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FADRM : BOBERRKRY,/ XIETF B HEZEHEKY
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AFEBRIE, CAPRIN—-14HVYNRIEIIRT A EREFTEHERFTE
OaAvyag—he, FNEZAVEEODEBERT /XITFHEEFEE LTOE
ZRARICET 5,

Bkl
EHRELORENMRS VN VEEZENIC L, SERAKERR., T0ORE
RHEMHNL, BIFANDQWEAERES L TEARIGERINTWS, I

%< DEMEOMBEERAICIZ. Cytopasmic—activa
tion and proliferation—associated
protein 1 (CAPRIN—=-1) ARBLTHY., TOCAPRI
N—152VRI7EIIHT ZRENMEOERRRVY/ X FHAEERAZRE LT
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HFE, CNOMAKRERORYZIERT 2RANED SN, FFIC, MRS
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MERITEPT LSV (DMT1) DNERBINLH RY A S (BEEE)
(Trastuzumab emtansine) ® #CD30E./40O
—FITBICE/ AFLT O YRS FVE (MMAE) MERBINAET Rt
NJ)R (BEE) (Brentuximab vedotin) BA—E0D
BOEBRICAVWLNRTEY., IERODBREICHENTEEXRDERNTIN,
BEREAFEEICHTIEAUNIRINTWVWS CGERHFXE I RT4) .
Fleo BIOBITIR, BICHT 2HAERIC, REEHEERFEZI02 2y
— ML TEYDOEBZHADIRADERINTWS, FIZE, REEECE
FDO—DResiquimodZzBREOMFERTHD NI RAYTTOEY
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BEDI ST AV MEeREFHERFOIY Y25 —MY. CAPR I N—
1 VRVEICHTE2RERIETEDT T T A MEMBICHATIEBS TRV
EEWRARETLZIE, ISHIECAPRIN-THVRIEIINT S
EXIEED 75T AV NMCREFHERFEI VY 27— N LEEBEORE
BWROEBENRD, BEOBRMAERICAEIHEETFEI VY2 —k
LEBEOMESMROERMR LR L THEEIBNZE2REL. K
FHPETNT DICES T,

BEMICIEK. AFEBIIUTO (1) ~ (14) ORFEz=ET %,

(1) BAHES2~3 00 BHOBINESOVTINANATERINETI/
BEECHIN UL, 3% 7 X /BRECS & 8 O %LU L DEIIR—4%2BT %7 I /B
5183 25CAPRIN-19 YR BEREZNURIGEEE T 2HEXIE
FDI7ITAVNE, REFEERF/AMBEINTAZ OV Y25 — |k,
(2) BIBHMARIEZTD IS T AV b, BHES31~35, 296~2
99, 308, 309DVWITNNTRINDT7I/BEINHZWIEHT I
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N—14VRIVEBQRH/R)RTF REREZHRIGEEET S, (1) I
EFHoOIvTVasr— b,
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H5,. (1) ~ (3) owFhhicE& O 25—~

(A) BE5ES 36, 37KU3 8OHEBMEREERE (ENETNCDR 1,
CDR2KRUCDR3) Zz2UEHILBELAEIES40. 41 KTC42
DORBMREMES (FhFNCDR1, CDR2KERUCD 3) #&208#HA
TG E5E8H. D, CAPRIN—-14VRIEBEREZMURIGEER
TERMEIL TS T AV b

(B) B25ES 44, 45KU'4 6 DEBMEREEE (ENTNCDR 1,
CDR2KRUCDR3) Zz28UEHALHREGLEIES48. 49KRT50
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DORMMREMES (FhFNCDR1, CDR2KRUCDR3) #508H
A4S HE2H,. MDD, CAPRIN—-14V/R0BEREFMRGEE
BI2MEXIE TS TAV N

(C) BE5ES 52, 53 XU54DHEBMEREEK (ENTNCDR 1,
CDR2KRUCDR3) Zz28UEHALHREGLEIESL56. 57 KVU'58
DORMMREMES (FhFNCDR1, CDR2KRUCDR3) #508H
A4S HE2H,. MDD, CAPRIN—-14V/R0BEREFMRGEE
BI2MEXIE TS TAV N

(D) B2HHES 60, 61 KU62DHEMMERERE (FNETNCDR 1,
CDR2KRUCDR3) Zz2UEHILMBEAIESC64. 65 KV66
DORMMREMES (FhFNCDR1, CDR2KRUCDR3) #508H
A4S HE2H,. MDD, CAPRIN—-14V/R0BEREFMRGEE
BI2MEXIE TS TAV N

(E) B5ES 170, 171 RC;17 20EFEMREREE (FLETNhCD
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) EEUCRHEHAZRIBEEEH, BD. CAPRIN-THVNRIEERE
FHRIGEEET 2MEXEETDTI ST AV b

(G) BB3&ES 182, 183KV 84 DHEAMREMSEE (FhFhCD
R1. CDR2RUCDR3) Z280CEHILMIHLEIES 185, 18
6 XU 1 87 DREMMERERE (EnETNCDR1, CDR2KXUCDRS3
) EEUCRHEHAZRIBEEEH, BD. CAPRIN-THVNRIEERE
FHRIGEEET 2MEXEETDTI ST AV b
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FHRINEEET 2MEIEETDT ST A K
(J) BBAES272, 27 3RV27 4DEBUERESREE (FNFNCD
R1. CDR2RUCDR3) Z280CEHILMBIHEEINES275. 27
6 RV27 7 OREMFHERERES (EhEhCDR1, CDR2RUCDRS3
) EEUCRHEHAZRIBEEEH, BD. CAPRIN-THVNRIEERE
FHRINEEET 2MEIEETDT ST A K
(K) BB31&E S 290, 291 K029 2DHEAEMRESEE (FhFhCD
R1. CDR2RUCDR3) Z280CEHILMEHEEINES293. 29
4R%U2 95 DHEMMERESER (FhEhCDR1, CDR2XRUCDRS3
) EEUCRHEHAZRIBEEEH, BD. CAPRIN-THVNRIEERE
FHRINEEET 2MEIEETDT ST A K
(L) EB25IES301, 302RU3 0 3DiEmttREMEE (FhEFNCD
R1. CDR2RUCDR3) Z280CEHILMIHELEINES3I05. 30
6 XV'307DREMMERERE (EZnETNCDR1, CDR2KXUCDRS3
) EEUCRHEHAZRIBEEEH, BD. CAPRIN-THVNRIEERE
FHRINEEET 2MEIEETDT ST A K
(M) EFIES134, 135KV 36DEAEREREE (FNFNCD
R1. CDR2RUCDR3) Z280CEHILMEHEEINES 137, 13
SRV 1 3 9DHEMMERERER (EnENCDR1, CDR2RUCDRS3
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) ASUBRHETLEEEEEH. D, CAPRIN=-149 VRV EERE
FHRIGEEET 2MEXEETDTI ST AV b

(5) BIBHMHARIEZD IS TXAY MHUTD (a) ~ (ak) ownwgFhn
THad. (1) ~ (4) owFhhcE&HEDOIv Y a5 — kK,

(a) EHETZEEBHIRIBSIIDOT I /BRIAESH. MO, BHEHAZE
A EIIES4 30T I /BRI AEATRIVEIZTDTI ST AV b
(b) EHEATZEEEHIRIBESL TOT I/ BRIESH. D, BEHAZ
BN EINESS 107 I/ BREIEZEATRIVEIEZED IS TAY
(c) EHETZEEEHIRIBSS 50T I/ BRIESH. D, BHEHAZE
SEEAEIIESS 90T I /BRI AEATRIVEIZTDTI ST AV b
(d) EEATZEEHIRIBES 6307 I /BRIESH. D, BHEHAZE
RN EINES 6 TOT7I /BRI EEATRIVEIEZED IS TAY
(e) EHETEEEHHIRIBZS68DT I /BRIAESH, Mo, BHEHAZE
A EIIES 6 9DT I /BRI AEATRIVEIZTDTI ST AV b
(f) EETZEEEHIRIBS7 00T I /BRIAESH. D, BHEHAZE
SEEAEIIBEST 107 I/ BREIAEATRINEIZTDISTAY
(g) EHEAZEEEBHIRIBS7 207 I /BRIESH. D, BHEHAZ
SEEAEIIEST 30T I /BRI AEATRIVEIZTDTI ST AV b
(h) EETLEEHIRIES 7407 I /BRIESH, HD. BHEHATZT
WBIEHAEIES T 5DT7 I /BRI EEATRIMAEXIEEDTI ST AY
(i) BEETLEEHIRIBEST 60T I /BRI E2H, D, BHEHAZT
BN EIEST TOT7 I/ BENEEATRZIMAEREED IS TAV K
(j) BEHETLEEHIRIES 7 8OT7 I /BRI Ea2H, HD. BHEHAZT
SEEAEIIEST 90T I /BRI AEATRINEIZTD IS TAY
(k) EHTLTHEEIRNESS0DT I/ BENESH, HD. BHTE
SEEAEIIES 8 107 I /BRI AEATRIVEIZTDTI ST AV b
(1) BEETLEEHIRIES S 207 I /BRI E2H, HD. BHEHAZT
SEEAEIIBES83DT I /BRI AEATRINVEIETD IS TAY
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(m) EHETEREARNES84DT I /BEIEZEH. MO, BHAE
SN EINES 85 DT I/ BES E2ATRDIMMEEEEDTI ST AV b
(n) EHTEHAEHIEIES86DT7I/BEIZ2H. D, BHITZE
EEMNEINES 8 T DT I/ BEI E2ATRLIMMEEEEDTI ST AV b
(o) EHAERMAEIEIESE88DT7I/BEIZ2H. D, BHITZE
SEEMNEINES 8 ODT I/ BEI E2ATRDIMMEEEDTI ST AV b
(p) EHAEHEEIEIESIODTI/BEIZ2H,. D, BHITZE
SEEMNEINES O 1 D7 I/ BES 22 ATRLIMMEEEEDTI ST AV b
(0) EHETEBEEARNESI 207 I /BEIEZEH. MO, BHAE
SEMNEINES O IDT I/ BEI E2ATRDIMMEEEDTI ST AV b
(r) EHETEREEARNESI4DT I /BEIEZEH. MO, BHAE
SEEMNEINESOS DT I/ BES E2ATRLIMMEEEDTI ST AV b
(s) EHAEHAEIEIESICOTI/BEIZ2H,. D, BHITZE
M EINES O TDT I/ BES 2 ATRLIMMEEEDTI ST AV b
(t) EHTEHREIEIESI8DT7I/BEIZ2H,. D, BHITZE
SEEMNEINES O ODT I/ BES Z2ATRLIMMEEEDTI ST AV b
(u) EHETTEEENEIES 10007 I /BRI EZEHA DD, BHEA
ZREHVERINES 10107 I/ BENEZSATHRLINEXRZEDT ST X
vk

(v) EHEHTTEHEENEIES 10207 3 /BRI EZEHA DD, BHEA
ZREHIEIES 10307 I/ BENEZSATRINMEXREDT ST X
vk

(w) EHFEHTEEENEIES 10407 I /BRI EZEHA DD, BHEA
ZREHNEIBES 10507 I /BENEZSATRINMEXREZEDT ST X
vk

(x) EHEHTEHEENEIES 10607 I /BEIEZEHA HD. BHEA
ZRREHNERINBES 10707 I/ BENEZSATERINMEXREZED T ST X

vk
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(y) EHETEBEEARINES1080D7 I /BENEEH. MO, BHA
ZRREHNERIES 10907 I /BENEZSATRINMERED T ST X
vk

