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- (54) Title: MULTISPECIFIC ANTIBODY CONTAINING LRRC15 ANTIGEN-BINDING DOMAIN 
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(57) Abstract: The present invention relates to a multispecific antibody containing an LRRC15 antigen-binding domain and the use = thereof. Particularly, provided in the present invention is a multispecific antibody, which contains a first targeting domain that targets to 
_ a leucine-rich repeat containing 15 (LRRC15) molecule highly expressed on the surface of a tumor cell, also contains a second targeting 

domain that binds to a CD40 molecule on the surface of an antigen presenting cell (APC) or a CD3 molecule on the surface of a T cell, 
and optionally, contains a third targeting domain that targets to PD-1, CLDN18.2 or FAP, and/or a fourth targeting domain that targets 

~ to TGF-p. The LRRCl 5-related multispecific antibody of the present invention can effectively activate T cells and reduce tumor stroma -< impact, thereby providing effective treatment for tumors and fibrotic diseases. 

~ (57) :j:Jliu~: ;zjs:jtB]jj~ R-frjl'ffi~LRRC15mffiH~ir~M19t~s"J~t~Jf'tim{.t&A@:Jtlo ~{.zjl::1:-fu, ;zjs:jtB]j:j:f{~T -fqi 
""' ~ t~:ff 'tim {.t, A 'ffi ~ ;e; fPJ ~qi;lfUU§~ Iffi ~ ~jt: B"J /l'i ~ ]t ~@~.m~Uf 37U l 5(LRRC 15)7:1~~ a"J ~-ie: fPJ ~~;t19t~, 
~ IP)St~'ffi~~~irmffit~iififal~§(APC)~IffiB"JCD407:1~~~Tfal~§~IffiB"JCD37:1~~a":l~=ie:fPJ~~;t19t~, {f::®:l:fil, 'ffi 
~ ~lfl;fPJPD-1, CLDN18.2~F APB"]~~ lfl;fPJ~M19t~, lP/~lfl;fPJTGF-~B"J~Q]lfl;fPJ~M19t~o ;zjs:jtB]j9":)LRRC151§:k 

~ ~t~:ff'tim{.t, ~PJ~5<)0!}t%Tfal~§ff~i'Hft~qi;ils"J~Jm~U[ri]' ~7J~qi;IIPJRtHt{t~ffelt!{~~:S<)0€lff 0 
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,&B}j~ft: §~LRRC15m~g5,g-g5;t1gj:~9~~~*·tiJJL1* 

Dt*'tfllJ~ 
[0001J *~sJJtl71,u!;~1i:rfi~Nt~, ~~1:zr;::1:,fu, it 11Jtlr1i:rnm~s/,J§~mLRRc15:m: 

1;zr;:~A3GRR&'li.JtMts/,J~t~f'f'li.m1;zr;:o 

;:::I b I=;=! +:± ,k'---. 
f=§ ~ '.JX./1'-. 

[0002J mi~®ffi1J5lJE:5(79~t_§_iti;l1f'fffitBrnEt'±.*B/,J*~' A~131~A~tt~!x:iV5t1;zr;:A 

~W&~Mnoffim~m~~fi~ft¾~miffi~#~~A~~o~~~fi~~ 
§ffl~*'~~fi~,~Mfi~,~~fi~,~~fi~~Mg~fio®ffifflffi 
m~s/,J~~, {fI'i:lD~~Q,Z11,~~s/,J1JtmtlD1Jmiffur1t1i:rfi o 1-s jzJ1:bfiJ!13 JaJ~~ 

'[i., [E]791'::;1fJPJ~~:xJ:11:, t~tl!J~§mi~8t?:ttf§Bt O ut1~, 1t~fi!!5fDJJY:ltfi 

1!~1§ ~ *Jlj £=jtBrnEr~'[i.~§l:kS/,JiiJ11=:ffl 0 

[ooo3J § 1wm~1i:rfi131w ;_ s1,J~Nt~§tt~m:m:1;zr;:s/,J¥E~1i:rfi o Jj~,t-13§fJ ;_ s/,J~Nt~~ 

3f ~:f!Jffl3GR*tJtJJ<:in5fD*5EA't1™1tarn§s/,JJ1§rfi:n!!o 

[0004] 'i'~~it@~:m~JfJiJ15(Leucine-rich repeat containing,LRRC15)~LRR('i'~ 

~itW~:m~J¥5iJ)rli*~S/,])JjG_ITlo LRRC15ft§ttJUJmi, A®A't1™1, ~mlmi, AflJ 

mi, ~~~™', ~{~~'[i.~™1, JUlmiwttf§~A't1™1tffiA§_t~ti,11=.~~~TTDft 

iEffit_§_tJ1-$s/,J~~7J<.3f~§xtw1~o Jj;J~, Bfti"F~~1;zr;:™1(1ntzo, JUI, ~i]t 

AflJ, ~mi) s/,J~flxt]JjGtftttmA§_t i:!1 ~ 7J<. 3f ~~ o !El ut, LRRc 15 ~ ¥E ~ 1i=rfi 1Ju:tzo 

:m:1;zt;:~tm1~~*tm, TtffiA§t:S:,g-rr-ulocAR-TtmA§s/,]11~~~ 0 

[Ooo5J co405toco40L~:i!t:S:n;~3GRlD~@'li.3GRB/,JAwV1tt½"r o m~~~tmA§(AP 

c)_ts/,JcD40£=j±~EE$1tS/,JTtffiA§~~S/,JCD40@c1;zfs:(CD40L)ts',g-' PJQ,( i;}~AP 

cm1to &ii*' APC%5 I ~tffiA§~'[i.Ti1t~tffiA§(CTL) 0 CD405fDCD40L~:i!t:S: 

n;~3GR5fD~&'li.3GRB/,JAlV1!t½"ro CD40m1;z!s:PJQ,Z~~s/,J*lDnts',g-#1!{$ 

CD40{t3%Jffl~, fAmJ1}J$3GR*tfto 

[0006] ~@;:i!ti~SClaudin~~~~,g-~[J]?XJE%~l~s, ffftT _tJ5Z5fQpqBztffiA§_to 

Claudin 18.2~Claudin18S/,J~fqi3lJZ~, ftiEffit_§_tJJ_q::t~fi§~~' {SftAmilAi,tl'r 
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ga~i'f~(cc1cE1)mi. Ju1m. ga]~m. ~iNmi. x~=cf!'rmilD~FIJ\garn~rnfl]m~~ 

fqiJ~]tt±~'[1J$™1S/,J~±$_J\iii~tj=lf'fffi~ito § 1W, ~JJT~*S/,]Claduin18.2~ 

m8~~~ M~*#~~Tw~~~*'~~~~§~~~~~Lm~~o 

[ooo7J Po-11Po-L1~]$™1j:J9:(10)115fitj=t s/,Jm~iE,~ 0 EErPo-u tE~~]$™1$ r@i 

~it, rfDPo-u5toTgarn§~ffiis/,JPo-1ga~4¾-fPJTgarnEH~jitJ:rptVti1t3% o Pfr0J§JtJr 

PD-1/PD-L1 PJQ,(~~:1l:1}{$Tgffi]§xt]qi™1gffi]§B/,J*fjj O § 2014~§ff~PD-1mf;z[';: 

tp;JJB'.;jtl!J~m(Nivolumab)L mFP' ~ff~PD1/PD-L1~m8g_?:~J1~ 7 ~ffg/,jl[{E* 

J15fi~:1l:*o 

[0008] ~tfg1Hffi]§1}{$~ S (Fibroblast activation protein a , FAP)~~fqin~JE%~jtHit@~ 

~s@i, *~~g_§JJ~tj=t~it_mwf~, 1stE]$™1$:tzo~m1m, Ju1m~1JJ1J~~w 

r@JS/,J~it, ut1~, 5fDLRRC15~{~, ft7C~~LEzmitj=t' FAP±~~itr[i]Jyttj=t 

S/,Jmi~§l*~tfg1Hffi]§(CAF)Lo FAP*5r~~jj:i_i~frpf}liffUl;P[o]]qi™1±*, BJJ5{@ 

ur]'t1™1J~Ji' n:f§lD{Jr:urJfil l'r±~~ 0 !Elut' ¥EfPJFAPJ15fi91,J~tmPJQ,(~~j/:91,J'lt 

~~™1&A~~~~~it~~fi~§~o 

[ooo9J ttft±*!Elr 13 (TGF-13 )~~rttft±*!Elrrli*~s/,J~:rJJ~~gm]§!Elr, t 
~*-~~~~~~~ii~,ft~~~*~Q,(&T~~~~~*~tj=tfu~m~~ 

JtL TGF-131t3%11¥-~s/,J~1fifl4¾-1iEz:l:~j:J9:rmt~, f)E:ift~~. tfgtft, mi~5fD§5J' 

~R*~~~±oT~-13~~IlPJQ,(~~#M~T~-13*r,*ffi~T~-13 

s/,J~-% ]ArfD~BlrAtE]$™11itf;fj:Jtj=txt~Rgffi]§S/,J1CPiffVftffl o i~TGF- 13 ~f;z[';: Il ~ 

LRRC15~FAP~mf;z[';:g_§_~g/,J~t~f'f'li.mf;zf';:, ~~~~~J15fi]$™1&]$™1tfgtft~ 

*~o 

[0010J 01reg?:ttt1t7~*~~s1,Jfflr115fi~frfimi~s1,J115fi'li.~R~mf*, 1s~!£r 

m~±*~[P]~~~~~~~~~~*r~~. !El~~ffi~~~~~m~llim 

rmt~'li.o 01'r~R*fJt~tNIDJmi~B/,J±~tJltV, {S ~mifffi]§xtm~Rlrtci:f~o !El 

ut, *~Nj:~j_g-tJJm'~Bturs/,J115fi gi~tamrr-u~m f;zf';:Q,Z&ffl ~J1:bi5:trr-u 115fimi~s/,J 

tflt:.o 

Exhibit 2 
Page 86

Case 2:26-cv-06234     Document 1-2     Filed 06/09/26     Page 5 of 94   Page ID #:86



3 

WO 2025/162477 PCT/CN2025/075637 

[0011] *~BJlt~f~T §~LRRC1SmJ]Hs',g-ts'ttJt~s/,JYJ./ t~f'f'[i.mf;zf';:o ilJif~T 

~ffl*~BJls/,Jmf;zf';:lDmf;zf';:f~~*t?JJ, A~t?JJt_§_,g-tt5¥DtV6b!i:rfi*~fJ~:tzDmi~B/,]7J 

[0012] *~BJj91,j§g~1JffiI, tlf~T ~lrfi~t~f'f'li.mf;zf';:, pJrJ£~t~f'f'li.mf;zf';:§~: 

[0013] §g~lEfPJts'ttJt~, pJrj£§g~¥EfPJts'ttJt~§~~,t-~~1'"LRRC15m~ts',g-ts'ttJ 

[ oo 14 J §g =lE fPJ ts';ttJt~ , pfrj£§g =lE fPJ ts';ttJt~ § ~ ~,t-~~1'"CD40m~ ts',g-ts'ttJ 

j:~, ~ ~,t-~~1'"CD3m~ts',g-ts'ttJj:~; 

[0015] 1:f:~:l:fil, §~§g lEfPJts';ttJt~, pfrj£§g ¥EfPJts'ttJJ~£=j~grft_§_g/,JlE~sti 

,g-: PD-L Claudin18.2(CLDN18.2), FAP; 5fD/~§g[J]lEfPJts'ttJt~, pJrj£§g[J]lE 

fP] ts'ttJJ~£=jTGF- 13 ts',g-o 

[0016] tf5j~fjt~f}~$, pJrJ£lEfPJts'ttJt~1J~iJ!Fv(scFv), Fab}tMt, ~j:~tJcf;zf';:(sdA 

b), J=tMtPJ~(Fv):ff=~f;zf';:, TriFab~Ag_§_,g-91,J%:i:to 

[0017] ft5j~fjt~f}~$,?JrJ£LRRC15m~ts',g-ts'ttJt~§~~ §--rt_§_g/,j 1--:miJ!PJ~~ 

CDR(HCDR), Q}J:1 ,t-$_?:iJ!PJ~~ CDR(LCDR): 

m1* HCDRlEr~ HCDR2l'r(J HCDR3B'\J LCDRl l¥} LCDR2B'tl LCDR3B'tl 
1st$ i¥1u~~- FtJrJ~~- ff,3IJ~1% FfJlj~~ J~fu~1% F¥J1J~~ 

Ll5-06/ 
33 34 35 45 46 47 

Ll5-06C 
Ll5-08 36 37 38 45 48 49 
L15-03 39 ,10 11 50 51 52 
Ll5-07 42 43 44 50 51 53 

R· 

[0019] HCDR1, A~i3:tzDSEQ ID NO:33?fr7f\S/,Jit~W~ffJiJ; 

[0020] HCDR2, A~i3:tzDSEQ ID NO:34?fr7f\S/,Jit~W~ffJiJ; 5fD 

[0021] HCDR3, A~i3:tzDSEQ ID NO:35?fr7f\S/,Jit~W~ffJiJ; 

[0022] Q,(,l1, :tzD--r ,t-$_?:iJ!PJ~~CDR: 

[0023] LCDR1, A~i3:tzDSEQ ID NO:45?fr7f\S/,Jit~W~ffJiJ; 

[0024] LCDR2, A~i3:tzDSEQ ID NO:46?fr7f\S/,Jit~W~ffJiJ; 5fD 
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[0025] LCDR3' A~i3:tzDSEQ ID NO:47?Jr7f\Bf.JIC~WJUfJlj 0 

[0026] ftJj~{jt~{j~tj=t, pJrj£LRRC15mJ]Hs'~ts'ttJt~§~ £=j:tzDSEQ ID NO:1, 2, 

3 • 4 ~ 5 J:1Jr 7f\ sf.J itJ~~w~rr ::>11J ~1§ ~ '.'.P 8 o % sf.J rr ::>11J fPl ~'Ii. sf.J :mit PJ~ ~ o 

[0027] ftJj~{jt~{j~tj=t, pJrj£LRRC15mJ]Hs'~ts'ttJt~§~ £=j:tzDSEQ ID N0:6, 7, 

8' 9~10?fr7f\Sf.Jit~W~!¥JiJ~1§~Y80% sf.JJ¥51j fPl~'[i.sf.J$:?:1FJ!PJ~~ 0 

[0028] ftJj~{jt~{j~tj=t, pJrj£LRRC15mJ]Hs'~ts'ttJt~§~:tzDSEQ ID NO:1?Jr7f\Sf.J:m 

iJ!PJ~~, 5fD:tzDSEQ ID NO:6?Jr7f\Sf.J$:?:1FJ!PJ~~ o 

[0029] ftJj~{jt~{j~tj=t, pJrj£LRRC15mJ]Hs'~ts'ttJt~§~:tzDSEQ ID NO:2?Jr7f\Sf.J:m 

iJ!PJ~~, 5fD:tzDSEQ ID NO:7?Jr7f\Sf.J$:?:1FJ!PJ~~o 

[0030] ftJj~{jt~{j~tj=t, pJrj£LRRC15mJ]Hs'~ts'ttJt~§~:tzDSEQ ID NO:3?Jr7f\Sf.J:m 

iJ!PJ~~, 5fD:tzDSEQ ID NO:8?Jr7f\Sf.J$:?:1FJ!PJ~~ o 

[0031] ftJj~{jt~{j~tj=t, pJrj£LRRC15mJ]Hs'~ts'ttJt~§~:tzDSEQ ID NO:4?Jr7f\Sf.J:m 

iJ!PJ~~, 5fD:tzDSEQ ID NO:9?Jr7f\Sf.J$:?:1FJ!PJ~~o 

[0032] ftJj~{jt~{j~tj=t, pJrj£LRRC15mJ]Hs'~ts'ttJt~§~:tzDSEQ ID NO:5?Jr7f\Sf.J:m 

iJ!PJ~~, 5fD:tzDSEQ ID NO:10?Jr7f\Sf.J$:?:1FJ!PJ~~o 

[0033] ftJj~{jt~{j~tj=t, pJrj£LRRC15mJ]Hs'~ti;tt;t~~ grTtB: scFv, Fab, ~AtB 

,A 
Po 

[0034] ftJj~{jt~{j~tj=t, pJrj£LRRC15m~ts'~ts'ttJj:~1JscFvo 

[0035] ftJj~{jt~{j~tj=t, pJrj£LRRC15m~ts'~ts'ttJt~1}Fab, A§~:tzDSEQ ID NO: 

1, 2, 3, 4~5?Jr7f\Sf.J:m1FJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?Jr7f\Sf.J$:?:1FJ! 

PJ~~; 12,(11 

[0036] :tzDSEQ ID NO:55, 56~64?Jr7f\Sf.J:miJ!tsJE:~CH1, 5fD:tzDSEQ ID NO:66, 67~6 

8?Jr7f\Sf.J$:?:1FJ!ts JE:~ CLo 

[0037] ftJj~{jt~{j~tj=t, pJrJ£~t~f'f'li.m{;zfs:5±§~Fc)tML 

[0038] ftJj~{jt~{j~tj=t, ?frJ£Fc)tBt*iBJ:rigG1~IgG4o 

[0039] ftJj~{jt~{j~tj=t, p)TJ£Fc)tBt1J*iBJ:rigG18/,JFc)tMt, A~i3:tzDSEQ ID NO:5 

7~58?fr7f\Bf.Jit~W~J¥::>11J o 

[0040] ftJj~{jt~{j~tj=t, pJrj£*iBJ:rigG18/,JFc)tMt~i3~grft_§_g/,]~~: 
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[0041] N297A, 

[0042] L234F/L235E/P331S, 

[0043] L234A/L235A/P329G 

[0044] Y349C/K370E/K409D/K439E, 

[0045] S354C/D356K/E357K/D399K, 

[0046] S354C/T366W, 

[0047] Y349C/T366S/L368A/Y 407V, 

[0048] L234F/L235E/P331S/Y349C/K370E/K409D/K439E, 

[0049] L234 F /L235E/P331S/S354C/D356K/E357K/D399K, 

[0050] L234F/L235E/P331S/S354C/T366W, 

[0051] L234F /L235E/P331 S/Y349C/T366S/L368A/Y 407V, 

[0052] L234A/L235A/P329G /Y349C/K3 70E/K 409D /K 439E, 

[0053] L234A/L235A/P329G/S354C/D356K/E357K/D399K, 

[0054] L234A/L235A/P329G/S354C/T366W, 

[0055] L234A/L235A/P329G/Y349C/T366S/L368A/Y 407V, 

[0056] L234F/L235E/P331S/S354C/T366W, 

[0057] L234F /L235E/P331 S/Y349C/T366S/L368A/Y 407V, 

[0058] N297 A/Y349C/K3 70E/K409D /K 439E, 

[0059] N297 A/S354C/D356K/E357K/D399K, 

[0060] N297 A/S354C/T366W, 

[0061] N297 A/Y349C/T366S/L368A/Y 407V; 

[0062] C220S/L234A/L235A/P329G/S354C/D356K/E357K/D399K, 

[0063] C220S/L234A/L235A/P329G/Y349C/K3 70E/K 409D /K 439E; 5fD/~ 

[0064] S267E, 

[0065] S26 7E/ G236D , 

[0066] S267E/S239D, 

[0067] S267E/L328Fo 
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[0068] ftJj~{jt~{J~tj=t, ?frJ£FcJtMt~i3:tzDSEQ ID NO:59-62q::t{:f:~Jmpfr7f\S/,JIC~@~ 

ffJiJ' ~:tzDSEQ ID NO:96-98q::t{:f:~Jmpfr7f\S/,JIC~W~J¥3'1J 0 

[0069] ftJj~{jt~{j~tj=t, ?frJ£FcJtBt1J*iBJ:rigG48/,JFc)tMt, A~i3:tzDSEQ ID NO:6 

5?fr7f\B/,JIC~W~J¥3'1J o 

[0070] ftJj~{jt~{j~tj=t, pJrj£*iBJ:rigG48/,JFc)tMt~i3~ grf t_§_g/,j~~: 

[0071] Y349C/K370E/R409D/K439E, 

[0072] S354C/E356K/E357K/D399K, 

[0073] S354C/T366W, 

[007 4] Y349C/T366S/L368A/Y 407V; 5fD/~ 

[0075] S228P /S267E, 

[0076] S228P/S267E/G236D, 

[0077] S228P/S267E/S239D, 

[0078] S228P/S267E/L328Fo 

[0079J tf Jj~{jt~{J~tj=t, pJrJ£~t~f'f'liJJc{;zr;:1JYJ.t~f'f'li., t~f'f'li.~[J]t~f'f'li.m{;zr;:o 

[0080J tfJj~{jt~{J~tj=t, pJrJ£~t~f'f'li.m{;zr;:1JYJ.t~f'f'li.m{;zr;:o 

[0081J tfJj~{jt~{J~tj=t, pJrJ£YJ.t~f'f'li.m{;zr;:§~: 

[0082] §g~lEfPJts'ttJt~, pJrj£§g~¥EfPJts'ttJt~§~~,t-~~1'"LRRC15m~ts',g-ts'ttJ 

t~; 5fD§g=lEfPJts'ttJt~, pJrJ£§g=lEfPJts'ttJt~§~~,t-~~1'"CD40m~ts',g-ts' 

;rtjj:~o 

[0083J tfJj~{jt~{J~tj=t, pJrJ£YJ.t~f'f'li.m{;zr;:§~: 

[0084] §g~lEfPJts'ttJt~, pJrj£§g~¥EfPJts'ttJt~§~~,t-~~1'"LRRC15m~ts',g-ts'ttJ 

t~; 5fD§g=lEfPJts'ttJt~, pJrJ£§g=lEfPJts'ttJt~§~~,t-~~1'"CD3m~ts',g-ts' 

;rtjj:~o 

[0085J tfJj~{ft~{J~tj=t, ?frJ£~t~f'F'li.m{;zr;:1J t~f'f'li.m{;zr;:o 

[0086J tfJj~{ft~{J~tj=t, pfrJ£ t~f'f'li.m{;zr;:§~: 

[0087] §g~lEfPJts'ttJt~, pJrj£§g~¥EfPJts'ttJt~§~~,t-~~1'"LRRC15m~ts',g-ts'ttJ 

J~; 
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[0088] §g=lE fPJ ~s'ttJt~, pJrJ£§g=lE fPJ ~s'ttJt~ § ~ ~1--~~1"-CD40m~ ~s',g-~s'ttJ 

t~; 5fD 

[0089] §g lEfPJ~s'ttJt~, pfrj£§g lEfPJ~s'ttJt~1}PD-1m~~s',g-~s'ttJt~o 

[oo9oJ tfJj~{ft~{J~tj=t, pfrJ£ t~f'f'li.m{;zr;:§~: 

[0091] §g~lEfPJ~s'ttJt~, pJrj£§g~¥EfPJ~s'ttJt~§~~1'"~~1"-LRRC15m~~s',g-~s'ttJ 

J~; 

[0092] §g=lE fPJ ~s'ttJt~, pJrJ£§g=lE fPJ ~s'ttJt~ § ~ ~1--~~1"-CD40m~ ~s',g-~s'ttJ 

j:~; 5fD 

[0093] §g lE fPJ ~s'ttJt~, pfrj£§g lE fPJ ~s'ttJt~1}Claudin18.2m~ ~s',g-~s'ttJt~ o 

[0094J tfJj~{ft~{J~tj=t, pfrJ£ t~f'f'li.m{;zr;:§~: 

[0095] §g~lEfPJ~s'ttJt~, pJrj£§g~¥EfPJ~s'ttJt~§~~1'"~~1"-LRRC15m~~s',g-~s'ttJ 

J~; 

[ 0096 J §g =lE fPJ ~s'ttJt~ , pfrj£§g =lE fPJ ~s'ttJt~ § ~ ~1--~~1"-CD 3m~ ~s',g-~s'ttJt~ ; 

5fD 

[oo97J §g ¥E fP] ~i;ttJt~, pJrJ£§g ¥E fP] ~i;ttJt~17FAPm~ ~i,g-~i;ttJt~ 0 

[0098J tf Jj~{ft~{J~tj=t, pfrJ£m{;zr;:1J[J__[]t~f'F'li.m{;zr;:o 

[0099J tfJj~{ft~{J~tj=t, pfrJ£[J__[]t~f'f'li.m{;zr;:§~: 

[0100] §g~lEfPJ~s'ttJt~, pJrj£§g~¥EfPJ~s'ttJt~§~~1'"~~1"-LRRC15m~~s',g-~s'ttJ 

J~; 

[0101] §g=lEfPJ~s'ttJt~, pJrJ£§g=lEfPJ~s'ttJt~§~~1'"~~1"-CD3m~~s',g-~s'ttJt~; 

[0102] §g lEfPJ~s'ttJt~, pfrj£§g lEfPJ~s'ttJt~1}FAPm~~s',g-~s'ttJt~; 5fD 

[0103] §g[J__[]lEfPJ~s'ttJt~, pJrj£§g[J__[]lEfPJ~s'ttJt~1}TGF-13 m~~i,g-~s'ttJt~o 

[0104] ftJj~{jt~{j~tj=t, pfrj£CD40m~~s',g-~s'ttJt~§~ £=j:tzDSEQ ID NO:11?fr7f\S/,Jit 

~w~J¥3IU~1r¥:'.'.P80% s1,JJ¥51JfPl~'fi.s1,J1iHtPJ~~, 5fD£=j:tzDsEQ ID No:12?Jr7f\ 

s1,Jit~@~J¥51J~13_¥:'.'.P80 % s/,J J¥3IU fPl ~'fi.s/,Jl:?:itPJ~~ o 

[0105] ftJj~{jt~{j~tj=t, pfrj£CD40m~~s',g-~s'ttJt~§~:tzDSEQ ID NO:13-23, 114-1 

16q::t{:f:~Jmpfr7f\S/,Jit~W~J¥JiJS/,J]iHJ!PJ~~, 5fD:tzDSEQ ID NO:12?fr7f\S/,Jit~W~ 

ffJiJ 9/,]$:?:iJ!PJ~~ 0 
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[0106] ftJj~{jt~{j~tj=t, p)Tj£CD40mJ]Hs'~ts'ttJt~§~:tzDSEQ ID NO:11?fr7f\S/,Jit~ 

W~J¥5lj9/,J]iHJ!PJ~~, 5fD:tzDSEQ ID NO:24-26q::t{:f:~Jmpfr7f\S/,Jit~W~J¥JIJS/,J$:?: 

[0107] ftJj~{jt~{j~tj=t, p)Tj£CD40m~ts'~ts'ttJt~§~:tzDSEQ ID NO:15?Jr7f\S/,Jit~ 

@~ffJiJS/,J]jHJ!PJ~~, 5fD:tzDSEQ ID NO:12fH7f\S/,Jit~@~ffJiJS/,J$:?:1FJ!PJ~~o 

[0108] ftJj~{jt~{j~tj=t, p)Tj£CD40m~ts'~ts'ttJt~§~ £=j:tzDSEQ ID NO:27?Jr7f\S/,Jit 

~@~J¥5lj9/,J]iHJ!PJ~~, 5fD£=j:tzDSEQ ID NO:28?fr7f\S/,Jit~@~J¥5lj~13~'.'.J)80% 

s/,J J¥3IU fPJ ~'fi.s/,Jl:?:itPJ~~ o 

[0109] ftJj~{jt~{j~tj=t, p)Tj£CD40m~ti~ti;tt;t~~§--rt_§_: scFv, Fab, ~AtB 

,A 
Po 

[0110] ftJj~{jt~{j~tj=t, p)Tj£CD3m~ts'~ts'ttJt~§~ £=j:tzDSEQ ID NO:82-84, 117 

{:f:~Jmpfr7f\S/,Jit~W~J¥3IIJ~13~'.'.J)so% 91,JJ¥51JfPJ~'[i.S/,J]iHJ!PJ~~, 5fD£=j:tzDSE 

Q ID NO:85?fr7f\S/,Jit~W~J¥Jlj~13~'.'.J)80% 9/,])¥5lj[P]~'[i.s/,J$:?:1FJ!PJ~~o 

fr Q J.--1.'- 'ffcJJ;,lm J:;C '--J:'. t ~ f±,A-f±-H,-k.l';'fl-c 6 T fi=! -;c;f;-itfr=J ,A [0111] 1±7J~ 1/u~ l:J~ 'I', m ~CD31JL1m-r=1 1=1 -r=1 11L;JJ-!;lx,~ ~ 1 • ... :Jj_: scFv, Fab, !3)(.,,, ...:tl 1=1 o 

[0112] ftJj~{jt~{j~tj=t, pfrj£PD-1m~ts'~ts'ttJt~§~ £=j:tzDSEQ ID NO:29?fr7f\S/,Jit 

~@~)¥51j~13~'.'.])80% 9/,])¥5lj[P]~'[i.S/,J]iHJ!PJ~~, 5fD£=j:tzDSEQ ID NO:30?Jr7f\ 

sl,Jit~W~J¥3IIJ~13~yso% s/,JJ¥3IiJfPJ~'[i.s/,J$:?:1FJ!PJ~~o 

[0113] ftJj~{jt~{j~tj=t, p)Tj£PD-1m~ts'~ts'ttJt~~§--rt_§_: scFv, Fab, ~AtB 

,A 
l=l 0 

[0114] ftJj~{jt~{j~tj=t, p)Tj£Claudin18.2m~ts'~ts'ttJt~§~ £=j:tzDSEQ ID NO:31?fr 

7f\S/,Jit~@~J¥5lj~13~'.'.J)80% 9/,])¥5lj[P]~'[i.S/,J]iHJ!PJ~~, 5fD£=j:tzDSEQ ID NO:3 

2?fr7f\B/,Jit~W~J¥3IIJ~13~yso% s/,JJ¥3IiJfPJ~'[i.s/,J$:?:1FJ!PJ~~o 

[0115] ftJj~{jt~{j~tj=t, p)Tj£Claudin18.2m~ti~ti;tt;t~~§--rtB: scFv, Fab, ~A 

g_§_~ 0 

[0116] ftJj~{jt~{j~tj=t, pfrj£FAPm~ts'~ts'ttJt~§~ £=j:tzDSEQ ID NO:86?fr7f\S/,Jit~ 

@~)¥51j~13~'.'.])80% 9/,])¥5lj[P]~'[i.S/,J]iHJ!PJ~~, 5fD£=j:tzDSEQ ID NO:87?Jr7f\S/,J 

it~@~J¥5lj~13~'.'.J)80% 9/,])¥5lj[P]~'[i.S/,J$:?:iJ!PJ~~; ~£=j:tzDSEQ ID NO:88?fr 

7f\S/,Jit~@~J¥5lj~13~'.'.J)80% 9/,])¥5lj[P]~'[i.S/,J]iHJ!PJ~~, 5fD£=j:tzDSEQ ID NO:8 
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9?Jr7f\sl,Jit~@~J¥3IU~1r¥:'.'.P80% s1,JJ¥51JfPl~'fi.s1,Jl:?:1FjfPJ~~; ~£=j:tzDsEQ ID N 

O:90?fr7f\S/,Jit~W~J¥JIJ~13_¥:y80% 9/,])¥51j[P]~'[i.S/,J]iHJ!PJ~~, lD£=j:tzDSEQ I 

