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The present invention provides to a bispecific single chain antibody construct binding to a target cell
surface antigen via a firstbinding domain and to the T cell surface antigen CD3 via a second binding domain,
the construct comprising two FcRn binding peptides. Moreover, the invention provides a nucleic acid
molecule encoding the antibody construct, a vector comprising said nucleic acid molecule and a host cell
transformed or transfected with said vector. Furthermore, the invention provides a process for the production
of the antibody construct of the invention, a medical use of said antibody construct and a kit comprising said

antibody construct.
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— & 39 ZX Y % B 34 (Entacmaea quadricolor)” 4T 64 ¢ % 5 B1FcRn
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(a) SB—FcRnESMAESKEEMFS QRFVTGHFGGLX,PANG
(SEQID NO: 1) Hh X, mYH: B
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e AR -

EAZHNBEREB —BEREA S > £ _FcRnEaRB S K

C191003PA .docx -4 -



201609811

# ® F %] QRFVTGHFGGLHPANG (SEQ ID NO: 3) =
QRFCTGHFGGLHPCNG (SEQ ID NO: 5) -

s "HREBEE BU TS T HPEEBR/NEENILE
PR TEERRE D F)ZEER/EINE - B > FIBEE
BENEENHESENEESE - k4 ARP\FIHBHERBES
NMEZAHREEE IR/ EERE - kR/IFEUFIUEHEESE
/) = (B # $ CDR (JRENVLE > CDR1 + CDR2E CDR3) . /5 = B & §
CDR (JREIVHI& ZCDRI1 » CDR2RE CDR3)E# - A H I EREBE
RzinkEaEfwENKk - 548 - &8 - Z2RE - ABLERAERE -

® BREBENEREHAEYRNKELE LENET ANMUEE
7 HEMEREKEANBZE2RATENBEAZHZ THBESE
B, ZEEAN HEL2RIEIRFINENK  E4H #E - 28K
ANFERANEDE £2&RNIEZIHREGEWVH - VHH » VL ~ (s)dAb -
Fv - Fd - Fab - Fab'» F(ab")28 "rIgG, (" ¥ 4§, )NIRE "Hiiets
R LOZIEEN - RBFHAZEBRETN AN ZEERR E > 7R
A RERE  B#scFv: di-scFvBbi(s)-scFv ; scFv-Fc ; scFvii
## 5 scFab ; Fab2 ; Fab3 ; S Ihgehife  EWEIIEIE &+ SHED

@ :iiom(Tandab) ; B Brdi-scFv ;S Bptri-scFy TGS o KT
“EHE P x ¢ (VH-VL-CH3)2 ~ (scFv-CH3)28 (scFv-CH3-scFv)2 ; % If
REVLAS =Tl NIk s RESHEEPRE @ SO K
e s NEBE —ETTEEBIRET A VHH - VHR VL) Z BIL N HE
MVENEERGTEMEEHENNFAEENETTEEBELE -

WA iEE THBESERE  CEREBEEE —EBRSE
(polyvalent/multivalent)fE 5t 4s - HER KL BEBEHEUREERNE—ERE
EEZERENBREUALHIEGECEBBEENE BB &
NEEHEWOWmE =—BxX(X=FEUE)ZEREYRIHEHY
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B L H i fR Harlow 2 Lane, Antibodies a laboratory manual, CSHL

Press (1988) ; k Using Antibodies: a laboratory manual, CSHL Press -

(1999) . Kontermann }; Diibel, Antibody Engineering, Springer, 252k,
2010 ; K Little, Recombinant Antibodies for Immunotherapy, Cambridge
University Press 20094 -
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HERSE T EAEL &P
HEEERDE  THEARMEHEDEEARKES R R E

ZAENEMKN - B WS KEAZENRNNETEHE LS
KohlerZ A, Nature, 256:495(1975)f# i v @S H AH G HE
ADNAFE(Z RO EBFEF54,816,56757)8415 - 8 AN EEKR
RZEMBNHNEPIEBE=ZRER XN - ASEBAMES BRI
(Kozbor, Immunology Today 4 (1983), 72) & EBVEt & & 17 (ColeZE A,
Monoclonal Antibodies and Cancer Therapy, Alan R. Liss, Inc. (1985),
77-96) - |

o MERBUBEBERERAFRENZGE > HOBBRERE oMW
(ELISA) k. % T B 4% T St ik (BIACORE™) 73 #f7 » LUSE Al — = Z E E &
BRENRTESRESZINRNRMSE - HERZEARATHE
SRR PINEERE RAFERN > REWEEBRABRURE
FURHK o BlAcore RSt FATAZREER T HIKTHNR RS E &N IE
EREGEUIERAREREINERCDI)ZHEAEEN G EHEIE Y
% # (Schier, Human Antibodies Hybridomas 7 (1996), 97-105
Malmborg, J. Immunol. Methods 183 (1995), 7-13) -