(z) EHETEBREARINES 11007 I /BENEEH. D, BHA
ZRREHAVERINBS 11107 I/ BENESATERINEXREZEDT ST X
vk

(aa) BEFETEREIEBEINES11 207/ BENEEH. HD. BiH
AZREAERIES 11307 I/ BENESATRINEXRZEDTI ST
A b

(ab) BFETEBREIEBEINES1 1407/ BENEEH. HD. BiH
AZREAERIES 11507 I/ BENESATRINEXRZEDTI ST
A b

(ac) EHAZEBENERINES 11607 /BENEZEH. DD BH
AZREARINES 11707 I/ BENESATRINEXRZDI ST
A b

(ad) EHAZEBRENERINES 11807 /BENEZEH. IO B
AZREAERIES 11907 I/ BENESATRLINEXRZEDI ST
A b

(ae) EHAZEMENERINES 12007 /BENEZEH. DD BH
AZREAERINES1 2107 I/ BENESATRINEXRZDI ST
A b

(a f) BEFEUTEREIEBEINES 12207/ BEEINEEH. HD. BiH
AZREAERIES1 2307 I/ BENESATRLINEXRZEDTI ST
A b

(ag) BEFETEREIEINES12407 I/ BENEEH. HD. BiH
AZREAERIES1 2507 I /BENESATRLINEXRZEDI ST
A b

(ah) EHATRFAEIERINES1 2607

i

J RS E2 M. DD, BHE
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AEEHENENES 12707 I/ BEFNEEATRIREXIEETDTI ST
P

(a i) EHTLEEIERIES 128073 /BENEEH. HD, BHH
AEEHENENES1 2907 I/ BEFNEEATRIREXIEETDTI ST
P

(a i) EHTLEEIERIES 130073 /BENEEH. HD, BHHE
AEEHENENES 13107 I/ BEFNEEATRIREIEETDTI ST
P

(a j) EETEHEEINRINES 13207/ BEIAEH. ND, B
AEERENENES 13307 I/ BEFNEEATRIREIEETDTI ST
P

(a k) EHTZMEEHIRNESI0O0DT I /BEIE2H,. HD, B
AEEHENENES 30407 I/ BEFNEEATRIREXIEETDTI ST
P

(6) BIEZIMAED. £ MK, £ MEE. X SHE. BERAETHD.
(1) ~ (5) OowWFnMEHEDOIV Va5 —h,

(7) BIRRREFHEERFN. Tol | HSHE (TLR) . NODESHE
# (NLR) . RIGH2ANK. CELIFVEEHE (CLR) KEETS
DAY RXET7I=ZAMTHB. (1) ~ (6) OWIFhNMIEEOIVY
al— b,

(8) #iEeTo | I #HSHE (TLR) A, TLR2, TLR3, TLR4

i

i

i

i

. TLR5, TLR7, TLRS8, TLROXIETLR10T#H3%. (7)
ICEEEOa YV asr—h,

(9) RUEET o | I H%EEEK (TLR) IKKETDHVAYFXET7I=Z b
RIFZFDFEEALUTD (i) ~ (vii) OWFhhTHhs, (7) X
(8) BILEHDIAYYasr—k,

(i) RTIFRTYAY, VRS VIROE, YRRy HS A4 KRS A
EHUDNSRADZENSBIRINSZTLR2ICEATSYHY RXE7I=
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A b
(i i) Poly (I :C) BUpoly (A:U) ALEBZEENDEIRX
NBZTLRI3ICKEERTDVHYRXE7I=Z K

(i i i) YRBRYHFvyHS4A K (LPS), HSP60O., RSO9RUM
PLANSABZENSBIRINATLRAICESTAYHVYRII7ZI=2
N

(iv) 75V YVYRUVFLANSRZENSRBIRIND TLREICKES
YAV RXIEF7I=ZR b

(V) 139V F Y VBEELEHNRT—EHRNANSRZENSBIRI N
2TRLIXIBICKEETZDVAHYRXEF7I=X b

(vi) NgF1)T7DNA, EXFIIELCpG DNA, hemozor.i
n. ODN1585, ODN1668, ODN1668R&%UODN1826
DOERDIEEMNSBIRINZTRLIICHEETSVHY RXET7I=ZX K
(vii)profilinktfuropathogenic/XIF)F7Hh
LRZENSBIRINZTRLIOIKKEETZVAYRIEZI=Z b
(10) BIEBHARIEZD 7S XY M EMBREFELERFS) v h—%
NLTHEETS. (1) ~ (9) owFhhilEHEOIY Va5 — |k,
(11) (1) ~(10) OVWFhMIEBEOIV Y a5 — NaBIHRD &
LTET. BOBRERY/ XIEFBHDHDEZEMERY.

(12) isdEMNCAPRIN—-14 VNI EEMBERAICRIZT 2ET
Hd. (11) I[CEREOEZMBRKRA,

(13) mudgcEs’. E BE. BREE. KBE e KES 8B F
=RE. IRE. AIiRE. BEbtE. fER. aim. ) o/ B BFEE. B
BE NE BEERE A5/ —v. BIBRER. 12—V VESR RY
FUYUNRE BB SHRUEHE. ENE PREBERCESEREL, S
BRABEHNLBIRINDETHSD., (11) X (12) I(CBHOEEMARY

(o)

(14) (1) ~(10) owsFhhicgEsoaryyasr—r (11) ~
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[0011]

[0012]

[0013]

[0014]

[0015]

(13) OVWTINCEBOERERMERBREICKRET DI LB, &
SBERV XIS TR A,
FEIEADIWR

AEBICHEDZIAV Y25 —MME, CAPRIN=149VRIEICHT D0
BRI TBD TRWRERBOREZRET LT TR, ThETHS
NTWRERKER S REFHLERFOIYYVar— b Y EBNRES
MREBET D, oo ARBRBICKRZ AV V25— MILBMESMWRODIERS
DRIZ. BEOBMAERICAEEHEERFEI Y25 — M LEBEOR
EESIROIERAIRELBE L TEHEENDS, LN >T. AFERIKZIVY
27— MNIBOEECFHICENTH S,

FRFZERT SO DORE

AEBFATHVWSNECAPRIN-149YRIBICHT ZHENITZTDT
T4V N (AT, TMMCAPRIN-1Hik] &WD, ) &REEHLCRE
FeOAVYal— NOREEEEIR. BRY 2 LD ICEFRNTIREREIC
WY BEEEEDOINGEI ZRAREEICL>TEHTHIENTE S,

AEBRICEWTC Qv yasy—b] &l s REEEECEF /RS
BEICL>TERBINLDBDEWD, MAEAREEHCRTEOREEICY v
A—DPNINLEEDTH>THLL,

AFERICHRD LRIV V25— b e T 55 CAPR I N—1HKE,
T/ 70—FITAEXIIRY 7 0—FIVHRETH>TH LK. FELLIEFE
JoO—FImETHY, AFREOIAV T 18— M. HEEEEEREL
3 BRY. WHARZEEOMAETH>TH L, MAFIFHEBRAME. £ M
&, & Mok, FXSHE. ke NG TH B,

AFERICHRDZ LRIV Y 25— M el T 2 REFHCRFIE. REME
MEHEINEIERFTHNITELL, FFELLIFE. Tol 1 HZFEH (TLR
) . NOD#ZERME (NLR) . R I GHRZAE. CELIFUERAE (C
LR) IKEETRUHY R, POZRA MG ZOFEETHD, LYFEL
KIFTo |l 1%REEE (TLR) IKHEETBZVHY RXETPIZZANELT
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[0016]

[0017]

[0018]

[0019]

ZDFEAERTH 3,

Fro. AFERICHIIZBOBERY . XIEFHORRTHIHBREIR.
o Ry NEW, REF. BRASYSEOHASMTHY., 1IFF LWVIKRE
e hTH B,

UTICARRICEAYT 2. iCAPR I N—-1#Hfk, fEEHitEF. :C
APR I N—-1HifAsREFEERFOIY a2y — b AV Yas— 4
AW EEESRDIE CICTROEBERT XIEFHAEICDOWTEHRRAT %,

<#HCAPR | N—14F>

AFEBETHWSLNZHMCAPR IN- 1AL REFNRIGEEET 3.
BIES2~3 00D B HOEINESOVWTNHATRIND T I/ BET!
ZBYTBCAPRIN-T14VRI7ED>5, BEHESG6, 8, 10, 12
RO1T4TRINDT7I/BEINIEAXDCAPRIN-142/I0EDT
I /BENTHY. BENES2RUV4L4TRINE T I /BEIIEE NDCA
PRIN—-149YNRJVEDT7I/BEITHY., BHIES16TRINDT
I /BEBRNEYVDOCAPRIN—T18VRIEDOT I /BEITHY., B
HES18TRINDTI/BEIIEITDODCAPRIN=-T1HVIRIED
7 JBERITHY., BIEFS20~28 TCRINDTI/EEIIETIR
DCAPRIN—-14YNROEDOT7 I /BEITHY. BEBIES3 0TRI
NB57I/BEWE=Z7N)DCAPRIN—-15VR9EBD7 I /B
TH b,

e AEPTHVWOLNSHMCAPR I N—1#Hkid, FICEIES 2~
30DH>BBHOBEINBESOVWINATRIND T I /BET &8 0% E
CEFFELLIF90%ULE, FUFFELLIFIERUE, ISITHFFELLIEI
Q%LU EDEFIE—MEETZCAPRIN-14VRX0EDNY TV hE
REZHRIGEEBTD2EOTH>THLWV, TITWD [%BEIIE—MH]
. 2D008NE, Fvyv THaEALTHAXEF vy TE2EALRVWT, &
ROELEERDEIICTSA VAV N (BH) LicEx, 7I/B (X
BE) OMBICHTIRA—TI /B (XFEE) OX—tr7—Y (%) %
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[0020]

[0021]

[0022]

[0023]

[0024]

BHKY 5,
AERICBEWTCIV Va5 — e R T BDICAVWSHIMCAPR I N—
1HkEd. CAPRIN—-14VRIEBOL2EXIZZFDIHE & REEMKR
BEEETIHMUEZD IS IXA Y NeBKT D, 22T, [REZHR
] Sk, EERTHAECAPR IN— 18V RIBXIZFDEHRY
RTFREDREET DRHEERKRT 2,
AFEBICAWSHMCAPR I N=1Hikid, £/ 70-FILH&EH 3V
RY 2 O—FIFETH>THERLV,
CAPRIN—-T14VNRIVEDERXIEZDHFEREFHNRIGEEET
ZRY2O—FIEE (RCAPR I N—1RY2O0—FILHE) 1. Hlx
ERADCAPRIN-T1H9VNRIE HDWIGCSTRELDMES /N
VB, XIZZOEPRTFRETTR, E MIAREEYT TR, Sy b Y
F.DUNMN)QEICREL, MFER%, BonILUEEMELE. 707
A4VA, 7051 VG, DEAESMAVZ#TAS L, CAPRIN—-14HY
NO)EPEORTF REFEITLT 74 2T 14— A LBEICLLIYESRZ
ENTES,
FERABICBWACAPRIN-19VRIBEOERNIETOMAIE. C
APR IN—-1RUGZOREQTDRERIIRCGT I /BEIIZ. BIZE.
GenBank (KEINCBI) ic7%t&xL, BLAST, FASTA%

OF7INITYXL (Karlin and Altschul, Proc.
Nat |. Acad. Sci. USA, 90:5873—-—587
7, 1993; Altschul et al., Nucleic A

cids Res. 25:3389-3402, 1997) ##HET3
CEWEO>TAFTRIENTES, &Eoe TOCAPRIN-1452/%)
BOEEFEIW02014,/012479%88BTB2&ICL>TESLT
ENTEBL, CAPRIN—- 1A VUNRIVEEARIRI MBS EAVWE &
£ TED,

CAPRIN—=-14VNIEOERXIZIZTOMA EAREZNRHEEZET
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[0025]

[0026]

[0027]

2E/0O0—FIiE HHCAPRIN—1E/27O0—FLHE) & FIx
. CAPRIN—1%5HRT2YEMESK—BR—3®CAPR I N—
19N IBEOERHDPWVEZEORAEEZTIV RIS LTREL., @Y
DALY DBELZEEMEE I IO-—HMIEZRE L. FoNmEHE (
NATYR=7) »SHCAPRIN—T1E//O0—FITAKEEET S
O—>%RRTBIETRBIIENTES, BRINENATY R—=THh S
EEINIHMAR. R LARY 70—FLEOBEETEERBEOHEET
/BB ENTES,

AFRBICAWVWDIAKIE. b MK, B MufiE, A SHE. 3B N E
nELEEN D,

ERUEIE. EBUAIIRICBRELIZE NV RERE, V0 E,
N ERBHMEXIEEOBREDTRIEL, BIEY v\ EkEZE FPBHEDU26
CHfifgEDITO— ViR MlEmMeE I, Soh e~ SCAP
RIN-14YRIEOLRXIZTOMA & REFNRBEEET 2MEE
/BB ENTES,

b Mediia&id, B#ERE (reshaped) b MNAAEEHINEIHE
NAETHZ, £ MefklE, REEMERORAEOBBEREESE. £
MAEDORBEMEREBEABIET 22 EICL > THREIN S, TO—RIRF
FELTOEBGFHREBAFEDLSCHAMONEMTH S, BEMICIE. HIX
. U AME. DY FRAEORBERESES S E MO TL—LT7—4
TEIEAEET DL DICEKREI LD NARINE, RGEBICA—1N—F v TT 3
MOEBITDELOIHERELEZBEOA) TXILAFRHASPCRIKRICKY
BT %, BO5NIDNA%Z, E MAKOEREHEIEZI—FITS5DNAELE
LT, BERIY—ICHAIAAT, CNEBFICEALTEEIRS L
IKE>THRLNS (MFFHBEAREEP 239400, ERELARESW
09670257 6%38R) ., HEMERERGEEN L TERIND £ MK
D7 L—L7— V%8 BREMERERED) RFLNERSEHMAEZMKT 5
LOMBIRI NS, BEITGC., BERE MUAOBRBMEREEZE A ED A
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MBS ETERT 2L D ICHAEOATEBIBICEITZ 7L —L7—J4EE
DT7I/ BEBHBRLTELLY (Sato K. et al., Cance
r Research 1993, 53: 851-856), £, #
"I MAKEED T L —LT—J@EICE#R L TE LWL (W09 9 751
74 3%8R) .

