬁﬁﬂéﬂiL;?:o B3R, CTOERKEHEBRORICHT

PNE. MART-1 B E DRI DL TCR BET &S > EERERET
[F. BTCRERNEBONDERBIUEMRBSHRE UIZEDBRAHDIT,
212U, TCREGFERETEBSOMRICEA LU TR IRKRAERL, BE
FEEENRE UZ EICBRNDHEMMIEIRSHE L, BERSEMSNOE
ICEDEREDROSDDIMNIFIHTY, I, FEHERDBDARER. BAEN
12 TCREIEF. TCRICXIUTHRBRNRTF RERERTSD HLA DFOEH, &%
S5NENRTF RORERED. PAUANOBEURBERARA CTIHNIERERE
DIREDZTRDELUTNSSADFHBRERERDEDIC. B2 ONRDIE
ENREDYUEEDHOET,
/2. SOOEKRMETES TCRBETICDONTRL U FODI1ILRRT S
—ZRNWTERFEA LMD, CNITAICESSNEZEBEHDFEA.

6. ERERERFDIIE
RERRARIGIUT DR T w T TITNFET,

BT ERRS T #1830 TCRIEGTDEA

1) T U/ SEROEEER

DIFEOEBIRECREBABZNC EETES Ul %HX&?&HEEDT&B RIZE DRI
mHos T UVNEKEEIRUEY, CNaZP’27 - (RDEFEL) EONE
g, :

HEEOR (BANIAEE) OBIRMEDSH 90 DT TH 5,000 mL D
MRZEFEI L. JV/ISERROBRBSNERD. BKRUZD T UV/IKEBETD
EHICKHBZME (~&A400 mbL) ZEMUEYT ., BO ORISR UZk
ERAOMDSBHREICELUET,

2) TCRELTFEAMROTER
=ZEXRFAOHMRULEBEE VS -ICHBNT, BRESn/ZY YIKICEmRUED +
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O+ JLARD Y —EE>T TCRBEFMEASNET, COBR TN
BTN TERERTHNET, BEFEAZSD CERENTT DEEE
L. W\olEABREETRE LET,

COBEBTIE TCRBEFEAMREORBOERIEINT, £5T B T
CZB3ET. A0BRENNDET, ZOMMELE CTEAEHIETI\ERES
FT, SO0, BESHICERREEEREINESHERBLTRSTRCEL
 BDEY, BEEBEIENEE. B5TBCENTERRBCEET TR
WERESENEEUET,

ST TCRAGETEAUY/BRORS | |
TCREGFEAUV/RERS LT, ARIRIRCHETE, 1D, B2
73 TCRIBETEA U Y/ HOBE. BERTRE 20 LTNERA, B5T

2 TCREZJEGFEAYU V/ERD2E. SINWEEWZEETHICULT, RD3

BEESELCNET., R0 3 AICIE2X10%E (2 &E). RD 3 A 1
X10°@ (1O BB, &ED 3 ACIESEXT0%E (50 #@) n#iERsSL
&9,

BR. BRET, BUBRBLEBICKBZEZZULZD. SREEIUEREFED
S\ EHER (BERESERIEONET) O\ 3ADDIB 1 AICRIRLIZE
BiICiE. BELFICHACMRKMTESIC 3 ADBEBSFICH LTRSS EST.
G5 2 A EICENEMERDHER LIZBEICIE. Z0HMIRBEIIENEIERD K
<BTBDEDEUTROBRBICILESEE A, .
HISZICE, (X100 #E) OMiRERSLUET., ZOBTOBREETL.
BERDRIRULCRSICIE. BURLBETNET,

SRR - MAGE-A4 XTF FOBRS .
DISTZDEAT TCRELRFEAMRESSICTERL (HDNFIEHE) DL
H. MAGE-A4 XTF R 1 D& 300ug Z. TCRIELFEAMRESHE 14
BERKU 28 BEBM 2 BEMEt 2@, 7Y 2/~ (RTF ROERZBE -
BRIDEDICNASNDEDE (PYa/XV R ENNET) EEBICRS
LET,

RERIRTARR TR, ZEAZEFENERR TEIRESEOLFHE (74U
NEREERF (FDA) OO B3 VICHRW, =i 15 /) S, =
RFABOBIEREERFDOL LA IVADERICDOW T #0-Py J&{TDF
ETHDCEETTRIZEN., TNIBCFEBORMICHEDZEMNE
ERILTNENCED S, RRMARICEENE S CENRNDZEENT
BDEDICITNET,
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5 1 ERiE 55 11 ERPE SRR

_/
=
y,

Fbchis - SExaia) N

(ERTB) N—C 1Y
%ﬂ@ﬁ%g%%ﬁﬁmoq
Ui S & ES > dik N O —
U@l 2 -MO>=Z
TR B-MO P

B A3 Ak | | ABR E S

N

93 EEFORERHRORT Y

7. BNTEBH5. SNTERNS
ABRFRICSN TS BORA T OTNCORHEBIETBESHTT,

(SIS

OQOO®O

@O

HEBZHIC L > TREBE TCTHDCENERSINTIND
RBUIRATRET. DDOEENBEE (b2EE. RAREES BR
M OZERIRIIEE, VE (GR 1) OREREDA. Xid. HfiEdHd0\TH)
SR RERR CBREGEBEZR L. BEENMER EREEDD
HLA-A2402 (BMEROE) BHEDH

