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WS 42, 43, 45 2 47 T o= 3ho ofnial MES X Egsts, ZEFEE H3HA

A7 62
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628 WA A79% F o= & ol oA, Fe mw|Ql ©FA F Hol® shube EU 914 1253404 @ o}
Ak EdWols XdElE, ZEEE

A80E oA, EU YA 125301419 7+zte] olujwAil Edddio)l= =8lx o=z [253A, 1253C, 1253D, I253E,
1253F, 1253G, 1253H, 12531, 1253K, I1253L, 1253M, I253N, 1253P, 1253Q, I253R, 1253S, I253T, 1253V,
[253W 2 1253YZ o]Fojx o 2HE Aens, ZoE s,

AT 82

AlgLatoll hojA, X 1253004 9] 2zt ofmiil ERol= 1253A%1, ZHJHE

A% 83

A28 WA A82e F ol g ol QojA, Fe =r @A T Hojx dluiz EU 1A R292914 @l o}
A EAWolE EFete, FUHE

A3 84

A83&kell QoA EU 993 R29201419] Z+7te] ofn=il E¢dWol:= =g o7 R292D, R292E, R292L, R292P,
R292Q, R292R, R292T & R292YE o]Folx #Oo R HE MElxE= Zgigc

AT 85

A|84gtol] qofA, x| R29201 4 9] Zbzte] ofm it EdWolE R292PQ, EEHE =

A3} 86
A6 WA AT T ol= I Fol glold, 7ol Fe =Wl @Al AAE S@PHom,
EPKSCDKTHTCPPCPAPELL 2 DKTHTCPPCPAPELLE o]Fo]zl o 2R E Auy= ol il HES E3al 7 o3l

oh it AR o] FolAt, EeHElE,

AT 87
Agegtel] oA, A2 Fc Z=dl wEA] L A3 Fe =Wl wEA 3% BEL ofn|wAl Ad
DKTHTCPPCPAPELLS 2zt Z@HEI=,

AT 88

Agege] YA, Al Fc ZdQl G=FAe] 1A FEE opm|xAib A]E EPKSCDKTHTCPPCPAPELS 2+,
ZEHE =,

A7 89

Agesre] glolA, Al Fe E=rel whea]o] 1% RS olm Ak 2] EPKSCDKTHTCPPCPAPELS 7}A1™, A2 Fc
ol gy W A3 Fe B9l o ﬂQ§A] BRo ol it A< DKTHTCPPCPAPELLS 2H, Z2HE| =,
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A628 WA A9 F o= 3 o)l JojM, ] Fe EwQl @A CH2 =Hele EdF oz 2] olste]
o ofm] Ak A4 Tr= x| g8 Zr= opn| -2k A
GGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTIS
KAKS ¥3ets, ZHg=.

AT 9

A6z WA AP F o= & Fol AolA, Zh7kel Fe mulel wipAlel CH2 R Uz, 27 ol
) ov] 2 a4 e A8e = obv] it 2k

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTIS
KAKS Egahs, Tewes,

AT 92
A623F WA AR F o= & Fo] glojA, Zzre] Fe =Hlel wEkAe CH2 EwWele Sdstar, 278 olstey
2] o}m] 1A 28-S Zhe= ofn] =2k A

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDGVEVHENAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKE *3shs, ZEe=.

T 93

628 A AS9E F ol @ Aol oI, 27kl Fe w9l weAle] Ci2 =vlQe FAehi, ohulwat A

[e=]
=

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDGVEVHNAKTKPREEQYNSTYRVVSVL TVLHQDWLNGKEYKCKVSNKALPAPTEKTIS
KAKS ¥3hete, ZYFEHE,

ATE A

A623 WA ALIE = o= 3 o] glojA, Azl Fe E=w|¢l whEFA|o] CH3 THele =gH oz 107) o]ste
S ofu] =2k 28-S AR ofu] =2k A

GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVE SCSVMHEALHNHYTQKSLS
LSPGE Egste, ZFH=.