[0028] #ifkiE. BELVARL EH 2ROEHRV 2 RKOEHESUATOZERES
YIRVBTHD, HiEIE. 2KORA—OBRERV. 2AKDRA—DEHTHER
Ihd, EHII—FOMICEHETEREGEZE L. TRICW DOOEREMES
Mim< . BEIF—HORICEHEAEREEZE L. ThICWL DHDEEREE
D < . AESEBIEBRMMEREMEE (CDR) &SMIEN 2B EDALMBEE*
AL THAICRERESREZNE5T 25, IEBRBICESHNICREIN TV SE
MMETZL—LT—U%EE (FR) &EMEhTWS, BE2AEERTEHEDT
ZHEEIR,. FTNFNR3DOCDR (CDR1~CDR3) IC&YERINSE
4DDFREZED,

[0029] #AH. b MAEEHRUCBHOEHEBERCATEEROEIIE. HIZIEN
CBIl (KE:GenBank, UniGeneZ%) O AFHEETHY.
BlziE. Eh1 gG1OEHEEMEEIZ. EHFESI00228, Ehlg
G2 DEHEESEEIF. BHBESIJ00230, b MEHEcERBEFHICOW
TREHFESV0O0557, X64135, X64133%, £ EHAE
BHICDOWTIE, BRESX64132, X64134F0BRNEZERTS
ZENTES,

[0030] FXSHklE. ERI2HMHBFOBIIZHEAEHLE THERINDIRETH
Y. BIZE. v AMEOEHTLRE EBHTEMEEE & MUEOEHT
TR C BEHALBEEBOEEBEN ORI MEETH D, F X SHEDER
ARMDAZEERAWTITY) I ENTE, BIZAIE. A VEEEZI—-RT3D
NAEE MAKDCHEEAI—RTEDNAEERL. ThERRNI Y —
ICHEAAATIEEICEALEEIEZ 2 EICLYFELN D,

[0031] 3Eb MEMDHIRIE. REOFERICHK>T. BIEMEAEMICRET S, —
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[0032]

[0033]

BABEEE LT BEMBRZT VD RAGEDEMDIEIERNX. RARH B W
ETICERTEZIEICEYELNDS, BRIFURZTINTZICIE. CFA (
JO04Y R NRE2T72VanU M) ZI3CHETEHERETV 2V N EEEBRE
L CEMMICERORE T2, 8IMaREL. MEFRICACAPR IN—1H
EAZENTWAH I E AR LARICIEEB T, FROBY. WL,
7OF4 VA, 7O54 G, DEAEA A VX#AS L, CAPR I N—
19 VRIERIRTF REBEIGLET 741271 —h3LREICLY
"BHIENTED, T, L NEYHLLE/ /7O0—FTULINMAERBHEIC
i, RELAEMN, S REMIEAZREL, I TO0— MRS MEREICNY
B5ZETRBIENTED, AiscREME S I TO0— <l OMRERE I
NROFEICELTITH>ZENTES (Kohler, G. and Mi l
stein, C. Methods Enzymol. (1981) 73,
3-46%88) .

AFEPETHWDIRFIZ. MFEGETENATY R—<hrbsO—=v7L
C BHONRT Y —HMAAAT, ThEBEBEICEALT, EnTFHRBA KM
ERAVWTEEIELEGRTHEBAERGAE L TER/DIENTES (Car
[, A. K. Borrebaeck, Jame s, W. Larr
ick, THERAPEUTIC MONOCLONAL ANTIBO
DIES, Published in the United King
dom by MACMILLAN PUBLISHERS LTD, 19
90%BH]) .

AFEBEOIAV Y 25— NaBF2EOICAWVWSHMCAPR I N— 1A,
MY (BIZIEFR) PEBBETOTI/BEMOT7T I /BICBE#RIN
EDTH>THLWL, PI/BEHIZ. 16 LIFERE AIZIE15K
. 1T OXRMm. 8T, 6T, BT, 4T, 3UTF. XIF2UFD7
T/ FELKIEFT~97I/VBOBMRTHY., BERINLZNGEIE. KE
BRI T, MEARFENICEE T 2ME, MEANOBESHRNENSRE
HBEWRENRULTHY., £ MOBRBICEBRIGZEI I QVWREATH
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BZRETH 5,

[0034] AFEATHWSHCAPR I N—1H&KE, BHEREAELOCAPRIN
— 19V RVEBEORBEHEMMEABWIEDI A, L YBWRESSHERNSEFT
X%, BEEH GEMEH) Ka (kon ko ff) B LK &
BRLEHT0TM- T i< &EE108M- T, DR EHEEXT108M-1 4
BLCEHET0M-1, i &EEXTO0M-1, DR EET 0 OM-1, &
BRCEEEXTO0OM-T, A< EHT 0V M-1, DA< &EE5XT10TTM
L ARKEBE1012MT HBEWE, DK EE1013MIITHB I EN
ZEFE L,

[0035] AFEBICAWSHMCAPR I N—1HiHIE, HEAOEHESHEHIOT I/
Be1E 2@ LIZREEBRT S, H2V0IE. EEEEBRBICHEET S
N—271) 32 REEBEFON-—F7EFILIILIFIVICEEGLTWS 7O
—25BETBIET. HCAPR IN—-1iAEOI 7274 —HRICKH T
DHEENEALITEZIENTES, LRRTI/VBERERTH-THL
WL, F, Z3—ZADEEL TV ERGBEDEBITH> TH L\,

[0036] ESHEEWBOTI/HE 1@ 2@ L BBEBRINWREE. 6
Z2IEW02004 7063351, WO2011,/1201 35, fERHF
8388955, WO2011,/005481, kERHF6737056,
WO2005 /70633514528 BLTHERTZIENTES,

[0037] EHEEM|ETON—S) 2L REEGEHEFON-T7EFILILIFIY
ICAAMLTWE 7 A—ADBREINIEXIE T OEEMAEIL. KERFO6
6026845, FUMIEHF1914244, ¥EREHFT5791704538
LTHERT 2 &N TEDS, BEHEEERBICKETIN-J) I RiEEHE
HPAON-—T7EFITLATIVICHEELTWSE 7 I—-RzRELERAEKE
7A—220EE LTV B REOMBRYIX IS T OEEMEIE. §I X $KERET
86422928 %RULTEERTEZIENTES,

[0038] AFEBATHWSNZHCAPRIN—-1RY Z7O0—FIEE HCAPR
I N—1E/70-F K. MEOEESE BRAERSTICREICH
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[0039]

[0040]

[0041]

WBCAPRIN—-19VIRUEBHDZWNETDERRY RTF ROEESE
(. WO2010016526, WO2011,/096517, WO20
11096528, WO2011,096519, WO2011,/7096
533, WO2011,/096534, WO2011,096535, WO
2013018886, WO02013018894, w02013/70
18892, wWO20137018891, W02013,018889,
Wo02013 7018883, WO20137125636, WO2013
/125654, WO2013/7125630, WO2013/12564
O, WO2013/7147169, WO2013 /714717 6R50ICW
02015702021 2%28RB LTH/BIENTES,

AEBICBITBZMCAPR I N-1iHREOEKEIE L TIE, BHROWO 2
010016526, WO2011 096517, WO2011,09
6528, WO2011,/7096519, WO2011,/096533, W
02011096534, WO2011,/096535, WO2013/
018886, WO2013 7018894, WO2013,018892
. W02013/7018891, WO20137018889, WO201
3018883, WO2013 7125636, WO2013/71256
54, W0O2013/7125630, WO2013/7125640, WO2
013147169, WO2013/147176485TICW02015
/02021 2ICRBFHLDOMCAPRIN-THELFEFOSNDA, FELW
MCAPRIN—-1HiAE LTRUTOLDHEFLND,

BEFES 2 XIFEEIE S 4 TRIND 7 I /BB H D WEET I / BEES
FHEB8O%LULE (FFELLIFE8ERULE, FYFFLIFI0%ULE X5
IKIFFELLKIEO95%UE, SYILHITHFFELLIFI9%LUL) OERIE—H4
TV BENAEFEITLZCAPRIN-145YRIBOESRYRTS
FREBEZFHURGEEZETIMEXEEDTSTA Y b

BEFES 3 1 TRIND T I /BEEIINIEET X /BB & 8 0 %LLE (
FFELLIF8S5%ULE, KYFTFFLLIFOQ0%ULE, IHICHFFLLIZO5
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[0042]

%L L) OERIE—14%2ET57I/ BENZEITSCAPRIN-145Y
NRIBOEHR ) RTF RERBEZHRIGHEEB T 2MEIEZTDT ST A
Vho BELLIEEIES3I 6. 37 KU'3 SOEBMHERERE (ThEh
CDR1, CDR2XRUCDR3) 28CEHILMEHEEIES40, 4

1 R4 20EEMERAESES (FhZhCDR1, CDR2XUCDR 3)
EESUREAIEEIEES5H. D, CAPRIN-T1HVRIEERESE
MRISEEBT2MEXIEEDTISTAY M, HBWE, EBHIEST1 40,
141KRG1420EBERERYE (ZNhEFNCDR1, CDR2KRUCD
R3) 280CEHAELMABEEINES143. 144 K145 DERBMER
E4EY (FhETNCDR1, CDR2RUCDR3) 28T ETIL4EE S
5E&#H. ™D, CAPRIN—-14V I B EREZNRIGHEEBT DA
XIFFEDISTAV M, HBWIE, BHES164, 165KT1660DHE
MR ESES (FNFNCDR1, CDR2KRUCDR3) 280 EHTLE
S EEHNES 167, 168K 6 9DEMMERESES (FhEnCD
R1, CDR2KRUCDR3) Z&URHEILMRHEZ2H. "D, CAP
RIN-149YRIEEREFHRIGEEE T DMEIEZTDTI ST AV b
o FUFFELLLIE, EHETEBENEINES3IOOT7 I/ BENZSH. N
D, BRERMEEEIERIIES 4307 I/ BENESATRINMEIIEED
737XV M HBWE. EHTEREIEINES 7007 I/ BRIz
F DD, BETTEEHIRIES T 107 I/ BENE2ATREHHEX
BREDTSTAV M HBWE, EHARBREIEIES 7 8D7 I /BE
Nz, ND. BETEBRENENES 7 ODOT7 I/ BEINZZATAD
HAEXIEEDTI ST AV b,

BEFES 3 3 TRIND 7 I /I XIIERT I /BEEF & 8 0 %LU L (
BFELLIE85%MUE, FYFFELLIEI0%MUE, ISICITFFLLIEIS
%L L) OERIE—14%2ET57I/ BENZEITSCAPRIN-145Y
NRIBOEHR ) RTF RERBEZHRIGHEEB T 2MEIEZTDT ST A
Vb, FELLIE BBIBES60, 61KUV620DMBEMRESREE (T

i
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[0043]

[0044]

NCDR1, CDR2KUCDR3) #8CEHITELMEHEEINESOC 4.
6 5X%1V'6 6 DEMMERERE (ETRETNCDR1, CDR2KXUCDR3
) EEUCRHEHAZRIBEEEH, BD. CAPRIN-THVNRIEERE
SPHRINEEET 2HREIEZTO IS TAY M HDWIE, EHAEEEN
BEFES 6 3DT7 I /BRI EEH. D, BEHITELHEIEISEIESC 70D
TI/BEINEEATRINAXBEDTISTA VK,