FEHRMRIC MAGE-A4 ORIFHESRSNTUDA
BEZMICHBESND, AETETEREER > TLU\DTFI
Performance Status (E5—2RE8) HO0~1 D73
ABSRIASICSNFROESHD 20 MU E 75 BT DT
FORRIRERGSICETEE (. b3EE, WEIRER) BRTH5 4 8- E
DIFENRATND

REINS®E 4 v BUEDEENERAFNDTT

FEisfdges (B8, M. . BT, BB ICeERESMEL, BRREEN

MTOREZR®IZIT
- BIMEREN = 3,000/mm?3
« JFOPEREN = 1,5800/mm?2
- ANEJOEY = 8.0 g/dL
- M/NHRER = 100,000/mm?
SfREUILEY (T-BI) = 2.0 mg/dL

- AST (GOT), ALT (GPT) = 150 IU/dL
_9__
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- DUPFZT (Cn) = 2.0 mg/dL

- BPIRMARFRDE  7Otorr ME. FELFEIRMERBRRIFVE O4%ULE
BAARHC HLA O3 1 BFORBDERSNTND
BERNSEERL. FADBRERICLDIFEENETELDNIZA
ARRARICRTDRNGEE (2X10°%@) O TCRERFEA /K
EEENESNERN (TREHR)

@R

-Zﬁﬁuuﬁ’ﬁﬂnh_ ZNTEBNDIEIUTDNTNDOERFICZET IRESETY,

D, uFQE%&mm =89 dD5
» NRETRIEIME. IWEHIEEX TMWAZE
c OV RO—IIVABEEREBE XIS MELE

- SEEDMEDREYE

BALDEN BRANLED
- B8R X $RREC K SRS AV E BRI UL IREE
- BOREERR

- BmEE (O RDYEVER (PT) <50%. S ~OYmIS2F

VR (APTT) >60%, 27U 5 (Fbg) <100 mg/dL. 2

1« TV VDEEENR (FDP) >20 1eg/mbL)

- MR {EEF']
EETEWECREEEEI D]
HCV A, HBs HUR, HTLV-1 s HIV IEOLTNOOSEETH D
73

Y O—LREIMK - K - HEKEE T BT5
ﬁﬂlﬁ@WWﬁ%@%aéﬁ

ERE T 01 FERE SR ES S5 D07
NMGEA4A7?F®&§L@6EMﬁ
AT S A DEEIC HEERIET &S BEMES. BRTEED
REBRESS DS
IR, IBEP. HEL T3 TEMEDSITERSHEEERE LTINS
GO, XEEFEZOSEDT (EEL. BERAENICETEEE
REL. ZOBIERNTIHESSTBBERCORD TRBDEEA)
—RE A 4 7 BMNICHORERREE (BRI CSMULTN3S
20, RIESESRIDEHRENTES BT

@@@@@ ®O

©

®e

8. RO TIa—)b

DISIEECFHIB U TSINTEDIRYG CHETIEEDES. 12 R—=IDIE
21 ICRURRRT Y a— )blgﬁjtxﬁuuﬁﬁﬁhé%ﬁ@big BEEUTCE. &
UIC. BHEBENOEBGEFEEAT IMRERERT ITHICHABARL TN
EIEEFET, ZO%. NolCABKRWEREE, HEEHSIRELEMEIC TCR
BLETEEAT D EDFEE=ERFNICHDMBUIEBELE S —-ICTHL,
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ZOMROZEEEERLET. F/E. TCREGEFEABREZRSIDIENS
B5%7 BE. AKU 20D MAGE-A4 XTF Fr5# 2 BE GHBIIRIE

CEZEN) F BEARLTWEESZELRDET (BESFDIRE
[CEOTEESARIDCEEHVET), COBICEZEOBIEZH. SEDR

CBESRLITA. ZNLUNIASEER TOREN T TY, AR,

TCRIBIFEAMIRESDO6IBRICRTERDFET, ZNMELB. 8-
([CRFMUEIDICRBIFOEEBEEICHIEY., 20—y 7FELTH FIC
1 QIDEET, TCRIEBEFEAMIBOMDPENEE, BT R OIEIEEERS
DU RODALILADBECONTIEEE<BEEEELET, '

BH. SAFEATRL RO ILANRD S —(SIEBRENERIBLTNETHN
RO BN EZ DL FODT VRSB ESEOMEICEIRT DIRSICHE X
T, BECFEAMIRESE. =RE 3 BEREZECARLUTWEESBELDD
F9, FE. FOEZERARBEPICEBRENCHIERIEIRSNDC L, B
BEOEDICEBEMNCEDBICIEIVRIORUHO Y OSANEHENITENBT
L BRUHBHIDHYSRIEESEESNSCEE, @B hZEEDOL a1 )L
ANBEDICHESNATREER/NRICTDCODOBEIC CiHAD U TUWVEE
<IUHEBHBHVET,
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