N

AT% %5

A628 WA #A89F T o= T ol QlojA, ZHzhe] Fe Zwlel @kl CH3 Z=wele EfHA o= 87) o]k
wd opw| =4k 285 2= opw| =4k A
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVENESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVE SCSVMHEALHNHY TQKSLS
LSPGE xFsle, ZHPHE=.

7% 96

A62a WA A89F T o= & ol oM, ZH7te] Fe =9l @FAle) CH3 =Ml HyH o 67) o]l
ISl olm| = Ak 2] 3+-& PR obn| Ak el

GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLS
LSPGE ¥3tsle, ZHE =,

A3 97
A623 WA A8 F o] 3+ 3ol glojA, zZhzhe] Fe w9l TEAe] CH3 EWde E=YA o= 57 o]ate]
2] obu] At 2 2& Zk= obu] At e

GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHY TQKSLS
LSPGE Egtsh=, ZeFE =,

A7 98
A908 WA A97E = o= 3+ Flo] glojA, ©YU olm Al X F-S T366Y, T366W, T394W, T394Y, F405W,

F405A, Y407A, S354C, Y349T, T394F, K409D, K409E, K392D, K392E, K370D, K370E, D399K, D399R, E357K,
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E357R, D356K @ D356RZ o] Foizl wo 2R Aux= ZE=

AT% 99

A623 WA ARIF F o= g ol 2 OW Fo Z=HlQl @& Al= 247 59202, Hd 10719 @ ofr il
AgE Zhs A W3 42, 43, 45 B 47 T ol dhfe] opnidt MAE E s, EEREE

A3 100

A99% e QoA & opmat A8 T H 670 CH3 mwdlel| A o] st EdARiell, ZefE =,
7" 101

A)99&ke] oloj A T olm Al X3S KU 9] G341 A EU 9% K4477411¢] A< o] &, ZHAg=

273 102
A62go] QoA , FHAA 22 SEFE FAshe 29¥e] T Hok sl T366Y, T366W, T394W, T394Y,
F405W, S354C, Y349T % T394F = o] Folx o BHE Ay, ZHPE =

7% 103

Al65%, A66d R A69F WA AT T o= F ol glojA, 27 H= 47he] Hxdet mdMol= K409D,
K409E, K392D, K392E, K370D, K370E, D399K, D399R, E357K, E357R, D356K % D356RZYFE] Melw]=, Z&]|3E]

=

AT 104
A628 WA A1038 F o= g+ o QlojA], (D38 A7 EWQl scFvel, EEFPE =
AT 105

A628 WA A1038 F o]= 3 o] 9ojA, (D38 AZ =wele VH EH¢l © CHl =WeS Fdhats=, Zg
HE =,

A+ 106

10380 doiA, (D38 A =Wele VL =Hels F7E E3hes, ZJE=

AT 107

A1058}] 9lolAl, VH =¢1e I 1o 7]A1%® CDR-H1, CDR-H2 @ CDR-H3 A Qe] MEE x3tst=, Z|FE
A+ 108

A|1058] JojA, VH LEHAL 20 71| Aol MES EgsE VH 1¢12] CDR-H1, CDR-H2 @ CDR-
H3& xdshe, ZEPHE

AT 109

1058k 1ol VH Z=Hl9e F 29 7149 aA¢ VH 49 CDR-H1, CDR-H2 % CDR-H3S *335}%, CDR-
HI, CDR-H2 2 CDR-H3 M IS Aleleh Vi A2 & 20 7] A VH M3} 2ol 95% L= 98% wA3,
ZHE =,

A+ 110

A|1058e] oA, VH =Rl i 29 7]Al" A9 VH AES 238te, EPEE.
A7 111

A|105%e defA, (D38 A =we 3% 1l 71A1% CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 A
a9 AES Eotets, ZEREHE.
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AT 112

A|1058e] QlejA, (D38 Ad Ewd 3 20 71AlE A VH L VL AEe MEZFEH (DR-H1, CDR-HZ,
CDR-H3, CDR-L1, CDR-L2 ¥ CDR-L3 AN ¥ES& *3 s, Zqe .