BEFES 3 2 TRIND 7 I /BEEIIXITET I /BEFT & 8 0% L (
BFELLIE85%MUE, FYFFELLIEI0%MUE, ISICITFFLLIEIS
%L L) OERIE—14%2ET57I/ BENZEITSCAPRIN-145Y
NRIBOEHR ) RTF RERBEZHRIGHEEB T 2MEIEZTDT ST A
Vb, FELLLE, BHIFESS 2. 5 3XU54DEFBMERERS (ENTE
NCDR1, CDR2KUCDR3) #8CEHITELMEHEEINESD 6.
57Rk1V'5 8DOMEMMERERE (ThETNCDR1, CDR2KXUCDRS3
) EEUCRHEHAZRIBEEEH, BD. CAPRIN-THVNRIEERE
SPHRINEEET 2REEZTOTISTAY b, JYFFE LI, EEHTE
RGHNEINESSS5DT7 I /BRI EESH. D, BEAEREIRIES
59073 /BENEEATRINEILED IS TAY K,

BEFES 34 TRIND 7 I /BEEIIXITET I /BEFT & 8 0% L (
BFELLIE85%MUE, FYFFELLIEI0%MUE, ISICITFFLLIEIS
%L L) OERIE—14%2ET57I/ BENZEITSCAPRIN-145Y
NRIBOEHR ) RTF RERBEZHRIGHEEB T 2MEIEZTDT ST A
Vho FELLLIE BHWES170, 171R%°17 20EBHERERE (
TNEFNCDR1, CDR2KRUCDR3) #5CEHAILRE EIES
173, 174R%017508mEMRERS (FENEFNCDR1, CDR2
RUCDR3) 280RHEALMEHEEEEH "D, CAPRIN—-14Y
NIBERBEZFHURINEEE T 2MEIEZTDOTISTAV N HDWIE, B
FES176. 177KV 7 8OHEFEERESEE (ZhThCDR1, C
DR2KXUCDR3) 228U EHALHEHLEIEST179. 180K
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[0045]

[0046]

8 1 mIEMMREME (FNFNRCDR1, CDR2RUCDR3) 2580
BETTMEEHEEEH,. D, CAPRIN—- 14V B EREZNRS
MEBTBIMAEXIEEOTISTAY b, FYTFFLLIE. EETEEHHE
HNES8O0DT7I/BEEINEZSH. ND, BREALHEEBMNEINESS1D7
2/ BENESATRIVEIZZFO IS TAY N, HDEWIE, EHEHTES
BAEIIES8 207 I /BEII A EH. HD. BETEEEHIERIIESS
SO7X/BEINESATRINMEXITETDIZTAY N,

BEFES 3 5 THRIND 7 I /BEEIIXIIERT I /BEF & 8 0% L (
BFELLIE85%MUE, FYFFELLIEI0%MUE, ISICITFFLLIEIS
%L L) OERIE—14%2ET57I/ BENZEITSCAPRIN-145Y
NRIBOEHR ) RTF RERBEZHRIGHEEB T 2MEIEZTDT ST A
Vb, FELLIE, EEHIFES182, 183K%V1 84 DHEBUERESE (
TNEFNCDR1, CDR2KRUCDR3) #5CEHAILRE EIES
185, 186KU1 87 DHEMIERERE (FhEhCDR1, CDR2
RUCDR3) 280RHEALMEHEEEEH "D, CAPRIN—-14Y
NOBERBFURIGEEZE T 2MAEXREOI 57 AV M HBWE, B
FIES188, 189K 90DEAMERERY (FNhEFNCDR1, C
DR2KXUCDR3) 228U EHALHEHLEIEST191. 19 2KG1
9 3MEFMMREME (FNFNCDR1, CDR2KRUCDR3) #3¢%
BETTMEEHEEEH,. D, CAPRIN—- 14V B EREZNRS
MEBTBIMAEXIEEOTISTAY b, FYTFFLLIE. EETEEHHE
FIBS84DT I/ BEENAEEH. HD. BEALHEENIEIBESS85DT
2/ BENESATRIVEIZZFO IS TAY N, HDEWIE, EHEHTES
BAEIIES 8 6 DT I /BEI A EH. HD. BETEEEHIERIIESS
TOT72/BENEEATRZMAEEZED IS TAY N,

fi7lES4 4. 45 RU4 6 DMEMMERERE (FEhETNCDR1, CD
R2KXUCDR3) 2280 EHTEMBE EEINESS4 8, 4 9%RU5 0DME
MR ESES (FNFNCDR1, CDR2KRUCDR3) 28U RHETLE
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[0047]

[0048]

[0049]

BEigEESH,. D, CAPRIN—14 VYR B REFHRIGEEET

DMBEEEFDTI ST AV b, FELLIE, EETEBEEIENESLTO
7 X /BRI EEH DD BEAERENEINESS 107 I /B %
EATRDIMAEIIZDISTAV K

BEE S 29 6 TRIND T I /BEECIINIZEZT I /BB & 8 0%LAE
(BFFELLIF85%LULE, FUFFEFLLLIZI0ORMUE, ISICFELLLIXI
5%ULt) OEIR—MME=ETZ7I/BENZETSCAPRIN-1%
VIRVEDEBARI)RTF REREFHURINEEET 2MEXIEETDT ST
Vb, FELKRENES 146, 147K 4 8DHEMMERESEE (
TNEFNCDR1, CDR2KRUCDR3) #5CEHAILRE EIES
149, 150%U'15 1 DHEMERERY (FENETNCDR1, CDR2
RUCDR3) 280RHEALMEHEEEEH "D, CAPRIN—-14Y
NOBERBFURIGHEZEBT 2MEXRBEOI 57 AV b, JYFFELL
i$. EEOEEEBAIRIIEST 207 I/ BRIAEH. HD. BHEAIEE
BAENES 7307 I /BEINEZSATRIMEIEZED I ST AV b
BEES 297 TRIND T I /BEECIINIFEZT I /BB E 8 0% E
(BFFELLIF85%LULE, FUFFEFLLLIZI0ORMUE, ISICFELLLIXI
5%ULt) OEIR—MME=ETZ7I/BENZETSCAPRIN-1%
VIRVEDEBARI)RTF REREFHURINEEET 2MEXIEETDT ST
Vb, FELLRENES27 2, 27 3RV2 7 4 DHEMBERERESE (
ZFNETNCDR1, CDR2RUCDR3) #8CEMHTLTAEL & EINES
275, 276RU277DHEMAEMREMRE (FENEFNCDR1, CDR2
RUCDR3) 280RHEALMEHEEEEH "D, CAPRIN—-14Y
NOBERBFURIGHEZEBT 2MEXRBEOI 57 AV b, JYFFELL
X, EMETTHEEARNES 114073 /BRIEZ2H. HD. BETE
SEEAEIIES 115073 /BEIEZEATRINEIIZETD IS TAY
bo

RHIES298TRIND T I /BEIXIEHT I /BERS & 8 0%LLE

/l/
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[0050]

[0051]

(BFFELLIF85%LULE, FUFFEFLLLIZI0ORMUE, ISICFELLLIXI
5%ULt) OEIR—MME=ETZ7I/BENZETSCAPRIN-1%
VIRVEDEBARI)RTF REREFHURINEEET 2MEXIEETDT ST
AV b, BELLIFENES290, 291 R0U'29 20DHEMMEREREE (
TNEFNCDR1, CDR2KRUCDR3) #5CEHAILRE EIES
293, 294 RU295DHEMAMEREMRE (FNEFNCDR1, CDR2
RUCDR3) 280RHEALMEHEEEEH "D, CAPRIN—-14Y
NOBERBFURIGHEZEBT 2MEXRBEOI 57 AV b, JYFFELL
iZ. EETEEEAIERIES 120073 /BEIEEH. HD. BETE
SEEAEIIES 12107 /BEIEZEATRINEIZETD IS TAY
bo

BEES 29 9 TRIND T I /BEECIINIZEZT X /BB & 8 0%LhE
(BFFELLIF85%LULE, FUFFEFLLLIZI0ORMUE, ISICFELLLIXI
5%ULt) OEIR—MME=ETZ7I/BENZETSCAPRIN-1%
VIRVEDEBARI)RTF REREFHURINEEET 2MEXIEETDT ST
XU b, FELLIXENES 301, 302%03 0 3DEMMEREEE (
TNEFNCDR1, CDR2KRUCDR3) #5CEHAILRE EIES
305, 306KU307DiEMERERE (ZhEhCDR1, CDR2
RUCDR3) 280RHEALMEHEEEEH "D, CAPRIN—-14Y
NOBERBFURIGHEZEBT 2MEXRBEOI 57 AV b, JYFFELL
&, EHATZEEAIENBS 30007 I /BRIASH. hD. BETE
BN ERINES I 04 DT I/ BREINEEATRIMERITEDTI S TAY
bo

BE7EFES 3 08 TRIND T I /BEECIINIZEZT X /BB & 8 0%LAE
(BFFELLIF85%LULE, FUFFEFLLLIZI0ORMUE, ISICFELLLIXI
5%ULt) OEIR—MME=ETZ7I/BENZETSCAPRIN-1%
VIRVEDEBARI)RTF REREFHURINEEET 2MEXIEETDT ST
AV b, FELLIIENES 134, 135Kk 36 DEMEREMES (
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[0052]

[0053]
[0054]

[0055]

[0056]

[0057]

[0058]

TNEFNCDR1, CDR2KRUCDR3) #5CEHAILRE EIES
137, 138KV 39DHEMMEREMR (FENEFNCDR1, CDR2
RUCDR3) 280RHEALMEHEEEEH "D, CAPRIN—-14Y
NIBERBEFHURINEEBT 2MEIEZTDTISTAV N, LYFELL
. EHAZEEBAIERINBS 6807 I/ BEINESH HD. BHEHAIESE
BAENES69DT I /BEIEZSATRLIMEIEZED I Z T XAV b
BE7IES 3 09 TRIND 7 I /BERECIINIZEZT X/ BRECSI & 8 0%LAE
(BFFELLIF85%LULE, FUFFEFLLLIZI0ORMUE, ISICFELLLIXI
5%ULt) OEIR—MME=ETZ7I/BENZETSCAPRIN-1%
VIRVEDEBARI)RTF REREFHURINEEET 2MEXIEETDT ST
Vb, FELLIENES 134, 135RU1T 3 6DHEMERERESE (
FNFNCDR1, CDR2RKUCDR3) 250 EHEVLHEE SEHIES
137, 138KV 39DHEMMEREMR (FENEFNCDR1, CDR2
RUCDR3) 280RHEALMEHEEEEH "D, CAPRIN—-14Y
NIBERBEFHURINEEBT 2MEIEZTDTISTAV N, LYFELL
. EHAZEEBAIERINBS 6807 I/ BEINESH HD. BHEHAIESE
BAENES69DT I /BEIEZSATRLIMEIEZED I Z T XAV b
e UTOMCAPRIN-THELHFFLIAVWLNS,
EHAEEENERINBEE 6 80T I /BENESH HD. BEAEER
HERIEBES69DT I/ BEIEEATRIAGKIEIZTDO IS TAY
EHAEZHEENIEINES 7 0ODT7 I /BEIZSH. HD. BHAIZHEIE
NENEST7T 107 I /BEINEZSATRIMEXIEZEDTIZ T AV b
EHAEHEEARNBES 7 207 3 /BENESH. HD. BHEALHESE
HERINEBEST3OT7 I/ BERIEEATRIAGKIEIETDO IS TAY
EHAEHEEANRINBES 7407 I/ BENESH. HD. BHEATLHESE
NENESTESDT7I/BEINEZSATRIMEXIEZEDT7Z T AV b
EHAEZHEENIEINES7 6 DT I /BEIZSH. HD. BHAIEZHEE
NERIBESTTOT7 I /BEINEZZEATRIMEXIEIEDTIZTAY N,
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[0059]

[0060]

[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

[0067]

[0068]

[0069]

[0070]

[0071]