D NO:91?fr7f\S/,Jit~@~J¥5lj~13_¥:j)80% 9/,])¥5lj[P]~'[i.S/,J$:?:1FJ!PJ~~; ~£=j:tzDS 

EQ ID No:92?Jr7f\sl,Jit~@~J¥3I1J~13_¥:'.'.P80% s1,JJ¥51JfPl~'fi.s1,J1iHtPJ~~, lD£=j 

:tzDSEQ ID NO:93?fr7f\S/,Jit~@~J¥5lj~13_¥:0)80% 9/,])¥5lj[P]~'[i.S/,J$:?:1FJ!PJ~~o 

fr Q J.--1.'- 'ffcJJ;,lm J:;C '--J:'. t ~ f±L>--f±-H,-k.l';'ffc 6 T fi=! -;c;f;-itfr=J L>--[0117] 1± 7J~ 1/u~ l:J~ 'I' , m ~FAP1JL1m-r=1 1=1 -r=1 11L;JJ-!;lx,~ ~ 1 • ... :Jj_: scFv, Fab, !3)(.,,, ... :Jj_ 1=1 o 

[0119] tf Jj~{jt~{j~tj=t, pfrj£TGF-13 mrnHi~~s'ttJt~§~ £=j:tzDSEQ ID NO:94~95?fr 

7f\S/,Jit~W~J¥3IIJ~13_¥:y80% s/,JJ¥3IiJfPl~'[i.sl,Jit~W~J¥3IiJ o 

[0120J tfJj~{jt~{J~tj=t, pJrJ£~t~f'f'li.m{zl';:~13:tzD--r:r:1~:i?Jr7f\B/,J~s'ttJ(~1 $a): 

Fab 1-Fcl -scFv2 Fabl-Fcl-scFv2 (I) 

II 

[0121] 5:ttj=t' "-" ~ §a!:kiL:1:fil17Jttll~:i!t:S:Jlt; " II " 17JttiizJ§Js!,J:i!till; 

[0122] Fab11}~~¥ErPJ~s'ttJt~, pfrJ£Fab179mLRRC15 Fab; 

[0123] scFv21J~=lErPJ~s'ttJt~, pfrJ£scFv279mCD40 scFv; 

[0124] Fc179FcJ=tML 

[012sJ tf Jj~{ft~{J~tj=t, ?frJ£ " 11 " 17=,iifrEllo 

[0126] ftJj~{jt~{j~tj=t, pJrJ£mLRRC15 Fab§~:tzDSEQ ID NO:L 2, 3, 4~5?Jr7f\ 

S/,J]jHJ!PJ~~, lD:tzDSEQ ID N0:6, 7, 8, 9~10fH7f\S/,J$:?:1FJ!PJ~~o 

[0127] ftJj~{jt~{j~tj=t, pfrj£LRRC15 Fab§~:tzDSEQ ID NO:1?fr7f\S/,J]iHJ!PJ~~, 

lD:tzDSEQ ID NO:5?Jr7f\S/,J$:?:1FJ!PJ~~ o 

[0128] ftJj~{jt~{j~tj=t, pJrJ£mCD40 scFv§~:tzDSEQ ID NO:11, 13-23, 114-116$ 

{:f:~Jmpfr7f\S/,J]iHJ!PJ~~, lD:tzDSEQ ID NO:12, 24-26q::t{:f:~Jmpfr7f\S/,J$:?:1FJ!PJ 

~~;~~ 

[0129] :tzDSEQ ID NO:27fH7f\8/,J]jHJ!PJ~~, lD:tzDSEQ ID NO:28fH7f\S/,J$:?:1FJ!PJ~~o 

[0130] ftJj~{jt~{j~tj=t, pJrJ£mCD40 scFv§~:tzDSEQ ID NO:15?fr7f\S/,J]iHJ!PJ~~, 

lD:tzDSEQ ID NO:12?fr7f\S/,J$:?:1FJ!PJ~~ 0 
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[0131] ftJj~{jt~{}~$, pJrJ£mCD40 scFv§~:tzDSEQ ID NO:11?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:12?Jr7f\Sf.J$_?:1FJ!PJ~~ o 

[0132] ftJj~{jt~{}~$, pJrJ£mCD40 scFv§~:tzDSEQ ID NO:19?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:12?Jr7f\Sf.J$_?:1FJ!PJ~~ o 

[0133] ftJj~{jt~{}~$, pJrJ£mCD40 scFv§~:tzDSEQ ID NO:115?Jr7f\Sf.J:miJ!PJ~ 

~, 5fD:tzDSEQ ID NO:12?Jr7f\Sf.J$_?:1FJ!PJ~~ o 

[0134] ftJj~{jt~{}~$, pJrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0135] ftJj~{jt~{}~$, ?frJ£Fc}tBt*iBJ:rigG1 o 

[0136] tf5j~{jt~{}~$, pJrJ£Fc}tMt~i3:tzDSEQ ID NO:59?Jr7f\Sf.JitJ~~@~J¥Jlj o 

[0137] ftJj~{jt~{}~$, pfrj£ "Fab1-Fc1-scFv2" $Sf.) "HC1(:miJi)-Fc1-scFv2" it 

~@~J¥5iJ:tzDSEQ ID NO:69?Jr7f\, "LC1($_?:1FJ!)" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:70 

Pfr7f\o 

[0138] ftJj~{jt~{}~$, pfrj£ "Fab1-Fc1-scFv1" $Sf.) "HC1(:miJi)-Fc1-scFv1" it 

~@~J¥5iJ:tzDSEQ ID NO:71?Jr7f\, "LC1($_?:1FJ!)" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:70 

Pfr7f\o 

[0139] ftJj~{jt~{}~$, pfrj£ "Fab1-Fc1-scFv1" $Sf.) "HC1(:miJi)-Fc1-scFv1" it 

~@~J¥5iJ:tzDSEQ ID NO:118?Jr7f\, "LC1($_?:1FJ!)" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:70 

Pfr7f\o 

[0140] ftJj~{jt~{}~$, pfrj£ "Fab1-Fc1-scFv1" $Sf.) "HC1(:miJi)-Fc1-scFv1" it 

~@~J¥5iJ:tzDSEQ ID NO:119?Jr7f\, "LC1($_?:1FJ!)" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:70 

Pfr7f\o 

Fab2-Fcl-scFvl 

II 

Fah2-Fc1-scFv1 (TT) 

[0142] rt$' "-" ~ §a!:kiL:1:fil17Jttll~:i!t:S:Jlt; " II " 17JttiizJ§Jsf.J:i!till; 

[0143] scFv11J~~lEIPJ~s'ttJj:~, pJrJ£scFv179mLRRC15 scFv; 

[0144] Fab21J~=lEIPJ~s'ttJt~, pJrJ£Fab21JmCD40 Fab; 
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[0145] Fc11}FcJ=tML 

[0146J tfJj~{ft~{J~tj=t, ?frJ£ " 11 " 17=,iifrEllo 

[0147] ftJj~{jt~{j~tj=t, pJrJ£mLRRC15 scFv§~:tzDSEQ ID NO:1, 2, 3, 4~5?Jr7f\ 

Sf.J:miJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?fr7f\Sf.J$~1FJ!PJ~~o 

[0148] ftJj~{jt~{j~tj=t, pfrj£LRRC15 scFv§~:tzDSEQ ID NO:5?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:10?fr7f\Sf.J$~1FJ!PJ~~o 

[0149] ftJj~{jt~{j~tj=t, pJrJ£mCD40 Fab§~:tzDSEQ ID NO:11, 13-23, 114-116$ 

{:f:~JV'.[pfr7f\Sf.J:m1FJ!PJ~~, 5fD:tzDSEQ ID NO:12, 24-26q::t{:f:~JV'.[pfr7f\Sf.J$~1FJ!PJ 

~~;~~ 

[0150] :tzDSEQ ID NO:27?Jr7f\Sf.J:m1FJ!PJ~~, 5fD:tzDSEQ ID NO:28?fr7f\Sf.J$~1FJ!PJ~~o 

[0151] ftJj~{jt~{j~tj=t, pJrJ£mCD40 Fab§~:tzDSEQ ID NO:27?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:28?fr7f\Sf.J$~1FJ!PJ~~ o 

[0152] ftJj~{jt~{j~tj=t, pfrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0153] ftJj~{jt~{j~tj=t, ?frJ£Fc}tBt*iBJ:rigG1 o 

[0154] ftJj~{jt~{j~tj=t, pfrj£tf5j~{jt~{j~tj=t, ?frJ£Fc}tMt~i3:tzDSEQ ID NO:59?fr 

7f\Sf.JitJ~~W~J¥3IiJ o 

[0155] ftJj~{jt~{j~tj=t, pfrj£ "Fab2-Fc1-scFv1" tj=tg/,] "HC2(:miJi)-Fc1-scFv1" it 

~@~J¥5iJ:tzDSEQ ID NO:72?fr7f\, "LC2($~1FJ!)" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:73 

Pfr7f\o 

[0156J tfJj~{jt~{J~tj=t, pJrJ£~t~f'f'li.m{;zf';:~13:tzD--r:r:1~:inpJr7f\Bf.J~s'ttJ(~1 $c): 

Fab 1 -Fc2-scFv2 Fab3-Fc3-scFv2 (I I I) 

II 

[0157] 5:ttj=t' "-" ~ §a!:kiL:1:fil17Jttll~:i!t:S:Jlt; " II " 17JttiizJ§Jsf.J:i!till; 

[0158] Fab11}~~¥ErPJ~s'ttJt~, pfrJ£Fab11JmLRRC15 Fab; 

[0159] scFv21J~=lErPJ~s'ttJt~, pfrJ£scFv21JmCD40 scFv; 

[0160] Fab31}~ lErPJ~s'ttJt~, pfrJ£Fab31JmPD-1Fab~mCLDN18.2 Fab; 

[0161] Fc25fDFc31}FcJ=tMto 
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[0162] ftJj~{jt~{}~$, pJrJ£mLRRC15 Fab§~:tzDSEQ ID NO:L 2, 3, 4~5?Jr7f\ 

Sf.J:miJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?Jr7f\Sf.J$~1FJ!PJ~~o 

[0163] ftJj~{jt~{}~$, pfrj£LRRC15 Fab§~:tzDSEQ ID NO:1?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:5?Jr7f\Sf.J$~1FJ!PJ~~ o 

[0164] ftJj~{jt~{}~$, pJrJ£mCD40 scFv§~:tzDSEQ ID NO:11, 13-23, 114-116$ 

{:f:~JmJ:1Jr7f\Sf.J:miJ!PJ~~, 5fD:tzDSEQ ID NO:12, 24-26${:f:~JmJ:1Jr7f\Sf.J$~1FJ!PJ 

~~;~~ 

[0165] :tzDSEQ ID NO:27?Jr7f\Sf.J:m1FJ!PJ~~, 5fD:tzDSEQ ID NO:28?Jr7f\Sf.J$~1FJ!PJ~~o 

[0166] ftJj~{jt~{}~$, pJrJ£mCD40 scFv§~:tzDSEQ ID NO:11?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:12?Jr7f\Sf.J$~1FJ!PJ~~o 

[0167] ftJj~{jt~{}~$, pJrJ£mPD-1Fab§~:tzDSEQ ID NO:29?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:30?Jr7f\Sf.J$~1FJ!PJ~~ o 

[0168] ftJj~{jt~{}~$, pJrJ£mCLDN18.2 Fab§~:tzDSEQ ID NO:31?Jr7f\Sf.J:miJ!PJ~ 

~, 5fD:tzDSEQ ID NO:32?Jr7f\Sf.J$~1FJ!PJ~~ o 

[0169] ftJj~{jt~{}~$, pJrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0170] ftJj~{jt~{}~$, ?frJ£Fc}tBt*iBJ:rigG1 o 

[0171] tf5j~{jt~{}~$, pJrJ£Fc}tMt~i3:tzDSEQ ID NO:60~62?Jr7f\Sf.JitJ~~@~J¥Jlj o 

[0172] ftJj~{jt~{}~$, pfrj£ "Fab1-Fc2-scFv2" $Sf.) "HC1(:miJi)-Fc2-scFv2" it 

~@~J¥5iJ:tzDSEQ ID NO:74?Jr7f\, "LC1($~1FJ!)" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:70 

?fr7f\; 

[0173] pfrj£ "Fab3-Fc3-scFv2" $Sf.) "HC3(:miJi)-Fc3-scFv2" it~@~J¥5iJ:tzDSEQ ID 

NO:75?Jr7f\, "LC3($~1FJ!)" sf.Jit~W~ffJiJ:tzDSEQ ID NO:76?H7f\o 

[0174] ftJj~{jt~{}~$, pfrj£ "Fab1-Fc2-scFv2" $Sf.) "HC1(:miJi)-Fc2-scFv2" it 

~@~J¥5iJ:tzDSEQ ID NO:74?Jr7f\, "LC1($~1FJ!)" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:70 

?fr7f\; 

[0175] pfrj£ "Fab3-Fc3-scFv2" $Sf.) "HC3(:miJi)-Fc3-scFv2" it~@~J¥5iJ:tzDSEQ ID 

NO:77?Jr7f\, "LC3($~1FJ!)" sf.Jit~W~ffJiJ:tzDSEQ ID NO:78?H7f\o 
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Fab2-Fc2-scFvl 

II 

Fab2-Fc3-scFv3 (IV) 

[0177] 5:ttj=t' "-" ~ § a!:kiL:1:fil17Jttll~:i!t:S:Jtt; " II " 17JttiizJ§] 91,JJ!t:S:ll; 

[0178] scFv11J~~lEIPJ~s'ttJj:~, pJrJ£scFv11JmLRRC15 scFv; 

[0179] Fab21J~=lEIPJ~s'ttJt~, pJrJ£Fab21JmCD40 Fab; 

[0180] scFv31}~ lEIPJ~s'ttJt~, pJrJ£scFv31JmPD-1scFv~mCLDN18.2 scFv; 

[0181] Fc25fDFc31}FcJ=tML 

[0182] ftJj~{jt~{j~tj=t, pJrJ£mLRRC15 scFv§~:tzDSEQ ID NO:1, 2, 3, 4~5?Jr7f\ 

S/,J~iJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?Jr7f\S/,J$~1FJ!PJ~~o 

[0183] ftJj~{jt~{j~tj=t, pfrj£LRRC15 scFv§~:tzDSEQ ID NO:5?Jr7f\S/,J~iJ!PJ~~, 

5fD:tzDSEQ ID NO:10?Jr7f\S/,J$~1FJ!PJ~~o 

[0184] ftJj~{jt~{j~tj=t, pJrJ£mCD40 Fab§~:tzDSEQ ID NO:11, 13-23, 114-116$ 

{:f:~JmJ:1Jr7f\S/,J~iJ!PJ~~, 5fD:tzDSEQ ID NO:12, 24-26q::t{:f:~JmJ:1Jr7f\S/,J$~1FJ!PJ 

~~;~~ 

[0185] :tzDSEQ ID NO:27?Jr7f\S/,J~1FJ!PJ~~, 5fD:tzDSEQ ID NO:28?Jr7f\S/,J$~1FJ!PJ~~o 

[0186] ftJj~{jt~{j~tj=t, pJrJ£mCD40 Fab§~:tzDSEQ ID NO:27?Jr7f\S/,J~iJ!PJ~~, 

5fD:tzDSEQ ID NO:28?Jr7f\S/,J$~1FJ!PJ~~ o 

[0187] ftJj~{jt~{j~tj=t, pJrJ£mPD-1scFv§~:tzDSEQ ID NO:29?Jr7f\S/,J~iJ!PJ~~, 

5fD:tzDSEQ ID NO:30?Jr7f\S/,J$~1FJ!PJ~~ o 

[0188] ftJj~{jt~{j~tj=t, pJrJ£mCLDN18.2 scFv§~:tzDSEQ ID NO:31?Jr7f\S/,J~iJ!PJ~ 

~, 5fD:tzDSEQ ID NO:32?Jr7f\S/,J$~1FJ!PJ~~ o 

[0189] ftJj~{jt~{j~tj=t, pJrJ£mPD-1scFv5fDmCLDN18.2 scFv§~VH445fDVL100S/,J.f: 

~ftit@~(C)~~. fatlrt~~~t~:J't'li.m{;zr;:91,Jf~C!J:'.t±o 

[0190] ftJj~{jt~{j~tj=t, pJrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0191] ftJj~{jt~{j~tj=t, ?frJ£Fc}tBt*iBJ:rigG1 o 
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[0192] ftJj~{jt~{j~tj=t, pfrj£tf5j~{jt~{j~tj=t, ?frJ£FcJtMt~i3:tzDSEQ ID NO:60~6 

1?fr7f\B/,JitJ~~W~J¥3IiJ o 

[0193] ftJj~{jt~{J~tj=t, pfrj£ "Fab2-Fc2-scFv1" tj=tg/,j "HC2(:m:1FJi)-Fc2-scFv1" it 

~@~J¥5iJ:tzDSEQ ID NO:79?Jr7f\, "LC2($_?:1FJ!)" S/,Jit~@~J¥5iJ:tzDSEQ ID NO:73 

?fr7f\; 

[0194] pfrj£ "Fab2-Fc3-scFv3" tj=tg/,j "HC2(:m:iJi)-Fc3-scFv3" it~@~J¥5iJ:tzDSEQ ID 

NO:80?fr7f\, "LC2($_?:1FJ!)" sl,Jit~W~J¥5iJ:tzDSEQ ID NO:73?H7f\o 

[0195] ftJj~{jt~{j~tj=t, pfrj£ "Fab2-Fc2-scFv1" tj=tg/,j "HC2(:m:1FJi)-Fc2-scFv1" it 

~@~J¥5iJ:tzDSEQ ID NO:79?Jr7f\, "LC2($_?:1FJ!)" S/,Jit~@~J¥5iJ:tzDSEQ ID NO:73 

?fr7f\; 

[0196] pfrj£ "Fab2-Fc3-scFv3" tj=tg/,j "HC2(:m:iJi)-Fc3-scFv3" it~@~J¥5iJ:tzDSEQ ID 

NO:81?fr7f\, "LC2($_?:1FJ!)" sl,Jit~W~J¥5iJ:tzDSEQ ID NO:73?H7f\o 

[0197] ftJj~{jt~{J~tj=t, ?frJ£~t~f'f'liJJc{;z[s:~13:tzD--r:i:tv?Jr7f\8/,J~s'ttJ(~2q::ta): 

scFvl-scFv2-Fc2 

II 

Fc3 (V) 

[0198] 5:ttj=t' "-" ~ §a!:kiL:1:fil17Jttll~:i!t:S:Jlt; " II " 17JttiizJ§Js!,J:i!till; 

[0199] scFv11J~~lErPJ~s'ttJt~, pfrJ£scFv179mLRRC15 scFv; 

[0200] scFv21J~=lErPJ~s'ttJt~, pfrJ£scFv279mCD3 scFv; 

[0201] Fc25fDFc379FcJtMto 

[0202] ftJj~{jt~{j~tj=t, pJrJ£mLRRC15 scFv§~:tzDSEQ ID NO:1, 2, 3, 4~5?Jr7f\ 

91,J:m:iJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?fr7f\S/,J$_?:1FJ!PJ~~o 

[0203] ftJj~{jt~{j~tj=t, pfrj£LRRC15 scFv§~:tzDSEQ ID NO:5?Jr7f\S/,J:m:1FJ!PJ~~, 

5fD:tzDSEQ ID NO:10?fr7f\S/,J$_?:1FJ!PJ~~o 

[0204] ftJj~{jt~{j~tj=t, ?frJ£mCD3 scFv§~:tzDSEQ ID NO:82-84, 117${:f:~Jl;'.!pfr 

7f\S/,J:m:1FJ!PJ~~, 5fD:tzDSEQ ID NO:85?Jr7f\S/,J$_?:1FJ!PJ~~ o 

[0205] ftJj~{jt~{j~tj=t, pJrJ£mCD3 scFv§~:tzDSEQ ID NO:83?fr7f\S/,J:m:1FJ!PJ~~, 

5fD:tzDSEQ ID NO:85?Jr7f\S/,J$_?:1FJ!PJ~~ o 
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[0206] ftJj~{jt~{}~$, pJrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0207] ftJj~{jt~{}~$, ?frJ£Fc}tBt*iBJ:rigG1 o 

[0208] ftJj~{jt~{}~$, pfrj£tf5j~{jt~{}~$, pJrJ£Fc}tMt~i3:tzDSEQ ID NO:97~9 

8?fr7f\B/,JitJ~~W~J¥3IiJ o 

[0209] ftJj~{jt~{}~$, pfrj£ "scFv1 -scFv2-Fc2" S/,Jit~@~J¥5iJ:tzDSEQ ID NO:99?Jr 

7f\; ?JrJ£Fc3S/,Jit~@~ffJiJ:tzDSEQ ID NO:98?H7f\o 

[0210] tfJj~{jt~{J~$, J:1JrJ£~t~f'f'liJJc{;zr;:~13:tzD--rrtvIJ:1Jr7f\B/,J~s'ttJ(~2$b): 

scFvl-scFv2-Fc2 

II 

Fab3-Fc3 (VI) 

[0211] rt$' "-" ~ §a!:kiL:1:fil17Jttll~:i!t:S:Jlt; " II " 17JttiizJ§Js!,J:i!till; 

[0212] scFv11J~~lErPJ~s'ttJj:~, pJrJ£scFv179mLRRC15 scFv; 

[0213] scFv21J~=lErPJ~s'ttJt~, pJrJ£scFv279mCD3 scFv; 

[0214] Fab31}~ lErPJ~s'ttJt~, pJrJ£Fab379mFAP Fab; 

[0215] Fc25fDFc379FcJ=tMto 

[0216] ftJj~{jt~{}~$, pJrJ£mLRRC15 scFv§~:tzDSEQ ID NO:1, 2, 3, 4~5?Jr7f\ 

S/,J~iJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?Jr7f\S/,J$~1FJ!PJ~~o 

[0217] ftJj~{jt~{}~$, pfrj£LRRC15 scFv§~:tzDSEQ ID NO:5?Jr7f\S/,J~iJ!PJ~~, 

5fD:tzDSEQ ID NO:10?Jr7f\S/,J$~1FJ!PJ~~o 

[0218] ftJj~{jt~{}~$, ?frJ£mCD3 scFv§~:tzDSEQ ID NO:82-84, 117${:f:~Jl;'.!pfr 

7f\S/,J~1FJ!PJ~~, 5fD:tzDSEQ ID NO:85?Jr7f\S/,J$~1FJ!PJ~~ o 

[0219] ftJj~{jt~{}~$, pJrJ£mCD3 scFv§~:tzDSEQ ID NO:83?Jr7f\S/,J~iJ!PJ~~, 

5fD:tzDSEQ ID NO:85?Jr7f\S/,J$~1FJ!PJ~~ o 

[0220] ftJj~{jt~{}~$, pJrJ£mFAP Fab§~:tzDSEQ ID NO:86?Jr7f\S/,J~iJ!PJ~~, 5fD 

:tzDSEQ ID NO:87?Jr7f\S/,J$~1FJ!PJ~~; ~:tzDSEQ ID NO:88?Jr7f\S/,J~1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:89?Jr7f\S/,J$~1FJ!PJ~~; ~:tzDSEQ ID NO:90?Jr7f\S/,J~1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:91?Jr7f\S/,J$~1FJ!PJ~~; ~:tzDSEQ ID NO:92?Jr7f\S/,J~1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:93?Jr7f\S/,J$~1FJ!PJ~~ o 
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[0221] ftJj~{jt~{}~$, pJrJ£mFAP Fab§~:tzDSEQ ID NO:86?Jr7f\Sf.J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:87 ?Jr7f\Sf.J$_?:1FJ!PJ~~ o 

[0222] ftJj~{jt~{}~$, pJrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0223] ftJj~{jt~{}~$, ?frJ£Fc}tBt*iBJ:rigG1 o 

[0224] ftJj~{jt~{}~$, pfrj£tf5j~{jt~{}~$, pJrJ£Fc}tMt~i3:tzDSEQ ID N0:96~9 

7 ?fr7f\ sf.JitJ~~W~J¥3IiJ o 

[0225] ftJj~{jt~{}~$, pfrj£ "scFv1 -scFv2-Fc2" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:99?Jr 

7f\; pfrj£ "Fab3-Fc3" $ "HC3(:miJi)-Fc3" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:100?Jr 

7f\, "LC3($_?:1FJ!)" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:101?H7f\o 

[0226J tfJj~{jt~{J~$, J:1JrJ£~t~f'f'li.m{;zr;:~13:tzD--rrtvIJ:1Jr7f\Bf.J~s'ttJ(~2$c): 

scFv3-scFv2-Fc2 

II 

Fabl-Fc3 (VI) 

[0227] rt$' "-" ~ §a!:kiL:1:fil17Jttll~:i!t:S:Jlt; " II " 17JttiizJ§Jsf.J:i!till; 

[0228] Fab11}~~¥ErPJ~s'ttJt~, pJrJ£Fab179mLRRC15 Fab; 

[0229] scFv21J~=lErPJ~s'ttJt~, pJrJ£scFv279mCD3 scFv; 

[0230] scFv379~ lErPJ~s'ttJt~, pJrJ£scFv379mFAP scFv; 

[0231] Fc25fDFc379FcJ=tMto 

[0232] ftJj~{jt~{}~$, pJrJ£mLRRC15 Fab§~:tzDSEQ ID NO:L 2, 3, 4~5?Jr7f\ 

Sf.J:miJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?Jr7f\Sf.J$_?:1FJ!PJ~~o 

[0233] ftJj~{jt~{}~$, pfrj£LRRC15 Fab§~:tzDSEQ ID NO:1?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:6?Jr7f\Sf.J$_?:1FJ!PJ~~ o 

[0234] ftJj~{jt~{}~$, ?frJ£mCD3 scFv§~:tzDSEQ ID NO:82-84, 117${:f:~Jl;'.!pfr 

7f\Sf.J:m1FJ!PJ~~, 5fD:tzDSEQ ID NO:85?Jr7f\Sf.J$_?:1FJ!PJ~~ o 

[0235] ftJj~{jt~{}~$, pJrJ£mCD3 scFv§~:tzDSEQ ID NO:83?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:85?Jr7f\Sf.J$_?:1FJ!PJ~~ o 

[0236] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?Jr7f\Sf.J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:87?Jr7f\Sf.J$_?:1FJ!PJ~~; ~:tzDSEQ ID NO:88?Jr7f\Sf.J:m1FJ!PJ~~, 5fD 
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:tzDSEQ ID NO:89?Jr7f\Sf.J$_?:1FjtfPJ~~; ~:tzDSEQ ID NO:90?Jr7f\Sf.J:miJtfPJ~~, 5fD 

:tzDSEQ ID NO:91?Jr7f\Sf.J$_?:1FJ!PJ~~; ~:tzDSEQ ID NO:92?Jr7f\Sf.J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:93?Jr7f\Sf.J$_?:1FJ!PJ~~ o 

[0237] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?Jr7f\Sf.J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:87 ?Jr7f\Sf.J$_?:1FJ!PJ~~ o 

[0238] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~VH445fDVL1008f.J.f:~ftit@~(C)~~' fflr 

t~ ~ ~t~:ff ,11=.:m: 1z1s: sf.JtjtE:,11=. o 

[0239] ftJj~{jt~{}~$, pJrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0240] ftJj~{jt~{}~$, ?frJ£Fc}tBt*iBJ:rigG1 o 

[0241] ftJj~{jt~{}~$, pfrj£tf5j~{jt~{}~$, pJrJ£Fc}tMt~i3:tzDSEQ ID N0:96~9 

7 ?fr7f\ sf.Jit~W~J¥3IIJ o 

[0242] ftJj~{jt~{}~$, pfrj£ "scFv3-scFv2-Fc2" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:102?fr 

7f\; pfrj£ "Fab1-Fc3" $ "HC1(:miJi)-Fc3" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:103?Jr 

7f\, "LC1($_?:1FJ!)" sf.Jit~W~ffJiJ:tzDSEQ ID NO:70?H7f\o 

[0243] ftJj~{jt~{}~$, pJrJ£~t~f'f'li.m{zfs:~13:tzo--rrtv11}1Jr7f\Sf.J~s'ttJ(~2$d): 

scFvl-scFv2-Fc2-R4 

II 

Fab3-Fc3-R4 (VI I) 

[0244] rt$' "-" ~ §a!:kiL:1:fil17Jttll~:i!t:S:Jlt; " II " 17JttiizJ§Jsf.J:i!till; 

[0245] scFv11J~~lErPJ~s'ttJj:~, pJrJ£scFv179mLRRC15 scFv; 

[0246] scFv21J~=lErPJ~s'ttJt~, pJrJ£scFv279mCD3 scFv; 

[0247] Fab31}~ lErPJ~s'ttJt~, pJrJ£Fab379mFAP Fab; 

[0248] R41J~[J]fErPJ~s'ttJJ~, ?JrJ£R479TGF- l3 Rllo 

[0249] Fc25fDFc3 79Fc}t Mto 

[0250] ftJj~{jt~{}~$, pJrJ£mLRRC15 scFv§~:tzDSEQ ID NO:1, 2, 3, 4~5?Jr7f\ 

Sf.J:miJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?Jr7f\Sf.J$_?:1FJ!PJ~~o 

[0251] ftJj~{jt~{}~$, pfrj£LRRC15 scFv§~:tzDSEQ ID NO:5?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:10?Jr7f\Sf.J$_?:1FJ!PJ~~o 
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[0252] ftJj~{jt~{}~$, ?frJ£mCD3 scFv§~:tzDSEQ ID NO:82-84, 117${:f:~Jl;'.!pfr 

7f\S/,J:m1FJ!PJ~~, 5fD:tzDSEQ ID NO:85?Jr7f\S/,J$:?:1FJ!PJ~~ o 

[0253] ftJj~{jt~{}~$, pJrJ£mCD3 scFv§~:tzDSEQ ID NO:83?Jr7f\S/,J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:85?Jr7f\S/,J$:?:1FJ!PJ~~ o 

[0254] ftJj~{jt~{}~$, pJrJ£mFAP Fab§~:tzDSEQ ID NO:86?Jr7f\S/,J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:87?Jr7f\S/,J$:?:1FJ!PJ~~; ~:tzDSEQ ID NO:88?Jr7f\S/,J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:89?Jr7f\S/,J$:?:1FJ!PJ~~; ~:tzDSEQ ID NO:90?Jr7f\S/,J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:91?Jr7f\S/,J$:?:1FJ!PJ~~; ~:tzDSEQ ID NO:92?Jr7f\S/,J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:93?Jr7f\S/,J$:?:1FJ!PJ~~ o 

[0255] ftJj~{jt~{}~$, pJrJ£mFAP Fab§~:tzDSEQ ID NO:86?Jr7f\S/,J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:87 ?Jr7f\S/,J$:?:1FJ!PJ~~ o 

[0256] ftJj~{jt~{}~$, pfrj£TGF-13 RIIS/,Jit~@~J¥5iJ:tzDSEQ ID NO:94~95?H7f\o 

[0257] ftJj~{jt~{}~$, pJrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0258] ftJj~{jt~{}~$, ?frJ£Fc}tBt*iBJ:rigG1 o 