® HEEMRIRZES ORI E0EGEEQEREE > flu
EREZREAEBEERE - BER 2RO WH A LadnerE A, %
B4 5 %155 5,223,409%% ; Smith (1985) Science 228:1315-1317 » Clackson
% AN, Nature, 352: 624-628 (1991) Kk MarksF A, J. Mol. Biol., 222:
581-597 (1991)d -

b £ A 2 2R B8 LAST - o] (68 A AR R 51 BR (62 38 A JH B4 (B 0 v 5 &
MEEWNE - BR - REAR)NRE - E—EEESIF - FEAEHEHY
BREANBREREGERNZEZEL 8T - £HME > THASL (&
BIREQ)ZENEZARERIEBENERZ NENRELEZNEmAR -
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ERRSEEN > TEEREENEEEERESREYE Y ZROHE
R M B GRS - 2 B I 40 XENOMOUSE™ » Green A, (1994)
Nature Genetics 7:13-21 ; US 2003-0070185 ; WO 96/34096 ; K
WO096/33735 -

ERRBRTREE A EDY  BAEALERKTE O &
FADNARAHER » Pl AMEIL - 205 BERSE - CEMz b
M BOAEE A ERE  TENIRS REZ A ELERE
(% Bl Hawkins® A, J. Mol. Biol. 254, 889-896 (1992) % Lowman%
A, Biochemistry 30, 10832-10837 (1991) . E B M & 2 XM ETHRERI HL
B EEE (2 R P 4% H 55,648,260, Kontermann J Diibel (2010),
F B[ R Little(2009), - ii3[30) -

FEREST  BRAORABNT L BHE AT LR E
BRMBAEE SN EEARN BN NNHE  EEERBER
HERET  BXNELEAHSMAZENIOHE - IXAR
R SEREMETI IR RN S RSB B o O B AN A T BB
hit P B b i - MBS R B - EAEN - L2
715 5 $5 PCRIE CDRAT S| A BB ZE 85 « B4 » T 25 b 98 i 4 340 0 3 18
SN - FREE AU BER) Y MR SR EE R REREE
EBANEESEERERNZHBHE B -

BB R S B LA B R B B A A B (B
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BRI FEEEBEANREE R AR AR B £
Mo EENENAEER Y BE FEOEFAREBER BANR
oo BHS 2 o (F BOE S 2 B (40 6- 7B fir B )28 8 LATE & AL B 4
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R -BROANFAERHEEEERZEZBH B EEYEE IO
EEMMIETEE  SENHAREHMiZEESEEMNE » TEST
AEBREHEEFEUENEZRINNES G ZSE2ERE - HAR
S REESTRE-NIRESYZIEREBUENESEHE
A NIRRT ENIERZEEEER o R REEE R
BREBANRBANPFR KM EEY) EELELBEERR
% WMANFAHERRBESETEHE B EEE - EEMS
MPERFERFUYIERANE—IHE -
AHRAZERNBRNEBEBERLHEEE "&E, B (GREK

® EQH) HPEER/SEE, SO0 TEEREYEXNBEBRBFEN
RRENNFEZNETHNHEHERY —HEER - Mz Her o 8T
b EE—VRBREBERS—RENSFEZETNHEERS K T
BB ZhREBEGREERBEMFLEY ST —RHERGCEEE
4,816,5675%% : MorrisonZ A, Proc. Natl. Acad. Sci. USA, 81: 6851-6855
(1984)) - KX Z e REE "B, i EBETEEFE
ANFEREPVWIONEHLE  REF)ZVVEEBIENELEESFII K
ANERNEGRFY -CHSBEHERENMBZAE - 226040

‘ MorrisonZ A, Proc. Natl. Acad. ScL U.S.A. 81:6851 , 1985 ; Takeda®:
A, Nature 314:452, 1985 » CabillyZFE A, EZBHEH F|5E4,816,5675%
BossZF A, ZBEHEF|54,816,3975%% ; Tanaguchi® A, EP 0171496 ; EP
0173494 ; k& GB 2177096 -