BEHAZRENERIES 7 8DV I /BRI EEH. HD. BHEALMEE
HEINEST7 ODT I/ BEINEZZSATRIZTAEIEDTI S TX VK,
EHAEMEENERIES8 0D T I/ BENEEH, HD. BHTEMEE
HEINES 81 DT I/ BEINEZZSATRIZTAEIEDTI S TXA VK,
EHAZBRENERIES S 207 I /BRI E2H,. HD. BHEALMHEE
HEINES 8 IDT I/ BEINEZZSATRIZMAEIGEDTI S TX VK,
BEHAZRENERIES S8 4DT7 I /BRI EEH. HD. BHEALMEE
HEINES 8 S DT I/ BEINEZZSATRIZTAEIREDTI S TX VK,
EHAEMEENERIES8 6 DT I/ BENEESH,. D, BHIUEMHES
HENES 87T DT I/ BEINEZSATRIZTAEIEDTI S TXA VK,
EHAEMEENERIES8 8D T I/ BENEEH,. HD. BHIULMHE
HEINES89DT I/ BEINEZZSATRIMAEIREDTI S TX VK,
EHAEEENERIESO0DT I/ BENEEH,. DD, BHIUEMHEE
HEINES O 1 DT I/ BEINEZZSATRIZTAEIEDTI S TX VK,
EHAZRENERIES I 207 I /BRI E2H,. HD. BHEALMHEE
HEINESOIDT I/ BEINEZZSATRIZMAEIEDTI S TX VK,
BEHAZRENRIES 407 I /BRI EEH, HD. BHEALMHEE
HEINES OIS DT I/ BEINEZZSATRIMAEIEEDTI S TX VK,
EHAEMEENERIES 6 DT I/ BENEESH,. D, BHTEMHEE
HEINESO 7T DT I/ BEINEZSATRIZTAEIEDTI S TX VK,
EHAEMEENERIES O 8D I/ BENEESH,. HD. BHTUEMHEE
HEINESOODT I/ BEINEZZSATRIZMAEIEDTI S TX VK,
EHAZBRENERIES 10007 I /BRI EZEH, HD. BHEHILME
HARNES 10107 I/ BEJZ2ATRINEEEDTI ST AV b
BEHAZREAERIES 102073 /BRI EZE2H,. HD. BHEHATLME
HHANRHNES 10307 I/ BEJZ2ATRDIMEEEDTI ST AV b

(o)
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[0072]

[0073]

[0074]

[0075]

[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

EHEUEEEIEINES104DT7 I /JBBEIESH. HhD. BETEMHE
HHAEFIES 105D 7 I/ BEIESATRBIMAEIEETD I ST AV b

i

(o)

EHAZREANERIES 10607 I /BRI EZEH,. HD. BHEAILME
HANRNES 10707 I/ BEIZ2ATRLINEEEDTI ST AV b

i

(o)

EHAZBRENERIES1 0807 I /BRI EZEH, HD. BHEATLME
HAIRHNES 10907 I/ BEI Z2ATRLIMMEREEDTI ST AV b

i

(o)

EHEUEEEIEINES 11007 I /JEBEIESH. HhD. BETEMHE
HHAEIES 111073/ BEINESATRIZMEIEETDI ST AV b
EHETEEEIARINBES 112073 /BERIESH,. HD. BETEE
HHAEIES113D7 I/ BEINESATRIZMEIEETD I ST AV b
EHETEEEIRINBES 114073 /BERIESH,. HD. BETESE
HHAEIES 11507 I/ BEINESATRIMEIEETD I ST AV b
EHEUEEEIEINES 11 60DT7 I /EBEIESH. HhD. BETEMHE
HHAEIES 117073/ BEINESATRIZMEIEETDISTA Y b
EHEUEEEIEINES1 18D TF7 I /EEIESH. HhD. BETEMHE
HHAEIES 11907 I/ BEIESATRBIMEIEETDI ST AV b
EHEUEEEIEINES1 2007 I JEBEIESH. HD. BETEMHE
HHAEIES 12107 I/ BEIESATRIZMEIEETD I ST AV b

i

(o)

BEHAZREANRIES1 22073 /BRI EZEH,. HD. BHEATLME



WO 2018/079740 27 PCT/JP2017/038986

[0082]

[0083]

[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

HAERINEST1 2307 I /BEINESATRDIMEIIETDOTIS AV K
EHETEEEIERINES 124073 /BERIESH,. HD. BETEHE
HHAEIES 12507 I/ BEINESATRIMEIEETD I ST AV b
EHEUEEEIEINES1 260D 7 I JEBEIESH. HD. BETEMHE
HHAEIES127TD7 I/ BEINESATRIMEIEETDI ST AV b
EHEUEEEIEINES1 28D 7 I /BRI ESH. HhD. BETEMHE
HAERINEST1 2907 I /BEIEZSATRDIMENIXETDTIS AV K

i

(o)

BEHAZRENERIES1 3007 I /BRI EZEH,. HD. BHEATRME
HARNES 13107 I/ BEJZ2ATRINEEEEDTI ST AV b

i

(o)

EHETEEENERIIES 132073/ BENEEH. HD. BETESE
HAEIES 13307 I /BENZSATRZIMEXEEDI S TA Y K
EHTEEEAIRIBS 30007 I /BENEEH. HD. BETEE
HAEIES3 0407 I/ BENZSATRZIMEEEDI ZTA Y K
B DERFITIE. CAPRIN—-14YRI7EDELR. EHEOHMEE
REICRIRT 2\HO—FOR) RTF NICHT 2 LERY 7 O—F Lk
BROGICE/ /O0—F LG ERVWTREEREEFEOAY Y2y — DY
ERI N, ZORWIEBWRI|IER I N,

<GEEMIEERT>

AFEBICFRDIREFHERFIE. I TREREREMEAEZMLET 2RTF
THY., ZHEOREBEEEZHR. 1BRL D 2RXACEY. BBHDWIEX
RILEMERRT D, ZITWD TREME] &k, TUYREk BY A



WO 2018/079740 28 PCT/JP2017/038986

[0090]

[0091]

[0092]

[0093]

[0094]

[0095]

[0096]

Bk, NKHIfE. BBIk. BHAMME. Ik, </O07 77—, BHEEINEME
#ifE. Langerhancefif@slZ0rIRMAEE. BERNICEET
DRI REMRETH D,

AFEATHWOLNREFHLERTE L TIFICHRIG AW, BEFF) &
LT, Tol #2844k (TLR) . NODKZAAE (NLR) . R I GH
SHRENBCELIFUEARE (CLR) IKHEETBVHYRXIE7Z7I=R
MEIFOEN S,

Tol I%EEE (TLR) IKKETZIVHY RXIEFT7I=Z bDEFH
&LTiE., TLR2, TLR3, TLR4, TLR5, TLR7, TLRS8
. TLRO, TLR1OIKEETZIVAY RXET7I=ZRAMESFLN B,

TLR2IHEEATDYHY RXET7I=ZZAMNDEFHIE LTIE, RTF KR
TVhv, VRGVIRGE, VIRRVGYASA RROCFAEFUHLRD
BENOBIRINDIYEHLIESF SN D,

TLRIIKHEETDYUHAYRXET7I=ZZAMDEFHIE L TIE, Poly
(1 :C) R'poly (A:U), polylCLC (Hiltonol
) RGAmp | i genh Q22BN LBERINDIMEIET LN D,

TLRAIHKATD YAV RXE7I=ZZA MNOEGFHIE LTIE, VRERY
vy hHSA R (LPS), HSP60O, RS09, MPLA (Monoph
osphoryl l ipid A from Salmonel la m
innesota R595), GLA—SE, G100RUMPLAMS
REZBENSBIRINIYPEI BTSN D,

TLREIHEATD YAV RXE7I=ZZAMDEFHIELTIE, 750
VU RUFLADNSRZEENLERINIYMWELIEITON S,

TLR7XIETLRBIHEETDVAY RXIFTI=RAMDEMRKFIELT
. AIFVFR ) VEREEEVFOBRDFILEMP—EHRNAENZRETFS
n. ThoDEEBIELTIE. Imiquimod, Resiquimod
.Loxorbine, 852A, 854A, S—34240, Moto |l
imod (VTX—2337), DSR—-6434, GS—9620, AN
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[0097]

[0098]

[0099]

[0100]

A773, AZD8848 /DSP—-3025, GSK2245035, G
ardigquimod, CL264, UC—1V150, CLO75, CL
097, CL307, CL347, 3M—003, 3M—0043, 3M—
052, CL264, IV209, ORN R—2176—-dT. Poly
(dT). ORN R—0006, ORN R—-0002, ORN R-2
336, PolyU, ORN R—1886, polyG3, DSR643
4, RWJ21757, SM324405, p— IMDQ, m— IMDQ&
WGSK22450350%Ff5n3,

TLROIHEATDYAHY RXE7I=ZZA NOEGFHIE LTIE, NI FY
PDNA, XFJIECpG DNA, hemozorin, ODN158
5, ODN1668, ODN1668, Lefitolimod (MGN1
703), SD—101, CYT003, CPG7909, DUK—CPG
—O001TRUODNI18260LBHMNLERINIWENETFOND,

TLR1OIKHEETDVAYRXETI=ZAMNOEGFAFIELTIE. pro
filinkUOWuropathogen i c/AUTYTHLARBENLER
INDIMENETF OIS,

It To | 1 %ZBHK (TLR) IKHEETDYAYRXBET7I=ZZ MDD
B, ARPTIETLRIXITLRBIEETDYHY RXIET7I=ZZ KA
FELLABWOHN, TLRIXWETLREICEATDVHY RXIET7TI=R
FELTRAIFVF/) VEIEEMRVC—EEHRNANSEIRINI LS
REBBENOSBIRINDZTRLIXUIBICHEEST DY HY RXIET7I=ZR KA
FUBELLBAWVWLN, 1345V F/ ) VEREEYMDOBRINSTRL7
XIFBICHETDVAHAY R T7IZA M EILICFFLLAVWLNS,

AIEEA ISV F /) VELEEMOEFE LWEAF & L TR, FIAITKER
78, 951, 528FICRKEBFDELEMP. WO2015 71039891
HEINTWBIEEYLHY, HlxE. 1— (2—methylpropy
) —TH—imidazo [4, 5—c] quinoline—4—am

ine (Imiguimod)., 1T—(4—amino—2—ethyla
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minomethyl|l imidazo—[4, 5—clguinol in—1
—yl) —2—methylpropan—2—0ol| (Gardiqgquim
od) N—[4— (4—amino—2—ethyl|l—1TH—imida
zol[4, 5—clquinol in—1—yl) butyl—] metha
nesul fonamide (PF—4878691), 4—amino—
2— (ethoxymethy!l) —a, a—dimethy |l —1H-—Ii
midazo[4, 5—clguinoline—1T—ethanol (Re
siquimod)., 4—amino—aa—dimethyl|l—2—me
thoxyethyl|l—-—1TH—imidazo[4, 5—clquinol i
ne—l—ethanol, 1—(2— (3— (benzyloxy) pr
opoxy) ethyl) —2— (ethoxymethyl) —1H-—I
midazol[4, 5—clJqguinol in—4—amine, 4—ami
no—2—ethoxymethyl—aa—dimethyl|l—6, 7,
8, 9—tetrahydro—1TH—imidazo[4, 5—clqui
noline—1—ethanol, N— (2— {2—[4—amino—2
— (2—methoxyethy!l) —TH—imidazol[4, 5—c]
qguinolin—l—ylleyhoxy} ethyl) —n’” —phen
yviurea, 1T—-2—amino—2—methylpropyl) —2
— (ethoxymethyl) —TH—imidazol[4, 5—clqu
inolin—4—amine, 1— {4—[(3, 5—dichloro
phenyl) sulfonyl]l]butyl} —2—ethyl|l—1H-
imidazo [4, B—c]l qguinol in—4—amine, N— (
2—{2—[4—amino—2— (ethoxymethy!|l) —1TH-—I
midazo [4, 5—c]l quinolin—1—yl]ethoxyl}e
thyl) —n” —cyclohexylurea, N—{3— [4—ami
no—2— (ethoxymethy!l) —1TH—imidazo [4, 5
—c]J gquinolin—-1T—yl]lpropyl}—-n" —(3—cyan

ophenyl) thiourea, N— [3— (4—amino—2—b
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[0101]

[0102]

[0103]

[0104]

[0105]

utyl—1TH—imidazo [4, 5—c] quinol in—I|—y

|) —2, 2—dimethylpropyl]l] benzamide, 2—
butyl—1—[3— (methylsulfonyl) propyl]—
TH—imidazo[4, 5—clquinol in—4—aminedz
FonzaA, TLRIXEITLRBIHEATZ2EDTHNIERBICREINA
W,

NOD#ERME (NLR) IKHATZVHY RIET7I=Z FOEFHI&
LT, BlziE, M—Tr iDAP, PGNAZEFLN, FDfi, NOD 1
KNHTB)AYRXETFI=ZRANTH>T, HIZAET r i —DAP, i E—
DAP, C12—i EX&EFLND, /. NOD2IIWT B Y HY PRI
PIZAMNTH>T. MDP, N=4YaY)—MDP, Murabuti
de. M—TriLyS—D—ASN, M—TrilLYS, L18—MDP
NEF LN B,