[0259] ftJj~{jt~{}~$, pfrj£tf5j~{jt~{}~$, pJrJ£Fc}tMt~i3:tzDSEQ ID NO:96~9 

7 ?fr7f\ s1,Jit~W~J¥::>11J o 

[0260] ftJj~{jt~{}~$, pfrj£ "scFv1 -scFv2-Fc2-R4" S/,Jit~@~J¥5iJ:tzDSEQ ID NO:1 

04?Jr7f\; pfrj£ "Fab3-Fc3-R4" $ "HC3(:miJi)-Fc3-R4" S/,Jit~@~J¥5iJ:tzDSEQ 

ID NO:105?Jr7f\, "LC3($:?:iJi)" S/,Jit~@~J¥5iJ:tzDSEQ ID NO:101?fr7f\o 

[0261J tfJj~{jt~{J~$, J:1JrJ£~t~f'f'li.m{;zr;:~13:tzD--rrtvmJ:1Jr7f\B/,J~s'ttJ(~2$e): 

scFv3-scFv2-Fc2-R4 

II 

Fabl-Fc3-R4 (VI II) 

[0262] rt$' "-" ~ §a!:kiL:1:fil17Jttll~:i!t:S:Jlt; " II " 17JttiizJ§Js!,J:i!till; 

[0263] Fab11}~~¥ErPJ~s'ttJt~, pJrJ£Fab179mLRRC15 Fab; 

[0264] scFv21J~=lErPJ~s'ttJt~, pJrJ£scFv279mCD3 scFv; 

[0265] scFv379~ lErPJ~s'ttJt~, pJrJ£scFv379mFAP scFv; 

[0266] Fc25fDFc379FcJ=tMto 
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[0267] ftJj~{jt~{}~$, pJrJ£mLRRC15 Fab§~:tzDSEQ ID NO:L 2, 3, 4~5?Jr7f\ 

Sf.J:miJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?Jr7f\Sf.J$~1FJ!PJ~~o 

[0268] ftJj~{jt~{}~$, pfrj£LRRC15 Fab§~:tzDSEQ ID NO:1?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:6?Jr7f\Sf.J$~1FJ!PJ~~ o 

[0269] ftJj~{jt~{}~$, ?frJ£mCD3 scFv§~:tzDSEQ ID NO:82-84, 117${:f:~Jl;'.!pfr 

7f\Sf.J:m1FJ!PJ~~, 5fD:tzDSEQ ID NO:85?Jr7f\Sf.J$~1FJ!PJ~~ o 

[0270] ftJj~{jt~{}~$, pJrJ£mCD3 scFv§~:tzDSEQ ID NO:83?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:85?Jr7f\Sf.J$~1FJ!PJ~~ o 

[0271] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?Jr7f\Sf.J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:87?Jr7f\Sf.J$~1FJ!PJ~~; ~:tzDSEQ ID NO:88?Jr7f\Sf.J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:89?Jr7f\Sf.J$~1FJ!PJ~~; ~:tzDSEQ ID NO:90?Jr7f\Sf.J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:91?Jr7f\Sf.J$~1FJ!PJ~~; ~:tzDSEQ ID NO:92?Jr7f\Sf.J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:93?Jr7f\Sf.J$~1FJ!PJ~~ o 

[0272] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?Jr7f\Sf.J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:87?Jr7f\Sf.J$~1FJ!PJ~~o 

[0273] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~VH445fDVL1008f.J.f:~ftit@~(C)~~' fflr 

t~ ~ ~t~:ff ,11=.:m: 1z1s: sf.JtjtE:,11=. o 

[0274] ftJj~{jt~{}~$, pfrj£TGF-13 RIISf.Jit~@~J¥5iJ:tzDSEQ ID NO:94~95?Jr7f\o 

[0275] ftJj~{jt~{}~$, pJrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0276] ftJj~{jt~{}~$, ?frJ£Fc}tBt*iBJ:rigG1 o 

[0277] ftJj~{jt~{}~$, pfrj£tf5j~{jt~{}~$, pJrJ£Fc}tMt~i3:tzDSEQ ID NO:96~9 

7 ?fr7f\ sf.Jit~W~J¥::>11J o 

[0278] ftJj~{jt~{}~$, pfrj£ "scFv3-scFv2-Fc2-R4" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:1 

06?H7f\; pfrj£ "Fab1-Fc3-R4" $ "HC1(:mii)-Fc3-R4" sf.Jit~W~ffJiJ:tzDSEQ 

ID NO:107?Jr7f\, "LC1($~1FJ!)" sf.Jit~W~ffJiJ:tzDSEQ ID NO:70?H7f\o 
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scFv3-scFvl-scFv2-Fc2 

II 

Fc3 (IX) 

[0280] 5:ttj=t' "-" ~ §a!:kiL:1:fil17Jttll~:i!t:S:Jlt; " II " 17JttiizJ§Js!,J:i!till; 

[0281] scFv11J~~lEIPJ~s'ttJj:~, pJrJ£scFv11JmLRRC15 scFv; 

[0282] scFv21J~=lEIPJ~s'ttJt~, pJrJ£scFv21JmCD3 scFv; 

[0283] scFv317~ lEIPJ~s'ttJt~' pJrJ£scFv317mFAP scFv; 

[0284] Fc25fDFc31}FcJ=tML 

[0285] ftJj~{jt~{j~tj=t, pJrJ£mLRRC15 scFv§~:tzDSEQ ID NO:1, 2, 3, 4~5?Jr7f\ 

S/,J~iJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?Jr7f\S/,J$~1FJ!PJ~~o 

[0286] ftJj~{jt~{j~tj=t, pfrj£LRRC15 scFv§~:tzDSEQ ID NO:5?Jr7f\S/,J~iJ!PJ~~, 

5fD:tzDSEQ ID NO:10?Jr7f\S/,J$~1FJ!PJ~~o 

[0287] ftJj~{jt~{j~tj=t, ?frJ£mCD3 scFv§~:tzDSEQ ID NO:82-84, 117${:f:~Jl;'.!pfr 

7f\S/,J~1FJ!PJ~~, 5fD:tzDSEQ ID NO:85?Jr7f\S/,J$~1FJ!PJ~~ o 

[0288] ftJj~{jt~{j~tj=t, pJrJ£mCD3 scFv§~:tzDSEQ ID NO:83?Jr7f\S/,J~iJ!PJ~~, 

5fD:tzDSEQ ID NO:85?Jr7f\S/,J$~1FJ!PJ~~ o 

[0289] ftJj~{jt~{j~tj=t, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?Jr7f\S/,J~iJ!PJ~~, 5fD 

:tzDSEQ ID NO:87?Jr7f\S/,J$~1FJ!PJ~~; ~:tzDSEQ ID NO:88?Jr7f\S/,J~1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:89?Jr7f\S/,J$~1FJ!PJ~~; ~:tzDSEQ ID NO:90?Jr7f\S/,J~1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:91?Jr7f\S/,J$~1FJ!PJ~~; ~:tzDSEQ ID NO:92?Jr7f\S/,J~1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:93?Jr7f\S/,J$~1FJ!PJ~~ o 

[0290] ftJj~{jt~{j~tj=t, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?Jr7f\S/,J~iJ!PJ~~, 5fD 

:tzDSEQ ID NO:87?Jr7f\S/,J$~1FJ!PJ~~o 

[0291] ftJj~{jt~{j~tj=t, pJrJ£mFAP scFv§~VH445fDVL100S/,J.f:~ftit@~(C)~~' fflr 

t~ ~ ~t~:ff ,11=.:m: 1z1s: sl,JfjtE:,11=. o 

[0292] ftJj~{jt~{j~tj=t, pJrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0293] ftJj~{jt~{j~tj=t, ?frJ£Fc}tBt*iBJ:rigG1 o 
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[0294] ftJj~{jt~{j~tj=t, pfrj£tf5j~{jt~{j~tj=t, ?frJ£FcJtMt~i3:tzDSEQ ID NO:97~9 

8?fr7f\B/,JIC~W~J¥3IIJ o 

[0295] ftJj~{jt~{j~tj=t, pfrj£ "scFv3-scFv1 -scFv2-Fc2" S/,Jit~@~J¥5iJ:tzDSEQ ID N 

O:108?H7f\; ?JrJ£Fc3S/,Jit~@~ffJiJ:tzDSEQ ID NO:98?H7f\o 

[0296J tE Jj~{ft~{J~$ , pJrJ£~t~f'f 'liJJc {;zr;:~13:tzo---r rtx?Jr7f\B/,J~s'ttJ (~2 $ g) = 

scFvl-scFv3-scFv2-Fc2 

II 
Fc3 (X) 

[0297] 5:ttj=t' "-" ~ §a!:kiL:1:fil17Jttll~:i!t:S:Jlt; " II " 17JttiizJ§Js!,J:i!till; 

[0298] scFv11J~~lErPJ~s'ttJj:~, pfrJ£scFv179mLRRC15 scFv; 

[0299] scFv21J~=lErPJ~s'ttJt~, pfrJ£scFv279mCD3 scFv; 

[0300] scFv379~ lErPJ~s'ttJt~' pfrJ£scFv379mFAP scFv; 

[0301] Fc25fDFc379FcJtMto 

[0302] ftJj~{jt~{j~tj=t, pJrJ£mLRRC15 scFv§~:tzDSEQ ID NO:1, 2, 3, 4~5?Jr7f\ 

S/,J~iJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?fr7f\S/,J$~1FJ!PJ~~o 

[0303] ftJj~{jt~{j~tj=t, pfrj£LRRC15 scFv§~:tzDSEQ ID NO:5?Jr7f\S/,J~iJ!PJ~~, 

5fD:tzDSEQ ID NO:10?fr7f\S/,J$~1FJ!PJ~~o 

[0304] ftJj~{jt~{j~tj=t, ?frJ£mCD3 scFv§~:tzDSEQ ID NO:82-84, 117${:f:~Jl;'.!pfr 

7f\S/,J~1FJ!PJ~~, 5fD:tzDSEQ ID NO:85?Jr7f\S/,J$~1FJ!PJ~~ o 

[0305] ftJj~{jt~{j~tj=t, pJrJ£mCD3 scFv§~:tzDSEQ ID NO:83?fr7f\S/,J~iJ!PJ~~, 

5fD:tzDSEQ ID NO:85?Jr7f\S/,J$~1FJ!PJ~~ o 

[0306] ftJj~{jt~{j~tj=t, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?fr7f\S/,J~iJ!PJ~~, 5fD 

:tzDSEQ ID NO:87?Jr7f\S/,J$~1FJ!PJ~~; ~:tzDSEQ ID NO:88?fr7f\S/,J~1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:89?fr7f\S/,J$~1FJ!PJ~~; ~:tzDSEQ ID NO:90?fr7f\S/,J~1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:91?fr7f\S/,J$~1FJ!PJ~~; ~:tzDSEQ ID NO:92?fr7f\S/,J~1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:93?fr7f\S/,J$~1FJ!PJ~~ o 

[0307] ftJj~{jt~{j~tj=t, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?fr7f\S/,J~iJ!PJ~~, 5fD 

:tzDSEQ ID NO:87?Jr7f\S/,J$~1FJ!PJ~~o 
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[0308] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~VH445fDVL1008f.J.f:~ftit@~(C)~~' fflr 

t~ ~ ~t~:ff ,11=.:m: 1z1s: sf.JtjtE:,11=. o 

[0309] ftJj~{jt~{}~$, pJrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0310] ftJj~{jt~{}~$, ?frJ£Fc}tBt*iBJ:rigG1 o 

[0311] ftJj~{jt~{}~$, pfrj£tf5j~{jt~{}~$, pJrJ£Fc}tMt~i3:tzDSEQ ID NO:97~9 

8?fr7f\Bf.Jit~W~J¥3IIJ o 

[0312] ftJj~{jt~{}~$, pfrj£ "scFv1 -scFv3-scFv2-Fc2" Sf.Jit~@~J¥5iJ:tzDSEQ ID N 

O:109?Jr7f\; ?JrJ£Fc3Sf.Jit~@~ffJiJ:tzDSEQ ID NO:98?H7f\o 

[0313] tfJj~{jt~{J~$, J:1JrJ£~t~f'f'li.m{zfs:~13:tzD--rrtxIJ:1Jr7f\Bf.J~s'ttJ(~2$h): 

scFvl-scFv2-Fc2 

II 

Fc3-scFv3-scFv2 (XI) 

[0314] rt$' "-" ~ §a!:kiL:1:fil17Jttll~:i!t:S:Jlt; " II " 17JttiizJ§Jsf.J:i!till; 

[0315] scFv11J~~lErPJ~s'ttJj:~, pJrJ£scFv179mLRRC15 scFv; 

[0316] scFv21J~=lErPJ~s'ttJt~, pJrJ£scFv279mCD3 scFv; 

[0317] scFv379~ lErPJ~s'ttJt~' pJrJ£scFv379mFAP scFv; 

[0318] Fc25fDFc379FcJ=tMto 

[0319] ftJj~{jt~{}~$, pJrJ£mLRRC15 scFv§~:tzDSEQ ID NO:L 2, 3, 4~5?Jr7f\ 

Sf.J:miJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?Jr7f\Sf.J$~1FJ!PJ~~o 

[0320] ftJj~{jt~{}~$, pfrj£LRRC15 scFv§~:tzDSEQ ID NO:5?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:10?Jr7f\Sf.J$~1FJ!PJ~~o 

[0321] ftJj~{jt~{}~$, ?frJ£mCD3 scFv§~:tzDSEQ ID NO:82-84, 117${:f:~Jl;'.!pfr 

7f\Sf.J:m1FJ!PJ~~, 5fD:tzDSEQ ID NO:85?Jr7f\Sf.J$~1FJ!PJ~~ o 

[0322] ftJj~{jt~{}~$, pJrJ£mCD3 scFv§~:tzDSEQ ID NO:83?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:85?Jr7f\Sf.J$~1FJ!PJ~~ o 

[0323] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?Jr7f\Sf.J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:87?Jr7f\Sf.J$~1FJ!PJ~~; ~:tzDSEQ ID NO:88?Jr7f\Sf.J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:89?Jr7f\Sf.J$~1FJ!PJ~~; ~:tzDSEQ ID NO:90?Jr7f\Sf.J:m1FJ!PJ~~, 5fD 
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:tzDSEQ ID NO:91?Jr7f\Sf.J$_?:1FjtfPJ~~; ~:tzDSEQ ID NO:92?Jr7f\Sf.J:miJtfPJ~~, 5fD 

:tzDSEQ ID NO:93?Jr7f\Sf.J$_?:1FJ!PJ~~ o 

[0324] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?Jr7f\Sf.J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:87 ?Jr7f\Sf.J$_?:1FJ!PJ~~ o 

[0325] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~:tzDSEQ ID NO:92?Jr7f\Sf.J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:93?Jr7f\Sf.J$_?:1FJ!PJ~~ o 

[0326] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~VH445fDVL1008f.J.f:~ftit@~(C)~~' fflr 

t~ ~ ~t~:ff ,11=.:m: 1z1s: sf.JtjtE:,11=. o 

[0327] ftJj~{jt~{}~$, pJrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0328] ftJj~{jt~{}~$, ?frJ£Fc}tBt*iBJ:rigG1 o 

[0329] ftJj~{jt~{}~$, pfrj£tf5j~{jt~{}~$, pJrJ£Fc}tMt~i3:tzDSEQ ID NO:97~9 

8?fr7f\Bf.Jit~W~J¥3IIJ o 

[0330] ftJj~{jt~{}~$, pfrj£ "scFv1 -scFv2-Fc2" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:99?Jr 

7f\; pfrj£ "Fc3-scFv3-scFv2" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:110?fr7f\o 

[0331J tfJj~{ft~{J~$, J:1JrJ£~t~f'f'li.m1zfs:~13:tzD--rrtxnJ:1Jr7f\Bf.J~s'ttJ(~2$i): 

scFvl-scFv2-Fc2 

II 

Fc3-scFv2-scFv3 (XII) 

[0332] rt$' "-" ~ §a!:kiL:1:fil17Jttll~:i!t:S:Jlt; " II " 17JttiizJ§Jsf.J:i!till; 

[0333] scFv11J~~lErPJ~s'ttJj:~, pJrJ£scFv179mLRRC15 scFv; 

[0334] scFv21J~=lErPJ~s'ttJt~, pJrJ£scFv279mCD3 scFv; 

[0335] scFv379~ lErPJ~s'ttJt~' pJrJ£scFv379mFAP scFv; 

[0336] Fc25fDFc379FcJ=tMto 

[0337] ftJj~{jt~{}~$, pJrJ£mLRRC15 scFv§~:tzDSEQ ID NO:1, 2, 3, 4~5?Jr7f\ 

Sf.J:miJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?Jr7f\Sf.J$_?:1FJ!PJ~~o 

[0338] ftJj~{jt~{}~$, pfrj£LRRC15 scFv§~:tzDSEQ ID NO:5?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:10?Jr7f\Sf.J$_?:1FJ!PJ~~o 
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[0339] ftJj~{jt~{}~$, ?frJ£mCD3 scFv§~:tzDSEQ ID NO:82-84, 117${:f:~Jl;'.!pfr 

7f\S/,J:m1FJ!PJ~~, 5fD:tzDSEQ ID NO:85?Jr7f\S/,J$:?:1FJ!PJ~~ o 

[0340] ftJj~{jt~{}~$, pJrJ£mCD3 scFv§~:tzDSEQ ID NO:83?Jr7f\S/,J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:85?Jr7f\S/,J$:?:1FJ!PJ~~ o 

[0341] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?Jr7f\S/,J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:87?Jr7f\S/,J$:?:1FJ!PJ~~; ~:tzDSEQ ID NO:88?Jr7f\S/,J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:89?Jr7f\S/,J$:?:1FJ!PJ~~; ~:tzDSEQ ID NO:90?Jr7f\S/,J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:91?Jr7f\S/,J$:?:1FJ!PJ~~; ~:tzDSEQ ID NO:92?Jr7f\S/,J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:93?Jr7f\S/,J$:?:1FJ!PJ~~ o 

[0342] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?Jr7f\S/,J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:87 ?Jr7f\S/,J$:?:1FJ!PJ~~ o 

[0343] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~VH445fDVL100S/,J.f:~ftit@~(C)~~' fflr 

t~ ~ ~t~:ff ,11=.:m: 1z1s: sl,JfjtE:,11=. o 

[0344] ftJj~{jt~{}~$, pJrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0345] ftJj~{jt~{}~$, ?frJ£Fc}tBt*iBJ:rigG1 o 

[0346] ftJj~{jt~{}~$, pfrj£tf5j~{jt~{}~$, pJrJ£Fc}tMt~i3:tzDSEQ ID NO:97~9 

sJ:1Jr7f\B/,Jit~W~J¥3IiJ o 

[0347] ftJj~{jt~{}~$, pfrj£ "scFv1 -scFv2-Fc2" S/,Jit~@~J¥5iJ:tzDSEQ ID NO:99?Jr 

7f\; pfrj£ "Fc3-scFv2-scFv3" sl,Jit~W~J¥5iJ:tzDSEQ ID NO:111?H7f\o 

[0348J tfJj~{ft~{J~$, J:1JrJ£~t~f'f'li.m1zfs:~13:tzD--rrtxm~rtxivJ:1Jr7f\B/,J~s'ttJ(~2 

q:lj5fDk): 

scFv3-scFv2-Fc2 

II 

Fc3-scFvl-scFv2 (XI II) 

scFv3-scFv2-Fc2 

II 

Fc3-scFv2-scFvl (XIV) 

[0349] rt$' "-" ~ §a!:kiL:1:fil17Jttll~:i!t:S:Jlt; " II " 17JttiizJ§Js!,J:i!till; 

[0350] scFv11J~~lErPJ~s'ttJj:~, pJrJ£scFv179mLRRC15 scFv; 
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[0351] scFv21J§g=lEIPJ~s'ttJt~' pJrJ£scFv217mCD3 scFv; 

[0352] scFv31J§g lEIPJ~s'ttJt~' pJrJ£scFv317mFAP scFv; 

[0353] Fc25fDFc31}FcJ=tML 

[0354] ftJj~{jt~{}~$, pJrJ£mLRRC15 scFv§~:tzDSEQ ID NO:1, 2, 3, 4~5?Jr7f\ 

Sf.J:miJ!PJ~~, 5fD:tzDSEQ ID NO:6, 7, 8, 9~10?Jr7f\Sf.J$~1FJ!PJ~~o 

[0355] ftJj~{jt~{}~$, pfrj£LRRC15 scFv§~:tzDSEQ ID NO:5?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:10?Jr7f\Sf.J$~1FJ!PJ~~o 

[0356] ftJj~{jt~{}~$, ?frJ£mCD3 scFv§~:tzDSEQ ID NO:82-84, 117${:f:~Jl;'.!pfr 

7f\Sf.J:m1FJ!PJ~~, 5fD:tzDSEQ ID NO:85?Jr7f\Sf.J$~1FJ!PJ~~ o 

[0357] ftJj~{jt~{}~$, pJrJ£mCD3 scFv§~:tzDSEQ ID NO:83?Jr7f\Sf.J:miJ!PJ~~, 

5fD:tzDSEQ ID NO:85?Jr7f\Sf.J$~1FJ!PJ~~ o 

[0358] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?Jr7f\Sf.J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:87?Jr7f\Sf.J$~1FJ!PJ~~; ~:tzDSEQ ID NO:88?Jr7f\Sf.J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:89?Jr7f\Sf.J$~1FJ!PJ~~; ~:tzDSEQ ID NO:90?Jr7f\Sf.J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:91?Jr7f\Sf.J$~1FJ!PJ~~; ~:tzDSEQ ID NO:92?Jr7f\Sf.J:m1FJ!PJ~~, 5fD 

:tzDSEQ ID NO:93?Jr7f\Sf.J$~1FJ!PJ~~ o 

[0359] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~:tzDSEQ ID NO:86?Jr7f\Sf.J:miJ!PJ~~, 5fD 

:tzDSEQ ID NO:87?Jr7f\Sf.J$~1FJ!PJ~~o 

[0360] ftJj~{jt~{}~$, pJrJ£mFAP scFv§~VH445fDVL1008f.J.f:~ftit@~(C)~~' fflr 

t~ ~ ~t~:ff ,11=.:m: 1z1s: sf.JtjtE:,11=. o 

[0361] ftJj~{jt~{}~$, pJrJ£Fc}tBt*iBJ:rigG1~IgG4 

[0362] ftJj~{jt~{}~$, ?frJ£Fc}tBt*iBJ:rigG1 o 

[0363] ftJj~{jt~{}~$, pfrj£tf5j~{jt~{}~$, pJrJ£Fc}tMt~i3:tzDSEQ ID NO:97~9 

8?fr7f\Bf.Jit~W~J¥3IIJ o 

[0364] ftJj~{jt~{}~$, pfrj£ "scFv3-scFv2-Fc2" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:102?fr 

7f\; pfrj£ "Fc3-scFv1 -scFv2" sf.Jit~W~ffJiJ:tzDSEQ ID NO:112?H7f\o 

[0365] ftJj~{jt~{}~$, pfrj£ "scFv3-scFv2-Fc2" Sf.Jit~@~J¥5iJ:tzDSEQ ID NO:102?fr 

7f\; pfrj£ "Fc3-scFv2-scFv1" sf.Jit~W~ffJiJ:tzDSEQ ID NO:113?H7f\o 
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[0366] *~BJlg!,Jffi=:nffiI, t~f~T -lrfi~~if@~, pfrj£~~ifW~tffia~-½:tzD*~BJlffi-:n 

ffiI pfrj£ 91,j ~ t~:ff '[iJJc fzr;: 0 

[0367] *~BJjg/,jffi 7JffiJ, t~f~T -lrfi~it$½fzr;:, pfrJ£~it$½fzr;:§~:tzD*~BJlffi=:n 

ffiI pfrj£ 91,j ~ ~if@~ 0 

[0368] ftJj-fjt~fJVtj=t, pJrJ£~it$½fzls:§tt~~~it$½fzls:5fD~~~it$½fzls:o 

[0369] *~BJjg/,jffi[J]:nffiI, tif~ 7 -lrfifs'_:iJffi]§, pfrj£fs'_:iJffi]§§~:tzD*~BJlffi 7J 

ffiI pfrj£ S/,J ~it$½ fzr;: , ~~ IE] t_§_ tj=t ~,g-13* ~ BJj ffi = 7J ffiI pfrj£ S/,J ~ ~if@~ o 

[O37OJ tfJj-fft~fJV$, pJrJ£sf,Jfs'_:iJffi]iQ§tt~~tffiAiQ~~~tffi]§o 

[o371J tfJj-fft~fJV$, pJrJ£s1,Jm-=:ttmAiQ~ grf tB: iJ~ffffi. M:-HHmAiQ. HEK 293 

Ttffi]§, CHOtffi]§ o 

W3m *~~~ffiE:nrnI,~~T-#~*~~ffi-:nrnimJ£~~%:ffttm~~m 

~, m rtV ~ m rli=rfimi~I Arf1™1, 5fD/~tfttft*~B/,J~t?JJ 0 

[0373] ftJj-fjt~fJUtj=t, pJrJ£mi~I]$™11JLRRC15~~itS/,Jmi~/]$™1 o 

[0374] ftJj-fjt~fJUtj=t, pJrJ£mi~I]$™11JLRRC15~~it5fDPD-1 ~~itS/,Jmi~;]qi 

™10 

[0375] ftJj-fjt~fJUtj=t, ?frJ£mi~/]$™11JLRRC15~~it5fDCLDN18.2~~itS/,Jmi~ 

/]$™10 

[03 7 6] ft Jj-fjt~fJV tj=t , pJrJ£mi~I ]rfi™11JLRRC 15 ~ ~it 5fDFAP ~ ~itS/,Jmi~/ ]qi 

™10 

[0377] ftJj-fjt~fJVtj=t, pJrJ£mi~I]$™1§tt~fzls:™1lDJfo}T~]$™1 o 

[0378J tfJj-fft~fJV$, pJrJ£mi~1Arf1™11l~fzls:™1 o 

[0379J tfJj-fft~fJV$, pJrJ£mi~1Arf1™11J_tEzmi~1A$™1 o 

[0380J tfJj-fft~fJV$, pJrJ£mi~IArf1™1~grft_§_: JUJmi, ~iNi'f~Arfi™1, Afl1mi, ~j 

RB-~ J;iJ;Jf±3,~ l'JZ[_a.~'1tn .SIIZ,f,!-1---R:t;'ffi'1tn r:k1'1tn 'A,~ f±RZ.-~ -:±;-,t=-,;g,~ # 
JJ7J<.7tw ~ ;il-J *7tw ~ 11,, LJ~7EE ~ )~, :=t:nXJY~7EE ~ V"J7EE ~ F=§ 7tw ~ ...-1=1HYJ7t'.d ~ A~§ 7tw ~ J:::!-)(. 

[0381J tfJj-fft~fJV$, pJrJ£tfttft*~§ttAfl1, Af, 1
~, JL\filt, A®, Ai, AJl~lDSz 

A~~~lrfiff gtfttft, Qt&Arr™1~!lkIBGtftttffiAiQ~~o 

[O382J *~BJls!,Jffi/\:nffiI, tlf~T -lrfij:JstfF-IU*t?JJ, pJrJ£f~~*t?JJ§~: 
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[0383] (i) :tzD*~ BJl ffi-7JffiJ pfrj£g/,J ~t~:J't'liJJc 1:zr;:; 5fD 

[o384J (ii)~grft_§_s/,J1F-IU*i'f~:5J"= PJ~1JJl~*;[\i2tm. ~tm. ~~- tm]iQ!Elr. nY:ttti~ 
~ ~jffil.=: m ~ EAl=lt§:o 

[o385J tfJj-1ft~1JV$, pJrJ£f~~*tm~§ = ~ft~~~rcJ;[\i2tm. nY:ltt1J;[\i2tm. MR 

1(~~j=tJJR]JjGft)~cT(~ rit1ftllxlt~~Jr et=1taHz*)@1;rru, ~~~t1J$f-± PJ ~iJJl~ 

rtms/,J@i, JJY:]tti~~- ±t?JJ~~- tffi]§!Elr(:tzDIL-2~), m1;z!s:, m1;z!s:FcltML 

m1;z!s:scFvltML 3ttP3*W,Ntiz:1trt¥:ff, ~~J,Ntiz:, ~~flxt1;zr;:, tp;J*~~tiz:, §U~1}{$ 

@i(1JV:tzD' DT-Jl,\~Jlw@i(DTD)~~*2]s:~7f_~~@i-t-¥:~sflxt(BPHL)), 1tfiJrU(1JV 

:tzD, Jll!lH:B)~ 1:f:1PJ%:i:ts/,JtP3*W,Ntiz:~ o 

[0386] *~BJls!,JffitnffiI, tlf~T -lrfi~t?JJt_§_,g-tt, pJrJ£~t?JJt_§_,g-tt§~: (a):tzD*~ 

~ffi-nrnimJ£~~%~ttm~.~~*~~ffiAnrnimJ£~~R~~~;~ 

(b)~"¥ _t PJti~S/,J$½1;zfs:o 

[0387J tfJj-fft~1JV$, pfrJ£~t?JJt_§_,g-tt791iltrru~o 

[0388] *~BJjg/,jffi/\.]Jffi], tlf~7:tzD*~BJlffi/\7JffiJ?JrJ£s/,J~Rf~~*tms/,Jffl~, fflr 

iffV~fflr1i=rfimi~1]$™1, 5fDl~tftt1t*~B/,J~t?JJo 

[0389] ftJj-fft~1JUtj=t, ?frJ£mi~/]$™179LRRC15~~itS/,Jmi~/]$™1 o 

[0390] ftJj-fft~1JUtj=t, pJrJ£mi~/]$™179LRRC15~~it5fDPD-1 ~~itS/,Jmi~;]qi 

™10 

[0391] ftJj-fft~1JUtj=t, ?frJ£mi~/]$™179LRRC15~~it5fDCLDN18.2~~itS/,Jmi~ 

/]$™10 

[0392] ftJj-fft~1JUtj=t, pJrJ£mi~/]$™179LRRC15~~it5fDFAP~~itS/,Jmi~;]qi 

™10 

[0393] ftJj-fft~1JV$, pJrJ£mi~1]$™1§1t~1;zr;:™1lDlfo}T~]$™1 o 

[0394J tfJj-fft~1JV$, pJrJ£mi~1]$™179~1;zr;:™1 o 

[0395J tfJj-fft~1JV$, pJrJ£mi~1]$™179_tEzmi~1]$™1 o 

[0396J tfJj-fft~1JV$, pJrJ£mi~1]$™1~§--rtB: JUJmi, ~iNi'f~]$™1, ~flJmi, ~j 

RB-~ J;iJ;Jf±3,~ l'JZ[_a.~'1tn .SIIZ,f,!-1---R:t;'ffi'1tn r:k1'1tn 'A,~ f±RZ.-~ c±;-,t=-,;g,~ # 
JJ7J<.7tw ~ ;il-J *7tw ~ 11,, LJ~7EE ~ )~, :=t:nXJY~7EE ~ V"J7EE ~ F=§ 7tw ~ ...-1=1HYJ7t'.d ~ A~§ 7tw ~ J:::!-)(. 
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[O397J tfJj-{jt~{J~tj=t, pJrJ£tfgt{t*frH~JJtAfl1, Af, 1
~, JL\filt, A®, Ai, AJl~lDSz 

A~~~lrfiff gtfgt{t, Q,Zl1Arfi™1~§l*IBGtfgtgarn§~~o 

[0398] *~BJls!,JffifL:nffiI, :rl{~ 7 -lrf11i=rfimi~1A$™1, 5fDl~tfgt{t*~B/,J7JJ!, § 

m~~$~~~~~~m*~~ffi-:nrnimJ£~~%~ttm~.~~*~~ffi 

/\]Jffi] pJrj£9/,j~Jst{r'1~*1?JJ 0 

[O399J tfJj-{jt~{J~tj=t, pJrJ£~$~S/,J~i5:t~79A~~~FA~PmJLiJJ1?JJo 

[0400] ftJj-{jt~{j~tj=t, ?frJ£mi~1Arf1™179LRRC15~~itS/,Jmi~IA$™1 o 

[0401] ftJj-{jt~{j~tj=t, ?frJ£mi~IArf1™179LRRC15~~it5fDPD-1 ~~itS/,Jmi~;Arfi 

™10 

[0402] ftJj-{jt~{j~tj=t, pJrJ£mi~1Arf1™179LRRC15~~it5fDCLDN18.2~~itS/,Jmi~ 

1A$™10 

[0403] ftJj-{jt~{j~tj=t, ?frJ£mi~1Arf1™179LRRC15~~it5fDFAP~~itS/,Jmi~IA$ 

™10 

[0404] ftJj-{jt~{J~tj=t, pJrJ£mi~1A$™1§1t~{;zr;:™1lDlfo}T~A$™1 o 

[0405] ftJj-{jt~{j~tj=t' pJrJ£mi~1A$™179~{;zr;:™10 

[0406] ftJj-{jt~{j~tj=t' pJrJ£mi~1A$™179_tEzmi~1A$™10 

[O4O7J tfJj-{jt~{J~tj=t, pJrJ£mi~1A$™1~§---rgH: JUJmi, ~iNi'f~Arfi™1, Afl1mi, ~j 

RB-~ J;iJ;Jf±3,~ l'JZ[_a.~.Jtn .SIIZ,f,!-1---R:t;'ffi.Jtn r:kl.Jtn 'A,~ f±RZ.-~ c±;-,t=-,;g,~ # 
JJ7J<.7tw ~ ;il-J *7tw ~ 11,, LJ~7EE ~ )~, :=t:nXJY~7EE ~ V"J7EE ~ F=§ 7tw ~ ...-1=1HYJ7t'.d ~ A~§ 7tw ~ J:::!-)(. 