ash
Ag

An antibody, antibody construct or antibody fragment may also be
modified by specific deletion of human T cell epitopes (a method called
"deimmunization") by the methods disclosed in WO 98/52976 and WO
00/34317. S Z » stHEENMHC I Z oMt 2 B K
EEEE D EFERARBETABRUEREEHIWO 98/52976 K
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WO 00/34317FTE ) - REABETHARNREAEE THEAHEE
"IREHSIRE ) TEER L - BESE4 > THEER AEMHC I
EERZEREFRNVHRVLFII P REFELEZEIT 0 IWO0 98/52976
WO 00/34317h it - MEE TG S 18{8 £ EMHC IIEDRE R
b E—F FAUEBREBETHARRERIEE - FIEMNZBETHAE
MERAEETEHNATEEBR T2V EREBEBEEANKELHE
— B B B AR AROE BR - ETRSFEA - BEEBWLIEFEMA - 7]
FERAHABEELANBRFIPZUEE RNEER - NBEERFT
BTR R T B S > 40 Tomlinson® A, (1992) J. Mol. Biol. 227:776-
798 ; Cook, G.P.& A, (1995) Immunol. Today Z16% (5): 237-242 ;
K Tomlinson A, (1995) EMBO J. 14: 14:4628-4638 - V BASEH $%12
HAEREEREAQTEEFS Z4 S H # (H Tomlinson, LA. % A,
MRC Centre for Protein Engineering, Cambridge, UK#&4R) - L ZEF 7
AIRAEANBEFIIZHKIE > FIORNEIRE KCDR - o] fE A4 E A
BRE - FlmxEEEF56,300,0645% o prif -

"N, BB LB ESHE R (58 W Fv, Fab, Fab',
FabRH B2 HEMNEEEFFINDARTEBABFRIIZHENR
BHREQ  HEAMEBEANEREXKEGZR/INFI - EBAREE

 NBEEBAABREREO@EZENR) HPXREEZEZ
SEE(NARCDR)ZEEZRBIEAFH(BI O ENY)IE B EH
BIGENRAMERRNE - BAONREDZAE - KB - BEIR)E
SEEZEEEHR EELEBELT  NEREKEQZFVERE(FR)
RELHEFEANEBREES - 4 OFXPRAZ " ABIE
NoBEEREEZENRUNHENBPER ZEBE - BT FEH
Dlig— S i ERRELENBRE ARLCBTTEE2EXRESR
EEF)NEDL -7 BEAEREXKESZEEENZ D —E
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5y o W E M AAET > 2 B lones® A, Nature, 321: 522-525 (1986) ;
Reichmann A, Nature, 332: 323-329 (1988) ; J Presta, Curr. Op.
Struct. Biol., 2: 593-596 (1992) -
ANBELENBEXERETEEAABEVI 2EBEB2ERFIE
BMABESUENRES IV 2ERBIBZFIIEEL - EENEERE
NEREZHARMEIT AR T X E S - Morrison (1985) Science
229:1202-1207 ; Oi % A, (1986) BioTechniques 4:214 : J US
5,585,089 ; US 5,693,761 ; US 5,693,762 ;: US 5,859,205 : & US
6,407,213 - HEFEZBESH  BREARREAREREEHNNE#E P2
® EO—ENREXRELFVIEEBIBK AN —BONZESF - It
B EEEE S H LRBEERLEZ RN RS E KK 8 HAh 2K
R TEERRBEABLENEBCELHDNAREEZEERTEBLE P -
ANBELEHMBENRTFEFARBEASEREAEHEARNERNEREARNRE
NERRKEOE#REARBEERN EEEARBYMGEGEL/NB)EE -
Winter$g 3l v] A 7Y 840 A SCFr it 2 AR E PR 9 B 7~ M CDRIS HH & (3=
B & £ 55 5,225,5395%) - HIE AEH A 2 £ ECDRE] &K JE AFHCDRY
ZEVL—HoEHR > E-LCDRIULIEAFECDRER - EFEZEHRA
o Bt EENHEENEAFZEHEHCDR -
ANELEBERFEAHIIARTFIRA - £EFFEMAK - £E LA
K/BEBEEEREEL HELEHEZRGEHKEDS FUEHLEER
MMPEMZBERMPZE—BEHE (B0 Teng® A, Proc. Natl. Acad.
Sci. U.S.A., 80: 7308-7312, 1983 ; KozborZ A, Immunology Today, 4:
7279, 1983 ; Olsson® A, Meth. Enzymol., 92: 3-16, 1982 EP 239
400)
MmO NERE T ASABEER R TARSSRBEE
BEAEFEELHERRBERNPENZZ NEEELAEERELFY
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ZhEEFEOTEREEBNEBBONIE  MEBEERESSE
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g) - NEhiR nEBERREXNEcERBTIREEY—E - BE -~ =
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B NERFY) - Ha#EHEREWNXenomouse Z K MTH A HKIER -