A7 113

A1058e] 9leiA, (D38 Ag =dele & 20| 7[A® A VH D] CDR-H1, CDR-H2 % CDR-H3S *3t3l=
VH =del, 2 % 20 7]A19 A9 VL A9 CDR-L1, CDR—L2 9 (DR-L3& ¥ alsl= VL m=wele ¥aaly,
CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 M<LES A3 VH 2 VL = ML & 20 7|9 3

Aol VH 2 VL A3} How 95% T 98% TLE, ia]ﬂat.
AT 114

1058k lolA, (D38 ZAg =Hele 7 20] 7IAE Ao VH 2 VL MEe AES 3=, ZeNE =,

AT 115

A62% WA A1038 F o= 3 ol oA, (D38 A EWele g6 CL 34 B Euel 2 o6 CHI &A)
B mrde s, EEFEE

273 116

A623F U)X #1033 ZF ol & o 9ojA, (D38 23 Z=vele VH vl & (CHl =WelS &, V. &
wel % (L =vds £3sts ZYFE = AEste] Fabs AT & e, ZFE=

A8 117

A1 EE A2 Ig61 Fe W=HQl @Al 1A W AJZ2H|Ql 117] Ate]o] o&st Adte] ofa AZAHE A2 WA
A56 & ol 3 o] ZHEI=9] 279 JHHE st ZHEE 534

AT+ 118

g2 EHQl, CH2 Ev¢l 2 CH3 EWelS X &slE IgGl Fe EWQl T8 xdats A2 ZPEsd 92
H oAe2d WA A1168 F o= 3 o] FYHE=E XFeiH, A7) ZEHE =Y A2 ZHPEEE Y] E
eI =] A1, A2 T A3 I1g6l Fe =dl] @Al 4] ZwQl 2 A2 ZHFE =] 311 v o] A
21 7] Alolo] o3l A o3 JdAEE, ZFEE= 53

AT 119

A118gel doiM, A2 FHPE|= dEAE= R, 270 EE 3709 JAs BdWolE e, ZYPE = H
A

AT+ 120

A1298] JoAAM, A2 ZFEI= GFA = T 44 T 4BollA AEE 1), 27 i e gAE 9=
F3ata, A7) ZEHE= U F 4A EE 4BolA AEE N, 27 e 379 gAst Eddolo Aol
ZEHE = E3HA

A7 121

A118%F WAl #1208 5 o= g ol oM, A2 ZYEFAE = HY 1079 &Y ofu|=t X3Szt M
WS 42, 43, 45 9 47 T o= shte] opmwat AdS Edste, ZEFEE H53HA.

A+ 122

A Z=wQl, CH2 =dQ] 2 CH3 Z=wlde &= Al 1gGl Fe E=dQl d2A; #l12 974, 34 = M, CH2
=r¢l 2 CH3 Z=H¢elS Eéﬂ%}% A2 1gGl Fe Zwel whekd); <o A3 #HA; 2 31A Z=w¢l, CH2 =<l
2 CH3 =d¢lS 3= 499 A3 161 Fe T=Wel @3S £38ly, Hojx slue] Fe E=H¢ vakA=
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A1228] QoA A1 161 wFAle] A F 7B E=del 2 CHL w2l ofn - wehs FrhE

e
P
1%
ﬂOL
rr

AT 124
Xﬂlzzz‘%oﬂ 9)\01*1, Xﬂl IgGl ?__}"%ki‘ﬂoﬂ scFv O]—U]_‘t %E}—% _%‘7}:?_ E@‘{S}-—l‘f_—7 %a%HE
AT 125

A e e GHE EdWelS Edetar, A2 1g6l Fe =
= | =l

Al1228el] ojA, Al Ig6l Fc =wQl whekA]

- o 3
[} 1T =
IgGl Fc =d|Ql @A 27 = 4719 9dst EdHolE E3H6=, 8 HEHE,
AT 127

A1228e] oA, A1 1gGl Fe =vlQl ek 2 A2 16 B¥ ZuQl dEis 442 23 22522 A5

(=]
= =dNelE xshe, FEHEHE.