[O4O8J tfJj-{jt~{J~tj=t, pJrJ£tfgt{t*~§tt79Afl1, Af, 1
~, JL\filt, A®, Ai, AJl~lD 

EzA~~~lrfiff gtfgt{t, Q,Zl1Arfi™1~§l*IBGtfgtgffiA§~~o 

[0409] @:El~~. tt*~BJlm~pqtj=t' *~BJjg/,j_tj£~fZ*1~1iE5fDtE--rxctzD~~{}~) 

$~~mJ£~~fZ*%~~~~~Q,Zlifflffi~,~ffi~IBGffi~~tt~~fZ*n 

~o ~rt=f-~~i' tElft:;fW.--*J£o 

[0410] ~1STii7f\ JLRRC15m~gi~gi;tt;t~£=jCD4Om~gi~gi;tt;t~gBIBGS/,J]hJ;il$YJ.mgi 

ttJ%:i:t(a5fDb); Q,(,l1LRRC15m~gs'~gs'ttJt~£=jCD4Om~gs'~gs'ttJj:~, CLND18. 

2~PD-1m~gs'~gs';ttJt~gBfflGS/,J]hJ;il$ mgs'ttJ%:i:t(c5fDd)o 
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[0411] ~1ASTii7f\ 7~1 $as/,J~lrfi7f\f}~'[i.YJ.t~f'f'liJJcf;zr;:ti;ttJ' iri-~17154Os o 

[0412] ~1BSTii7f\ 7~1 $as/,J Jj~lrfi7f\1J~'[i.YJ.t~f'f'li.mf;zr;:ti;ttJ, irl-~17154Os-30 

[0413] ~1CSTii7f\ 7~1 q::tbg/,J~lrfi7f\f}~'[i.YJ.t~f'f'[i.mf;zr;:ti;tt;, ip-~1}4Od15o 

[0414] ~1DSTii7f\ 7~1 $cs/,J~lrfi7f\f}~'[i. t~f'f'li.mf;z!s:, ip-~1}15184O-LO6o 

[0415] ~1ESTii7f\ 7~1 $cS/,JJj~lrfi7f\f}~'[i. t~f'f'li.mf;z!s:, ip-~1}15P14O-LO6o 

[0416] ~1FSTii7f\ 7~1 q::tdg/,J~lrfi7f\f}~'[i. t~f'f'li.mf;z!s:, irf ~174Od1815o 

[0417] ~1GSTii7f\ 7~1 q::tdS/,J Jj~lrfi7f\f}~'[i. t~f'f'li.mf;z!s:, irf ~174OdP115o 

[ 0418] ~ 2STii7f\ 7 LRR C 15 m~ ti,g-ti;tt;t~ £=j CD 3m~ ti,g-ti;tt;t~tBIBG 91,j YJ.mti;ttJ % 

A(a)' Q,(,l1 §!J J£Mlrfiti;tt;t~W. trn_tFAPm~ ti,g-ti;tt;t~tBIBGS/,J mtittJ%:i:t(b,c, 

f,g,h,lj ,k), 12,(111W J£ lrfiti;tt;t~W. trn_t TGF- 13 ti,g-ti;tt;t~tBIBG [J__[] mtittJ%:i:t(d, 

[0419] ~2ASTii7f\ 7~2$as/,J~lrfi7f\f}~'[i.YJ.t~f'f'li.mf;zr;:ti;ttJ' ip-~791530 

[0420] ~2BSTii7f\ 7~2q::tbg/,J~lrfi7f\f}~'[i. t~f'f'li.mf;zr;:ti;ttJ, ip-~1}315Fo 

[0421] ~2CSTii7f\ 7~2$cs/,J~lrfi7f\f}~'[i. t~f'f'li.mf;zr;:ti;ttJ, ip-~1}F315o 

[0422] ~2DSTii7f\ 7~2q::tdg/,J~lrfi7f\f}~'[i.[J__[]t~f'f'li.mf;zr;:ti;ttJ, ip-~1}315Fbo 

[0423] ~2ESTii7f\ 7~2$es/,J~lrfi7f\f}~'[i.[J__[]t~f'f'li.mf;zr;:ti;ttJ, ip-~1}F315bo 

[0424] ~2FSTii7f\ 7~2q::tf13/,J~lrfi7f\f}~'[i. t~f'f'li.mf;zr;:ti;ttJ, ip-~1JF153o 

[0425] ~2GSTii7f\ 7~2q::tgg/,J~lrfi7f\f}~'[i. t~f'f'li.mf;zr;:ti;ttJ, ip-~1}15F3o 

[0426] ~2HSTii7f\ 7~2q::thg/,J~lrfi7f\f}~'[i. t~f'f'li.mf;zr;:ti;ttJ, ip-~1}153Fo 

[0427] ~2ISTii7f\ 7~2q::tig/,J~lrfi7f\f}~'[i. t~f'f'li.mf;zr;:ti;ttJ, ip-~1}1533Fo 

[0428] ~2JSTii7f\ 7~2q::tjg/,J~lrfi7f\f}~'[i. t~f'f'li.mf;zr;:ti;ttJ, ip-~1}F3153o 

[0429] ~2KSTii7f\ 7~2q::tkg/,J~lrfi7f\f}~'[i. t~f'f'li.mf;zr;:ti;ttJ, ip-~1}F3315o 

[0430] ~3A5fD~3BSTii7f\ 7ttJJ!sl,JlEfPJLRRC155fDCD4OS/,JYJ.t~f'f'li.mf;z!s:1}{$DCtBrn§s/,J ~~~:~25 

~jJ)l~ti5'lo 

[O431J ~4ASTii7f\ 1ttJJ!s1,J¥EfPJLRRc155toco4os/,JYJ.t~f'f'li.mf*1!{mco4ot1£a~IEl1t3 

% 91,j~jj)J~ ti* 0 

[O432J ~4BSTii7f\ 1ttJJ!s1,J¥EfPJLRRc155toco4os/,JYJ.t~f'f'li.mf*1!{mco4ot1£a~IEl1t3 

% 91,j~jj)J~ ti* 0 
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[0433] ~4CSTii7f\ 7ttJJ!sf.J¥EfPJLRRC15, FAP5fDCD38f.J t~f'f'liJJc1*1!{$CD31!£a~ 

IEl1~%sf.J~iJJl~gs'5'lo 

[0434] ~SSTii7f\ 7ttJJ!sf.J¥EfPJLRRC155fDCD408f.JYJ.t~f'f'li.m1*lV1!{PBMC~f7JJjffi]§IE] 

r sf.J~iJJl~ gi 5'l o 

[043sJ ~6ASTii7f\ T ~~¥EfPJLRRc1sloco4osf.JYJ.t~:ff'li.m1*FP 1Ntf~KPcTl~ $ sf.J]qi 

™11*lR~1tgs'5'lo 

[0436J ~6BSTii7f\ T ~~¥EfPJLRRc1sloco4osf.JYJ.t~:ff'li.m1*FP 1Ntf~KPcTl~sf.J1*:m: 

~1tgs'5'lo 
[0437J ~7 ASTii7f\ T 7J"tl!J~~:xt~~~m5tD¥EfPJLRRc1sloco4osf.JYJ.t~f'f'li.m1*FP 1Nfif~ 

MC38Tl~$sf.J]qi™11*lR~1tgi5'lo 

[0438J ~7BSTii7f\ T 7J"tl!J~~:xt ~~~mlD¥EfPJLRRc1sloco4osf.JYJ.t~f'f'li.m1*FP 1Ntt1~ 

MC38Tl~sf.J1*:m~1tgs'5'lo 

[0439J ~7cSTii7f\ T ~~FP241J\st, :xt~~~mlD¥EfPJLRRc1sloco4osf.JYJ.t~f'f'li.m1* 

?fr s [ ;@MC38fjt~Jj\ r~ Sf.JALT5fDAST~~'[i m 0 

[044oJ ~sSTii7f\ T ¥E fPJLRRc1sloco4osf.JYJ. t~f'f 'li.m 1*:xt~iu1~1*:msf.Ji;P[o] 0 

*1* ~J5t!i7Jrt 
[0441] *~BJl)d?::ctri~rfDi*ABf.JuJf'n, §iX,ffil3'~:l:fil3f ~7 ~~§~LRRC1SmJ]Hs' 

,g-gs';ttJt~sf.J~t~f'f'li.m1*o J:1JrJ£~t~f'f'[i.Tgffi]§gs',g-j'fij~13lEfPJ]qi™1gffi]§~ffiJ ~ 

~~sf.J'i' ~~it@~:m~}f3IU 1 s(LRRc 1s):7J"r sf.J~~iE fPJ gi;ttJt~, A§ ~LRRc1 

sm1*~Am~gi,g-JtMt,fPJBt5±§~gi,g-:m:~~~gffi]§(APC)~ffiJS/,JCD40:)J'-T~ 

Tgm]iQ~ffiisf.Jco37J"rsf.J~=¥EfPJgi;ttJt~, 1:f:~:l:fil, §~lEfPJPo-1. cLoN1s. 

2~FAPS/,J~ lEfPJgs';ttJt~, 5fD!~lEfPJTGF-13 Sf.J~[J__[]lEfPJgs';ttJt~o *~BJjg/,]LR 

RC1S~§l*~t~f'f'li.m1*, PJQ,(13~j/:1}{$Tgffi]§#~1~]qi™1sf.J~flxti;P[o], PJ 79]qi 

™1!2,(&~™1ffl:k~~~~~i§~~fioft~~~~,~~J*~~o 
[0442] :tzD*X?frffl, *ii "'i'~~it@~:m~J¥51j15" ~ "LRRC15" ~tl@ftA~$ES 

LRRC1S~[E]tffiau-½Sf.J~ S flxt o 'i' ~~it@~:m~J¥51j (LRR) 9/,]gs'ttJJ~ft£=jnJ~j:Jst 

~§l*sf.J~swt$ur1t*~ o LRRc1sfti"F~~1*™'(1J~:tzo, JUI. ~iN. ~fl]. ~j 
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~~~~~~~~~L~&~~ft~~~*~~m~~r-~~. ~-,~~ 

~-, B5t~-HHffi]§.)L~i:5, rfDjc~~iEffit_§JJ~~~t±:!1~~i:5~5£~ito 

[0443] :tzD*X?frffl, *ii "CD" , ":5J'-{t~" ~ ":5J'-{t:5J'-r~" ~j:l@PJfflr!£JE:5fD 

~{IE stffi]§S/,Jtffi]§~ffiI*~~t?JJ, {JV:tzDCD40o 

[0444] CD40~~lrfitffi]§~ffi]~{*, ~r]rfi·:l:~JE[E]r-R(TNF-R)*~• ftBtffi]§5fD 

{Xj~~:ktffi]§~APCLtB~~~ito CD40L(CD154)~~lrfin~N%BJUm~s, APJ 

iJ}~ff~~T@Jill*tJHffi]§, :tzDJfil1j\*ffi., tiz:tffi]§, ${tS/,JT/B/NKtffi]§o CD40L£=j 

CD40ts',g-~1}{$APC, fATTD~iY:CD80, CD865fDAfti?JtwrJ1!{:5J'-rS/,JLififJ, ~wrJ 

1!{CD8+mJ]H~f'f '[i.Ttffi]§R& o 

[0445] *ii "Fe)tMt" ~ "Fe" ~tl@m{*9/,j:;f~13m~ts',g-$'[i.{S ~~*JJ1BlXYl~frj~ 

~ ts'§§ 91,j i'f~:5J'- ' ff IE] Jlti~Airf ~ 79Fe)t Mt cltxt h Mt PJ ts'§§ '[i.) 0 :i!lrfi h Mtxt@r 

~~~cm~cm~~~.ffH~m~*r~£=j~@*r~~~fflli~ffl~W 

:5J'- o *X?frJ£S/,JFeJtMt PJ~11J± § lgG1, lgG25fDlgG4m{*o xtrt~JE:ffl~, PJ 

~ {ft~t~JE:8/,]IgG_illZ~o {JV:tzD, ftft~ADCC5fDCDC7JffiJ, lgG1rtigG25fDlgG4~ 

13~:11:o [E]Jlt, §~:11:&r J}J~~:;f,g-m'~St, PJ~ {jt~IgG2 Feo ftrfD, ~lgG2 FeS/,J 

:5J'-r®ffi~XiiffrJ~, ff H PJ~~:;f:tzD~lgG1 FeS/,J:5J'-rfjJE:o Jj~]Jffi], £=jFcy RI 

rn s/,J 5t3Z-ti,g-xtrJ~s.¥ co4o~co13 7B/,JAwV1!{1t3 % ~*:m:~, rfDigG4s/,Jti,g-* 

5fD1JttigG1 r-@Ji~2{~, ttigG2r@)10{~ o S267E5fDL328F~~~PJ:ift~ivj:~§£IgG Fe 

£=jFe -y RIIBS/,]5tJZ_ts',g-(coss-binding)o Jlt5~, PJ~jjjjj~~,t.~~1"~~5[)\.Fe 

*j:~1JD~!}Px;:Ym{*S/,J~j/:@r J}J~~(~ JM, {JV:tzD, Strohl, Curr.Opin.Bioteeh., 20: 

685-691 ' 2009) 0 

[0446J :tzD*X?frffl, *ii "m1*" ~ "j:JSEff~s" ~13~§fPlts'ttJt~1iEs/,J£~1500001![ 

jJzrli}fB/,jf'f [J] ~*m~ s , A EE M 1-' ~§ fPl s/,Jl:?:it(L)lDM 1-' ~§ fPl s/,J:mit(H) t_§_~ o ffl;~ 

$:?:it®ii ~,t. Atfi' = ,iifrE ll£=j :mit~§l :ii, rfD:;f fPl ~J9::Ef ~ s fPl lrfi~ s/,J:mit f'§:Js/,J = 
,iifrE ll~ § :;f fPl o ffi;~ :mit5¥D$:?:it fili3 iJJllJJrJ !'§J ~~ s/,Jit pq = ,iifrE ll o ffi;~ :mit s/,J ~ fzlffi 

13PJ~~(VH), AlP~~,t.tstE:~o ffi;~$:?:its1,J~fzlffi13PJ~~(VL), Jj~fzlffi13ts 

tE: ~ ; $:?:it s/,J ts tE: ~ £=j :mit s/,J ~ ~,t.ts tE: ~ ~§lxt , $:?:it s/,J PJ~~ £=j :mit s/,J PJ~ 

~~§lxt O t~75KS/,Jit~WJH~~ft$:?:it5tD:mits/,JPJ~~zJ§J%~:WffiI 0 

Exhibit 2 
Page 115

Case 2:26-cv-06234     Document 1-2     Filed 06/09/26     Page 34 of 94   Page ID #:115



32 

WO 2025/162477 PCT/CN2025/075637 

[0447] :tzD*X?fr ffl' *ii "PJ~" ~7f\m1z[n:j::tPJ~~s/,J~Jl:bi'f~:)J'-ftffJiJ_t 13pfr:;f[P]' 

't%IBG7 ~lrfit~tE:m1;zr;:xtAt~tE:m~sl,Jgs'~lM~f'f'li.o ?trfD, PJ~'li.#:;ft>J>J 

:l:fil:)J'-~tE~1'-m1;z!s:PJ~~tj=t O 't*$r$:?:1FJi5fD~iJ!PJ~~tj=t;}'t79lii~~JE:~(CD 

R)~ni~~tj=tg/,j 1--JtMttj=to PJ~~tj=t~=st(~~S/,Ji'f~:)J'-ft79ttJ~~(FR)o ~ft~ 

1Ftlol:?:1Fts1,JPJ~~tj=t~ § §~[J],t-FR~, t1n*iy:_t~ 13 -1:tr~JtJ~. rn%IBG 

:iiJS::f;f 91,j ,t-c DR~§ :ii ' tE~Jl:t ,[l m --rPJ % PX i'f~ :)J'- 13 tfr ~ gi;ttJ O ffi;~it tj=t 91,j CD 

R®iiFR~~@;:l:fil:@tt~;@ff£=j5j~1Fts1,JcoR~;@%IBGTm1*s/,Jm~gi~i'fMfI 

(~ ,IMKabat~,NIH Publ.N o. 91-3242,5§:1, 64 7-669 J;'.l (1991)) o ts JE:~:;f J1iti~£=j 

m 1*£=j m~ s/,J gi~ , 1s ~ t 1n~~ 1:±:! :;f fPl s/,J~:11:@ :rJJ~~ , 1J~ :tzo~£=j m 1* s/,J 1:&l~r 

m1;zr;:sl,Jgffi]§~'li.o 

[0448] *$iffs/,Jm1;z!s:PJQ,Z§tt{S:;f~~T~R~, ~R~, ~t~f'f'[i., ~t~f'f'[i., YJ.t~ 

f'ftt,A~,A~~.~*~~.*~~~~m~o*X0H~m~PJQ,Z*§ 

ff~~~*~,§ffi~~~~~~~ott~~.m~~A, M~.~.~. ~ 

$,~m.~~.~~~. ~~~~m~o 

[0449] *ii "m1;z!s:JtMt" ~ "m~gs'~JtMt" fflrtl@m1;z!s:s/,J~i'f~:)J'-, 1J~:tzDF(ab')2, F(a 

b)2, Fab', Fab, Fv, ~iJ!Fvs(scFv), ~1FJ!m1;z!s:, =,iifrEll:i!tiS/,JFvs(sdFv), §~VL 

~VHgs';ttJt~s/,JJt Mt, Fab~itXJ$F±S/,JJt MtQ,Z,,&tJc 1--1:zr;::iffl:11¥-~(anti-Id)m1;z!s:o 

:;fitgi;ttJ:tzo1PJ, m1;zr;:JtMtt~£=j3'E~m1;zr;:pJriRt11Js/,J~§fPlm~gi~ o *ii "m1;zr;:Jt 

Mt" §j:5DART5fDYJ.m1;z!s:o *ii "m1;z!s:JtMt" 5±§tt1:f:1PJ§~~J_sfff~SPJ~ 

~~~IBG~S~~~I~~~~S,A®ii£=j%JE:m~~~%IBG~~~TTD-m 

1;zfs:~;r$;@11'ffl o "~iJ!JtMt PJ~~" ~ "scFv" ~j:l@~J9::ff~S S/,J~iJi(VH)5fD 

l:?:it(vL)s/,JPJ~~s/,J;!~~s o :a~JJ:t:nffiI, pJrJ£~gi;ttJt~£=j1o~t~2s,t-it~W~ 

s/,J mti~Jtt:i!ti o ti~ PJ'i' ~i:tit@~Q,(~13*lJJ'li.lD if' itW~~1tit@~Q,(~131i 

~~Ji, # 1l PJQ,Z:i!tiVHS/,JN*fzlffi~VLS/,JC*fzlffi, RZ1ff1to )~~J!'f¾~i TtstE:~ 

#slATti~, {S~:iz:lrfi~s1fr(~~7~~15j:JsUt~ss/,Jt~f'f'li.o :kTlgG, *;[\ 

11t~J~Jf ~ s :)J'-r § ~ M 1--~§ fPl s/,J :)J'-r_m£~792 3, ooo:i]t jJz rliJl: s/,J$:?:1FJ!~ It 5fD M 1--~§ 

fPJS/,J:)J'-r _m7953,ooo-7o,ooos/,J~1FJ!~Jlto [J],t-iJi®ffiQ,( "y" ttJ~®ii=,iifrEll:i! 

ti, A$$:?:1FJ!JA "y" S/,J D :i!ti(bracket)~1FJi#J!1$jjiiPJ~~ o 
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w~m ~Lm~.~~~ft~m~~~tt~m~#%Htt~~m~L~~&o~,m 
{;zr;:9/,JvLts'ttJj:~5fDVHts'ttJj:~~m{;z!s:9/,Jii*~tR:JE:~(CDR)r*(subset)ts'~Q,(%fflG~~ 

tE: ttm~ ti~{fI,~ s/,J ~~~ o :i!frfi [J__[] 5Lm 1:zr;:ti;ttJ % PX T ~ v;ttJ~s/,J ~• s/,J *fzlffi 

3ztZ=ftEB/,Jm~ts'~{lI,~o ~~{;zfs::l:filix, itm~ts'~{lI,~ESVH5fDVL1FJitj=tg/,jffi;~,t­

L8/,J 1'"CDR(l.[PHCDR1, HCDR2, HCDR3, LCDR1, LCDR25fDLCDR3)~~ 

tE: □ tE~~fflm~.~~~~~R~~S*rfil±§~~M~~~#~~T~ 

~tf4z:JJt?JJ~R:ff~sut{rI~B5<:@o ~~, ~R:ff~s:5J"r~Q,(a3{JZ)F~13$:?: 

it s/,J:mit~ 1x ~~13:mit s/,Jl:?:ittBfflG o 

[0451 J tE3~:?tZ=ftE s/,Jm 1* $ , ffl;1'-m~ ti~ti;ttJt~ $ Z=ftE s/,J /\ ,t-coR~m s/,J. ~F:i! 

tlsl,Jit~W~ffJiJ, ESritm{;z!s:tEJJ<.'[i.:f;fj:Jtj=t _~j:~Jt- tt;ttJ~, 1Elut:iz:D:tcoR1t 

t~H'li.JE:{_fIQ,(%fflG "m~ti~ti;tt;t~" 0 m~ti~ti;tt;t~tj=ts/,JA*it~W~, ft 

19 ";ti!~" ~ts';ttJt~, SDi7f\1±!1suJ\sf,J:5J'-rlil~H'li.o ttJ~~±~*ffl 13 -jfr~JtJ 

*· # JlCDR%fflG:f,;f, ?fr~:f;f:i!t:S:# JltE~Jl:b'f'~m~%fflG 13 -tfr~ts'ttJs/,J~i'f~ 

:5J" o IElut, ;tl!~~;@iti%fflGx~s1,J1tffl, itx~®iiitr'§:l~FA1fr~§Ii 11::fflrfDi~c 

DRJE:&tE~~~~~Lo ESJE:&~CDR%fflG~m~~~~~~~JE:7~~R& 

&'li.m~LB/,J~{lIIii~s/,J~ffiJ o itiii~~ffiI{Jr:urm{;z!s:~A*~*~{lI(cognate epito 

pe)B/,J~FA1fl'ts'~ o ESr8t?Jtffi,pftl:l:fil~~JE:, *~Nts';ttJt~s/,JifjjfZ*Alrt ~Q,Z~ 

~:l:fil'ltxt{:f:{PJ~JE:S/,J:miJ!~$:?:1FJi~~~!£JE::5J'-tl!J§~CDR5fDttJ~~S/,Jit~W~ □ 

[o452J :tzo*x?Jrffl, *ii "l:?:ittstE:~(cL)" §1511r±§m{;zr;:l:?:1Fts1,Jit~@~J¥3IiJcL 

({JU:tzosEQ 10 N0:66,67,68) o {ft~:l:fil, $:?:itts tE:~ §15ts tE: K ti;tt;t~~ts tE: A ti 

;tt;t~tj=t 91,j~y~,t- 0 

[o453J :tzo*x?Jrffl, *ii ":mittstE:~(cH)" §151J:§~R:Et~s:m:1Fts1,Jit~w~rr 

3IU o §~:mittstE:~s/,J~Jtt§~Q,Z ~~yz~ = cH1ti;ttJt~, tHt~(1JV:tzo, L 

i'f~, tj=t ['§:]5fD/~~i'f~~1FJi~)ts';ttJt~, CH2ts';ttJt~, CH3ts';ttJt~~A~{;z[s:~Jt ML 

@§:fl~~. ~12,(~ittJJ:mittstE:~, ~1~1':::{fJsl,Jit~W~J¥51j~~?tZ=ftEB/,J~R:ff 

~ s :5J"r ~fPl o 
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[0454] tt*~BJls/,J-,t-~15lli1J:i:ttj=t, tV~s/,J~t~f'f'liJJc1;zfs:§~crossmabgs'ttJ, l.!P:mii 

CH15fD$:?:iJiCL5t~i'f~:)J'-jtJ~~@~J¥JiJ, 0J5J5Jl=J®@co :iz:t$S/,J7f\1J~t±gs'ttJ§~:tzDSE 

Q ID N0:56?Jr7f\S/,JCH1, 0J:1:tzDSEQ ID N0:68?Jr7f\S/,JCLo 

[0455J :tzo*xJ:1Jr m, m1*- m1;zr;:JtMt~m1;zr;:gi;ttJt~s/,J "~1*" ~11@:tzo---r, m1*- m 

1;zr;:JtMt~tn:1;zt;:gi;ttJt~ = (1)£=j~~15m1*- tn:1:zr;:JtMt~tn:1:zr;:gi;ttJt~~13~yso%, s 

5%, 90%, 95%, 96%, 97%, 98%~99%S/,JJ¥3IIJ!PJ-'[i., 5fD(2)t~f'f'[i.gs'if~ 

£=j~~15m1;zr;:, m1;zr;:JtMt~m1;zr;:gs';ttJt~t~f'f'li.gs'ifB/,J~§IPJlEt;[\o @§:El~~, tf 12,( 

"~Yx%~§l!PJ" ~ "~Yx% !PJ-'li." s!,J%:i:t~7f\J¥3IIJ!PJ-'li.s/,J'lim--r, :i!t-¥: 

91,j ~fllli]J ~ §15~-y ~ ~ T --r~~ 91,j 1:f:1PJ5fD?fri3~ 1H B ))'- rt O ut1~' @§:El~~' 

tt*$~$~tE~~~J¥~~fflm--r,@~A~ff~~*0H~§~£=j~~~ 

W~!¥3IIJ~13~yso%, ~Y85%, ~Y90%, ~Y95%, ~Y96%, ~Y97%, 

~Y98%~~Y99% s/,JIPJ-'li.o 

w~~ tt*~~~~%f'ftt*~~m~~§ffi~#ffiif~~n~,:i!~ffiif~~n 

1!§15: :::fxtl{JUgGt$m1;z!s:(f}~:tzD, :r}J~~~R~m1;z!s:112]1f1'1;z[s:Jli(triomab/quadrom 

a)); tR-JL:i:tm1;z!s:(knobs-into-holes antibodies); 5t3Z-~R~m1;z!s:(Cross MAb); It 

rtL121@cm1;z!s:; LUZ-Y; iJi5t~I~1-tls'ttJt~(SEED)1;zfs:; Fab5t~m1;z!s:, xt;f'$IgG 

~m1;z!s:; =if-m1;z!s:; 5t~*S/,J~R~m1;z!s:, mAb2; Cov X-body; YJ.PJ~~gs' 

;tt;t~(DVD)-Ig;_ikif~S; IgGt$YJ.t~f'f'[i.m1;z!s:; Ts2Ab; BsAb; scFv/Fc;_ikif; YJ. 