E—EEEAS > AEPEZREERL "EoB, XN "HEE
b4, PIRSHEERE T &R, K TEHBE LA ) ERANEIASIR
BrRZhEEEREREFIEEEECEEREREZHTER - 2
B R /REY - FIBRBERREAKEE LAEKE HHEFHERIENAAN
BEHEMETG S HEGERRZSAYVETGE OB EEHE LN
EXENSEMENEBE TESZHRZZH R eEERRZYE -
HulB &R - HEREMEOENIFEESRSE - fUEHERE TN
ERERMPEELEZEVHASEENNEVLSOEE % - FEEME -
ROoBMEOEITREAMELHRESESEZISEENEINIEES
SO EHERFERRBFRERRAS TUBRZESRERAE -
UEESHEDENZREKELE  ERERELBERNTENZSE
YRR/ ETARETREVREEER  ERETES T - VILEH
ERWMFEARERAERAFEALE —EREE L e UG Nim A &
FEBFIZ 2 ISEEE » 5 (2)% £1SDS-PAGEFE JF B [F 2 8 [R %
{4 F £ Fl % & i & (Coomassie blue) & ERFLCAEETHE - &
AW KoBnEEERERES AT REE -
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REBAZE M TEEE8HBE, FEERIIEREE)EER
FE S 53 F (0B ) b 2 B 5 A M0 4 [ O T B SR B O A R 7 B R CD3/8E
MEERBNENEREE F-E5EBREINEEHRRERER)
ZHBRNERTRES _E5EBIB(CD)Z &1 R/ INEERIR
i PR TELZEREDT FIEMK/EIIEE - RELE
B> E— S EBE B AT E=Z(EK#ECDR(IREIVLE Z CDRI -
CDR2J, CDR3)J, = {E & 4 CDR(JR Bl VHE 2 CDR1 + CDR2E CDR3) -
B CEEBERRETBEENB I N EEEE IR/ EEEE - &
fEfh > EZECEBBEEEV ZHEECORUFETVLE Z CDRI -
CDR2 F CDR3) ¢ /5 = {# & # CDR(Jr B VH& Z CDRI + CDR2 &
CDR3) - B F—K/HE _LECEBEBEHEERERNER
BEAEEENESMIEELBKRRERLFEZ(EH)IB ZCDRFT]
BERTREPEERES -

REBAZE  SHEBERERTHRER  HESKITEEE
BEHTRIFECETTBIOL2EEFIEIHE > FHOXZ
B) E0E@EBERE BELEMESHRERRK  BEEFOR30
ERER)BSMEIMELN L CHEERBERES ZBEER S
EMZE) NANFHAZWE "SR, Bl F28  EBEAH
BEIVERAKER SRUTE-— S ERLER FEO_EE =¥
RURESKEEZY > TNHEEA—EBZKI FERK  FREEZE
B ZEREZERoTFIUMEBHAER - KESEBZMAESRE
BRALBAY _TRNBE_ER YM-FRBIE=8E  -HSTR
Z—BRBVIRS T HEERAFEZEATHWEEREZ KK #E
RWEEE LR EEHER - M558 "KL - "EHR, R "TEAE ) FEL
RARBENZK/ZR/EQE » HP B UEHEEREEHH(OEE
b~ 281 - BB E R KB OB ET - "I, Tk, H "EAS
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B EARNREEEIREMCEEH  HOEZ B - LEEEL
IFRMT P AT ANFTAR BEHBMN T XX -

MENFRE  SEEEBERARTESBE#ETTE&E (VLK
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KB ZB) AR EReREAREE T —HRukER - #03,3-
SRS (T BT R AT R T A IE T % = 56 T5 B (3540 % -N-Iig
® T EEE R -1,8-Ft) - SEU3-(HBEFE) “HINMBEKFRZ
LRI EE B EAFETERXBZ X E LT EY - & X5
RAKZEHEEE(FORERELZEKEEY R EBREFE
3,969,287%8 ; S 3.691,016% ; 554,195,128%% ; 554,247,642% ; 5
4,229,5375% 3 K 354,330,4405F F R 2 EMEB) AN ECBEE -
EEBREEBER RS EREEBE IR EL D AR K HEHRE
BREBEARRXEEARE NEF TEEBRUEGRGETREEREE
Bgfgib - WEREZE-—FAIBNR A FHEE -
® H Ao Bl 55 A R B R B R BR 2 RS AL SRR R B SUBR R R
ERAZRANERL  BEREE - B KA RIEZ o EAHH
Z1E(T. E. Creighton, Proteins: Structure and Molecular Properties, W.
H. Freeman & Co., San Francisco, 1983, 5£79-86H): Nk 2
b R AR {7 Cliw #2 2 < B g 1k -
AZPHRBABRENIGEEERZ S AL ECHEBSNEE
BEZBEEER - NEEKITFREHN  BEEEXTERARES
BZFIBINFERTFEUTAmLE 2 EEE LR ERERE)N
ELXAEOBEZETIABENEDR  UTHREFERRARK -
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ZRZERELBEE ANEFRFNOHERE - NEFR AREIK/K{ESY
By B R Xl A Z I - —IKF 3R X8R i BR -X- 4k i BR &
R A i g % - X-%F g B (L o X R il e B2 2 SD RO 1] g 2R B8R ) R Bik 7K AL
GV oBREEEERLHERBAEZSFY - At > EE=KF
S22 E—FESZHRINEEELETBEREA UL OFFZEAL
GIEMEN-CBE A F AL I HE ~ F AMESRME & 2 — & B K fg 2 Bf
o RREREREY RGBSR o B80T (EHS5-78 5 i ik BE
B S-FE A B R R -