RIGHESBEFIHEETZDVHAY RXET7I=-R MNOEFFIE L TIE, A
ZiE,. 5 ppp—dsRNA, poly (dA:dT). poly (dG
:dC) . poly (I :C) BEFLNBIDETOLND,

CRLIFUERHK (CLR) IKHEETSYAY RXET7I=Z DEHK
BELTIE, bPL/AAO—R6, 6 —IRAVERE, 4 EHFY, WGP, H
KSC. HKCARLWICA— RS VALDMEIFLN S,

<HCAPR I N—-THfasREEHECRFOI VY2 F— >

AFEBPICBWT, MCAPR I N- 1A REEHCERTFOOAY Y2y
—MIBIFBIMCAPR I N— 1AL REFHERFOBEOHEIRL, &
KN T 2MESEEZHR L D 2B THNIEFFICHIRIEARWS, :iCAP
RIN-—1HAEBREBFHECRFEOBICY Y H—BEIERINDBEED
FRERTHDB I EMNTFELL,

JZT. Yvh—¢&lE, CAPR I N— 1 ik REFHIEEF RS
L2 2EMEREKT 5, BEAMOD) v A—EHAVWTHLWL., FHEEEA
FRIOES ISEYRMEBEHIEL. BEFEEELTELL,

NN
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[0106]

[0107]

[0108]

[0109]

[0110]

[0111]

) U A—OBEALCICREAEOHFMEIROFTEICELTITOI>Z &N
T3 (lzlf. Greg T. Hermanson Bioconjug
ate Techniques, Third EditionZsUNCW
02004010957, WO2014,/012479%%88R, ),

AFRBOEBHEICENT, HHCAPR | N— 1k, SEEHEEFR
LU Y A—IBTARIGEICIE. UTOHEDHEFLN S,

MAEOT7 I /BEHNHDWNET I /BICEMINTWSHES /BT
B oRBESE LTE. BlREENEBHEIAINTOWAWRY ., E—R7
v (e=7I/E) . AIKRFIIL, FF—IL (RLTERYIIL) [ AL
R (UM FERBTILTER) GotiICe ROF D ILDEITFOo NS, B
— /T IV RURTFRONKIRP, U I VREORIEICEFEEL. £18
HEEGETTEERTHY., BERYVANIVEOHAICEEL TWSZHY v
NROEDBEZERIETICREICAVWS I ENTED, AILRFIILE,
RYRTFROCKIRmP., PRANRNSFUVBROLCICTILY I VEBORIHEICE
T3, AWTZERYILIE, PRFAVORBICEEL. SN IEDOER
BEZHMRITIIVAINT 14 FEEEZFEXRLTWS, F bV FERET7ILTER
BiE, A9BIVRBFTN)ILTT) AV EZBIEIER I EICL>THE
YUNJERTHERIND,

AFERHOOAV Y ah— M, MEFICHIBIEERIGEAN., VU A—%HEES
t5, YU A—DREELEEREEELERTEREIES. H5VEERERGE
NREEECRTERHEIED & ICL > THEEIN D,

DO A—ROWPICREEFEERFICNBET 2RIGEE LTI TEROH O
EiFfons,

PIVARIGLI BDRIGETHBN-—E ROFY RIS V43I R (NHS
) IATI A RIATI, RVFTNFAATTZIVIRATIIL, EROF
AFIVIRRT AV, AVFAITR—bM AVYITR—F FYILTIR
. N—EROFIILIRFIV, bRz R, ZILTFER, YT F
H—Iib. TRFYR, FFIS50 A—RR—k, 7YY=l 1S FIRTF
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[0112]

[0113]

[0114]

[0115]
[0116]

[0117]

[0118]

o BIVIRTI A X RRSTITEKAIKR VR,

AIWVRFVNGLWICT I UARIGLD 2RISBETH D HINRI A4 IR,
ITITIAY, STITEFIVEEN. AIVKR=ZLI A4 25—,

FA—NWARIBLIDRHETHDIDILAIR, N"OF7Er7I R EY
WA T 4 R, FARILT Y, EZINRIEY, A4 O—=FEFI.
TV, Toaq4I. )=,

TIWTERARIGLD 2RIGETHZBERSY K, ZHaAFPT7IV, k
FOFUIMARIGLI BDRIGETHZIRFD, X252, AR
A=), N, N =PRI 43II)A—KRx—F N—-—EFROFD
A4z rsOo0RIb A= AV TR—b,

EROFIARIGLI) ZRBETHZA VI Tx

HRSEORIGEE LTI 7YY, 7YV—=ILT
72z /=, PTVILEW,

FERBEEET DY A—E LT, EANICUTOEDIEIFLN S

_l\o
IR TS Ry

B—ORBERmEETD)HA—ELT. N—kROFIRIPM43XR
IATINERIBEESTSZ)H— (FIZIEDisuccinimidy |

Glutarate (DSG) . disuccinimidy!l sub
erate (DSS). bis (sulfosuccinimidyl) s
uberate (BS3)., tris—(succinimidyl) am
inotriacetate (TSAT)., PEGylated bis (
sul fosuccinimidyl) suberate (BS (PEG
) 5. BS (PEG) ). dithiobis (succinimidyl
propionate) (DSP), (DTSSP). (EGS). (Su
| fo—EGS). (DMA). (DMP). (DMS). (DTBP) .
(DFDNB), (DST). (BSOCOES). (EGS)., (Sul
fo—EGS) ) BLTICT LA IRERIGEETE) vhH— (BIZIE (B
MOE). (BMB). (BMH). (TMEA). (BM (PEG) 2)
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[0119]

[0120]

. (BM (PEG) 3) . (DTME) . (DMDB) ) »BEWwHNB,

BERDRBERKGEBETZDER) A—ELTE. NHSIZRFILET L
1IFERIGEETD)H— (BIZAEAMAS, BMPS, GMBS, S
ulfo—MBS, MBS, Sul fo—MBS, SMCC, Sul fo—
SMCC., EMCS, Sul fo—EMCS, SMPB, Sul fo—SM
PB. SMPH, LC—SMCC. Sul fo—KMUS., SM (PEG) ,
. SM (PEG) .. SM (PEG) 4. SM (PEG) 5. SM (PEG) ;.
«. SM (PEG) ,4) . NHSIAFNEEY IV FA—ILERIGEET
2Yvh— FIziE, SPDP, LC—SPDP, Sul fo—LC—-SP
DP., SMPT, PEG4#SPDP, PEG12—-SPDP). NHST
ATFNhENOF7EFIERIGEETDY v A— (BIZIES | A, SBAP,
SIAB, Sul fo—SI1AB) . NHSIZFIEFY—ILTYRER
WEETBYHA— (BIZIEANB—NOS, Sul fo—SANPAH,
ATFB) . NHSIRFNEISTY Y vaRBREETSZ ) VA— (BIZIE
SDA, Sul fo—SDA, LC—SDA, SDAD, Sul fo—SD
AD) . AIVKRVAIRERBEETZ)H— BIAIEDCC. EDC,
EDAC, NHS, Sul fo—NHS) ., YLM4IREERSYRERD
BE-dz)0h— (BIAEBMPH, EMCH, MPBH, KMUH) | ¥
VOWSFF—INEE RSV RERIGEETDY v A— (BIZIEPDPH)
AVITR=bMETLAINERBEETD) VA— (BIZEPMP 1)
BOWIINHSIZATNEY S LY ERIGEET DYV h— (BIZAIESPB
) BEWwWLN B,

TOMDY v Ah—& LT, RYRTFREEL) VAH—, flZIFFmoc
—Ala—Ala—Asn—PAB, Fmoc—Ala—Ala—Asn (
Trt) —PAB, Fmoc—PEG;—Ala—Ala—Asn (Trt)
—PAB, Fmoc—PEG,—Ala—Ala—Asn (Trt) —PAB
. Fmoc—Ala—Ala—Asn—PAB—PNP, Fmoc—AIl a
—Ala—Asn (Trt) —PAB—PNP, Fmoc—PEG;—A Il a
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[0121]

—Ala—Asn (Trt) —PAB—PNP, Azide—PEG,—AI
a—Ala—Asn (Trt) —PAB—PNP, Mal—-PEG,—A Il a
—Ala—Asn (Trt) —PAB—PNP, Fmoc—Val—-Cit
—PAB—-—OH, Val—-Cit—PAB—OH, Fmoc—Val—-Ci
t—PAB—PNP, MC—Val—-Cit—PAB, MC—Val—-Ci
t —PAB—PNPRQRENAVLN D,

F/. Bis—PEG—acid, PEG Acid (flxifAcid—
PEG—-TEMPO, AmMino—PEG—acid, AmMino—PEG
—CH,CO,H, AmMinoxy—PEG—acid, Azido—PEG
—acid, Carboxy—PEG—sul fonic acid, Fm
oc—N—amido—PEG—acid, Fmoc—N—amido—P
EG—-CH,CO,H, Fmoc—aminooxy—PEG—acid, H
ydroxy—PEG—acid, Hydroxy—-PEG—-—CH,CO,H
. m—PEG—acid, m—PEG— (CH,) ;—acid, Metho
xytrityl —N—PEG—acid, N—-methy|—N— (t—
Boc) -PEG—acid, Propargy|l —PEG—acid, P
ropargy |l —PEG—-—CH,CO,H, Propargy | —PEG-—
(CH,) ;—acid, t—Boc—N—amido—PEG—acid,
t—Boc—N—amido—PEG—CH,CO,H, t—Boc—Ami
nooxy—PEG—acid, Acid—PEG—PFP ester,
Miscel laneous PEG acid, ). PEG PFP e
ster (I, Acid—PEG—PFP ester, Bis—PE
G—-PFP ester), Bis—PEG—-—NHS, PEG Aldeh
yvde (2. m—PEG—aldehyde, m—PEG—benza
ldehyde, Al d—PEG—acid, AlId—PEG—amine
.Ald—PEG—azide, AlId—PEG—NH—-Boc. Al d—
PEG—NHS ester, AId—PEG—TFP ester, Al
d—PEG—t—butyl ester). PEG Tosylate (
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Bz, Azido—PEG—Tos, Hydroxy—PEG—-Tos,
m—PEG—Tos, t—Boc—Aminooxy—PEG—Tos., T
rifluoroethy|l —-PEG—Tos, Tos—PEG—acid
. Tos—PEG—CH,CO,H, Tos—PEG—alkyne, Tos
—PEG—t—butyl ester, Tos—PEG—CH,CO,tB
u, Tos—PEG—Tos, S—acety | —PEG6—-—Tos. N—
Tos—N— (t—butoxycarbonyl) —aminooxy—
PEG,—Tos. Ms—PEG—Ms, Ms—PEG—t—butyl e
ster, PEG—Ms, Propargy| —PEG—Ms) ., Boc—
PEG (1zZi¥. AmMino—PEG—t—Boc—Hydrazide,.
Azido—PEG—t—-Boc—Hydrazide, Boc—NH—-P
EG—NH—-Boc, Bromoacetamido—PEG—Boc—a
mine, m—PEG—ONHBoc, Mal—-Alkyl—t—Boc—
amine, N—Boc—PEG—alcohol, N—-Boc—PEG-—
bromide, N—-methy| —N— (t—Boc) —PEG—aci
d. t—Boc—N—amido—PEG—acid, t—Boc—N-—a
mido—PEG—CH,CO,H, t—Boc—N—Amido—PEG-—
amine, t—Boc—N—amido—PEG—azide, t—Bo
c—N—amido—PEG—NHS ester, t—Boc—N—am
ido—PEG—sulfonic acid), PEG NHS est
er (flxiE. Acid—PEG—NHS ester, Azido—PE
G—NHS ester, Bis—PEG—NHS, Fmoc—PEG—N
HS ester, m—PEG—NHS ester, m—PEG—-—NHS
Carbonate, Mal—-—PEG—NHS ester, Propa
rgy |l —PEG—NHS ester, t—Boc—N—amido—P
EG—NHS ester, t—Butoxycarbony|l—-—PEG-—
NHS ester), Fmoc—PEG (flIxidFmoc—N—amid
o—PEG—acid, Fmoc—NH—-PEG—-CH,CO,H, Fmoc
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—PEG—NHS ester), Biotin PEG (BlxiEBiot
in PEG—acid, Biotin PEG—alcohol, Bio
tin PEG—alkyne, Biotin PEG—amine, Bi
otin PEG—azide, Biotin PEG—DBCO, Bio
tin PEG—hydrazide, Biotin—-PEG—Mal, B
iotin—PEG—NHS, Biotin—EDA—PEG—NHS, B
iotin—-PEG—oxyamine, Biotin—-PEG—PFP,
Bioti n—-EDA—PEG—PFP, Bioti n—PEG—Tetr
azine, Biotin—PEG—TFP, Azide—SS—biot
in, Biotin—-PEG3—-SS—azide, DBCO—-S—-—S—P
EG3—Biotin, Dde Biotin—PEG4—-—Alkyne,
Dde Biotin—-PEG,—Azide, Dde Biotin—PE
G,—DBCO, Diazo Biotin—PEG;—Alkyne, Di
azo Biotin—PEG;—Azide, Diazo Biotin-—
PEG3—-DBCO, Diol Biotin—PEG;—Alkyne, D
iol Biotin—PEG;—Azide, PC Biotin—PEG
s;—Alkyne, PC—Biotin—PEG,—PEG,—Alkyne,
PC—-Biotin—-PEG,—PEG4—-—Alkyne, PC Bioti
n—PEG;—Azide, PC—Biotin—-PEG4—-—PEG3—Az
ide, PC—Biotin—PEG,—NHS carbonate, PC
DBCO—PEG;—Biotin, WSPC Biotin—PEG;—
DBCO, Fmoc—Lys (biotin—PEG) —OH, Fmoc
—N—amido— (PEG—biotin) —acid, TAMRA-A
zide—PEG—Biotin), PEG Phosphonate, A
minooxy PEG (ffllZzifAminooxy—PEG—acid, A
minooxy—PEG—alcohol, AmMinooxy—PEG—a
zide, AmMinooxy—PEG—bromide, AmMinooxy