(scFv)2-Fabs; F(ab)2;_ikif~S; YJ.11:ffl~Bis-Fab; Dock-and-Lock(DNL); Fab 

- Fv; scFv~m1;z!s:5fDYJ.m1;z!s:~S/,Jm1;z!s:(f}~:tzDYJ.t~:ff'[i.Tg8rn§t:S:ifffU (BiTEs); $~*,5(J. 

m1;z!s:(Tandab); DAR Ts; ~1FiYJ.m1;z!s:; TCRt$m1;z!s:; A~rtrrjf s~SscFv;_ik,g-~ 

S, COMBODIES5fDlgG/non-IgG;_ikif~S o 

[0457] :tzD*X?fr ffl, mii "~t~f'f'li.m1;z!s:" ~j:l@§~~YM1'~1§:::f!PJgi1rt~f'f'[i.sl,J 

~~~~~~*~oft-~~fllli7JA$,~%:fftt~~jfij~§~~~~~~:::f 
!PJm~~~11IB/,JM1'-~~~1'-j:JSUf~Sm~gi1rgi;tt;t~s/,J~Jlto tE~Jl:b~J5lli 

1J:i:ttj=t, ~t~f'f'li.m1;z!s:~YJ.t~f'f'li.m1;z!s:o ftAffu-Jl:b~J5lli7J:i:ttj=t, ~t~f'f'li.m 

1*~ t~f'f'li.m1;z!s:o ftAffu-Jl:b~J5lli7J:i:ttj=t, ~t~f'f'li.m1;z!s:~[J]t~:ff'[i.m1;z!s:o 
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[0458] :tzD*X?fr ffl, mii "YJ.t~f'f'[i." ~j:l@§~ ~YM1'~1§:;ffPJ ~a,g-t~f'f'[i.s/,JlEfPJ 

~attJ j:~ 91,j :5J'-T O ffi;,t-lE fP] ~attJ t~t~ ~~ll]$ £=j lE :5J'-T t~f'f '[i.~a,g- ' ff ft £=j lE :5J'-T ~a 

,g-~~~~*r~~~~~~otE-~~~nrt$,~%f'fttm~~~i3M1'" 

~~~1'-lt~~,g-~*rotE-~~~nrt$,~fPJ~~~§~m~~m~~ 

,g-~~~~CDRotE-~~~nrt$,~[P]~~~§~£=j~~S%f'ftt~,g-~ 

@c{;zfs:~AJtML tE-Jl:t~~nrt$, YJ.t~f'f'li.tCPiffVffU~YJ.t~f'f'li.m{;zr;:o 

[0459] *ii "YJ.t~f'f'li.m{;zr;:" 5fD "YJ.t~f'f'li.:5J'-r" tt*X$PJli~~ffl' tl711 PJ0A~ 

f'f'li.~a,g-]hJ;ilrfi:;ffPlm~(~~{fI)B/,Jm{;zr;:o tE-JJ:t~~nrt$, YJ.t~f'f'li.m{;zr;:~~ 

*m1;zr;:, AttAM1'-~a,g-1t(-xtHc1Lc)z-_t~a,g--1'-m~(~~{fI), ff lltE 

A§g= 1t(Jj-xtHC/LC)_l~a,g-:;f[P]g/,Jm~(~~{s'I)o t[j!Jl:t~~nrt$, YJ.t~ 

f'f'li.m1*~13M1'-:;ffPls/,Jm~~a,g-1t(tEt~f'f'li.5tocoRJ¥3IUM~ _t), ff llxtrA 

~a,g-s/,J ffl;lrfim~ ~ ~ 11r s/,J o 

[046oJ ttAfm-Jl:b~~nrt$, YJ.t~f'f'li.m1*~ PJQ,ZtEAM1'-~a,g-1t(MxtHc1Lc)s/,J 

ffl;-1'-$ ~a,g-]hJ;i lrfi:;f fPl m~ (~~{lI) s/,J~*m 1* 0 tE:i!Jl:b ~~n ~ $ , YJ. t~f'f 'Ii. 

m{;z!s:~13jhl;j,t-~§l[P]9/,Jm~~a,g-1t, ~13~§j[P]91,Jt~f'f'li.lD~§l[P]9/,JcDR)¥5lj, ff 1l 

~r£=jA~,g-~ffi;#m~~~=~~o 

[0461] *ii " t~f'f'li.m{;zr;:" 5fD " t~f'f'li.:5J'-r" tt*X$PJQ,(li~~ffl, tl711§~ 

~1§ 1--:;ffPl ~a,g-t~f'f'li.s/,J 1'-¥EfPJ ~attJt~sl,J:5J"r o ffl;1'-¥EfPJ ~attJt~t~~~tlJ$£=j 

~*r%f'ftt~,g-,fft[£=j~*r~,g-~~~~*r~~~~~~otE-~~ 

~nrt$, t~f'f'li.1amrru~~1§M1'-~~~1--1ts1,J~,g-tt:5J"r o tE-Jl:t~~ 

n~$, lEfPJ~attJt~§~m{;zr;:9/,Jm~~a,g-~attJt~~CDRo tE-Jl:t~~nrt$, 

lE fP] ~a;ttJt~ § ~ £=j lE ~ s t~f'f '[i.~a,g-s/,J @c {;zfs:~A h Mt 0 

[0462] tt*~BJjg/,J-,t-{jt~~~nrt$, ttJJ!7¥EfPJLRRC155fDCD40S/,JYJ.t~f'f'li.m 

{;zr;:, ~13:tzD ~ 1 $ a-b?fr7f\ S/,J~attJ o a~attJ S/,J-l$7f\{}~'[i.:5J'-r :tzD ~2A~ ~2B?fr7f\, 

A$8/,JmLRRC15 Fab PJQ,(1J~ffl*~BJlpJrj£9/,j{:f:-mLRRC15m{;z!s:S/,JVH5fDVL 

ttJJ!S/,JFab; mCD40 scFv PJQ,(1J~ffl*~BJlpJrj£9/,j{:f:-mCD40m{;z!s:S/,JVH5fDVL 

ttJJ!S/,JscFv o b~attJS/,J-lrfl7f\{}~'[i.:5J'-r:tzD~2C?Jr7f\, A$8/,JmCD40 Fab PJQ,(1}~ 
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ffl*~BJjpJr~Bf.J1:f:~mcD40m1*Bf.JVH5fDVLttJJ!Sf.JFab; mLRRC15 scFv PJQ,(1} 

15effl*~BJjpJr~Bf.J1:f:~mLRRC15m1*Bf.JVH5fDVLttJJ!Sf.JscFvo 

[0463] tt*~BJjg/,]Jj~,t.1,ic~~mli7J:i3~/P, ttJJ!7lErPJLRRC15, CD405fDCLDN18. 

29/,J t~f'f'li.m1*, ~13:tzD~1 $c-d?Jr7f\Bf.J~s'ttJ o c~s'ttJsf.J~lrfi7f\1J~'[i.:)J'-r:tzD~2 

D?Jr7f\, A$8f.JmLRRC15 Fab PJQ,(1J15effl*~BJjpJr~Bf.J1:f:~mLRRC15m1*Bf.J 

VH5fDVLttJJ!Sf.JFab, mCD40 scFvPJQ,(1J15effl*~BJjpJr~Bf.J1:f:~mcD40m1*Bf.JV 

H5fDVLttJJ!S/,JscFv, mCLDN18.2 Fab PJQ,(1J15effl*~BJjpfr~Bf.J1:f:~mcLDN18.2 

m1*Bf.JVH5fDVLttJJ!S/,JFabo d~s'ttJ~lrfi7f\1}~'[i.:)J'-r:tzD~2F?Jr7f\, A$8f.JmLRRC 

15 scFvPJQ,(1J15effl*~BJjpJr~Bf.J1:f:~mLRRC15m1*Bf.JVH5fDVLttJJ!Sf.JscFv, m 
CD40 Fab PJQ,(1J15effl*~BJjpJr~Bf.J1:f:~mcD40m1*Bf.JVH5fDVLttJJ!Sf.JFab, mC 

LDN18.2 scFvPJQ,(1J15effl*~BJjpJr~Bf.J1:f:~mcLDN18.2m1*Bf.JVH5fDVLttJJ!Sf.Jsc 

Fvo 

[0464] tt*~BJjg/,]Jj~,t.1,ic~~Dlli7JAtj::t, ttJJ!7lErPJLRRC15, CD405fDPD-1 Sf.J 

t~f'f'li.m1*, ~13:tzD~1 $c-d?Jr7f\Sf.J~s'ttJ o ds'ttJsf.J~lrfi7f\1J~'[i.:)J'-r:tzD~2E?fr 

7f\, A$8f.JmLRRC15 Fab PJQ,(1J15effl*~BJjpJr~Bf.J1:f:~mLRRC15m1*Bf.JVH5fD 

VLttJJ!Sf.JFab, mCD40 scFv PJQ,(1J15effl*~BJjpJr~Bf.J1:f:~mcD40m1*Bf.JVH5fD 

VLttJJ!S/,JscFv, mPD-1Fab PJQ,(1J15effl*~BJjpJr~Bf.J1:f:~mPD-1m1*Bf.JVH5fDV 

LttJJ!Bf.JFabo d~s'ttJ~lrfi7f\1}~'[i.:)J'-r:tzD~2G?Jr7f\' A$8f.JmLRRC15 scFvPJQ,(17 

15effl*~BJjpJr~Bf.J1:f:~mLRRC15m1*Bf.JVH5fDVLttJJ!Sf.JscFv, mCD40 Fab PJQ,( 

1J15effl*~BJjpJr~Bf.J1:f:~mcD40m1*Bf.JVH5fDVLttJJ!Sf.JFab, mPD-1scFv PJQ,(1} 

15effl*~BJjpJr~Bf.J1:f:~mPD-1m1*Bf.JVH5fDVLttJJ!Sf.JscFvo 

[0465] tt*~BJjg/,]Jj~,t.1,ic~~Dlli7JAtj::t, ttJJ!TlErPJLRRC155fDCD38f.JYJJ~f'f'[i.m 

1*, ~1§~2q::ta?Jr7f\Sf.J~s'ttJo 

[0466] tt*~BJjg/,]Jj~,t.1,ic~~Dlli7JAtj::t, ttJJ!7lErPJLRRC15, CD35fDFAPS/,J t~ 

f'f'[i.m1*, ~13~2 q::tb,c,f,g,h,ij,kq::t ?Jr7f\Sf.J~s'ttJ o 

[0467] tt*~BJjg/,]Jj~,t.1,ic~~Dlli7JAtj::t, ttJJ!7lErPJLRRC15, CD3, FAP5fDTGF-

13 Sf.J [l__[] t~:ff '[i.m 1* , ~13 ~ 2 tj::t d5fD e?Jr7f\ Sf.J ~s'ttJ o 
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[0468] ~ffl*~BJjgl,jtJc{;zr;:VH5fDVLtB)JjG8/,JscFvttJJ!~t~f'f'[iJJc{;zr;:Bt, 79 J j:~trn~t~f'f 

'[i.m{;z!s:91,jfjJE:t±, PJtEscFvq::t 5 IA-f:~ftit@~(C)~~. 1ntzo' tEVHS/,]§g44{fI5fDVL 

9/,j§g1oo{fI 5 IA-f:~ftitW~~~o :tzD*X?fr ffl, *ii "VH445fDVL100S/,J-f:~ftit@~(C) 

~~" ~tl@i~scFvS/,JVH§g44{1Iit~W~tft~79-='F~ftit@~, 12,(11 i~scFvS/,JVL§g 1 OO{ll 

it~W~trt~19-f:~ftitW~o 

W%~ *~~~~~TffiWL~m~~Ah~~~~~~*ro*~~~~~~~ 

PJQ,(~DNA%:i:t~RNA%:i:to DNA%:i:t§ttcDNA, ~IE!tBDNA~Aiif]JjGS/,J 

DNAo DNA PJQ,(~~iJ!S/,J~~YJ.iJ!S/,J o DNA PJQ,(~tffia~-½iJi~~Ftffia~-½iJio tffia~-½ 

pjG~~lt~ffiW~rr~PJQ,Z~*~~m~~ffiW~ff~ffl~~~~~#~~f'f 

{;zr;:o :tzD*X?fr ffl, "fs1#S/,J~f'f{;zfs:" tt*~BJjtj=t~tl@tffia~-½~13 ~*~BJjg/,J~lt 

ffl~~it~~rr~.~AffiW~ff~i3~~~~~ff~o 

w~m ffiW*~~~pjG~~lt~~~~~§ffi:RffiW]JjG~~lt~ffiWff~;)JjG~~ 

tt~ffiwrr~~~#fflmffiwrr~;)JjG~~tt~ffiwrr~®ff~~™mffiwrr 

3IiJ)Q,Z11~Ftffia~-½ff3IiJ o 

[0471J *ii "tffia~-½~lts/,J~~~@~" PJQ,Z~§tttffia~-½ut~tts/,J~~~w~, t11PJQ,Z~~ 

§tt~11rntffia~-½5fDl~~Ftffia~-½ffJiJS/,J~~~W~o 

[0472J *~BJl~tl7 &~L~B/,Jff3IiJ~5tlllhlfi'ff3IiJzJ§J~13~'.'.J)so%, w{_!:l:fil~Y7 

o % , ~ {_!:1:,fu~yso % ~§~ '[i.s/,J ~~~W~o *~ BJl t~t!Utl711 tEF~i~14-r ~*~ 

BJlpfr~~~~W~PJ~5tB/,J~~~W~o tt*~BJltj=t, "F~i~14" ~ti@: (1)tEw 

{~~rs.¥1i5fDWr%'i1lilili-rs/,J~5t5fD15tlm' :tzD0.2 X SSC,0.1 % SDS,60°C; ~(2)~5t 

Bt1JD13~'[i.ffUJD50% (v/v) Ej3@Jc~f, 0.1 % 1J\4 Jfiljf /0.1 % Ficoll, 42°C~; ~(3) 

{£tEM~ff3IiJzJ§Js/,J~§l~'li.~YtE90% Q,ZL,~~r~9s % Q,(LBt::t~±~5to # 

Jl,PJ~5t9/,j~~~@~tffia~-½S/,J~ft~SEQ ID N0.4, SEQ ID NO.9?fr7f\8/,J]JjG,~~ 

ft13~§l~S/,J±tt'¥:r}J~~5fD$'[i.o 

[0473] *~BJls/,Jm{;z!s:91,j~~W~idf:ffJiJ~Ah~JlffiPJQ,(fflpcRttJ~j!, :mj_§_j!~ 

Aiif ]JjG9/,J1J}!~1~0 ~lrfiPJ1'Js/,J1J}!~fflAiif ]JjGB/,Jni!*if ]JjG13*ffJiJ, 

xA~#~*liwmst o ®ffi, ®iin;if]JjG~1'-1J\#~, ttFPW-ur1t:i!t:S:PJ~ 
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;@, %IBG;!,g-~ so 

W~~ -g~~T~~~ff~.~~~fflmffi~**m~~~~~~ff~o~®m~ 
i~A R ~AfHzr;: , W.tt )\garn~L ft lP®ii m ij;_;ry}! JJ\J~Ji}p 91,j ts' _::EJffi]§ tj::t :5J'-~ 

~~~~ff~o*~~m~&~±~*r~~,~s~§ffi~*~~%rt~ft 

s/,J±tm:5J"r o 

[0475] §§IJ' E:j?:~~ft~®ii1t'¥,g-IBG*1~iVtffia~-½*~BJl~s rnx:AJtMt, ~A11J 

±t?JJ)S/,JDNAffJIJo ?tFP~i~itDNAffJiJslA*~Nt~tj::tE:J~DS/,J~lrfi~~S/,JDNA 

:5J'-r(~:tzD$½1;zf';:)5fDgffi]§tj::t O ut1~, J±~®ii1t'¥,g-IBGi~~~5 IA*~BJl~SffJiJ 

tj::to 

[0476] *~8Jl5±tl7 & §~ _b£s/,JJE§DNAffJiJ ~&JE§ ~iJJr~~BS:iffUffJiJS/,J$½1;zf';:o 

~Jl:t$½1;zf';:~~fflrtt1tJE§B/,Jfs'_:iJffi]§, ~~A~~tlJ$~it~Sflxto 

w~~ ts'±~~~~~~~~~.~~ffi~~;~~~~~~~~.~M~~~;~ 

~~~~~gffi]§, :tzDPmJLiJJt?JJgffi]§o 1~~ti1JVr~: *]~ffffi, ii'!Jffi~; I~ 

11f~1Yflf=t ffig/,jgffiffigffi]§; ~ffigffi]§:tzDM~; 5JH!'gs2~sf9S/,JIB_gijffi]§; CHO, 

COS7' 293gffi]§S/,Ji}Jt?JJgffi]§~ 0 

[0478J mmg_§_oNAtt1tm±gm]iQ~ m*~Nt~fZ*A1rt,~Jos1,JmiYUz*uHt o § m± 
19 ~~±t?JJ:tzD*]~ff ffiBt, ~~PR Y'.ll:DNAS/,JJ,®~~gffi]§~fttl@~± ifJl:Jjjpy5Z:~, 

ffl CaCbi!3zt:E!, ?fr ffl S/,Jiv~lft*~Nt~~?fr fi"DJD o Jj-lrfi:ni!~~fflMgCbo :tzD 

5'lm'~, tt1t-fu~ffl~~-JLS/,J7Ji!ut1To §ts'±~~~±t?JJ, ~~m:tzo--rs/,JDN 

Att~:ni!: ~~W~li§AlfUJEi!, miJUJlrt:ni!:tzD_filHi!dilt, ~~-JLJ~flxt1;zf';:§~ 

[04 79J ~1~s1,Jtt1t r ~~m mii:n1tt~:fi;, ~it*~ sJJ s/,J~!El?Jrtffia~-½s/,J ~ 1t o t~t@?Jr 

ffl~ts'±~~.~:fftj::lmffl~~:ff~~~~~#mm~:ff~oftJErffi±~~ 

±*B/,J~14--rur1ti~:ff o § fs'±gffi]§±*iVJE§ 91,Jgffi]iQ@;JilP, ffl,g-JEs/,J:ni! 

(:tzo1lililittt~~1t'¥i;}~)i;}~~tis1,J~i:JJr, i~gm]iQW.t~:ff-Mtstr§J o 

w~m ft~®~:n~$~mffi~Jlt~ft~~~,~fr~~~~~it,~*~~~~ 

5~o :tzD5'lm'~, ~;f!JfflAt?JJ:E!s/,J, 1t'¥s/,J5fDAB1~ti®ii ~lrfi:5J'-~:ni!:5J'-~5¥D 
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~1t:mt_§_s/,J~ so jzD:b1J}!~*~Nt~fZ*Airl?Jr,~JDs/,J o j!J1:t::5}!s1,J1Jfr§tt 

{S # :;f ~~ r : ffi iis/,J ~ji.3zt:E!, ffl ~ s i'.fUJEffU 3zt:E! (_iik tfr :;ry}!) , lH~J \, i~~1iEl 

ffi' r!i3zt:E!, rlilH~J\, :)J'-rvfifetfrOJIB5tiii~), PR~tetfr' ~T5t~etfr' ~~:11: 

1t~§letfr(HPLc)lDA 't ~lrfi1t~§letRfZ*ll:i!Jl:t::5}! s/,Jti,g-o 

[0481J *~sJJs1,J:m:1;zr;:PJ0J~1.aEk~ffl, t11 PJ £=jPJ ~1JJl~t;[\icJm(1J~~Jr § s/,J). 1i=rnm. PK 

@s~~~~W*~ff~~L:i!~~~~ffi,g-~,g-~~~o 

[0482J fflr~~Jr § s1,Js1,JPJ~1JJl~t;[\icJm§tt{s:;f~~r = ~ft~~ftt;[\icJm. nY:l.t'li.t;[\i2 

t?JJ, MRI(~~j=tj}tz]JjG{t)~CT(~ rif1ftJlX]t~~Jre131mfZ*):i§i;jfij, ~~~ll]$f­

± PJ ~jj)J~f-tms/,J@io 

[0483] PJ{~~*S/,J11§rfiffU§15{S:;f~~T: Bj£tJ~, IL-2, -=ftft~, ~li§~, GHRH}tt, 

~It~~~- s~s.m~#~-~~~r-~~~o 

w~~ *~~~~~7-#ffi,g-~ofttt~~$,m~~ffi,g-~~~~ffi,g-~,'E~ 

13 L~B/,Jm1;z!s:~A1!5'li.#~~A;!,g-~s, ~11~'¥ L PJti~S/,J$½1;zr;:o ®ffi, 

PJ~:i!~~~re~rx~~-ffitt~~~'¥LPJ~~~*tt$½~*~$,A$p 

H®ffit~17s-8, wf_t:l:filpHt~176-8, 01rpHf1f.PJft1t@ctVtm~s/,J'li.~~111'if1i=r 

fis!,J~~rfD13?fr~1to @ctV~=fs1,J~t?JJt_§_,g-tmPJ~®iiffiii~1~ur1'r~~, A$ 

§tt({S#:;f~~r): □~IL PSJZPRl![, ™117'J, BiBlpq, ttBJJ<-pq, ~JaJi'f~~~o 

[048sJ *~sJJs1,J~tmt_§_,g-tmPJfflr1i:rnm~1Brfi™1, xA~~1*™', t~t11J~LcRR1s 

~~~s/,J~1*™' o 

[0486] *~BJj91,J~t?JJt_§_,g-t?JJ~1§~~13~j/:_m(:tzD0.001-99wt% ,wf_!:l:fil0.01-90wt%, ~ 

f_!:l:,fuo.1-8owt% )B/,J*~BJlL~B/,J~ R~m1;zr;:(~Af~~*1?JJ)~11~'¥ L PJti~S/,J$½ 

1:zr;:~IJlii\JfMtUo JZ~$½1;zfs:§tt({S#:;f~~r): _iik7J<., t£{~1ft, iJ~*J8, Jj<., i:ti83, 

Zff.11Affi,g-o~~~ffU@£=j~~nrtffl~reo*~~~~~ffi,g-~PJ~~ 

iffV]JjG'lfffU%rt' {JU:tzDffl±:Ef_iik7j<_~~13iJ~*J85fDAftl?JmffUS/,JJJ<.li1ftJffliiffiiin 

1!ur1ttV ~ o ~t?JJt_§_,g-tm:tzD'ltffU, iiillrftx ffi ~14 --r iffV@o 1!5'[i.]JjG:)J'-S/,J~~ 

_m~11§rfi13~j/:_m, {JU:tzDffi;3~J~11i!£Rl-=f-::%1;zr;::m-£~10~::%l-=f-::%1;zr;::mo ut1~, * 