AEEREREANBEE UM EANERERFIIUEGHES
BELM=ZKFIFZ B EMEF M ER B PNEREZ A
Bh) o JREFE HH 1 R 46 PR FU R 0 — Bk 2 {E 4k e BR S AR BR R A B K —
NGB AR IR B E N AR RETHE (B ROERE AL
)  HNESE NEBERBZIEERFIIRELHDNAKEK

 AEBFDREHEBERRE SN ZDNALUE R ELE KFEERFT
R AR BB T M E -

WM EBERE LR K EEVMRIZBEN S -AARFEDE
HHESEZLB2UEBRAS  UFEEFZIAMZEENREATEE
BERBEACENZEIARGTELESERETNEZROER ZE
Bt - SFRBEEATE » I EEREE QFEKERKERKEE - (b)
WEEARE - C)FRETFEGEOEMBEEZRE) - ()FBEEEGED%
Rl - BRBcEE - SUSERMEBEZEE) OFBRBEEGORAKE
MEENERERZTHEESE)  SOBEBERZEEE - WEHEAHE
it A WO 87/05330 5z Aplin jz Wriston, 1981, CRC Crit. Rev. Biochem.,
5259-306H % -

FENEGENEEER EZRKEESWE T 2T LI{E 25
B TAEH - LBERELCRERENRRENMEEY =8 F A
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B EREY -  WEEEREREBEN-ZHBEHREREIN-ZEBEE ¥
AMB)Z I RSB ERRE  MEFNBTE - LE2XEE
{b B3 DA R STk # it © Hakimuddin® A, 1987, drch. Biochem. Biophys.
259:52 % Edge® A, 1981, Anal. Biochem. 118:131 « %k FER KA & W
¥R 4y 7 B {2 2 % O] # {85 B 40 B Thotakura® A, 1987, Meth. Enzymol.
138:350FF it 2 EFEANBEE I /MR TSR ERR - EEBEREME
B 2 W EL b ] #5 f {F FH 40 B Duskin® A, 1982, J.Biol.Chem. 257:3105
Fr it Z 1t & ¥R 8 & (tunicamycin)ff 1F - K@ EIBETE G S -N-BE &
IR -
® MEEEE  EMEHaERAXP - » BMS > HIEHBE

A —HHEEME SR BEREBIUEETN$4,640,8355 5 F
4,496,689 %% ; %54,301,144%% ; 54,670,4175%8 ; 4,791,192% = B
4,1793375Fk PRIz T ERNSEFREQBEEEY  BFEER
RIS EZTE  #OBC-E TRIE F&LEEFEZZ
BEEN_EBZEEY - LI ORBERGPER > TEREBHEEEN
ZEBUEPETREARIA  FIOMEERESY GEWPEG)RI -

E—BEHEHD > ASPEREEEE Y R EEHE SR —®

® ZEZRZY  BXREETEHIEREZHEEANBEERBES

PR EBEME - EREQBEZEEAEARILERGPIE LA THRHK
TR - ik "R, TR EE, REEATENELY -
—fRRMs > SEANESYZIImME HERSEBEI-ULTESE
BUERRP) :

A)Efu ZiRY)  HUU AR MHERME  FAOKNFEEME
S EHEZEMIMH - UC - PN PSPz s 'y PTe s Mn s
) (N )

b) 824 M4 42 5C ¥ (B %0 Bl M KL F)

C191003PA.docx -20-



201609811

EMEBREGHER S

At 2L (BEERRMBEE - BRI ELE)  EFOZE
YeEZE (B0 FITC » 5 f3 B (thodamine) ~ #f{ 28 0 88) - (LB HEE
KA T/INgF, BAREBEELZENE

)2 A B (FIMBMIRBEAE - B-F A - FXEE - WL
Es)