—PEG—methane, AmMinooxy—PEG—Propargy
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. AmMinooxy—PEG—t—butyl ester, AmMinoo
xy—PEG—Thiol, Bis— (Aminooxy) —PEG, t—
Boc—Aminooxy—PEG—acid, t—Boc—Aminoo
xy—PEG—alcohol, t—-Boc—Aminooxy—PEG-—
amine, t—Boc—Aminooxy—PEG—-—Azide, t—B
oc—Aminooxy—PEG—Bromide, t—Boc—amin
ooxy—PEG—Methane, t—-Boc—aminooxy—PE
G—Propargyl, t—Boc—aminooxy—PEG—S—A
c. t—Boc—Aminooxy—PEG—Thiol, t—Boc—A
minooxy—PEG—Tos, Fmoc—aminooxy—PEG-—
acid, Trifluoroethy|l —-PEG—Aminooxy).
Alkyne PEG (fflzlid. endo—BCN—PEG, exo—BC
N—PEG, Propargy |l —PEG—acid, Propargyl
—PEG—CH,CO,H, Propargy |l —PEG— (CH,) ;—ac
id, Propargy|l —PEG— (CH,) ;—methy!|l este
r. Propargy| —PEG—Acrylate, Propargyl
—PEG—alcohol, Propargy|l —PEG—amine, P
ropargy |l —PEG—methylamine, AmMinooxy—
PEG—Propargyl,. Propargy |l —PEG—azide,
Propargyl|l —PEG—bromide, Propargy | —PE
G—Maleimide, Propargy | —PEG—Ms, Propa
rgy |l —PEG—NHS ester, Propargy | —PEG—s
ulfonic acid, Propargy |l —PEG—t—butyl
ester, Propargy| —PEG—CH,CO,tBu, Prop
argyl|l —PEG—thiol, Propargy | —PEG—5—n
trophenyl carbonate, t—Boc—aminooxy
—PEG—Propargyl,. Bis—Propargy |l —PEG, m
—PEG—-Propargyl). Azido PEG (flxif. Az id
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o—PEG—acid, Azido—PEG—-CH,CO,H, Azido—
PEG— (CH,) ;—methyl|l ester, Azido—PEG—A
crylate, Azido—PEG—alcohol, Azido—PE
G— (CH,) ;OH, Azido—PEG—amine, Azido—PE
G—azide, Azido—PEG—Maleimide, Azido—
PEG—methylamine, Azido—PEG—methyl e
ster, Azido—PEG—NHS ester, Azido—PEG
—CH,CO,—NHS, Azido—PEG—-—oxazolidin—2-—
one, Azido—PEG—PFP ester, Azido—PEG-—
phosphonic acid, Azido—PEG—phosphon
ic acid ethyl ester, Azido—PEG—sul f
onic acid, Azido—PEG—t—Boc-Hydrazide
.Azido—PEG—t—butyl ester, Azido—PEG
—CH,CO,—t—butyl ester, Azido—PEG-—-TFP
ester, Azido—PEG—Tos, AmMinooxy—PEG—
azide, Bromo—PEG—azide, Bromoacetami
do—PEG—azide, Carboxyrhodamine 110-—
PEG—Azide, | sothiocyanato—PEG—Azide
. lsothiocyanato—PEG—Azide, m—PEG—az
ide, Propargy|l —-PEG—azide, TAMRA—-PEG-—
Azide, t—Boc—N—Amido—PEG—Azide, t—Bo
c—Aminooxy—PEG—Azide, Thiol—-PEG—Azi
de, Trifluoroethy|l —-PEG—Azide, Azido-—
PEG—amino acid, Azido—PEG,—4—nitroph
enyl carbonate, S—Acety | —-PEG;—Azido,.
Azide, Trity|l—-PEG,,—Azide). Alkyne PE
G. DBCO—-PEG, BCN—PEG, Propargy | —PEG, B
is—PEG—acid, Bis—PEG—NHS, Bis—PEG—PF
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aAvPalb—h34) | IVRAFASHAEHEIZAVWZIY Y2 S— K (3
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#37%#@BAWikarvyasy—k (Avyasyr—r210~avvasr—Kr2
42) z28UBRESF,

BonikLEREIYYasy—K~29~36, JvYVasyr—hr177~242
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44— (FRYRT7#HE) TRALEEDOEZRARL
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REFHLCRAFIEE L TOVRVAIRICTHER LTI RF X SHES 1 ~
H3TILRBEHEDOHMCAPRIN—-T1E//O0—FIFEEZTNETNORED
RIGHEDEE 2R I EMNHERTE L,

ERHEHIO TYURFASHCAPRIN-—1E/70—F ks RES
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[0330] E/&mIcid. CAPRIN—-1A2FETZT Y ARKOEMEABIEL L
Balb/ /cvORZ=AWVWT, AFEFADIV Y217 — sOTREEWR%RE
Lo ¥0 AFEME4 T 1 2BHABORTA1 0+EBEL. EEHN3O0m
M3 IR ETHRRIELIBEBYVAEFER L, AEMEA4 T 1, £
BEHISICTRLABY., MEERIMICCAPRIN-149V/RJBNREL
TWaHilETHY . REMSICTHERLAE, P25 —h29~36%2
ORBROAEMES T 1 OMBIRREICHDCAPR I N— 1 AEREN
AT %, EREMIS THEELAZIY Va5 —h29~36%, 8mg 'k
gilT. TNTNHREBEBYVZAE#ERAT1 ORI DS L, BERELT
CRIVRAFASHAERE N~V RFASTHER 4 BBV IANEBERS L
foo 5 1TBEIC2E. G514 EKE L, BEIY O—ILOEETD
ANEPBS (—) 285 L7k, BE5EROEREY IV ADEOKXNE X RGN
I/ FREZAWTCEHAIL. BEARER., BEICKV., 58X (BOREROD
RY) X (BEOREZEDRY) 2X0. 5ICTEH L, ZTORR. R545HEA
LT20HBICEFZEEIY M O—ILOESEEEEZ100%& LicFA.
AvTPalrlr—h29~36%5%E5 LAEEYVRIEO%TH=, Fiee TV
AEXASTHES N ~HA4DHEHZRE LT ADEBEEAEIL. B> O
— LD IADESEEAZ100%&ELicEE, EHO6IW%TH o7/, AT
MOER., EREGIS THERELA, Resiquimod&EvIRFASED
MCAPRIN—-1HE (XRORFASHMAE) c0avyas— (QAvy
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[0331]

[0332]

[0333]

[0334]

MREREIT DL ENRINSE, £ BHRICAY Va5 —M177~24
2ILDOVWTHESBWRATMUAFHR. 2V Yas—h29~36%3%5L
&Y ADEEAEIL. BEIY PO-LDOT I ADESFEE100%
ELREEE OBTHY., YIORFASTHBHE~HITOH%EHRELET
D ZADEEAEE. BEIY MO—ILOT Y RADESEHREEZ100%E LE
EE, EH6 9% THoT=,

EHEFI10 aAvyas—rORERWDRS

EREFI4ICTHERELE. ICAPRIN—-1E/20—FIEEBWT
LAy Yasr—NT~14, OAvYasr—h21~28, avyas
—h45~179¢&, BIEDEICHTINBERN S AYTTZRAVWTER
B4 EEBEOBZEEZBVWTHERLANSIZAYT 7OV 25— MRLWIT K
SAYITEDHEYVRAEFRNICE T HMEBIRELER L,

N2V TaAvTal—hME. FSRAYTTERBEFHIERFTEEERR
Bl4ICEEHERBROAEERVWVTERINZEEERTHE, NS RAYTTE
FREFEERFEDOAV 25— N MTOAEICTHER L -,

REEMILEFIE. ResiqgiomodIiCdhdSMKEEEA 2 REER
LTFP7I/EAML~ZRes iquimodFEAETHE1— (2 (2—
Aminoethoxy) —2—methylpropyl) —2— (et
hoxymethyl) —1TH—imidazo [4, 5—c] quino
lin—4—aminell, V43X )N4— (N=TLAIRFAFI)
voandFhy—1—-hAlLKREL—h (SMCC) #J. Med. Chem

2008, 51, 6916—-6926%#8]BLT. Resiquimod
ICSMCCH A LEEa B,

—H. FSRAYITBABRFICEEN S 8FMERYE. RAEESREBW
THR<HZWE, 7OF74 VABKEAVWT NS RYITOHRET 74 =7
1 —RBELTY VEBERICSALZHEOEFEIY Y2y — MOREICHWL
7=o FECODRes iqu imodil)A—SMCCHEELEEESHERSE.
MCAPRIN—-THEDIVY 25— M2 KERHFS, 951, 528IC
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BEHINTWEEERSIC) IMD Reports—Case and
Research Reports, 2012/ /5%58BLT. ©FICHE
WERI L7, V VBBBRERPICEBINL NS RYT T EiEH4 &Rk
K. FSRAYTTICSATANMIMINAEEDZEURRERT, I HICH
RILTHEE L BeAERIGIETINSRAY T T ERIECRes i qu imo
dOFEEREOIVYar—b (MZRAYRTOAVVar—N) ZE8UER
B, BN NSRYT TV Y a5 — NARRESMROFMEIC AL
b MEEMEARISKEZRT CEZ70—H4 M X M) —ERICLYEERL
foo IBIT, EBRKROAE LMY TV T2y — NMIBESILES
LTWaREFEERTFE., ERFI4ICTERLE. ICAPRIN-1E
JOO—FIVHREERBWTHER LAY YVaF— T ~14, avvay—
h21~28, AvYVasF—r45~179ICHALTWBRETHICRERTF
DRFDOHENMBELTWS I L EZEENIMEICTHRELLEDZA W,

[0335] HEBEWROLLBDAZHOEET TR, 1EHEY 1 07EDE dEEH
BIBT474%< k)L (SIGMA) ERBAELTIIRARTFICHKIEL.
EENATS50mm3ULICAZ2ETCRRITLEREYIVAEZER L, B8,
BT474F MBEEREICCAPRIN—14VRIERSTICNSRY
RTDEMNMETHLIHERZ2HAREL TWE I ENHERLTWS,

[0336] HMCAPRIN—-1HfE0avYasy—h (Avyasr—r7~14, O
vYakl—k21~28, QvvasS—r45~179) ., ERBICTHEL
hZRYRTaAvar—haZEhTh, BiERREEY Y ZE#HIR~1 0@
$O10mg kg5 LE, #5E1BAIC2E. 851 3#%5 L%k,
BH, HBELTILICHCAPR IN-1iFEOIYYas5—k (VY
A= 7T~14, Jv¥alrF—r21~28, AvValr—r45~17
9) ODEHICAWEMCAPR I N—-1Hik FSRYTTZERICESL
Too MY MO—ILOEEIYIZIAPBS (—) &#5 L7k,

[0337] #®EROEEITIADBEBDORE I ZRENIC/ FREZHAWVWTEHAIIL. EE
FER. BEICREW. FHER : (BORZRORY) X (BOERORY) 2X
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[0340]