~~~~~ffi,g-~~PJ£=jA~~fim-~~fflo 
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w~~ ~m~~ffi~~~.~~~~~~M~~R~~~~mr~~~~.A$~~ 

~~~:11:M®1t¥:'.'.P£~101its1u-=r R 1;z[';::m' rfij_§_ ft7C~~'I'~ m--r:;fr!iii£~8~R/T 

::%1;zf';::m, w1_!:l:fili~HtUM~£~101i!£::%1-=f-::%1;zf';::m-£~1~::%1-=f-::%1;zf';::mo §ft, ~1;zf';: 

ffUMJ±&~W~~~1~- ~)dllmUkm~IEl~, j!Jl:tt~~,~tj~ljrpfZ~~m~z 

pq 91,j 0 

[0488] *~BJjg/,J-=:t~1ft,~ BJJ5: 

[0489] (1)mi~§l:kIBG£ft1Hffi]§(CAFs)~~~~1;zf';:™11iti=;f:l:J$ s/,J:m~tBIBGi'f~:5J'-' jzJJ:btffi]§ 

®iixN ]rr™1 tm]iQ s/,J ± * , ~£=j ]rr™1 tm]iQ5h~wt s/,J:m~ , 1Jr:ur1tof!'r ±IBG lDififl 11 

]'t1™1~iJ:S/,]~~*1Jr:urmi~B/,JurJ\io CAFstEmi~flxt$£=jAffu:tzDf7'lBztffi]§5fD~it 

:tzD: CD40~8/,J~Rtffi]§Atfo :tzout, [E]1JLRRC15tECAF_Lt~:J'f'li.~it, !.[pPJ 

~txtitlE,~ -i&itYJ./ ;[l__[]tJc, tE~R1}{$1t3%wiU]'t1™1~flxt$¾, fAmJft~~~ 

1;zf';:™1 ii=rfi $ ~ WJr ;it ]rr™1 IP] t~]rr™1 s/,Jtt~ o 

[0490] (2)~§lwrtf®S/,J]qi™1~§l*m~(TAA)lE,~, LRRC15tE~l$~1;zf';:™1Q,(l1cAFs_L 

91,J~it, ~1~*~8Jl$§~LRRC15m~ti~ts'ttJ:1:~s/,JYJ./ ;[l__[]t~f'F'li.m1;zf';:s/,J@ 

m ~11 r 1~ o 

[0491J (3)*~sJJs/,JYJ.1 1[l__[]t~f'F'li.m1;zf';:~§xtr ~t~f'F'li.m1*, tE1;zf';:pqy7~~~~ffs/,Jm 

]rr™1~:11:*, ll~~,11=.~ff o 

[0492] --rrniti~~1*~~1JV, ur~iv[IJ£*~8Jlo @:El~~. jzJ1:b~~1JH£fflrixBJl* 

~~rfD:;ffflr~~*~~~m~o--r~~~~$*~~~~~#~~~~~. 

JlffiEi:'~~ffiii~14-, 1JV:tzDSambrook~ A, :5J'-r R~: ~H&~-=fflfr(New York:Col 

d Spring Harbor Laboratory Press, 1989) $J:1Jrj£91,J~14-, ~Ei:'~~ifflj:i§; ~pJrJ!-iSz.91,j~ 

14-o ~i~FJjJ'hxBJl, ~IJJrJs :5J'-tt5¥D15t~~:m:M s :5J'-tt5¥D:mM 15t~o 

[0493J iv~*~ sJJ s/,J ~t~f'F'li.Ttm]iQt:S:~rruJ:1Jr m J¥3IU 

[0494] LRRC1Sm1;zf';:J¥51j 
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HCDRl HCDR2 HCDR3 
Ll5- GFTFSSYYMS DISVSGSYTKYADSVKG IGSYRSFFSTDDGDSLDY 
06I-l/ (SEQ ID NO: :33) (SEQ ID NO: 34) (SEQ ID NO: :35) 
Ll5-
06CH 
Ll5-08H GFTFSDYYMS DISVSSSYTKYADSVKG LGGYRSFFSTDDGDSLDY 

(SEQ ID NO: 36) (SEQ ID NO: 37) (SEQ ID NO: 38) 

Ll5-03H GGTFSSYTIS GIIPMFGTAKYAQKFQG GVALLATDFDY 
(SEQ 1D NO: 3!:cl) (SEQ 1D NO: 40) (SEQ lD NO: 41) 

Ll5-07H GGTFSTYAIS GITPMFGTPKYAQKFQG GDWYDYHFDY 
(SEQ ID NO: 42) (SEQ ID NO: 43) (SEQ ID NO: 44) 
LCDRl LCDR2 LCDR3 

L15- RASQSISSWLA DASSLES QQYNSYSLT 

06L/ (SEQ 1D NO: 45) (SEQ ID NO: 46) (SEQ ID NO: 47) 
L15-
06CL 
L15-08L RASQSISSWLA DAFSLES QQYNSYSIT 

(SEQ ID NO: 45) (SEQ ID NO: 48) (SEQ ID NO: 49) 
L15-0:11, TGTSSDVGGYNYVS EVSNRPS QSWTHD\fSVV 

(SEQ ID NO: 50) (SEQ ID NO: 51) (SEQ ID NO: 52) 
Ll5-07L TGTSSDVGGYNYVS EVSNRPS QSYANRDNFVV 

(SEQ TD NO: 50) (SEQ TD NO: 51) (SEQ TD NO: 53) 
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EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYYMSWVRQAPGKGLEWVADIS VH; Ll5-06H 
VSGSYTl\YADSV KGRFT T SRDNSKNTI ,YI ,QMNS! ,RA EDTA VYYCA RT GS YRS (SEQ TD NO: 1 ) 

FFSTDDGDSLDYWGQGTLVTVSS 
QVQLVESGGGLVKPGGSLRLSCAASGFTFSDYYMSWIRQAPGKGLEWVSDIS VH; Ll5-08H 
VSSSYTJ\YADSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARLGGYRS (SEQ ID NO: 2) 
FFSTDDGDSLDYWGQGTLVTVSS 
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYTISWVRQAPGQGLEWMGGII VH; Ll5-03H 
PMFGTAKYAQKFQGRVTITADESTSTAY\1ELSSLRSEDTAVYYCARGVALLA (SEQ ID NO: 3) 
TDFDYWGQGTLVTVSS 
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSTYAISWVRQAPGQGLEWMGGIT VH; Ll5-07H 
PMFGTPl\ YAQKFQGRVT lTADESTSTA Y'vUiLSSLHSEDTAVYYCARGDWYDY (SEQ 1D NO: 4) 
HFDYWGQGTLVTVSS 
EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYYMSWVRQAPGKCLEWVADIS VH; Ll5-06CH 
VSGSYTl\YADSVKGRFTlSRDNSKNTLYLQMNSLRAEDTAVYYCARlGSYRS (SEQ 1D NO: .5) 
FFSTDDGDSLDYWGQGTLVTVSS 
DIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQQKPGKAPKLLIYDAS VL; Ll5-06L 
SLESGVPSRFSGSGSGTEFTLTlSSLQPDDFATYYCQQYNSYSLTFGGGTKV (SEQ 1D NO: ti) 
EIK 
DIQLTQSPSTLSASVGDRVTITCRASQSlSSWLAWYQQKPGKAPKLLIYDAF VL; Ll5-08L 
SLESGVPSRFSGSGSGTEFTLTlSSLQPDDFATYYCQQYNSYSlTFGGGTKV (SEQ lD NO: 7) 

EIK 
QSALTQPASVSGSPGQSITISCTGTSSDVGGYNYVSWYQQHPGKAPKLMIYE VL; U5-03L 
VSNRPSGVSNRFSGSKSG\lTASLTISGLQAEDEADYYCQSWTHDNSVVFGGG (SEQ ID NO: 8) 

TKLTVL 
QSALTQPASVSGSPGQSITISCTGTSSDVGGYNYVSWYQQHPGKAPKLMIYE VL; Ll5-07L 
VSNRPSGVSNRFSGSKSG'HASLT ISGLQAEDEA DYYCQSYA'{RDNFVVFGG (SEQ ID NO: 9) 

GTKLTVL 
D TQMTQSPSTT .SASVGDRVTT TCRASQST SSWT ,AWYQQKPGKAPKI J. TYDAS VL; L15-0nCL 
SLESGVPSRFSGSGSGTEFTLTISSLQPDDFATYYCQQYNSYSLTFGCGTKV (SEQ ID NO: 10) 
ETK 

[0495] CD40m1*!¥JIJ 
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QVQf,VQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGf,EWMGWTN VH; CD40 
PDSGGTNYAQKFQGRVTMTRDTSISTAYMELNRLRSDDTAVYYCARDQPLGY (SEQ ID NO: 
CTNGVCSYFDYWGQGTLVTVSS 11) 

DIQMTQSPSSVSASVGDRVTITCRASQGIYSWLAWYQQKPGKAP'\TLLIYTAS VL; CD40 
TT,QSGVPSRFSGSGSGTDFTT,TTSSl,QPEDFATYYCQQANTFPT,TFGGGTKV (SEQ TD NO: 
EIK 12) 
QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWlN VHl (Q62H) ; 
PDSGGTNYAHKFQGRVTMTRDTSISTAYMELNRLRSDDTAVYYCARDQPLGY CD40 
CTNGVCSYFDYWGQGTLVTVSS (SEQ 1D NO: 

13) 

QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWIN VH2(Yl04L); 
PDSGGTNYAQKFQGRVTMTRDTSISTAYMELNRLRSDDTAVYYCARDQPLGL CD 1±0 
CTNGVCSYFDYWGQGTLVTVSS (SEQ ID NO: 

14) 

QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWIN VH3(Y104A) • ' ' 
PDSGGTNYAQKFQGRVTMTRDTSISTAYMELNRLRSDDTAVYYCARDQPLGA CD40 
CTNGVCSYFDYWGQGTLVTVSS (SEQ ID NO: 

15) 
QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWIN VH4 (Tl06G/~10 
PDSGGTNYAQKFQGRVTMTRDTSISTAYMELNRLRSDDTAVYYCARDQPLGY 7S) ; CD40 
CGSGVCSYFDYWGQGTLVTVSS (SEQ 1D NO: 

16) 
QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWIN VH5(N107G); 
PDSGGTNYAQKFQGRVTMTRDTSISTAYMELNRLRSDDTAVYYCARDQPLGY CD40 
CTGGVCSYFDYWGQGTLVTVSS (SEQ lD NO: 

17) 

QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWIN VH6 (Vl 09D) ; 
PDSGGTNYAQKFQGRVTMTRDTSISTAYMELNRLRSDDTAVYYCARDQPLGY CD40 
CTNGDCSYFDYWGQGTLVTVSS (SEQ ID NO: 

18) 
QVQf,VQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGf,EWMGWTN VH7 (Y1 12A) ; 
PDSGGTNYAQKFQGRVTMTRDTSISTAYMELNRLRSDDTAVYYCARDQPLGY CD40 
CTNGVCSAFDYWGQGTLVTVSS (SEQ lD NO: 

19) 
QVQf,VQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGf,EWMGWTN VH11 (Y104E) ; 
PDSGGTNYAQKFQGRVTMTRDTSISTAYMELNRLRSDDTAVYYCARDQPLGE CD40 
CTNGVCSYFDYWGQGTLVTVSS (SEQ lD NO: 

20) 
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QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWIN VH12 (Y 104S) ; 
PDSGGTl\ YAQKFQG RVTMTRDTS l STA YMELN RLRSDDTA VY Y CAlWQP LGS (D!lQ 

CTKGVCSYFDYWGQGTT,VTVSS (SEQ TD KO: 
21) 

QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWIN VH13 (Yl04G); 
PDSGGTKYAQKFQGRVTMTRDTSISTAYMELNRLRSDDTAVYYCARDQPLGG CD40 
CTKGVCSYFDYWGQGTLVTVSS (SEQ ID KO: 

22) 
QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWIN VH14 (Y104A/Ll 
PDSGGTKYAQKFQGRVTMTRDTSISTAYMELNRLRSDDTAVYYCARDQPAGA 02A); CD40 
CTKGVCSYFDYWGQGTLVTVSS (SEQ ID KO: 

23) 
QVQl,VQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGI,EWMGWTN VH15(Yl04A/Yl 
PDSGGTKYAQKFQGRVTMTRDTSISTAYMELNRLRSDDTAVYYCARDQPLGA 12A); CD40 
CTKGVCSAFDYWGQGTLVTVSS (SEQ ID KO: 

114) 
QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWlN VH16 (Y101G/Yl 
PDSGGTl\-YAQKFQGRVTMTRDTS I ST AYMELNRLRSDDTAVYYCARDQPLGG 12A); CD40 
CTKGVCSAFDYWGQGTLVTVSS (SEQ ID KO: 

115) 
QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWIN VHl 7 (Y104E/Yl 
PDSGGTKYAQKFQGRVTMTRDTSISTAYMELNRLRSDDTAVYYCARDQPLGE 12A); CD40 
CTKGVCSAFDYWGQGTLVTVSS (SEQ ID KO: 

116) 

DlQMTQSPSSVSASVGDRVTlTCRASQGlYSWLAWYQQKPGKAPNLLlYTAS VL8 (NSJ2S) ; 
Tl ,QSGVPSRFSGSGSGTDFTT ,TT SSLQPEDFA TYYCQQAS T FPl, TFGGGTKV CD40 
ElK (SEQ ID KO: 

21) 
DIQMTQSPSSVSASVGDRVTITCRASQGIYSWLAWYQQKPGKAPNLLIYTAS VL9 (I93D) ; 
TLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQANDFPLTFGGGTK\I CD10 
ETK (SEQ 1D !\O: 

25) 
DIQMTQSPSSVSASVGDRVTITCRASQGIYSWLAWYQQKPGKAPNLLIYTAS VLlO (F94S) ; 
TLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQANISPLTFGGGTKV CD40 
EIK (SEQ ID KO: 

26) 

EVQLVESGGGLVQPGGSLRLSCAASGYSFTGYYIHWVRQAPGKGLEWVARVI VH; CD40d 
PNAGGTSYNQKFKGRFTLSVDNSK"iTAYUJMNSLRAEDTAVYYCAREGlYWW (SEQ ID J\O: 
GQGT!,VTVSS 27) 

DTQMTQSPSSLSASVGDRVTTTCRSSQSL'v'l-!S!\GNTFLHWYQQKPGKAPKLL VL; CD40d 

JYTVSKRFSGVPSRFSGSGSGTDFTLTISSLQPEDFATYFCSQTTHVPWTFG (SEQ ID NO: 
QGTKVEIK 28) 
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[0496] PD-1m1*!¥JIJ 

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYYIHWVRQAPGQGLEWMGWIF VH;Pl 
PGSGNSKY\JENFKGRVTLTADTSTSTVYMELSSLRSEDTAVYYCASETYDYG (SEQ ID NO: 
DYWGQGTLVTVSS 29) 

DIQMTQSPSFLSASVGDRVTITCKASQIWGTNVAWYQQKPGKAPKALIYSAS VL;Pl 
YRYSGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCQQYYSYPYTFGQGTKL (SEQ ID NO: 
EIK 30) 

[0497] Claudin 18.2m1*!¥JIJ 

QVQLVQSGAEVKKPGASVKVSCKASGYTFTNSGMNWVRQAPGQGLEWMGWIN VH; 18. 2 
T'HGEPTF AEEFRGRVTMTRDTS ISTA Y.v!ELSRLRSDDTAVYYCARYYYGNS (SEQ ID NO: 
FAYWGQGTLVTVSS 31) 

DIVMTQSPDSLAVSLGERATlNCKSSQSLLNSGNQKNYLTWYQQKPGQPPKL VL; 18. 2 
LIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQNNYFYPLTF (SEQ ID NO: 
GGGTKVETK 32) 

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMJ\WVRQAPGKGLEWVGRIR VH; CD:3 
SKY:t\'NYATYYADSVKGRFTI SRDDSKNTL YLQM\JSLRAEDTAVYYCVRHG\JF (SEQ ID NO: 
GDSYVSWFEYWGQGTLVTVSS 82) 

EVQT,VESGGGl,VQPGGST,Rf,SCAASGFTFSTYAMKWVRQAPGKGl,EWVGRTR VH; co:1v1 
SKAKNYATYYADSVKGRFTISRDDSKNTLYLQM\JSLRAEDTAVYYCVRHG\JF (SEQ ID NO: 
GDSYVSWFEYWGQGTLVTVSS 83) 

EVQf ,VESGGGI ,VQPGGS f ,RI ,SCAASGFTFSTY AMJ\WVRQAPGKGLEWVGRT R VH; CD:3v2 
SKY!\NYA TYYADSVKGRFTI SRDDSKNTLYLQM\TSLRAEDT AVYYCVRHG'ff (SEQ ID NO: 
GDSYVSWFDYWGQGTLVTVSS 84) 

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMl\-WVRQAPGKGLEWVGRlR VH;CD3v3 
SEAKNYATYYADSVKGRFTISRDDSKNTLYLQM\JSLRAEDTAVYYCVRHG\JF (SEQ ID NO: 
GDSYVSWFEYWGQGTLVTVSS 117) 

QAVVTQEPST,TVSPGGTVTT,TCGSSTGAVTTSNYANWVQQKPGKSPRGT, T GG VL; CD3 
TNKRAPGVPARFSGSl J ,GGKAA I, TT SGAQPEDEADYYCAT ,WYSNITTVVFGGGT (SEQ TD NO: 
KLTVL 8fi) 
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EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSAII VH; Fl 
GSGASTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKGWFGGF (SEQ ID NO: 
NYWGQGTLVTVSS 86) 

ETVT,TQSPGTT,ST,SPGERA TT,SCRASQSVTSSYT ,AWYQQKPGQAPRTJ, TNVG VL; Fl 
SRRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQGIMLPPTFGQGTK (SEQ ID NO: 
VEIK 87) 

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSHAMSWVRQAPGKGLEWVSAIW VH; F2 
ASGEQYYADSVKGRFTI SRDNSKNTL YLQ:VINSLRAEDT AVYYCAKGWLGNFD (SEQ ID NO: 
YWGQGTLVTVSS 88) 

EIVLTQSPGTLSLSPGERATLSCRASQSVSRSYLAWYQQKPGQAPRLLIIGA VL; F"') '"' 
STRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQGQVIPPTFGQGTK (SEQ ID NO: 
VEIK 89) 

QVQT,VQSGAEVKKPGASVKVSCKASGYTFTNNGTNWl,RQAPGQGl,EWMGETY VH; F~ 
PRSTNTLYAQKFQGRVTITADRSSNTAYMELSSLRSEDTAVYFCARTLTAPF (SEQ ID NO: 
AFWGQGTLVTVSS 90) 

Ql VLTQSPATLSLSPGERATLSCSASSGVNFMHWYQQKPGQAPKl{LlFDTSK VL; F3 
LASGVPARFSGSGSGTDYTLTISSLEPEDFAVYYCQQWSFJ\PPTFGQGTKVE (SEQ ID NO: 
IK 91) 

QVQLVQSGAEVKKPGASVKVSCKTSRYTFTEYTIHWVRQAPGQRLEWIGGIN VH; F4 
PI\NGTP\JY\JQKFKGRVT1 TVDTSASTAYMELSSLRSEDTAVYYCARRRTAYG (SEQ TD NO: 
YDEGHAMDYWGQGTLVTVSS 92) 

DI VMTQSPDSLAVSLGERAT INCKSSQSLL YSRI\-QKNYLAWYQQKPGQPPKL VL; F4 
LlfWASTRESGVPDRfSGSGFGTDfTLTlSSLQAEDVAVYYCQQYFSYPLT (SEQ lD NO: 
FGQGTKVEIK 93) 

[0500] TGF- 13 RllffJiJ 

MIVPPNNGAVKFPQLCKFCDVRFSTCDNQKSCMSNCSITSICEKPQEVCVAV bl 
WRKNDENlTLETVCHDPKLPYHDflLEDAASPKClMKEKKKPGETffMCSCS (SEQ lD _\J(): 
SDECNDNIIFSEEYNTSNPD 94) 

GlPPHVQKSVNNDMlVTDNNGAVKFPQLCKFCDVRFSTCDNQKSCMSNCSlT b2 
SICEKPQEVCVAVWRKNDENITLETVCHDPKLPYHDFILEDAASPKCIMKEK (SEQ ID \JO: 
KKPGETFFMCSCSSDECNDNllFSEEYNTSNPD 95) 

[0501] lgG1 CHffJIJ 

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW_\JSGALTSGVI-IT CHJ-3 IgGl 
FPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV\JHKPSNTKVDKRVEPKSCD (SEQ ID NO: 
KTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE 51) 

VKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKV 
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SNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYP 
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSC 
SVMHEALHNHYTQKSLSLSPGK 

[0502] A$' 1JD*1Hm:7J"17Fc~ 0 

[0503] CH1ffJiJ 

ASTKGPSVFPl,APSSKSTSGGTAAT,GCT,VKDYFPEPVTVSWNSGAl,TSGVHT 
FPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRV 
ASVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDI\ALQSG\/S 
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF\JR 
GE 

[0504] Fc~ffJIJ 

EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMlSRTPEVTCVVVDVS 
HEDPEVKFNWYVDGVEVHNAKTKPREEQYI'iSTYRVVSVLTVLHQDWLNGKEY 
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKG 
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF 
SCSVMHEALHNHYTQKSLSLSPGK 
CDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP 
EVKFKWYVDGVEVHNAKTKPREEQY\/STYRVVSVLTVLHQDWLI\GKEYKCKV 
SNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPS 
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV 
MHEALHNHYTQKSLSLSPGK 

1gG1 CH1 (SEQ 
ID \/0: 55) 

IgGl CHl CL 
Cross (SEQ lD 

NO: 56) 

JgGl Fc(SEQ lD 

\JO: 57) 

IgGl Fc(SEQ ID 
\JO: 58) 
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Mutations to knock out FcyR function and/or the Mutations to 
KlH or charged pairs mutations increase the Fey 

N297A, 
L234F/L235E/P331S, 
L234A/L235A/P329G 
Y349C/K370E/K409D/K439E, 
S354C/D356K/E357K/D399K 
S354C/T366W, 
Y349C/T366S/L368A/Y407V, 
L234F/L235E/P331S/Y349C/K370E/K409D/K439E 
L234F/L235E/P331S/S354C/D356K/E357K/D399K 
L234F/L235E/P331S/S354C/T366W 
L234F/L235E/P331S/Y349C/T366S/L368A/Y407V 
L234A/L235A/P329G/Y349C/K370E/K409D/K439E 
L234A/L235A/li329G/S354C/D356K/E357K/D399K 
L234A/L235A/P329G/S354C/T366W 
L234A/L235A/P329G/Y349C/T366S/L368A/Y407V 
L234F/L235E/P331S/S354C/T366W 

L231F/L235E/P331S/Y319C/T366S/L368A/Y107V 
N297A/Y349C/K370E/K409D/K439E 
N297A/S354C/D356K/E357K/D399K 
N297A/S354C/T366W 
N297A/Y349C/T366S/L368A/Y407V 

RIIb binidng 
S267E, 
S267E/G236D, 
S267E/S239D, 
S267E/L328F 
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EPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMlSRTPEVTCVVVDVS Fc(L231A/L235 
HEDPEVKF'\TWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY A/P329G) 
KCKVSNKALGAPIEKT I SKAKGQPREPQVYTLPPSRDELTKNQVSLTCL VKG (SEQ ID NO: 
FYPSD T AVEWESi\GQPEiNYKTTPPVf ,DS DGSFFf. YSKf, TVDKS RWQQGNVF 59) 
SCSV'vlHEALHJ\HYTQKSLSLSPGK 
EPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS Fc(L234A/L235 
HEDPEVKF-"iWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY A/P329G/S354C 
KCKVSNKALGAPIEKTISKAKGQPREPQVYTLPPCRKKLTKNQVSLTCLVKG /D356K/E357K/ 
FYPSDlAVEWES~GQPE-"iNYKTTPPVLKSDGSPPLYSKLTVDKSRWQQGNVF D399K) 
SCSVMHEALHJ\HYTQKSLSLSPGK (SEQ ID NO: 

60) 
EPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS Fc(L234F/L235 
HEDPEVKF-"iWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY E/S267E/P331S 
KCKVSNKALGAPIEKTISKAKGQPREPQVCTLPPSRDELTKNQVSLTCLVEG ) 
FYPSD IAVEWESJ\GQPE-"iNYKTTPPVLDSDGSFFLYSDLTVDKSRWQQGNVF (SEQ ID NO: 
SCSV.\1HEALHKHYTQESLSLSPGK 61) 
CDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP Fc(L234A/L235 
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKV A/P329G/Y349C 
SKKALGAPIEKTTSKAKGQPREPQVCTLPPSRDELTKKQVSLTCLVEGFYPS /K370E/K409D/ 
DIAVEWES'.\JGQPENNYKTTPPVLDSDGSFFLYSDLTVDKSRWQQGNVFSCSV K439E) 
MHEALHNHYTQESLSLSPGK (SEQ TD NO: 

62) 
EPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS 
HEDPEVKF'\TWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY 
KCKVSNKALGAPIEKTISKAKGQPREPQVCTLPPSRDELTKNQVSLTCLVEG 
FYPSDTAVEWESJ\GQPE'\TNYKTTPPVLDSDGSFFLYSDLTVDKSRWQQGNVF 
SCSV'vlHEALHJ\HYTQESLSLSPGK 

Fc(L234A/L235 
A/P329G/Y31J 9C 
/K370E/K409D/ 
K1139E) 
(SEQ ID NO: 
96) 

EPKSSDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS Fc(C220S/L234 
HEDPEVKF_\JWYVDG VEY HNAKTKPREEQYNS TYRV VSVL TVLHQDWLNGKEY A/L 2 3 5A/P 3 2 9G 
KCKVSNKALGAPIEKTISKAKGQPREPQVYTLPPCRKKLTKNQVSLTCLVKG /S354C/D356K/ 
FYPSDlAVEWES~GQPE~NYKTTPPVLKSDGSFFLYSKLTVDKSRWQQGNVF E357K/D399K) 
SCSV'vlHEALHJ\HYTQKSLSLSPGK (SEQ ID NO: 

97) 
EPKSSDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS Fc(C220S/L234 

HEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY A/L235A/P329G 
KCKVSNKALGAPlEKTlSKAKGQPREPQVCTLPPSEDELTKNQVSLTCLVEG /Y349C/K370E/ 
FYPSDIAVEWESKGQPENNYKTTPPVLDSDGSFFLYSDLTVDKSRWQQGI\VF M09D/K139E) 
SCSVMHEALHNHYTQESLSLSPGK (SEQ 1D NO: 

98) 

[0507] lgG4 CHffJiJ 
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ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHT 
FPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGP 
PCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQF 
NWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNK 
GLPSSIEKTISKAKGQPREPQVYTLPPSQKKMTKNQVSLTCLVKGFYPSDI 
AVEWESNGQPENNYKTTPPVLKSDGSFFLYSRLTVDKSRWQEGNVFSCSVM 
HEALHNHYTQKSLSLSLGK 

[0508] A$' 1JD*1Hm:7J"17Fc~ 0 

[0509] ?fr~Fc~PJ §~12,(--r~~: 

Mutations of the KIH or the charged pairs Mutations 

CHl-3 lgG4 
(S228P) 
(SEQ ID '10: 
6:1) 
CHl : SEQ ID NO: 
61 
Fe: SEQ lD NO: 
65 

to increase 
the Fey RIIb binidng 

Y349C/K370E/R409D/K439E, S228P /S267E, 
S354C/E356K/E357K/D399K, S228P/S267E/G236D, 
S354C/T366W, S228P/S267E/S239D, 
Y319C/T366S/L368A/Y107V S228P/S267E/L328F 

[051 OJ tt*~ BJj 91,j Jj~{jt~~Dlli7JA $ ' _t~Fc~ c*fzlffis/,JJ!i~it@~(K)1Bl¾~i' JJ\Jfij{~ 

Y m {zr;: s/,J ~ ,Tey f'f ttJ {zr;: % fflG o 

[0511] CLffJiJ 

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNS CL; Kappa 
QESVTEQDSKDSTYSI ,SST!, TT ,SKADYEKHKVYACEVTHQGT ,SSPVTKSFNR (SEQ TD NO: 
GEC 66) 

GQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADSSPVKAG CL; Lambda 
VETTTPSKQS\Jl\TKY AAS SY! ,ST, TPEQWKSHRSYSCQVTHEGSTVEKTVA PTR (SEQ TD NO: 
cs 67) 
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWJSGALTSGVHT CL-CHl Cross 
FPAVT ,QSSG! ,YST ,SSVVTVPSSST ,GTQTYT CNVNHKPS I\TKVDKKVEPKSC (SEQ TD \JO: 

68) 
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G 
GS 
GSS 
GSSSG 
GGGGS 
GGGGSGGGGS 
GGGGSGGGGSGGGGS 
GGGGSGGGGSGGGGSGGGGS 
GGGGSGGGGSGGGGSGGGGSGGGGS 
PGGGGSP 
PGGGGSPGGGGSPGGGGSP 
GEPGSGE 
GEPGSGEGEPGSGE 
GEPGSGEGEPGSGEEGEPGSGE 
EGEPGSGEEGEPGSGEEGEPGSGEEGEPGSGE 
GKPGS 
GKPGSGKPGS 
GKPGSGKPGSGKPGS 
GKPGSGKPGSGKPGSGKPGS 
GKPGSGKPGSGKPGSGKPGSGKPGS 
SSSSG 
SSSSGSSSSG 
SSSSGSSSSGSSSSG 
SSSSGSSSSGSSSSGSSSSG 
GRPGSGPGSGRPGSGRPGS 
GRPGSGPGSGRPGSGRPGSGRGPS 
GKPGSGRPGSGKGPSGRPGS 

[0513J ~15llifJV 1*~ BJl s/,J ~t~:J't'liJJc f;zr;:s/,JiffV ~ 

[0514] ttttijPzi!ffif;zr;:vfif~1~1vs/,J4l7KLRRc15:m:f;zr;:J¥51J(L15-o6. u5-os. u5-035fDL15 

-07)0J:1L15-068/,J~~f;z[s:J¥5lj(L15-06C), CD40mf;z!s:J¥51j' PD-1mf;z!s:J¥51j' Cl 

audin18.2mf;zfs:J¥51j, CD3mf;zfs:J¥51j, FAPmf;zfs:J¥51j Q}J:l(TGF-13 RllffJiJ, -i&if J 

~lrfi~t~f'F'li.:m:f;zr;::5J"r o 
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[0515J ®ii~~[El~]JjGB/,J:n1!~1~ 7 ~t~f'f'liJJc1;zr;:sl,J:5J"T-Ff3IiJJtMt~!El, ?tlP®iiffi 

iis/,J~!El::%~-f.Mti~ § 9/,])¥5iJ}mAiU~it$½1;zfs:tj=t (~ ,ffi 1JU:tzDLo.B.K.C methods in 

Molecular Biology.Volume 248,2004.Antibody Engineering) o 

[0516] ffljjlffff~t~f'f:5J"rS/,J$½1;zfs:tt~HEK293Egffi]§o tt37°c--r, 5% CO2, J~:ff7~, 

t[F17J~:ff~(1L F17+10mL 10% PF68+30ml 200mM L-glutamine)$1.!PPJf-j:J§ 

@~*ro~it~*'~~Lffi#~~Jp~~~%f'FT~~~~m*r,FP~PJ 

ffl r ~JV'.!~~:& :5J'-tfr o 

[o517J ~fflLJ£:n1t, iv~ T:tzo--r 7f\1JUti~t~f'f'li.:5J"r = 

[0518] :tzD~ 1 tj=t a-b?Jr7f\gs'ttJS/,JLRRC15m~ gs'~gs'ttJi~£=j CD40m~ gs'~gs';ttJt~g_§_]JjG 

S/,JYJ.t~f'f'[i.m1;z!s:; c-d?Jr7f\gs'ttJS/,JLRRC15m~gs'~gs';ttJt~£=jCD40m~gs'~gs'ttJ 

j:~, PD-1~Claudin18.2m~gs'~gs';ttJt~g_§_]JjGg/,j t~f'f'[i.m1;z!s:o 

[0519] ~1 tj=tags'ttJs/,J~lrfiYJ.t~f'f'li.m1;z!s:irf ~171540s, Ags'ttJ:tzD~1A?Jr7f\; ags'ttJB/,J Jj 

~l$YJ.t~f'f'li.m1;z!s:irf~1J1540s-3, Ags'ttJ:tzD~1B?fr7f\o ut1~, ags'ttJS/,JJj;JH~lrfi 

YJ.t~f'f'li.m1;z!s:irf~1}1540s-75fD1540s-16o 

[0520] ~1 q::tbgs'ttJs/,J~lrfiYJ.t~f'f'li.m1;z!s:irf~1740d15, Ags'ttJ:tzD~1C?fr7f\o 

[0521 J ~ 1 tj=t ds'ttJ s/,J ~ lrfi t~f'f 'li.m 1:zr;:irf ~ 11151840-L06, Ags'ttJ:tzD ~ 10 ?Jr7f\; ds' 

;ttJs/,J Jj~lrfiYJ.t~f'f'li.m1*irf ~ 1J15p14o-Lo6, Agi;ttJ:tzo~ 1E?Jr7f\ o 

[o522J ~1 q::tdgi;ttJs/,J~lrfi t~f'f'li.m1*iri-~174od1815, Agi;ttJ:tzo~1F?Jr7f\; dgi;ttJs/,J 

Jj~lrfi t~f'f'li.m1;z!s:irf~1740dP115' Ags'ttJ:tzD~1G?fr7f\o 

[0523] :tzD~2q::ta?Jr7f\gs'ttJS/,JLRRC15m~gs'~gs'ttJi~£=jCD3m~gs'~gs'ttJt~g_§_]JjG9/,j;J. 

t~f'f'[i.m1;z!s:; b,c,f,g,h,ij,k?Jr7f\gs'ttJS/,JLRRC15m~gs'~gs';ttJt~£=jCD3m~gs'~gs' 

;j;tjj:~5fDFAPm~gs'~gs';ttJt~g_§_]JjGg/,j t~f'f'[i.m1;z!s:; d5fDe?Jr7f\gs'ttJS/,JLRRC15m~ 

gi~gi;tt;t~£=jCD3m~gi~gi;tt;t~, FAPm~gi~gi;tt;t~lDTGF-13 gi~gi;tt;t~ 

g_§_]JjG s/,J [l__[] t~f'f 'li.m 1:zr;: o 

[0524] ~2tj=tags'ttJs/,J~lrfiYJ.t~f'f'li.m1;z!s:irf~17153, Ags'ttJ:tzD~2A?fr7f\o 

[0525] ~2q::tbgs'ttJs/,J~lrfi t~f'f'li.m1;z!s:irf~1}315F, Ags'ttJ:tzD~2B?fr7f\o 

[0526] ~2$ds'ttJs/,J~lrfi t~f'f'li.m1;z!s:irf~1}F315, Ags'ttJ:tzD~2C?fr7f\o 

[0527] ~2 tj=t dgi;ttJ s/,J ~ lrfi [l__[] t~f'f 'li.m 1*irf ~ 17315Fb, Agi;ttJ:tzo ~20 ?Jr7f\ 0 
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[0528] ~2q::te~s';1:tJs/,J~lrfi[J]t~f'f'liJJc1;zr;:irf ~ 1}F315b' A~s'ttJ:tzD~2E?Jr7f\ 0 

[0529] ~2q::tf~s'ttJs/,J~lrfi t~f'f'liJJc1;zr;:irf ~1JF153, A~s'ttJ:tzD~2F?H7f\o 

[0530] ~2q::tg~s'ttJs/,J~lrfi t~f'f'liJJc1;zr;:irf ~1715F3, A~s'ttJ:tzD~2G?H7f\o 

[0531] ~2q::th~s'ttJs/,J~lrfi t~f'f'liJJc1;zr;:irf ~17153F, A~s'ttJ:tzD~2H?H7f\o 

[0532] ~2q::ti~s'ttJs/,J~lrfi t~f'f'liJJc1;zr;:irf~171533F, A~s'ttJ:tzD~2l?fr7f\o 

[0533] ~2q::tj~s'ttJs/,J~lrfi t~f'f'liJJc1;zr;:irf ~1JF3153, A~s'ttJ:tzD~2J?H7f\o 

[0534] ~2q::tk~s'ttJs/,J~lrfi t~f'f'liJJc1;zr;:irf~1JF3315, A~s'ttJ:tzD~2K?H7f\o 

[0535J *~15lli1JV$tV~B/,J7f\1JVti.:)J'-r:tzD--r: 

'.5t-r ~ 1$ i1tl (SEQ ID NO:) %12(SEQ ID NO:) 't]i3(SEQ ID NO:) 'fJ!4(SEQ ID NO:) 

1540s f:i9 70 
1540s-3 71 70 

1540s-7 118 70 

1540s-16 119 70 

40dl5 72 73 

151840- 7n 

L06 74 70 75 

15P140- 78 

L06 74 70 77 

40d1815 79 73 80 

10dP115 79 73 81 

153 99 98 

315F 99 100 101 

F315 102 103 70 

315Fh 104 105 101 

F315b 106 107 70 

Fl53 108 98 

15F3 109 98 

153F 99 110 

1533F 99 111 
F3153 102 112 

F3315 102 113 
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[0537] ,t:~jljJfJYJ.m:7J"r1540s&A~~1*1540s-1~1540s-17 ~CD408f.J~s'ir-~5fD1J O A 

$, ~~1*1540s-1~1540s-178f.J~s'ttJ~1540s~§[P], ~!§IJ:tErCD40mJ]Hs'if~s' 

ttJt~$8f.JPJ~~ffJiJ:7J'-tliJfflVH1 -7, VLS-10, VH11-17ff~o 

[0538] fflOctet Buffer(1XPBS+0.02 % P±1lili)lt~f1~1J)lUm1*' 1tFP1,&?X1JDAiU96-JL~;t& 

$, 200 µ 11-JL; fflOctet Bufferi~t~Jilt~fS/,JhCD40-His~ S 1,&?X1JD}\fij_tj£96 

-JL~;t& $, 200ul/-JL; tEOctet Buffed,&?X1JDAiU-1J£96-JL~;t& $, 200 µ 11-JL; tE 

W-±ift(i:titW~iiif;[)1,&?X1JDAiU-1J£96-JL~;t& $, 200 µ 11-JLo i~t*'lti;Jl~ff, 

fHEi~~ffliUsf.Jt*'lt-JL1lI1JDOctet Buffer' 200 µ 11-JL' 1tFPtEt*'lf(AHC2.0 assay 

probes)JJY:uH*'lt-JL11Io 1E96-JL~;t&5¥D1*'lt:m;:~;@JJY:iUForteBidltuHr~1J)lU, 1tFP 

ffl:7J"tfrtJC14-OctetBLIAnalysisut1T:7J"tfr, it1ft±:lKD11f.o ~s'*:tzD--r~1 -1~~1 -3?fr 

[0539] ~s'*SDi7f\1540s~~1*~§xtr~~157J"r, 'ltxtCD40J>J1§*5fD1J--r~sf.J~~o 13 

i'f~:)J'-~~~1540s:)J'-r~CD40~s'if~*1Nxi~1J)lUJl,pftl, ;t;[\i21JNAo 

[0540] ~1-1 

J:'l,-=f KD (M) 
kon 

kdis ( 1/ s) 7J ( 1/Ms) 
Seli 6. 32E-10 1. 56E+05 9.84E-O5 
1540s 5. 67E-09 7. 42E+04 4. 21E-04 

1540s-2 5. 70E-09 9. 98E+04 5. 69E-04 
1540s-6 NA 
1540s-7 3. 50E-08 1. 09E+05 3. SlE-03 
1540s-8 6. 64E-09 l. 01E+05 6. 68E-04 
1540s-9 NA 

[0541] ~1-2 
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j}-T KD (M) kon (1/Ms) kdis (1/ s) 
Seli 8. OSE-10 1. 20E+05 9. 73E-05 
1540s 9. 53E-09 6. 76E+04 6.45E-04 

1540s-l 1. 07E-08 6.82E+04 7.31E-04 
1540s-3 1. 57E-08 8.01E+04 1. 26E-03 
1540s-4 NA 

1540s-5 NA 

1540s-10 NA 

[0542] ~1-3 

71-=f KD (M) kon (1/Ms) kdis (1/s) 
Seli 1. 99E-09 9. 06E+04 1. SOE-04 
1540s l.40E-08 5. 56E+04 7.80E-04 

1540s<s 2. 20E-08 6. 55E+04 1. 44E-03 
1540s- ll 4.45E-08 5. 06E+04 2. 25E-03 
1540s-12 3. 31E-08 6. 20E+04 2.05E-03 
1540s-13 4.44E-08 8.42E+04 3. 73E-03 
1540s-14 NA 

[0543] ~1-4 

7:1\.-=f KD (M) kon (1/Ms) kdis (1 / s) 
Seli 6. 70E-10 8. 45E+04 5.66E-05 

1540s-3 l. 25E-08 5. 57E+04 6.95E-04 
1540s-7 8. 17E-08 3. 64E+04 2.97E-03 
1540s-15 2. 66E-07 2. 40E+04 6.38E-03 
1540s-16 2. 38E-07 2.81E+04 6.67E-03 
1540s-17 3.67E-07 2. 27E+04 8.33E-03 

[0544] ~15llif}U3¥EfPJLRRC155fDCD40S/,JYJ.t~f'f'li.mf;z!s::5J'-rS/,J'[i.~~~1JJl~ 

[0545J 3.1YJ.t~f'f'li.mf;zr;::5J"rxtocgarn§s/,J1!{m 

[0546] ffl ~~g8l]§:5J'-~iitnUA(cat#130-096-537,Miltenyi)]APBMC $ :5J'-~ 1:±:l~~gffi 

]§o 1JDJ\20ng/mlS/,JGM-CSF5fDIL-4i;}~~~g8J]§[P]DCg8J]§:5J'-ft, 7~1PY'.ll:~D 

cgBJ]§o fflPBMCgl_{r:pjf;[(RPMI-1640+10%FBS+1 % Penstrep)1Jt~~~LRRC15 

S/,JCHOg8l]§(:;f~~LRRC15S/,J!f±~CHO11:'79Xt~~), #i2,(2E61'j8J]§/ml5fDtJ 
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1itt~fs/,J1'ifiJ)l~:m:1;zt;::m:;©; o fPJ:m:;©;1t$JJDA1l~ffs1,Jocgarn§, ~E1Tgffi]§tt1JftE3: 

10 ft37°C?~t~24ho ~J_tjf fflIL-12p40,T:~jj)Jfi,5tffUAiJ)lfi,5tIL-12p408/,J~ ffl.o 

[0547] gtL~:tzD003A5fD003B?fr7f\o 003Ags'5'liIJi7f\[J]l$YJ.mt>Jtt~mxt~~1Bl!~=fB/,JlV1!{D 

cgffi]§S/,]1}{$, A$1540s~1540s-3~:11:5'lw~r _ft 1ftr1540-L06(Fc~17L234F/L235 

E/P331S/S267E~~. Atmit~W~J¥51j[P]154os, ft~ffJiJPJ~ JM WO2023104214 

A1)5fD40d15o !PJSttExlEgffi]§S/,J'lim--r, [J]l$YJ.mxtocgffi]§t>Jx13~j/:1}{$, iTii 

7f\ JW~rS/,J~~t±o 003Bgs'5'lJ\i7f\ J 5j-1""PBMCf;l=~1;zr;:i;}~g/,Jocgffi]§~jJ)l~1540 

s-3, 1540s-7, 1540s-165fDxt ~~~mSel icrelumab8/,J~j/:5'lo gs'5'l!PJ,r$STii7f\ 7 l$YJ. 

m~i3ttr~m~@%o!PJ~ft7C~~~~fflm--r, #~m~7C1§~~$, 

ttxt ~~~mi§~~=r s/,J ~~t~L 

[054sJ 3.2.1YJ.t~f'f'ii.m1;zr;::5J"rxtco4ot1H~r~!Els1,J1!{m 

[0549] Y'.ll:*xt~±-liJl:Jjg/,JcD40~j/:filjffi]§(Promega), ~Jl_i\300g, 5mino ~)(1ml assay buf 

fer(1640J~:fi;~+1 %FBS):m:;©;gffi]§, it~, #fflassay bufferi~jffi]§@;]iifif]~JV1.5E 

5/mlo 

[0550] j~,g-t>]f;=J}p, i~CD40~j/:filjffi]§;©:1fttilrfiiV96-JL s,t& tj=t, 100 µ 11-JL, 37°C,5 % C 

02, ?~t~ii1~(18 - 221J\St)o 

[0551] §g=~, Y'.ll:*xt~±f;;JtJjg/,JcHO-hLRRC15gffi]§, ~JL_i\300g, 5mino ~3(1ml as 

say buffer(1640J~:fi;~+ 1 % FBS) :m:;©;gffi]§, it~, ::Ff ffl assay bufferi~gffi]§@; ]iifif]~ 

fij8E5/mlo ~Jl±!§IJ-~tm~r fflCD40~j/:@gffi]§S/,]96-JL s,t&, $:?:$:?:#-tft~:fi:~, i~ 

CHO-hLRRC15gffi]§;©;jf;[JJDJV96-JL s,tffi_ tj=t, 50 µ 11-JLo i~tJJilt~fB/,Jm1;z!s:1;&?X 

JJDAiV _tj£96-JL s ,tffi_ tj=t , 25 µ 11-JL, -i&it:YJ.~ -JL o icrcoJ~:fi:;t!'!$ ?~¥~ 5-6ho 

~Jt±:!96-JL s,t&, JJDABRITELITE PLUSi5t:nu, 75 µ 11-JLo '~}lfujJllft?~t~5min, ffl 

@fM;[\1X~1J)l~lumiiJ~o ::Ff fflprism$t1411'00, it1fl±!EC50{Ho 

[0552] gi5'l:tzD004A5fD004B?fr7f\o 004Ags'51lSDi7f\1540s5fD1540s-3ft1§fEgffi]§S/,J'lim--r~~ 

s.¥?!!Js1,J1t{mco4otfH~r~!El1t3%, 1stE19:13¥Egffi]§(!f±~cHoK1)s/,J'lim--rxtit 

1t3%1}J${~~~1N~o rfD40d15S/,JtE51clEgffi]§'lim--r1!{$~~~, 13W~B/,J~~'li._ft 

A1§~:11:'li.i:!1~rxt~~s/,J~mselicrelumab5fDdacetuzuamb(xt~~m1;z!s:1JJ¥51j-fJ:S/,JIPJ 

~m~±~~~~oOO@J\i7f\JJj-fX~~~~.~~7Jj-ffi~m*r~~ 

Exhibit 2 
Page 140

Case 2:26-cv-06234     Document 1-2     Filed 06/09/26     Page 59 of 94   Page ID #:140



57 

WO 2025/162477 PCT/CN2025/075637 