DEYREIZLEE

g -RBEFHANNTEE D KIURE R E & P40 3 b BE AL i ¥
ol - ZiGzEENE  EBECEEE NERAEEER
F)-

"TEXERY, EFEUKHEARXAFUHREANZEMNS T o B
ERNAECYWEBEBERARM)ELER - 58 - DREEMAH - F
G KREL-FLE - -BEFTIZER - FAER & Malacite
green) * B¢ ~ &t &= (Lucifer Yellow) - R gl{E & J(Cascade Bluel) -
% 77 [ Hf 4T (Texas Red) - TAEDANS + EDANS - BODIPY FL - LC4L
(LC Red)640 ~ Cy 5+ Cy 5.5+ LC Red 705 -~ { & [ &k (Oregon green) »
fe] 3 52 i 28 S JL i (Alexa-Fluor dye) (] 3 5¢ [ 2 6 350 ~ [ 38 52 % &
Y430 ~ Fo] 3 g i B8 5L 488 ~ [ 58 57 b & 6 546 [ 5E 5E jE )6 568 ~
FRITHEE 594 ~ MK TTRE R 633 ~ [y 5 52 i & JE 660 ~ [a] 3 ¢ jE &
Y 680) ~ K HT§l &8 (Cascade Blue) ~ FH 8/l 1% &= (Cascade Yellow)
R-3 47 & (PE)(Molecular Probes, Eugene, OR) ~ FITC » & B K& 7%
iE H 41 (Pierce, Rockford, IL) * Cy5  Cy5.5 ~ Cy7(Amersham Life
Science, Pittsburgh, PA) - & & Yt 2 4 (B & & SC E) i # j Richard P.
HauglandZ Molecular Probes Handbookt -

BAEEOBEZEXELYBREERRMEEELES > B
Renilla + Ptilosarcusz{ Aequoreaf & 2 GFP (ChalfieZ A, 1994, Science
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263:802-805) + EGFP (Clontech Laboratories, Inc., £t & [ % $% 5
U55762) ; E: 2% %% (3 (BFP » Quantum Biotechnologies; Inc. 1801 de
Maisonneuve Blvd. West, 8%, Montreal, Quebec, Canada H3H 1J9 ;
Stauber, 1998, Biotechniques 24:462-471 ; HeimZ A, 1996, Curr. Biol.
6:178-182) : 1% 58 A &5 & % ¢ & H (EYFP » Clontech Laboratories,
Inc.) ; B EEE(IchikiZFE A, 1993, J. Immunol. 150:5408-5417) ; B #A
& (Nolan¥g A, 1988, Proc. Natl. Acad. Sci. U.S.A. 85:2603-2607) &
Renilla(W092/15673 ~ W0O95/07463 -~ W0O98/14605 + W098/26277 -
W099/49019 - B E ¥ 55 52926585% « 5554181555% + 55 56838885% -

’ 2 5741668 557 ~ 55 5777079 5% - 55 5804387 %% - 5 5874304 5% - F
58769955% ~ 5£59255585%) -

BRBUESEIBREEMFEZEOEERENK - ok
M#EEVEBREDNAE 5 &E B P & 5l ) (LandschulzFE A, 1988,
Science 240:1759)  HEEREZ B A ESE THH - CAO O KA
BERRAGEZIRRE RN =Z2BZTTEY - BRAREETEHEER
FEHZHERAESHERZ B O® KPR PCTHFEWO 94/103084 »
HE74 8 B &G 4% & 5 D(SPD) 2 3 M B i # 1 4l 7 Hoppe & A,

o 1994, FEBS Letters 344:191% - RfReNE L2 EFEQAERE=
RHEAZ e B R B L 88 2 A R 3 70 Fanslow % A, 1994, Semin.
Immunol. 6:267-18% - E—RE AP r BB O KBEUHERKEE ZF
EHENMER RRTEYNEARESEES T EEE THEPRE -
FERZ A sEERRERENER BTEYEBEY LERPE
e e

AZHZMBERBERTICSHMERER - HFIOHBIR T8
DTRES T ZEFABEDNG NN ER - BN SBENEEER
ZEBBAIEBRETH ZRIIAZE D » HAES BT ABIOS
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BEEME)PMIE  WHEAMEHEEZFEFRHEGEEREN LSO TRRE
» HIEE A MyciZE - HATIZH - HARH - TAPIEH® - GSTHEEK - H
REAGE GBI (CBDER) - EFMES5E L (MBPES) - FlagfZ
% - StrepiZ g K H & B 38 (F 40 StreplIZ &) R HistZ % - Fr A A X
I rnZHEAFERN ZCDRINMBEEERELSHSEREE
o HBEBRAD FZIHRERFI D EEHISEE - EANEHISEE
ZEHEFY -

THRESTHEARE - EXCHR(RS R—EQmK) HfE
W EzertPETERFERN  FEBETARZN  SEFRE
TR - T4E A T 5 B 4000 R T b THE AR 2 88 (TCR) > 75 75 /i & B A 2 it
MMM - EABAAE KNKAM - TCREFEH#HFGEENIZEEBHEE
MESEWMHC) D FZEBEEMEFREE S #IER - £95% T4
¢t TCREH oK BH#E4AH AL - £ TCREL$1 [/ Bk &k MHC(BK /MHCE & 97 ) 1%
G THEARKHHEMEE - X286 - FEENS F RIELEER
ZHERFNTEZ —RINEYEE2EHFEL -