0. SICTEH LA, FHEORER, B52FKLT45BBICEWVWT, B
OV MO—ILDEEFAEZ100%E LEEE, OV YVar—M1 142560
IC25% %5 LAEYVRATIHEVWINE 1 5%KRETHY., tEBEFSROOIVY
27— bIBRIOMCAPR I N— 1THFEERE LTV RATIES 0 %K
Thol INHLDOFRMS, REFECEFZHCAPR I N—1HEA
AVTar5—h332&IC4&Y, MEBDORIZT 7%IEEBT D& %MHEEL
foo 2B, HEEERE, FHERX: 1 - (IvVas— NOEEGFE AER
TOREEEE) X100 (%) ICTERLE,

—H. MIRYTTAvVa G- eSS LEYOATREEIY bO—
IWOEBEFEEE100%& L%, 53%., EBFKROOAYYas5—MT
DRIDMNSRAYITERELAEIVRATIRT 4%THY., REEHEEFTF%
RSAYITAQAYTaHF— b T2 EICLDMEENROEHRKRIZ29%
RmICBE > 7=

Ehef11 mMCAPRIN-1HhkeREFHE ECRFEOI VY2 F—
NOEEEDY Y aF— bOREBSR

EREH 2 ICEHDMCAPRIN—1E//O0—FIHFETHDE Mo
EH1~H8ICOVWT, ThENAREEHILEFDSR—-6434 (6—-A
mino—2 (butylamino) —9—[[6—[2— (dimet
hylamino) ethoxy] —3pyridinyl]lmethyl
] -7, 9—-dihydro—8H—purin—8—one) &QavY
as—bh (AvVasr—h37~44) #EE L, BEMICIEK. EEH4
ICREOFEICELT, FTIIDSR—6434DF7I/EENLTRYY
AIIN4— (IN=TLAIRAFII) 7a~NFHY -1 -HILRFL—
b (SMCC) &DfeahEEaRK LD AT, EMEIAH 1 ~#8DEFN
FhEREEFMIEEFRSR—6434 60OV Var— N THzZEaVY
15— 37 ~44%5ELBREB-,

BonfLtRaAvYar—r37~44%58058%%0. 22umdD7 4
WE— (T)RT7HE) TEBLEZEDOERE L, LRIV Va5 —MIC
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[0341]

[0342]

[0343]

D2WTC, CAPRIN—=-14VIRIVEANDRENRIGEZEREHS ERAFD
FEREAWTCTHEi L, TORR., v Vasr—h37~44%550KARK
&, CAPRN—-14UNIBEIIRENRREEEZTRLE,

I 5T, MEEREICCAPR I N— 14 /80 E8ARIR L TWSEME
HZRAWVWT, OvYas5— 3 7~44DEMBEANDORIGMEE 70—H 41 kX
MU—=RICKYREMLAZBR., WwdFhoarrasyr—rs, IV bO—
WICEERTRWENBEE R Lz, /. I Yad— MIBWERIERRGE
EEBRDOENBES LOT &I HRTE,

FEIAVYaF—b 3T ~4 4ADEET Y RCHT 2REBNR % 5T L
feo EFEGIT OICEBBOAZEERAKOAETHMCAPR I N—1#HE0aY
Jasd—hN (AvTasr—r37~44) EFNTh, RIGCEEY Y AR
Jfi~1 0L D10mg 'k g&i&5 L7, %5IF1:BEIC2E., 5516
B%5 Lk, A&d. BIEEI VY a s — FOEEICAVWARCAPR I N—1
ik, NSRYTTERAKICKHS L, BEIY MO—ILOIEEY D AAP
BS (—) ##%5 L7,

HEHROBBBY IV ADBEORE I ARFENIC/ FREAVWTEHAIL., BE
FiEIE. BRIV, FER : (BORBRORY) X (BOERORY) 2
X0. SICTEYE L, FHEDRER. B#5ZRHBLTES0HBICBWT, &
MV O—IVOEBEEFEZ100%&LEE, AT F—~37~4
4%BE LT IRATIEVWTNE 3 2%RFETHY., kBEHKROIY Y2y
—rFBRIOMCAPR IN—-THEFEEZESLAETIZATIEE 0%KRBTH
2/, INHLDBRMNL, REFEHCAFZHMCAPRIN-THRE~ADY
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TOREEEE) X100 (%) ICTERLE,
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[55KIA1]

[553K1R2]

[553KIR3]
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fa R D&

RIHIES2~3 00> EROEIESOVT NN TERINDST I
JBRECAIN T, %7 X /BB E 8 O U EDEIE—1EE2EBET 57
I/BERNAEETBHCAPR IN—18VRIE, &REZNRGMGT
EETAMERIETD IS AY b, REERHERFMEEINT
RHEAVTagT— Nk,

BIEIMAEXIEZED 7 Z 7 XA MY, BIES31~35, 296~
299, 308, 309MWVWIFNATRINDT I /BEEE. HDW
3T X /BEERA & 8 O% U EDEIIR—4%2B T 27 X /BB %
BEITZCAPRIN-1SVRIVEOEHIRIRTF REREFHR
SEEET S, BREI1ICREHEOIAVYYasr— |k,

RIEEIMEDNE/ 70 —FIUIGAEXERY 70—+ I A TH 5. &
RIB1XIF2ICEEEOIY T 25—k,

BIEEMAEXIEZD 7S T AV HBUTD (A) ~ (M) owghh
THd. HERE1I~30OVWThMBICEZHEOIVYasr—k
(A) BBHES3 6. 37 KU3 8DHEMMHERERE (FNETNCD
R1, CDR2KRUCDR3) 28U EHILMEHKEAIES4S 0.
4 1RG4 2088 RERS (TNRETNCDR1, CDR2KUC
D3) Z2&8URHEILMRHEE2H. 2. CAPRIN-145/
VEERBEZNRBEEETI2NERIE TS T4V b
(B) BE5ES 44, 4 5KU'4 6 DEBMEREERK (FNETNCD
R1, CDR2RUCDR3) 28U EHILMHKEAIES4S 8.
4 9RUV'5 ODHEmMMERERY (FENhEFNCDR1, CDR2RUVC
DR3) #80RHEILHEEBEEEH. D, CAPRIN-14%Y
NOBERBEZNRIGEEET 2MEIE TS T AV K
(C) BE5ESS5 2, 53 XU54DHEBEREEHK (ENETNCD
R1, CDR2KRUCDR3) #2LEHTEMHEH EEIEFESS 6,
57XR0U5 8 DMEMMEREMRE (ENEFNCDR1, CDR2RUC
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NCDR1, CDR2RUCDR3) 280 EHILHEE &EBIES
191, 192KV 93DMEMERERE (FhEThCDR1, C
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(x) BEEAEMEENEINES1 0607 I /BEINESH. DD,
BETEEEHIRIBES 10707 I /BRI ASATRIHAAXIL
EDITSTAV B

(y) EHAZMBEEAENES108DT7 I /BEIHNESH. HD.
BETEEEHIRIBES 1 090D T7 I /BRI ASATRIHAAXIL
EDITSTAV B

(z) BEEATEEEHNIEINES1 1007 I /) BEINESH. DD,
BETEEEHIRIBES 11 107 I /BERIESATRIAAKXIIL
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EDITSTAV B

(a a) EHEHAZHEEBIAEIES1 12073 /BENEEH. HD
. BEETEEAERIES 113073/ BENESATRIHMEN
EEDTSTAY

(ab) EEAEMEEIAERIBES 114073 /BERINESH. HD

. BHATEEAENES 1 15073 /BRI ESATRIHER
BEDI ST AN

(ac) EHTEHEEMNEINES1 1607 I /BEINEZSH. D

. BETEEEAERIES 11 7TO7 I/ BENESATRIHMEN
BEDI ST AN

(ad) EHEHTEHEEMIEINES 118073 /BEINEZH. D

. BHATEEAENES 11907 I /BRI ESATRDIHMENR
BEDI ST AN

(ae) EHETEHEENRIES1 2007 /BEINEEH. MO

. BETEEHAERIES 121073/ BENESATRIHENX
EEDTSTAY

(a f) EHTLEEITRIES 122073 /BEJHEEH. HD

. BEETEEAERIES 123073/ BENESATRIHMEN
BEDI ST AN

(a g) EHAZEEBIEINES1 24073 /) BENEEH. HD

. BEETEEEAERIES 125073 /BENESATRIHMEN
BEDI ST AN

(ah) EHEHTEHEENIEINES1 26073 /BEINEZSH. D

. BEAISAEEAERINES 12 7TO7 I /BRI EESATRLHMENX
BEDI ST AN

(a i) EHETZEHEEHIEINES1 2807 I /BEINEESH. HD

. BEETEEAERIES 129073/ BENESATRIHMEN
EEDTSTAY
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[E53KIR6]

[553KIR7]

[53K1R8]

[553KIR9]

(a i) EHEHTEHEEMIEINES 130073 /BEINEZSH. D
. BHATEEAENES 131073 /BRI ESATRIHER
BEDI ST AN

(a j) EETEHEENRIES1 32073/ BEINEEH. MO
. BHATEEAENES 13307 I /BRI ESATRIHENR
BEDI ST AN

(ak) EETEHEEINRIESI0O0ODT I /BEIAESH. MO
. BHATEEAENES 30407 I/ BERIESATRDIHMENR
EEDTSTAV b,

RIECIUADS. & MR, B MEiE, FXSMAEISBEERETSH
3. BEBRE1T~50VWThMTIHICEBHEOIYYar—h,
RIESREEMELERTA,. To |l | #EHEFE (TLR) . NOD#KS
B (NLR) . RI GHEEEFRXIZCEL IVFUEEHEF (CLR)
IR TDVHAVRXET7I=ZZAMNTHD, BFXRET1~60VWThH
1IEICESHOIYYar— N,

it To | | BS8&E (TLR) A, TLR2, TLR3, TLR
4, TLR5, TLR7, TLRS8, TLROXWITLRI1OICHES
THVHAYRIITIZANTH D, HRETICEBEOI VD a2y —
bo

AIEET o | | BZAMAE (TLR) IKREETHYAYRXET7I=R
EAS. ATFD (1) ~(vii) ODWITNHTHD, EXRETXIE8
ICERREOaYYas— |k,

(i) RTFFRTYUAY, VREVIRVE, VRRYYBYHSAM4 KK
VA EVUDOLLRDIENSBRINDTLR2IEETDVHY
RXig7IT=2 bk

(i i) Poly (I :C) BRUpoly (A:U) hdi2EHIS
BERINBTLRIIKHEET SV HY RXEF7I=Z b

(i i i) YRRYYvyHS4 K (LPS), HSP60O, RS09
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[55K1R10]

[55KIR11]

[55K1R12]

[55K1R13]

[55K1R14]

RUMP LADLAZHENLBRINSGTLRAIHEET DAY R
XiEF7I=Z b

(iv) 22V UYRUFLADNOAZENLZBERINSTLRSG
ST VAV RIE7I=ZR b
(V) 139V F Y VBRIEENMRT—EERNADNLLRDEN LB
REINBTRLIXIIBICHEET DV HY RXIFFI=X b
(vi) XJF7YFPDNA, EXFNELCpG DNA, hemoz
orin, ODN1585, ODN1668, ODN1668KUO
DN1826MLA2sHALEBIRINSTRLIICHEETSVAVR
XiEF7I=Z b
(vii)profilinkgWuropathogenic/\y5F
TP NSRZENSBIRINDETRLITIOICKEATDHY RXLT
J=Z k

BIEIMAXIETDO 757 AV M ERIBRERELLRTS) Vh—%
NLTHET S, BREBEI1~90VWIFhHT1IBICEHOIY Y 15—
bo

FEREFE1I~1T00WTFNMTIRICEEHO IV Y 25— MBS
ELTED, BOBERY/ XIEFHO 7DD EZHERY,

BIECEACAPR IN=149 VNN EAMAEREICRIZRT 2T
Had. BRE1ICEHOEEMERY.

RIECEDS. B, BRE. BRE. KBE. e, KES. 8B F
=R RE. AIiRE. BEbtE. i8R, Bmm. ) VB BFE
. BBRE. WE. BEMEE. x>/ —v. BIBRERE. 1 —1 vV
THEE. "XV UNE PRE. SREEHE. ERE. PRER
. BRWEMETH D, BRIET 1 XIE 1 2 (CEHOEZEMNY.

BEXREIT~100WFhMNTIHICEROI VY25 — M BXKIET
1~130WTFhM 1 HICRBEOEERRDE, HBREICKS TS
EEBD. BOBERY/XIEFHAE,
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