~~~msf.J~:11Jllo gs'*Jli7f\1540s, 1540s-3, 1540s-7 0J:11540s-16~§ttxt ~~~mt)j13 

~ff sf.J1t{m~:1c~ , rfD 1m 1na:xJEgm]iQ (!f ±~ cH o K 1) sf.J 'I'~ m -r ~§:xt r :xt ~~ ~ m 
fuxi3~M~~m@%,~7f\lli~~~i3~tt~~~tto 

[o553J 3.2.2 t~f'f 'li.m 1*:)J"r:xtco3t1£ a~IEl sf.J1t{m 

[0554] *fflxt~±1fJtJj9/,Jco3~j/:@gffi]§(Promega)utiT~~:&,Atm~~:&:;5}!iv~I~~ _t 

J£CD401!£a~IEl*fft, gs'5'l:tzD~4C?fr7f\o [l__[]frp m:)J'-rt)j~~1Nffsf.J1}{$CD3 

11£a~IEl*fft, tE:xJEfffi]§(!f±~CHOK1)8f.J'lim-rw ;_ 1t3%t~1N~~o mJft~ 

itLRRc15~FAPsf.J¥Etm]iQZ¥tEsf.J'lim-r, 153F~§xtrAtm:)J"ri3~ffsf.J1t{m~:11: 

5'lo 

[o555J 3 .3Yx t~f'f 'li.m 1;zr;:wV1t{PBMc~tn!£tm]iQ lEl r sf.J~~1:J 

[0556] jj)J~JE:7m1;z!s::)J'-TlV1!{PBMC~fJJY:fffi]§IE]rsf.J~~1:J, Q,(~mL15-06(Yslf$L06), se 

licrelumab5fDdacetuzuamb11:1Jxt~~,t$6b, CD3m1;z!s:(OKT3)11'1J~B'[i.xt~~o ~1;zr;:1J" 

1!:tzo-r = 

[0557] ~~ffKHtt:96-JL,rffi_fflPBMCgl_{r:pjf;[(RPMI-1640+10% FBS+1 % Penstrep):)J'-!§!Jlt~f 

31":::f!PJ1~1;zfs:(D1,D2,D3)8f.JPBMCfffi]§~10E71"fffi]§/ml}p, 7JY:A.37°CJ~ftJi'f$t~ 

:ff48JJ\st o fflPBMcg1_{r:r1ttt~f1'ifiJJl~m1;zr;:JV1onM#trnAiV~PBMctm]iQsf.J96-JL 

,rffi_$, tt37°C?~J~241J\Bt o 15efflBD™Cytometric Bead Array(CBA)iitnUAtm~# 

~1JJl~t~:fi; _t1J$ sf.Jtm]iQIElrsf.J~ M, PJQ,ZJ\i7f\ffl;lrfim1*wV1t{:::f1PJ1~1*PBMcsf.Jtm 

]iQ lEl r~t n3£'1i mo 

[0558] gs' 51l:tzD ~ 5 ?Jr7f\ o gs' 51l~7f\, 1-'YJ.m:)J'-r tE 6l$fffi]§ IE] r _t J)j7e8Jl ~ fJEur~f JJY: 

11' ffl , mJ CD3m 1;zfs:(OKT3)11'1J ~B'[i.xt ~~J)j1§:::f !PJ ~JiSf.Jfffi]§IE] r~f JJY:o Untreate 

d ~*1mm 1:zr;:g_§_ , 11:11 ~Jl ,11=.:xt ~~ J)j7C sJJ ~tm]iQ lEl r~f n3£ o 

[0559] ~15lli1}U4¥EfPJLRRC155fDCD408f.JYJ.t~:ff'[i.m1;z!s::)J'-TBf.J1;zfs:pq~~j/:~jj)J~ 

[o56oJ 4_ 1 KPcTl~ $ sf.J~~:11: 

[0561] CD40}JBJ:1tc57BL/61NTif~1:~M$KPCfffi]§(5 X 105fffi]§/ x)' 3-jZ-J)j]qiJ!i1;zfs:lJ=!±*~ 

£~170mm3TT~J5:)J'-g_§_§g-~(xt~~g_§_§§-~PBS, ~~:&g_§_:)J'-!§lj§§-~1540s-3, 1540s-75fD 

1540s-16)0 ]j]~jj_Jt' ffi;5~§§-~~?X' A§§-~5{X' §§-~31UM7910mg/kgo 154 

0s-3, 1540s-75fD1540s-16J)j~~lliBJl~m]$Jli~j/:5'l, TGI:)J'-!§lj1}82%, 88%5fD5 
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4%(~6A)o [P]St' 1'-YJ.m:)J'-Tj:)j*5[;@1Nfdzr;::m:Bt~(~6B)o ixSJljzD:b]J.m 

:)J'-r J)ji§~:11:ll~~ o 

[o562J 4_2 Mc3sTl~ $ sf.J~~:11: 

[0563] CD40}JBJ:1tc57BL/61NTif~1:~M$MC38-huLRRC15gffi]§(1 X 106gffi]§/ x)' 3-jZ-J)j 

]rrfflHzfs:lR':i=.*~£~220mm3TT~J5:)J'-g_§_§g-~(xt~~g_§_§§--=f PBS' ~~:&g_§_:)J'-!§lj§§-~1540 

s, 1540s-35fD40d15, §§-~:n~:tzD~7Aq:l?fr7f\)o ~~:&g_§_ l$YJ.m:)J'-Tj:)j*~71ft 

:ff8f.Jm]$Jli~:11:*, ~xt~~Selicrelumab(Seli)m]$Jli~j/:*~1~o §§-~Jp§g1s~, TGI 

:)J'-!§!J79106 % (1540s), 105 % (1540s-3), 107% (40d15)&106 % (Seli)(~7 A) o g13tgjx,ffi 

jj)Jij, YJ.m:)J'-rt)j~~g13tgj;j:Cpifflj]qiJ!i±*, {Sxt~~Selicrelumabg_§_I±!~ 7 ]qiJ!i~$.j~ 

mo 1*:mnffiL xt~~~mSelicrelumabgB1*:m--r~~iliw*, ?trfD' 1540s, 1540 

s-3&40d15J)j*5 [;@1Ntfd*:mSJliIJi--r~, ixSJl~§ttrSelicrelumab, 1540s, 1540s 

-3&40d15~~~(~7B)o §g-~Jp241j\St, xt~~Seli~mg_§_;NfilrfiUJ$sf.JALT5fDAS 

T~ _;.;mJI/U:fh-@i, STii7f\ 7 A1MtEsf.J~f~ti.Jxu~, rfD 1--YJ.m:)J"r ALT I AsT~fn!vJ<. 

3f-5fDVehicle(PBSg_§_)~§ili:, J)j*~~SJliIJiALT5fDAST:frr-@i (~7C) o 

[0564J ~15lli1JU5~IU{~tN~:E!~~:& 

[0565J xt1540s-3&1540s-7ur1'JT ~IU{~7J<.3-f7-sf.JtN~:E!if1ii", it]lJ<)ilt, ffi;fi"rl~?X, 

:iiJj§§-~4fi"rJ(Aif§§-~5{X), §§-~j'fij_m1}30mg/kgo 

[0566] gs'*SDi7f\, 1*:m5£SJliIJi~1t(:tzD~8), l[{EvRx,ffi~5£SJliIJi:ffffi, *1*~~g.ij*~~~ 

§~:ffffiB5<:~o §f?X§§-~jp61J\St, 241j\St, 721J\St, 1681J\St Q,(,,&§g2?X-§g5?X§§­

~jp24hJ)j*~jJ)lijjij SJj iIJigffi]§[E] r~1t, IL-12Jj<. 3¥-tE ~1'-~iJJlUSt ['§] }i~J)j3zt-yJE: 

_;.--r~~(9.77pg/mL)(~2) o ~§ttz--r, 13::Zi¥IftJ~i![Selicrelumabft5mg/kg, Ez--r§§­

~JJ:i:t--r!.[pPJ iIJi~1}{$IL-12F±, ll]iID±l±l~SJliIJi]qi*o ixSJl1540s-3~1540s-

7~§xtrSelicrelumab, ~~'[i.SJliIJitir@J o 

[0567] ~2 
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talffiiJ.IEI~ 
;/:~*~ 
j cl ;iJ, 1~~1i'af l'iG IMOOI lFOOl 2M001 2F001 
IL-2 
(pg/mL) 

m 1 1xti~-ru- BLQ BLQ BLQ BLQ 
'ffi 1 {)\~~~]§ 6 iJ\af BLQ BLQ BLQ BLQ 
'ffi 11'.1:tii-~J§ 24 1NrJ BLQ BLQ BLQ BLQ 
m 11xrp~fB n 1J\at BLQ BLQ BLQ BLQ 
'ffi 1 l'.X~~J§ 168 1j\S,j BLQ BLQ BLQ BLQ 
'ffi 2 {Xtif~J§ 24 1J\at BLQ BLQ BLQ BLQ 
m 3 Vc~!1,;1§1r BLQ BLQ BLQ BLQ 
'ffi 3 {)\~~]§ 24 1J\at BLQ BLQ BLQ BLQ 
'ffi 4 Ve~ !1,5 §l)' BLQ BLQ BLQ BLQ 
m 41x~~;g· 24 1J\s1 BLQ BLQ BLQ BLQ 
~ 4 {)\~~]§ 168 1}af BLQ BLQ BLQ BLQ 
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ffi 5 l)C*~J§ 24 1J\11'j· BLQ BLQ BLQ BLQ 
IL-6 
(pg/mL) 

ffi 11'.Xtt~~rJ BLQ BLQ BLQ BLQ 
m 1?JC*~J§61J\Bi BLQ BLQ 130.7 83.3 
ffi l 1X*~J§ 24 1J\ll",t BLQ BLQ BLQ 45.62 
m 1 ,)c*~J§ 12 1J\Bi BLQ BLQ BLQ BLQ 
m 1 ?JC*~J§ 168 ;J\il"'J BLQ BLQ BLQ BLQ 
ffi 2 l)c*~J§ 24 1J\Bi BLQ BLQ BLQ BLQ 
ffi 3 7x*~ 13fJ BLQ BLQ BLQ BLQ 
m 3 t~*~J§ 24 1J\Bi BLQ BLQ BLQ BLQ 
m 4 7JC*~§fJ BLQ BLQ BLQ BLQ 
m 4 7xtt~J§ 24 1J\l]"J BLQ BLQ BLQ BLQ 
m 4 ,xrt~J§ 168 1J\il"'J BLQ BLQ BLQ BLQ 
m s 7xtt ~ J§ 24 1J\ ll"J BLQ BLQ BLQ BLQ 

TNF-a 
(pg/mL) 

ffi I 7X*~l3fJ BLQ BLQ BLQ BLQ 
m 1 uc~a-~J§ 6 11\Bi BLQ BLQ BLQ BLQ 
ffi 1 7x*~J§ 24 1J,B1 BLQ BLQ BLQ BLQ 
m 1 7xtt 5 J§ 12 1J\ st BLQ BLQ BLQ BLQ 
m 11)c*~J§ 168 1J\il"'J BLQ BLQ BLQ BLQ 
m 2 1JC*~J§ 24 1J\B"J BLQ BLQ BLQ BLQ 
ffi 3 7x*~mr BLQ BLQ BLQ BLQ 
m 3 1JC*~J§ 24 1J\B"J BLQ BLQ BLQ BLQ 
m 4 1x* ~ mr BLQ BLQ BLQ BLQ 
ffi 4 1X*i),jJa 24 1J\Bi BLQ BLQ BLQ BLQ 
m 4 ,x*!:§J§ 168 1NJ;t BLQ BLQ BLQ BLQ 
ms 1x*~t§ 24 1J\1]"1 BLQ BLQ BLQ BLQ 

IFN-y 
(pg/mL) 

m 1 f'/p f,L, 7f-" ~ 
'J\.cc~ i,g §U BLQ BLQ BLQ BLQ 

ffi l 1X*ttJ§ 6 1J\1M· BLQ BLQ BLQ BLQ 
m 1 t;'z*~J§ 24 1J\s,J BLQ BLQ BLQ BLQ 
ffi 1 7x*f"5J§ 72 1J\11"1 BLQ BLQ BLQ BLQ 
ffi l 7X*!:§J§ 168 1NJ;t BLQ BLQ BLQ BLQ 
ffi 2 7x*f"5J§ 24 1J\11"1 BLQ BLQ BLQ BLQ 
ffi 3 oc*~BU BLQ BLQ BLQ BLQ 
ffi 31X*!~J§ 24 1J\11"1 BLQ BLQ BLQ BLQ 
m 4 uc*~~u BLQ BLQ BLQ BLQ 
ffi 4 l;Zti't!J,jJ§ 24 1J,IJ"1 BLQ BLQ BLQ BLQ 
ffi 4 UC*~!§ 168 1J,IJ"1 BLQ BLQ BLQ BLQ 
ffi 5 l)c*~J§ 24 1J,B1 BLQ BLQ BLQ BLQ 

G-CSF 
Jpg/mL) 

ffi I 7X*~mr BLQ BLQ BLQ BLQ 
m 17xtt!J,jJ§6 1J\11"1 BLQ BLQ BLQ BLQ 
ffi 1 oc*~j§ 24 1J\Bi BLQ BLQ BLQ BLQ 
ffi 1 7xti't~J§ 72 1J\11"1 BLQ BLQ BLQ BLQ 
m 1 l'X~~J§ 16s 1J,1J"1 BLQ BLQ BLQ BLQ 
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m 2 ,tm~J§ 24 1J\fft BLQ BLQ BLQ BLQ 
~ 3 {JZm~ru- BLQ BLQ BLQ BLQ 
m 3 ,1(mfi,jJ§ 24 1J\fft BLQ BLQ BLQ BLQ 
~ 41JZm~ru- BLQ BLQ BLQ BLQ 
m 4 ix~~ J§ 24 1J\at BLQ BLQ BLQ BLQ 
~ 4 {JZm~J§ 168 1J\fft BLQ BLQ BLQ BLQ 
ms ,xm~J§ 24 1J\fft BLQ BLQ BLQ BLQ 

1L-12p70 
(pg/mL) 

m 1 ,xmi"5mr BLQ BLQ BLQ BLQ * I ljzfr:r~J§ 6 1J\6'J BLQ BLQ BLQ BLQ 
m 1 lJZmi"5 J§ 24 1J\ s-1 BLQ BLQ BLQ BLQ 
m 1 ,jzm~J§ n 1J\fft BLQ BLQ BLQ BLQ 
m 1 lxm~J§ 168 1J\s-1 BLQ BLQ BLQ BLQ 
m 2 1JZm~J§ 24 1N11- BLQ BLQ BLQ BLQ 
Jr; 3 lJZm~Bu BLQ BLQ BLQ BLQ 
ffi 3 lJZmfi,jJ§ 24 1J\ll'j- BLQ BLQ BLQ BLQ 
m 4 {JZm~~u BLQ BLQ BLQ BLQ 
ffi 4 1JZmt1'5J§ 24 1J\fft BLQ BLQ BLQ BLQ 
m 4 lxt-&r~J§ 168 1J\fft BLQ BLQ BLQ BLQ 
ffi s ,1cm~J§ 24 1J\fft BLQ BLQ BLQ BLQ 

7f\ 1~r JE:_m --r~~ o 

[os6sJ tt*~sJJt~11s1,JpJr13x,tt~tE:z~$ it$ s r JtHt79~~, lJt:tzofPlffl;~~x,tii~ 

a!:kslfatHt79~~Jj~;f$o ut1H~:E!~~. tEl~iJ7*~BJls/,J_b£i#tJtl7'J~ZlP, * 

~~~*A~~~~*~~~~#~~~~~.~~~~%rtfPl~~r*$~ 

Pfr~1;tx:f!J~$:~?Jr~~tE:s/,Jm~ o 
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~lrfi~t~f'f'liJJc1zr;:, At~1iEtEr, pJrJ£~t~f'f'liJJc1zfs:§~: 

ffi~lEfPJ~s'ttJt~, pfrj£ffi~¥EfPJ~s'ttJt~§~~,t-~~1'"LRRC15m 

~ ~i,g-~s'ttJt~; 

a~~.§~ffi ~[P]~~~.mJ£ffi ~[P]~~~~~~~ffi~ 

lE~S~s',g-: PD-L Claudin18.2(CLDN18.2), FAP; 5fDl~ffi[J]lE 

[P]~s'ttJt~' pJrj£ffi[J]lEfPJ~s'ttJt~~TGF-13 ~i,g- 0 