CO3ZBEEEYMR—BEOESY HHUEEERK - THAEY
b EEYEHECD3yifE - CD30## K Wi {ECD3es - (L EH B THEZ
AR (TCR) K FTaBCHE & U TR Z i CD3E &Y B E THE M+
EAEILEY - CD3y - CD30KRCD3e#E e FE - R EHREQ L
BEZRAERKEOBRKZSEHBAKRKREED - CD3Z3FZHEA
ENEEHMBENREZEERKE 2 E(LETHERE HITAME B —
PRTFETT  HUTCRZEREERENHEMEERN - CD3er F EL
THRK EEAEFHUNEERI EZCDIEERFEN - &E AE
CD3edi i sh &5 11 2 7 5 LASEQ ID NO: 610w » H¥ FEN A
CD3e4ifE SN RABBEI2TNRELE S EREEALUSEQ
ID NO: 7 »

gl

o
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é@ﬂa%%;ﬁ‘fﬁt RO AR ESETARBFE S ZE
M BBS L MRSREBY R R EREFAERENE - #42T
MAAE 4 T EEREMESRE > BRZTERNEN LR 2HEE
FEZ TR bR R E it & 0 2 KAIAOWO0 2007/042261 -
EREMIBEERNEZHBEETIUNSERARNEN - WE
4 Ff ] Ko {51 50 45 18 R 2 (N HR)CDS M TE BR SR R (AN ) A 8
% B 4 AR (PBMC) - 35 152 52 41 Bl B 75 18 16 2R R Bk 3% 3R 0 12 A5 #E 4
BRSNS HEREMAEEEL A EMAEETRERRBERIE -
SE BB TR AR B » BI404119LnPx - 12§ 41 Ff FE 2= 3R A2 4F 40 A 51 [ (51
® MABEKBREELEMABRR)CED @G ER) - ZRAME T B
FEMENREGOARSEREEARRE) R E R L M
HR(GEWCHO) - 5% @ FIEME T KB AMENRG S RAREAR
BR o SEOANBEEAEYK - BY  AHARRE L RARSKEZZEE
M A U R (AR S A AR AV ECSOE 80K - 3 FE T+ S AR SR 4 AR (E:T)EL X
WE A0 BRTEL - SR EMRBEER 2 ARSHIEET
E BRI OEE R AL 18/ ) SR NFACSZ 41 F M 5 #f
(3 B B 6] R4 48/N B )P B0 - S 477 55 5 05 0 (A AL 8 1 S B ) 7 o
o {CE2MAMEE HM T ELAE LERNTE AT E S EMTTHEMTS
T BRATPZ i - BEEME NS - HEESFTHB (SRB)S
fr - WSTor#r - 4HREEE % 59 47 R ECISH: fily -
AEPAZEFAEUNBEEBEERNEZHBESHIEREEER
Mz WEBEESI NP ERN - HHECER T > ZEHER—FHEK
EXNREGELMERURREZEAN—F¥NANSEERENRERS
RBEZRE) - BEHN > EREMBEER ZECs{E H<20.000
pg/ml » B {£ <5000 pg/ml > & F F £<1000 pg/ml > & F & £ <500
pg/ml - & FE E <350 pg/ml » E E FE{£<250 pg/ml > & ZE F£<100

C191003PA.docx -33-



201609811

pg/ml - & FEFE<50 pg/ml » E EF {£<10 pg/ml H Fx{E<S5 pg/ml -

LA b Bt 45 Z ECsofl o 2 £ — 38 BT B B 7 4l B 2 4 B 35 1 2 1T B9
EBHKFRZE—FBHE  PIORBEBEMNEG PR TE - B
S E(ANE)CDSES M T4H A 058 & T4 A v A E S FE 4B AL B - A2 4T 4
B $ R /CD3 R R Hi G HE SR B8 Z ECso [ 8 (£ £ <1000 pg/ml » T {E
<500 pg/ml > EFEE{#£<250 pg/ml» EFEEFE<100 pg/ml » EEFH (£
<50 pg/ml » EZFEF {£<10 pg/ml B F{£<5 pg/ml - EE Lo IZEE4
B B SX A R (FE 40 CHOM BB e 2 (N S R IR SE A A B IR - B AR
SEAH A U R /CD3 R R SRS SR B8 Z ECsoH B B <150 pg/ml > &
<100 pg/ml » HEE T FE<50 pg/ml » EEF(E<30 pg/ml» EEF (£
<10 pg/mlH £z <5 pg/ml - FH LM HIZLAMREZERARR
4 B ik 0 Rl ECsofE 8 fF 5 <350 pg/ml > B {£<250 pg/ml » & FE F {£
<200 pg/ml > HEZEFE{£<100 pg/ml » EEF£<150 pg/ml - EEF £
<100 pg/ml > HE <50 pg/ml - BEAK o 72 (A 5HHF X E MR
PR EE A BB DU R /CD3 & %5 22 M b1 A8 18 SR 88 2 ECso fE B £ & <1000
pg/ml » B {E<750 pg/ml > F{E<500 pg/ml » HZE FE{£<350 pg/ml» &
F E{#<250 pg/ml » EEF {£<100 pg/ml > H K HE<50 pg/mIzKFEIK -