T3 128
A2ske] QoA A3 HA D A3 1gGl Fe ZH|l @S 23k, A1 1gGl Fe Z=wlQl 9=, A2 1gG1 Fe
ool wekd] 2 A3 [gGl Fe =WQl wekas 7hzF §Ax 22 EE25E Ao Edle)s xIs=, =

e =,
AT 129

A2zl glolA, A3 ¥ % A3 g6l Fe =vd GFAE 1
IgGl Fe =M @A R%e 747 G2 28 5325 JAste 5dwols £dslal, A3 Ighl Fo =r¢l
x El

S 27) T 4700 GHE Bl E

A3 130

=

=
Ig61 Fo BdlQ]l @34 BFE 247 fd4 22 555 d4se 5dWols Teea, A2 1g6l =9l &
FAE 20 = AN IHdE) BddelE TEhe =

A3 131

A2zl oA, A3 @A L A3 1g6l Fe =Ml dFAS EFa, A2 161 Fe Er) @3A 2 A3
IgGl Fe =9l v w2zt 44 223 55532 JA4ate 5dwolE 86, Al Ig6l =¥ &
=

A= 27 e 47l dHE SAWeE x3etE, ZEHE
RT3 132

A28 WA A3 E ol @ ol

I dAWolE F3eh= IgGl Fe
Zulel dEkAE 1), 270 EiE 3700 dAs BNl FlE =

A% 133

A1228 WA A131 F
CH3 =2l =, Z8E =,
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AT 134

g2 =], CH2 Z=WQl ¥ CH3 QS EF3te Al IgGl Fe Evld G=A]; A2 BA; 1A ZHQd, CH2
=l 2 CH3 Z=HelE E?ﬁ% A2 I1gGl Fc ZH|el wakAl; o] A3 HA; 2 314 Z=wel, CH2 =d<]
2 CH3 =vls Xgsle 999 A3 1g6l Fe Z=dld dFAE £36t, Hojx 3ol Fe =9l @k
Aoy 170, 270 T 3709 9A3E)E ojuil EdRelE Egtsle, ZEHEE,

AT 135

13438 Qlol A, A1 1g6G1 weEAlol A F2 7bd =Wl 2 CH1 Zwel olnxe was F7E E3hete

273 136
A 1348 YA, A1 1g6G1 WA schy o}ux ke 2712 ¥ 3sls, ZHE T,
AT 137

A1343o] oA, Al 16l Fe =WQl @FAls= F 4A04 AdE 27471 3 AEQ dHdst Eddo] k=
4ol A AEHE 4717} 3 AEQ IHE EdAmol= 12 1gGl Fc =99l &A= F 4A =& 4B
AgE 1, 27) e 30 9As) ofn Al EAWolE Xdete, EEHE =,

A+ 138

1343 9ojA], A1 1gGl Fe E=MQl WAl 3 44 = T 4BAlA] A" 1), 27 ®=&= 3719 A3} of
Nl EdWo)E Z3EaL, A2 1gGl Fe =<l @EkdlE F 4A0A A”H 2707} 3 A EQ JAF Eeddo]
T ¥ 4BollA AEld 477} 3 AEQ] JAs SAHoE E¥eteE, ZYFEE.

A3 139

A|1348Fel QojA], A1 1gGl Fe =9l ©hgA] 2 A2 [g6 EW T 9EAlE BF X 44 & 4BolA] A9
B 1), 27 i 37le] s obrledt BAvel® Eys, FeWEE.

A3 140

A 1348 el dolA, A3 HA 2L A3 1gGl Fe T GFAE Eotal, A1 1gGl Fe =HQl &=k, A2 1g6G1
c =9l &R 2 A3 Ig6l Fe =rlel @Al 27 & 4A & 4BolA Aeld 170, 270 = 3o 9 A
oluli-al AWl S X5, ZEHEE,

AT 141

A1348e oM, A3 A Z A3 g6l Fe =v9 @S £33, Al 1g6l Fe Tl whkA] 2 A2
1gGl Fe =Wl T R5E 717 § 4A EE 4BolA] AEE 1], 27) == 3719 GA3 ofn|wal S ol
= ¥gstar, 713 1gGl Fe =H¢l @kals F 4A0lA Aed 2747F 3 A EQ 93t Edwo] e X 4BolA
Aeg 4787 3 AEQ dA5 Edols s, ZEHMEE