~~~~~1mJ£~~%f'fttm~,A%~tEr,mJ£~%f'fttm 

~~~%:fftt, %f'ftt~l2]%f'fttm~o 

:tzDfx:f!J~~2pJrj£91,J~t~f'f'li.m1zfs:, At~YiEtEr' pfrj£YJ.t~f'f'li.m 

1zfs:§~: 

ffi~lEfPJ~s'ttJt~, pfrj£ffi~¥EfPJ~s'ttJt~§~~,t-~~1'"LRRC15m 

~~s',g-~s'ttJt~; 5fDffi=lEfPJ~s'ttJt~, pJrJ£ffi=lEfPJ~s'ttJt~§~~ 

1' ~~1'"CD40m~ ~i,g-~s'ttJt~, ~ ~,t-~~1'"CD3m~ ~i,g-~s'ttJ 

j:~o 

:tzDfx:f!J~~2pJrj£91,J~t~f'f'li.m1zfs:, At~YiEtEr' pfrj£ t~f'f'li.m 

1zfs:§~: 

ffi~lEfPJ~s'ttJt~, pfrj£ffi~¥EfPJ~s'ttJt~§~~,t-~~1'"LRRC15m 

~ ~i,g-~s'ttJt~; 

ffi=lEfPJ~s'ttJt~, pJrJ£ffi=lEfPJ~s'ttJt~§~~,t-~~,t-co4otJc~ 

~s',g-~s'ttJt~; 5fD 

ffi lE fPJ ~s'ttJt~, pfrj£ffi lE fPJ ~s'ttJt~~Claudin18.2~PD-1 m~ 
~i,g-~s'ttJt~ O 

:tzDfx:f!J~~2pJrj£91,J~t~f'f'li.m1zfs:, At~YiEtEr' pfrj£ t~f'f'li.m 

1zfs:§~: 
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ffi~lEfPJts'ttJt~, pfrj£ffi~¥EfPJts'ttJt~§~~1'"~~1""LRRC15m 

~ ti,g-ti;tt;t~; 

ffi=lEfPJts';ttJt~, pJrJ£ffi=lEfPJts';ttJt~§~~1'"~~1"-CD3m~ts' 

,g-ts'ttJt~; 5fD 

ffi ¥E fP] ti;ttJt~, pJrJ£ffi ¥E fP] ti;ttJt~79FAPm~ ti,g-ti;ttJt~ 0 

:tzDfx:f!J~$:2pJrj£91,J~t~f'f'li.m1;z!s:, At~YiEtEr' pJrJ£[l__[]t~f'f'li.m 

1:zr;:§~: 

ffi~lEfPJts'ttJt~, pfrj£ffi~¥EfPJts'ttJt~§~~1'"~~1""LRRC15m 

~ ti,g-ti;tt;t~; 

ffi=lEfPJts';ttJt~, pJrJ£ffi=lEfPJts';ttJt~§~~1'"~~1"-CD3m~ts' 

,g-ti;tt;t~; 

ffi lE fPJ ts'ttJt~, pfrj£ffi lE fPJ ts'ttJt~79FAPm~ ts',g-ts'ttJt~; 5fD 

ffi[l__[]~fPJ~~~.mJ£ffi[l__[]~fPJ~~~79T~-am~~,g-~~ 

j:~o 

:tzo;tx:f!J~$:1pJrJ£s1,J~t~f'f'li.m1;zr;:, At~1iEtEr, pJrJ£LRRc1s:m: 

~ts',g-ts'ttJt~§~~ §-rt_§_g/,j 1"-]iHJ!PJ~~CDR(HCDR), Q,(,l1 

1'"$_?:iJ!PJ~~ CDR(LCDR): 

m1* HCDRLEr,J HCDR2 BiJ HCDR3BiJ LCDRl SiJ LCDR2Er,J LCDR3i't(J 
tlt /f3'Ll~1% ffXJLltJ1% ffJLliffii\1% Jf3'Lliffii\1% ff3'Lltll:l1% /f3'Ll~1% 

Ll5-06/ 
3') 34 35 45 46 47 

Ll5-06C 
,) 

L15-08 36 37 38 45 48 49 
L15-03 39 40 41 .so 51 52 
L15-07 42 43 44 50 51 53 

:tzo;tx:f!J~$:1pJrJ£s1,J~t~f'f'li.m1;zr;:, At~1iEtEr, pJrJ£cD4om~ti 

,g-ts'ttJt~§~:tzDSEQ ID N0:11, 13-23, 114-116$1:f:~Jl;'.!pfr7f\S/,J 

jtJ~~W~J¥5lj9/,J]iHJ!PJ~~' 5fD:tzDSEQ ID N0:12?fr7f\S/,JIC~W~J¥Jlj 

9/,]$_?:iJ!PJ~~; ~ 

§~:tzDSEQ ID N0:11?fr7f\S/,Jit~@~J¥5lj9/,J]iHJ!PJ~~, 5fD:tzDSEQ I 

D N0:12, 24-26$1:f:~Jl;'.!pfr7f\S/,Jit~W~J¥JIJS/,J$_?:1FJ!PJ~~; ~ 
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:tzDSEQ ID NO:27?Jr7f\Sf.J:m1FJ!PJ~~, 5fD:tzDSEQ ID NO:28?Jr7f\Sf.J$_?: 

iJ!PJ~~o 

:tzDfx:f!J~$:1pJrj£9f.J~t~:J'f'liJJc1;zr;:, At~YiEtEr' pJrj£CDTm:J]Hs' 

,g-~s'ttJt~§~ £=j:tzDSEQ ID NO:82-84, 117{f:~JmJ:1Jr7f\Bf.JitJ~~w~rr 

51J~1r¥:Y80% sf.JJ¥5ljfPJ~'[i.sf.J:m1FJ!PJ~~' 5fD£=j:tzDSEQ ID NO:8 

sJ:1Jr7f\sf.JitJ~~w~J¥3'1J~13_¥:'.'.P80 % sf.J J¥3'U fPJ ~'fi.sf.Jl_?:1FJ!PJ~~ o 

:tzo;tx:f!J~$:1J:1JrJ£sf.J~t~f'F'li.m1;zr;:, At~1iEtEr, J:1JrJ£PD-1m~~i 

,g-~s'ttJt~§~ £=j:tzDSEQ ID NO:29?Jr7f\Sf.Jit~@~J¥5lj~13_¥:0)80% 

sf.JJ¥5ljfPJ~'[i.sf.J:m1FJ!PJ~~, 5fD£=j:tzDSEQ ID NO:30?Jr7f\Sf.Jit~W~ 

J¥3'1J~13_¥:'.'.P80% sf.JJ¥3'U fPJ~'fi.sf.Jl_?:iJ!PJ~~ o 

:tzDfx:f!J~$:1pJrj£9f.J~t~f'F'li.m1;z!s:, At~YiEtEr' pfrj£Claudin18.2 

m~~s',g-~s'ttJt~§~ £=j:tzDSEQ ID NO:31?Jr7f\Sf.Jit~@~J¥5lj~13_¥: 

0)80% sf.JJ¥5ljfPJ~'[i.sf.J:m1FJ!PJ~~, 5fD£=j:tzDSEQ ID NO:32?Jr7f\Sf.J 

it~W~J¥3'1J~13_¥:y80% sf.JJ¥3'1JfPJ~'[i.sf.J$_?:1FJ!PJ~~o 

:tzo;tx:f!J~$:1J:1JrJ£sf.J~t~f'F'li.m1;zr;:, At~1iEtEr, J:1JrJ£FAPm~~i 

,g-~s'ttJt~§~ £=j:tzDSEQ ID NO:86?Jr7f\Sf.Jit~@~J¥5lj~13_¥:0)80% 

sf.JJ¥5ljfPJ~'[i.sf.J:m1FJ!PJ~~, 5fD£=j:tzDSEQ ID NO:87?Jr7f\Sf.Jit~W~ 

ffJIJ~13_¥:j)80% sf.JJ¥5ljfPJ~'[i.sf.J$_?:1FJ!PJ~~; ~£=j:tzDSEQ ID N 

o:88?Jr7f\sf.Jit~@~J¥3'1J~13_¥:'.'.P80% sf.JJ¥3'1JfPJ~'fi.sf.J:mitPJ~~, 

5fD£=j:tzDSEQ ID NO:89?Jr7f\Sf.Jit~@~J¥5lj~13_¥:0)80% Sf.JJ¥51j[P]~ 

'[i.Sf.J$_?:1FJ!PJ~~; ~£=j:tzDSEQ ID NO:90?Jr7f\Sf.Jit~@~J¥3'1J~13_¥: 

0)80% sf.JJ¥5ljfPJ~'[i.sf.J:m1FJ!PJ~~, 5fD£=j:tzDSEQ ID NO:91?Jr7f\Sf.J 

it~W~J¥5lj~13_¥:0)80% sf.JJ¥5ljfPJ~'[i.sf.J$_?:1FJ!PJ~~; ~£=j:tzDSE 

Q ID No:92J:1Jr7f\sf.Jit~@~J¥3'1J~13_¥:'.'.P80% sf.JJ¥3'1JfPJ~'fi.sf.J:mit 

PJ~~, 5fD£=j:tzDSEQ ID NO:93?Jr7f\Sf.Jit~@~J¥5lj~13_¥:0)80% Sf.J 

J¥3'U fPJ ~'fi.sf.Jl_?:1FJ!PJ~~ o 

~lrfi~~tf@~, J:1JrJ£~~tfW~tffia~-½:tzDfx:f!J~$:1-12tj=t1:f:~JmJ:1JrJ£ 

sf.J ~t~:ff ,11=.:m: 1* o 

Exhibit 2 
Page 148

Case 2:26-cv-06234     Document 1-2     Filed 06/09/26     Page 67 of 94   Page ID #:148



65 

WO 2025/162477 PCT/CN2025/075637 

[fx:f!J~ $: 14J -lrfi:tzo;tx:f!J~ $:1pJrJ£s1,J ~t~:J=t'liJn: 1:zr;:s/,J m~, m riv~ m r!i:rfi 
mi~; M1™1, 5fDl~tf~t1t*~B/,J~t?JJ o 

-#~~ffi~~.mJ£~~ffi~~~~= w~~~~$:1mJ£~~ 
t~f'F'li.m1;z!s:; 5fD(b)~"¥ _t PJti~S/,J$½1;zfs:o 
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[ ~ 1] 

[ ~ 1A] 

[ ~ 1B] 

[ ~ 1C] 

i~:--.x:~u.f:tG::~<:~.:.---z~~~~:<~~~s~t~3~::-..:-\:-'-..tG~~-r~:•~~;v~-~~;~'..'\'~~::_..~$:-(~~G~.f.:::.\··•/~~)~~~,<:~<:~;rr:'(~-}~)t~'~::~:::r:n~k"t}:>~:~:'N':\.Y\~~~~':ttft~f ~ 

n-rl,t~·~··c~~n~.::t:•t~t~t?~}: .. r~t:<~)::?;tt:~·'.:'f(t)t~1\.'./:\:1~~~~-:s rk(::~~}\,i:P~.i!.f.:S:'}K:~r:$t;(~'t-~.:\t G{:'.!..:--..,r-;t:>"ff;-::~~r:-v-r-;;..:s.\-Vt,~~<':...:\t r ~ 

~:S{}\:'Nlt;':•.~vt{)~~~,~-~'/"3:~-~~t:;~,vr--:-;;,,~~~~---G·n:~-~~--~(~~Vt❖N~~f·t~~lX\:'~)x:Rvl:;~-x~;~:~o:-<1'::3l(~P;'='(~:P•Ai=}t~~~:;iG~':.ct'·'ft,f':~::p;{ ~ 
p-~~D1 tM~~3~~ TPL'/1' ~~'.t\t~/;:.~=--<~;~~E(}P:fV»f "N~''lY'...:'t)G}..tt\.-·Hf~.:\:-( ·r~~~f'HEE~}'{t-f~ r~··r~:/\{$' . ./L ·rvtN{)(h::.,~J1~~:-<E "<·~<CK\l::3NK ~ 
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INTERNATIONAL SEARCH REPORT International application No. 

PCT /CN2025/07 5637 

A. CLASSIFICATION OF SUBJECT MATTER 

A61K39/00(2006.0l)i; A61K39/395(2006.0l)i; A61K47/68(2017.0l)i; A61P35/00(2006.0l)i; C07Kl6/18(2006.0l)i; 
C07Kl6/28(2006.0l)i; C07Kl6/30(2006.0l)i; C07Kl6/32(2006.01 )i 

According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

IPC: A61K. A61P. C07K 

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 

Electronic data base consulted during the international search (name of data base and. where practicable. search terms used) 

WP ABS. WPABSC. DWPI. CNTXT. ENTXT. ENTXTC. CNKI. Web of Science. Elsevier Science. ~~~51§. Chaoxing Duxiu. 
9'1 OO"z-fiJj_c::j?P]Ff3f1J;j';(tlt~tJE. China Patent Biological Sequence Search System. STN: ~1'i~~ffi3(]!:~[f3fiJ15. Leucine-rich 
repeat containing protein 15. LRRC15. CD40. CD3. PD-1. Claudinl8.2. CLDN18.2. FAP. TGF-~. X'/°SEQ ID NOs: 1. 6. ll. 12. 
33-35. 45-47:ittfi Ff3fiJ;t&~. search for SEQ ID NOs: 1. 6. ll. 12. 33-35 and 45-47 

C. DOCUMENTS CONSIDERED TO BE RELEVANT 

Category* Citation of document. with indication. where appropriate. of the relevant passages Relevant to claim No. 

X CN ll6253802 A (SUZHOU ZELGEN BIOPHARMACEUTICALS CO .. LTD.) 13 June 1-15 (in part) 
2023 (2023-06-13) 

see claims 1. 7 and 10; description. paragraphs 142 and 240-249; and sequence listing 
----------------------------------------------------------------------------------------------------------

X WO 2023104214 Al (SUZHOU ZELGEN BIOPHARMACEUTICALS CO .. LTD. et al.) 15 1-15 (in part) 
June 2023 (2023-06-15) 

see description. pages 23-25. claims 1-12. and sequence listing 
----------------------------------------------------------------------------------------------------------

A 

I 
CN ll3677703 A (ALLIGATOR BIOSCIENCE AB) 19 November 2021 (2021-ll-19) 

I 
1-15 (in part) 

see claim 1. and SEQ ID NOs: 27 and 25 
----------------------------------------------------------------------------------------------------------

A 

I 
CN 103450360 A (PFIZER PRODUCTS INC. et al.) 18 December 2013 (2013-12-18) 

I 
1-15 (in part) 

see claim 1. and SEQ ID NOs: 42 and 44 
----------------------------------------------------------------------------------------------------------

D Further documents are listed in the continuation of Box C. 0 See patent family annex. 

* Special categories of cited documents: 'T" later document published after the international filing date or priority 
"A" document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand the 

to be of particular relevance principle or theory underlying the invention 

"D" document cited by the applicant in the international application "X" document of particular relevance; the claimed invention cannot be 

"E" earlier application or patent but published on or after the international considered novel or cannot be considered to involve an inventive step 
filing date when the document is taken alone 

"L" document which may throw doubts on priority claim(s) or which is "Y" document of particular relevance; the claimed invention cannot be 
cited to establish the publication date of another citation or other considered to involve an inventive step when the document is 
special reason (as specified) combined with one or more other such documents, such combination 

"O" document referring to an oral disclosure, use, exhibition or other being obvious to a person skilled in the art 
means "&" document member of the same patent family 

"P" document published prior to the international filing date but later than 
the priority date claimed 

Date of the actual completion of the international search Date of mailing of the international search report 

15 April 2025 25 April 2025 

Name and mailing address of the ISA/CN Authorized officer 

China National Intellectual Property Administration (ISA/ 
CN) 
China No. 6, Xitucheng Road, Jimenqiao, Haidian District, 
Beijing 100088 

Telephone No. 

Form PCT/ISA/210 (second sheet) (July 2022) 
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INTERNATIONAL SEARCH REPORT International application No. 

PCT /CN2025/07 5637 

Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet) 

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application. the international search was 
carried out on the basis of a sequence listing: 

a. [2J forming part of the international application as filed. 

b. D furnished subsequent to the international filing date for the purposes of international search (Rule 13ter.l(a)). 

D accompanied by a statement to the effect that the sequence listing does not go beyond the disclosure in the 
international application as filed. 

2. D With regard to any nucleotide and/or amino acid sequence disclosed in the international application. this report has been 
established to the extent that a meaningful search could be carried out without a WIPO Standard ST.26 compliant sequence 
listing. 

3. Additional comments: 
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INTERNATIONAL SEARCH REPORT International application No. 

PCT /CN2025/07 5637 

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application. as follows: 

Invention 1: Claims 1-15 (in part) relate to a multispecific antibody, the multispecific antibody containing: a first 
targeting domain, the first targeting domain containing one or more LRRC15 antigen-binding domains; and a second 
targeting domain, the second targeting domain containing one or more CD40 antigen-binding domains, wherein the 
LRRC15 antigen-binding domain contains HCDRl-3 as shown in SEQ ID NOs: 33-35 and LCDRl-3 as shown in 
SEQ ID NOs: 45-47; and the CD40 antigen-binding domain contains a heavy chain variable region as shown in SEQ 
ID NO: 11 and a light chain variable region as shown in SEQ ID NO: 12. 

Invention 2: Claims 1-15 (in part) relate to a multispecific antibody, the multispecific antibody containing: a first 
targeting domain, the first targeting domain containing one or more LRRC15 antigen-binding domains; and a second 
targeting domain, the second targeting domain containing one or more CD40 antigen-binding domains, wherein the 
LRRC15 antigen-binding domain contains HCDRl-3 as shown in SEQ ID NOs: 36-38 and LCDRl-3 as shown in 
SEQ ID NOs: 45, 48 and 49; and the CD40 antigen-binding domain contains a heavy chain variable region as shown 
in SEQ ID NO: 11 and a light chain variable region as shown in SEQ ID NO: 12. 

Invention 76: Claims 1-15 (in part) relate to a multispecific antibody, the multispecific antibody containing: a first 
targeting domain, the first targeting domain containing one or more LRRC15 antigen-binding domains; and a second 
targeting domain, the second targeting domain containing one or more CD40 antigen-binding domains, wherein the 
LRRC15 antigen-binding domain contains HCDRl-3 as shown in SEQ ID NOs: 42-44 and LCDRl-3 as shown in 
SEQ ID NOs: 50, 51 and 53; and the CD40 antigen-binding domain contains a heavy chain variable region as shown 
in SEQ ID NO: 27 and a light chain variable region as shown in SEQ ID NO: 28. 

The same technical features between the above inventions are: a multispecific antibody, wherein the multispecific 
antibody contains: a first targeting domain, the first targeting domain containing one or more LRRC 15 antigen­
binding domains; and a second targeting domain, the second targeting domain containing one or more CD40 
antigen-binding domains. CN 116253802 A (publication date: 13 June 2023) discloses a multispecific T-cell 
engager, wherein the multispecific T-cell engager contains: a first targeting domain, the first targeting domain 
containing one or more LRRC15 antigen-binding domains; and a second targeting domain, the second targeting 
domain binds to a target protein selected from the following group: CD3, CD28, CD40, or CD137 (see claim 1). 
On the basis that the technical features are disclosed in the prior art CN 116253802 A, the technical features are not 
special technical features that makes a contribution over the prior art. Therefore, the above inventions do not have 
a same or corresponding special technical feature, do not belong to a single general inventive concept, lack unity of 
invention, and do not comply with PCT Rule 13.1, 13.2 and 13.3. 

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment 
of additional fees. 

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 

4. [2] No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted 
to the invention first mentioned in the claims; it is covered by claims Nos.: Claims 1-15 (in part), which relate to a 
multispecific antibody, the multispecific antibody containing: a first targeting domain, the first targeting domain 
containing one or more LRRC15 antigen-binding domains; and a second targeting domain, the second targeting 
domain containing one or more CD40 antigen-binding domains, wherein the LRRC15 antigen-binding domain 
contains HCDRl-3 as shown in SEQ ID NOs: 33-35 and LCDRl-3 as shown in SEQ ID NOs: 45-47; and the CD40 

Form PCT/ISA/210 (continuation of first sheet) (July 2022) 
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INTERNATIONAL SEARCH REPORT International application No. 

PCT /CN2025/07 5637 

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

antigen-binding domain contains a heavy chain variable region as shown in SEQ ID NO: 11 and a light chain variable 
region as shown in SEQ ID NO: 12. 

Remark on Protest □ 

□ 

The additional search fees were accompanied by the applicant's protest and. where applicable. the 
payment of a protest fee. 

The additional search fees were accompanied by the applicant's protest but the applicable protest fee 
was not paid within the time limit specified in the invitation. 

D No protest accompanied the payment of additional search fees. 

Form PCT/ISA/210 (continuation of first sheet) (July 2022) 
Exhibit 2 
Page 167

Case 2:26-cv-06234     Document 1-2     Filed 06/09/26     Page 86 of 94   Page ID #:167



INTERNATIONAL SEARCH REPORT International application No. 
Information on patent family members 

PCT /CN2025/07 5637 

Patent document Publication date 
Patent family member(s) 

Publication date 
cited in search report (day/month/year) (day/month/year) 
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A. :±~8'951'--~ 

A61K39 /00(2006.0l)i; A61K39 /395(2006.0l)i; A61K4 7 /68(2017 .0l)i; A61P35/00(2006.01)i; C07K16/18(2006.01)i; 
C07K16/28(2006.01)i; C07K16/30(2006.01)i; C07K16/32(2006.01)i 

Jj(~~OO~jf,~fU5J'--~(IPC)~~[j§'jflttj(~~00~5J'--~fPIPCjly]ij;iji5J'--~ 

B. ~~4]1:t_aiz 

~~8'9~{S;;f~JJ'.XwtC17r,BJl5J'--~~fJEfp5J'--~~l 

IPC: A61K, A61P, C07K 

B2*1=E~~4]1:t_ax;g::i 8'9~~{S;;f~JJ'.XwtDH~8'9~~Xwt 

i=EOO~jf,~~st lH~ 8'9 EEL i'-lYJJ.ilW:C~ti !¥8'9 './2Jil't, io~ffl8'9~~iPJ ( -tzo~m) l 

WPABS, WPABSC, DWPI, CNTXT, ENTXT, ENTXTC, CNKI, Web of Science, Elsevier Science,JmJil.i~~,9=100~fLJ,cj=_ 
t?ZJrt37U~~~fJE, STN: ll', *J'G~@3t~~FfJU15, Leucine-rich repeat containing protein 15, LRRC15, CD40, CD3, PD-1, 
Claudin18.2, CLDN18.2, FAP, TGF- 13, ytSEQ ID NOs:1,6,11,12,33-35,45-47 :ittfirt3JU~~ 

C. ;j;§*:s<::{4 

~~* slffl:s<::{4, £,l~:fJt, tl"/B}l;j;§*W:m 1§*8'9TJZ.fU ~ :>I<: 

X cN 116253802 A c1f.1'1Ht:El!l±.ttn#liJFJAi15-t1ff~0-p']J 2023:$6J=l 13 a c2023 - 06 - 13J 1-15 ( j§j35J'--) 
~:JJMJZ.fU~:>1<:1, 7, 10; i5lBJl't55J";142, 240-249W:; rt37U~ 

----------------------------------------------------------------------------------------------------------
X WO 2023104214 Al (SUZHOU ZELGEN BIOPHARMACEUTICALS CO LTD~) 2023 1-15 ( j§j35J'--) 

:$6J=l 15 E3 (2023 - 06 - 15) 
~ J);1, i5tBJl't551";23-251)'.[, tJZ.fU~:>J<:1 -12, rt37U~ 

----------------------------------------------------------------------------------------------------------
A 

I 
CN 113677703 A (~;13'1±.t?ZJfoJ-"¥:0-PJ) 2021:'rj::11J=l19E3 (2021-11-19) 

I 
1-15 ( j§j35J'--) 

~J);l,;j:JZ.fU~:>l<:1, SEQ ID NO:27,25 
----------------------------------------------------------------------------------------------------------

A 

I 
CN 103450360 A (~f/mf'pl1i,0-p']~) 2013:'rj::12J=l 18 E3 (2013 - 12 - 18) 

I 
1-15 ( j§j35J'--) 

~ J);l,;j:JZ.fU~:>l<:1, SEQ ID NO:42,44 
----------------------------------------------------------------------------------------------------------

□ A*X{41=EC1~8{:Jfj m g=t 37U tl:l 0 [2] J);l,[j§'j~~fU!lit{4o 

* s I mx14-Et-J~1*~~, "T" 1:1:$~ E3 !lli:1:itnix E3 z)§011J°, ~ $~~:j,§Jll;f!ril, 11:3.7'.J TEHf 
"A" iA7J~t~JliJ:1'1:l*Et-J~,if; TfJll,1f:IY.7't~J!Jll:R~Et-Jx14- 'ii_BJlz:fl!liB!lli:~:fl!lEt-J1:EJ§Y:14-
"D" $~A1:EOO~JJi"$~$sliiEEt-Jx14- "x" t~~!Ji'§*!lt'. Er-JY:1

11
4, lfl.~i.Bl:"§"JE'.i:t.Y:14-, t)l.'.,l=::i!.lt1:1JiHf'Et-J'jj_BJl~~ 

"E" 1:EOO~JJi"$~ E3 Et-J':1J~!lli:zJ§011J°Er-J1:En;$~!lli:~fiJ 1JriFlEt-J" ~~ nrJ@· 

"L" PJ1J§xt1:/tn;1xl!.t'*1tJm-r;;i;~iEt-Jx1;, llt7J11ftl;l=::'tl~~s I mx14-
"y" t~JJ1J1i:l*Et-Jx14-, ':1Jit.x14~~~~!Jt1i2 ~it.~x1H,5if:J:t 

.ft:i2\J'P"w±ifxt'f;z[s:~]l[J:.ex.:1Y.7'tAm7J~jfij Jti,B1, '!.t'*1JiHf'Et-J'jj_ Er-:10111°8 jfiji.j[JtlEt-Jjjj;:~[,!;]A-1tllt~J :fl!lEl3jfiji.j[JtlEt-JY:14- ( ~P~1,zjs: B}l~~ niJ@'!"i i51,B}l Et-] ) 
"&" p]~~fiJEt-JY:14-"o" i!r& □ -'fc;0rr. 1cem. ~W:!lli:A-1t1i:ort0-JtEt-Jx14-

"p" 0111° a n;rOO~JJi"$~ B 1l:3.:i1sr/iJr'!.t'*Et-J1:itn;1xB Et-Jx14-

00~jf,~~~~jf,3'c:JtZ8'9 E31Jl OO~jf,~~1!,z.Eai~~ E31Jl 

202544 J=J 15 B 202544 J=J 25 B 

ISA/CN8'9'./2Jil'tfPai~~f!Ull: xTJZ.'§ .in 
$ 0000 ~j;pir(f';f:JZ.rnl fi!rli-'F $ OO~t/?, miijiJ.E~_@Hl~JF1z_Ei±±Mli'i6~ 100088 

EEL i%~~~ c +86l 010-62039439 
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1. *rOO~jf,$-r,Jg=tpJr03fs{]1:f{PJi;fl:fll3tlP/~~~§3tffJU,OO~jf,~~~~T""fJUrt37U~:itl:fiB{]: 

a. 0 {t7'.700~jf,$ iws{]~fill:51'-t~5c"s{]: 
b. 0 7'.700~jf,~~s{]gJs{]1=E00~jf,$iwE3zFPt~5c" ( gaJIJlU13z=.1Cal) , 

□ !lif1fi5tBJlrt37U~~imtl:li'Jrt~5c"OO~jf,$ iw03fffi!ls{];'a"B}l 0 
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;zls:00~jf,~~~{ll1=Eit00~jf,$ iJ$ jtE~~:rvt~BJl, t!P: 

~1JN: 1JZ.f!J~*1-1s ( i"r~:fr) , 1~ R~lqi~t~:fftitt{,t, A$J:iJr:i£~t~:ff'titt{,t1:11~: ~~¥e:fPlfM19t~ 
, J:i]rj£ ~~ ;e; fPl fM19t~1:11~~1-~~1-LRRC 1 smffiH~irfM19t~; ;fp~=le:fPJ fM19t~, J:i]rj£ ~=ie: fPl fM19 
t~1:11~~1-~~1-co4ottrnu~irfM19t~; A$ J:iJr:i£LRRc1sttrnH~irfM19t~'ffi ~sEQ ID No:33-3sJ:iH~s":l 
HCDR1-3;fPSEQ ID N0:45-47?Jr~B"JLCDR1-3; J:i]r:i£CD40m~f~irfM19t~'ffi~SEQ ID N0:1 l?Jr~B"J:m 
tifrlJ~[K;fPSEQ ID NO: 12?Jr~B"J$"2ti!PJ~[K o 

~2JN: 1JZ.f!J~*1-1s ( i"r~:fr) , 1~ R~lqi~t~:ff'titt{,t, A$J:iJr:i£~t~:ff'titt{,t'ffi~: ~~¥e:fPlfM19t~ 
, J=iH:i£ ~~ ie: fPl fM19t~'ffi ~~1-~~1-LRRc 1 stt~ f~irfM19t~; to~=ie:fPl fM19t~, J:iH:i£ ~=ie: fPl fM19 
t~'ffi~~1-~~1-co40:Jn~f~irfM19t~; A$J:iJr:i£LRRc1stt~f~irfM19t~1'2~sEQ ID No:36-3sJ:iH~s":l 
HCDR1-3;fPSEQ ID N0:45,48,49?Jr~B"JLCDR1-3; J:i]r:i£CD40m~f~irfM19t~'ffi~SEQ ID N0:11?Jr~B"J 
:mti!PJ~[K;fPSEQ ID N0:12?Jr~B"J$"2ti!PJ~lz:o 

~76JN: 1JZ.f!J~*1-1s ( i"r~:fr) , 1~R~lqi~t~:ff'titt{,t, A$J:iJr:i£~t~:ff'titt{,t'ffi~: ~~¥e:fPlfM19t~ 
, J=iH:i£ ~~ ie: fPl fM19t~'ffi ~~1-~~1-LRRc 1 stt~ f~irfM19t~; to~=ie:fPl fM19t~, J:iH:i£ ~=ie: fPl fM19 
t~'ffi~~1-~~1-co40:Jn~f~irfM19t~; A$J:iJr:i£LRRc1stt~f~irfM19t~1'2~sEQ ID No:42-44J:iJr~s":l 
HCDR1-3;fPSEQ ID NO:50,51,53?Jr~B"JLCDR1-3; J:i]r:i£CD40m~f~irfM19t~'ffi~SEQ ID NO:27?Jr~B"J 
:mti!PJ~[K;fPSEQ ID NO:2S]=i)r~B"J$"2ti!PJ~[Ko 

_tj£~BJtzJ~B"J1§[P];Jsttt~{iE7'J~ftp~o/~:ff'rim{,t, A$ J:i]r:i£~t~:ff'ti:Jn{,zjl:'ffi~: ~~¥[1;fPlfM19t~, J:i]rj£ 
~~ ie: fPl fM19t~'ffi ~~1-~~1-LRRc 1 stt~ f~irfM19t~; to~=ie:fPl fM19t~, J:iH:i£ ~=ie: fPl fM19t~'ffi ~ 
~1-~~1-CD40m~f~irfM19t~o CN116253802A ( 0:ff 8 2023-06-13) 0:ff T ~lqi~t~:ff'riTfal~etJiir 
Jf!J, A$J:iJr:i£~t~:ff'tiTfai~erJtirJf!J1'2~ = ~~,e:fPlfM19t~, J:iJr:i£~~,e:fPlfM19t~'ffi~~1-~~1-LRRc1s 
tt~f~irfM19t~; to~=ie:fPlfM19t~, J:iJr:i£~=¥e:fPlfM19t~l:§:®§rffHs":l¥e:~sf~ir= co3, co2s, co4 
0, ~CD137 ( ~ _172,;tJZ_;flj~*l) 0 ~-=fJ:iJrj£;J5t,7f:o/~{iEB~1ffi::EJil,~nttcN116253802A?Jr03f, A3f:::f:£xt:E}R, 
~;Jst,7f:{1ct±lmf¥litB":lt~JEtt,7f:o/~YiEo [E]il:t, _tj£~BJtzJ~:::f~i%1§[P]~1§@:B"Jt~JEtt,7f:o/~YiE, :::f~-=f~1-J~\ 
B"J~B,/j;j'19}1!;,, A:::f~1%~~'tf, :::fflfirPCT~JJllifaJIJ!iJ13.1, 13.2:fP13.38":J;kYi!JEo 

1. 0 Ell r $ iwJ\1j(f!t~iPJT111i:~:tJ%tiPJs{]~fill!littm~~Jll:, Jls:OO~jf,~~11,l Efffi Ez.~fil\PJ 1t~~s{];f:JZ.:fU~:>l<:o 

2. 0 Ellr1effii1ttl:l1fffEll~:>l<:!littmJ!l:s{]-;;'i,/Jt!Pfmxt~fillPJ~~s{];f:JZ.:fU~:>1<::itl:fi~~, ;z!s:~{ll*im9;P~iPJ{:f{PJtmJ!l:o 

3. 0 Ellr$ iwJ\ {1(1j(f!t~iPJTfill:51"1Jli:~:>l<:~iPJB{]!li;J-,/JP~~Jll:, Jls:OO~jf,~~11,lE{SUffi Ez.E~Jll:s{]tl~®;f:JZ.:fU~:>J<:, ~{:zJsJi£ 
i5L iHJZ.:fU~:>1<:: 

4. 0 $ iwJ\*1j(f!t~iPJ1Jli:~:>l<:~iPJB{]!li;j-,/JQ~~Jll: 0 IElilt, ;z!s:OO~jf,~~11,lE{SUffi Ez.;f:JZ.:fU~:>l<:4'5$7"1~t~Ez.s{]~BJl; B2* 
it~BJls{];f:JZ.:fU~:>J<:~: ;j:J;fU~:>l<:1 -15 ( fill:51") , rffi Ez.~;fqi~~ifH'tim{:zls:, ;l::l:q:ipJrj£~~ifH'tim{:zls:B2*: 
i,JfttJ:t.ax:, JoJrJtw~,Efi':Di,JfttJ:t.ax:B2*~1-~~1-LRRc1smrni:i,Jfifi,JfttJ:t.ax:; iow=lEfi':Di,JfttJ:t.ax:, JoJritw=lEfi':Di,JfttJ 
:t.a!ZB2*~1-~~1-CD40m@:i,Jfifi,Jf;jtj:t_aiz; ;l::l:q:ip]Tj£LRRC15m@:i,Jfifi,Jf;jtj:t_aizB2*SEQ ID NO:33-35pJr;;f-s{] 
HCDRl -3:fPSEQ ID NO:45-47?Jr;;f-s{]LCDR1 -3; p]Tj£CD40m@:i,lfifi,lf;jt]:t.ax;B2*SEQ ID NO:1 l?Jr;;f-s{]~Ji!PJ~ 
[;i;fPSEQ ID NO:12pfT;;f-S{]~ii!PJ~[2L 

0 $iwJ\~iPJT!lit/JP~~Jll:, [j§']f!tt~5c"TH-ixi'5, ffifflflt, ~iPJTH-ixJil:o 
0 $iwJ\~iPJT!lit/JP~~Jll:, [j§']f!tt~5c"T Hix 't5, {Ei*1=r:im9;P't5tlJEB{]fltffll1Jlf!¥dTJ~iPJH-ixJil: o 
0 ~iPJ!littJP~~Jil:f!t*1£5c"Hix 't5o 
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~~1!,z.755 I ffls{]~:fUt:14 0191 E3 [j§')JiJi~:fU 0191 E3 
(4/ J=j; E3) (4/J=j/E3) 

CN 116253802 A 2023:'rj::6 J=j 13 E3 Jc -----------------------------------------------------------------------------------------------------
WO 2023104214 Al 2023:'rj::6 J=j 15 E3 Jc -----------------------------------------------------------------------------------------------------
CN 113677703 A 2021:'rj::11 J=j 19 E3 WO 2020127376 A2 2020:'rj::6 J=j 25 E3 

WO 2020127376 A3 2020:'rj::8 )=l 6 E3 

EP 3898681 A2 2021:$10 J=j 27 E3 

us 2022073635 Al 2022:'rj::3 J=l 10 E3 
-----------------------------------------------------------------------------------------------------

CN 103450360 A 2013:'rj::12J=l 18 E3 SI 1476185 Tl 2013:'rj::12J=l31 E3 

IL 161823 A 2014:$2 J=j 27 E3 

us 2012225014 Al 2012:'rj::9 )=l 6 E3 

us 8388971 B2 2013:'rj::3 J=l 5 E3 

HUP 0402247 A2 2005:$ 1 )=l 2s E3 

HUP 0402247 A3 2012:$9 )=l 2s E3 

HU 229829 Bl 2014:$ 9 J=j 29 E3 

PE 20030846 Al 2003:'rj::10 J=l 11 E3 

EP 1476185 A2 2004:'rj::11 J=j 17 E3 

EP 1476185 A4 2007:$4 J=j 4 E3 

EP 1476185 Bl 2013:$7 J=j31 E3 

JP 2010213704 A 2010:'rj:: 9 )=l 30 E3 

JP 5547532 B2 2014:$7 J=l 16 E3 

cu 23745 A3 2012:$1J=l31 E3 

ME 00503 B 2011:$10 J=l 10 E3 

BR 0214137 A 2004:'rj:: 9 J=l 14 E3 

BR- 0214137 Bl 2019:'rj::3 J=j 19 E3 
PI 

BR- 0214137 BS 2021:$5 J=j 25 E3 
PI 

TW 200306204 A 2003:'rj::11 J=l 16 E3 

TWI 331040 B 2010:'rj:: 10 J=l 1 E3 

ES 2432968 T3 2013:'rj::12J=l 5 E3 

UY 27537 Al 2003:$2 )=l 2s E3 

PL 370514 Al 2005:$5 )=l 30 E3 

PL 214289 Bl 2013:$7 J=j31 E3 

MA 27139 Al 2005:$ 1 J=j 3 E3 

JP 2005508176 A 200 5:$3 J=j 31 E3 

JP 4616555 B2 2011:$1 J=j 19 E3 

EG 25801 A 2012:'rj::8 J=l 8 E3 

MY 137641 A 2009:'rj::2 J=j 27 E3 

IS 7253 A 2004:'rj::5 )=l 6 E3 

IS 2940 B 2016:'rj::3 J=l 15 E3 

us 2016152713 Al 2016:'rj::6}=l2 E3 

CY 1115675 Tl 2017:$ 1 J=j 25 E3 

EA 200400654 Al 2004:'rj:: 12 )=l 30 E3 

EA 011449 Bl 2009:'rj::2 J=j 27 E3 

EP 2343086 A2 2011:$7 J=j 13 E3 

EP 2343086 A3 2012:$2 )=l 22 E3 

PL 392809 Al 2011:'rj::3 J=l 14 E3 

PL 214634 Bl 2013:'rj::8 )=l 30 E3 

MXPA 04004467 A 2005:$5 J=l 16 E3 

KR 20050063749 A 2005:$6 )=l 2s E3 

KR 100830086 Bl 2008:'rj::5 )=l 20 E3 
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00~5Ftft~-r!H!r OO~jf,$ ii~ 
*'f-[j§'j JiJi~:fU s{:)113,E!, 

PCT /CN2025/075637 

~~1!,z.755 I ffls{]~:fUt:14 0191 E3 [j§')JiJi~:fU 0191 E3 
(4/ J=j; E3) (4/J=j/E3) 

OA 12725 A 2006:$6 )=l 28 E3 
us 2007190051 Al 2007:'rj::8 J=l 16 E3 
us 7563442 B2 2009:'rj:: 7 )=l 21 E3 
AU 2002356926 Cl 2003:'rj::5 J=j 19 E3 
AU 2002356926 A2 2007:$ 1 J=j 4 E3 
us 2003211100 Al 2003:'rj::11 J=j 13 E3 
us 7288251 B2 2007:$ 10 )=l 30 E3 
AP 200403034 DO 2004:'rj::6 )=l 30 E3 
AP 200403034 AO 2004:'rj::6 )=l 30 E3 
AP 2004003034 AO 2008:'rj::11 J=j 13 E3 
NI 200200128 A 2010:'rj:: 1 )=l 11 E3 
TNSN 04078 Al 2006:'rj::6 J=l 1 E3 
ECSP 045093 A 2004:'rj:: 7 J=j 23 E3 
HRP 20040525 A2 2005:'rj::4 )=l 30 E3 
HRP 20040525 Bl 2017:$6 J=j 2 E3 
TW 201034686 A 2010:'rj:: 10 J=l 1 E3 
TWI 338579 B 2011:'rj::3 J=l 11 E3 
NZ 533180 A 2008:$3 )=l 28 E3 
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