BN ARHEEREUNBEBERAFE/ N EEEHEENR
R 40 (GE M CHOM ) 2 B B E AR E AR SF B/ N BHIBE - flasE
"HABEERE T EARERFESR T ANESRE N TERXLER
NESE BRAEHZNEBHEERTIFTENNEBBI0% BER
HiB20% EEFEBI0%  LHEBEEFBRI% 8% 7% 6% 5%
TR ER ARz AR - PR RERG RS
fRER ER100% » ILBE BANSESOO tMZHIBEEERRE - 20E

BEIRE T & B R A E i H AT BRI S L T BRI AR A 8 - 4 -
7R 3% BH FOw 40 fo] 2000 4 B A #R 2 FERIEREAR -
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B e RENREERCERE _ZFEINENY Z AR
BHEMHERBLE "REE  c WMEETFIOUS F 2 BEREHE — XK
R ZECEZHMLLRERGERE - ZAEHEEHEUERBEER
MEERERSS B4 EEFES EEFEL2HHESL -

AEPHZMNBHEERBZE —R/SEZ(HEAHM)ESSEHEE
RELHENERFEIVIHAHYWHA K ENBHAINESGERS
i o TR X EMECDIE S EBIEFI MMM B WO 2008/119567 -
REBE—EERG > E—R/NE_LEEEHBERIFEENEEAR
MERANECDIIINREENEREHY 2 HREHMBEILE/CD3 » &ZFE
ERFHVEBEERARMFHABRESNGEL 8 E K (Callithrix
jacchus) ~ ¥ TE I (Saguinus Oedipus)SL ¥ & Y% (Saimiri sciureus)) ~ B
ERABRETVAOHBRERER) EERERENAEATR -

EABEY —HEET B —ESEHNES )N AECDHIY
(SEQ ID NO:611)H H /M54 A HE 2 CDHI19 > 35 40 & % 53 % (Macaca
fascicularis)Z CDH19 (SEQ ID NO:612) - fifECDHI927 & — 4 & 451
M B NBERE<ISnM> FE<IOnM» EEFFFES oM EEF (&
<I nM: EZF#£<0.5 nM» EEFE£<0.1 nM > HEE<0.05 nMIEE
Z£<0.01 nM -

WEM AP EEREWNNE N EREY RS AEEZ
B2 B1 R (B 0 ¥® ¥ CDHIO 8 A %5 CDHI9) 2 8| 1 71 £
[maCDH19:huCDHI19]&0.1FE 10 EF0.2E5 > EEZFF03F2.5 &
ZEE0LE2 HEMFEISEL -

EASHNEBRER IS —BEHEAd r iBEEBESEAR
LA 48 B 2 B¥ BN 2 FcRnéE & K & Clifi 2 FeRn4E & Bk -

() N Iim Z FcRn & & KK & & I & B F %
QRFVTGHFGGLYPANG (SEQ ID NO: 2) > HCl~ FcRn&E S ka4
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B 5 £ 5 QRFCTGHFGGLHPCNG (SEQ ID NO: 5) ;

(b) N Ii Z FcRn & & K B & K & B & 7
QRFVTGHFGGLYPANG (SEQ ID NO: 2)» BCl ZFcRn&E & kA E
B B # % 5| QRFVTGHFGGLHPANG (SEQ ID NO: 3);

(c) N I Z FcRn & & MK B & B & B F 7|
QRFVTGHFGGLHPANG (SEQ ID NO: 3)» BCl# ZFcRnE& &k Eaa
B 2 % 5] QRFCTGHFGGLHPCNG (SEQ ID NO: 5);

(d NI§ Z FRn & & KK 88 & K & B F %
QRFVTGHFGGLHPANG (SEQ ID NO: 3) - HCli# ZFecRn&E & kB S
B 2% 5| QRFVTGHFGGLHPANG (SEQ ID NO: 3);

() N Im Z FcRn & & MK B & B % & <ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>