A3 142
A134F0] JolA, A3 HA 2 A3 1g6l Fe =wWl dFAS £am, Al 1g61 Fo =W o=k 2 A3
IgGl Fe =wW9l o] 2% 4A TEE 4BAA] AEE 1), 27 BE 3709 GAS ojuwal S¢wol

za
S ¥olslar, A2 1gGl Fe Z=wlQl @Al 3 4AolA AEE 27)7F 3 MEQ dHst Sdo] i # 4B A

gn o7t @ A2 st Bdvels Edehs, FuREE,

o ﬂll

A7 143

A1343 ] 1A, A3 FA L A3 Ig61 Fe =w SIS TFeH, A2 g6l Fe =w ek 2 A3
[gGl Fc =dQ]l @A 5 247 % 4A 5 4BolA Agd 17, 27 e 3709 98} ofnieit S0
& ¥Fshar, Al 1g6l Fe =9l dafals i 4A0lA Adeld 27071 3 AlERQD o Rs) Eqivio] Ei i 4BolA
Aee 47h7F 3 AEQ Adst xotehe, EEHEHE

R
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AT 144

1348 WA 214338 F o] 3+ o] ojA, T 4A E 4BolA Aeld 17), 270 T 3709 GAs) ofm st
EdWolZ E33l= Al Ig6l Fe E=d¢l d3Fd= Hd3 CH3 =HedS zhe, ZEAE =,

A7 145

1348 WA #1438 F oj=
[e)

@ ol glofA, E 4 Eiz 4Bl AR U, 27 Ei= 3709 sk ofpww
2 Beldol (3 =9l Y=

A3 146

1227 WA 145% T o= ol glolA, 7] EdRol= BU 914 6341014 EU $1A] K447747] 2] A el

)

A1228 WA A1458 5 o= 3+ o)l QlojA, 7] EdWole 47 @ ol WEel, ZE|ME =,
A3 148

1227 WA AN145% T o= 7 el oA, A2 A 2 dole] A3 A= GGEGGEGGGEEGGEEGEGGEG, GGGGS,
GGSG, SGGG, GSGS, GSGSGS, GSGSGSGS, GSGSGSGSGS, GSGSGSGSGSGS, GGSGGS, GGSGGSGRS, GGSGGSGGSGES, GGSG,
GGSG,  GGSGGGSG,  GGSGGGESGGGSGGGGGSGEGGSGGGESGGGGRS,  GENLYFQSGG,  SACYCELS, RSIAT, RPACKIPNDLKQKVMNH,
GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,
GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGGS,  GGGG,  GGGGGGGG,  GGGGGGGGGGGG 2
GGGGGGGGGRGGGEEEER o] Fol X o2y Adud opn|wil MAS T8t o2 g ofn|iedl AR o] FofA]

=, ZEEE=.
AT 149

A1228F WA #1458 F o= & o oA, A2 HA F do9] A3 HAE HFHHOR 4 WA 30, 4 WA
20, 8 WA 30, 8 HA] 20, 12 WA 20 == 12 WA 30709 24 I 2 o] FoA =, ZEFE

it

AT+ 150

A1228 WA A5 F o= @ Fol olA, Az WA L gele] A3 YAE 20709 FeA 272 o] Tl

=, 2Y9EE,
A3 1561

A1223 WA A|1453F = o= & o] glojA], Fc =wlel wEA = Zolx st EU 93] 125304 & of

Al EQWolE xielE, ZaHE =,
AT+ 152

A 1518 ol oA, EU 9] 12530412] ztzte] ofm it Eddwiol= = d o a2 [253A, 1253C, 1253D, 1253E,
1253F, 1253G, 1253H, 12531, 1253K, [253L, I1253M, I253N, 1253P, 1253Q, I1253R, 1253S, I1253T, 1253V,
1253 2 1253YE o]Fojx wo2RE HNEy: ZgFe s,

A3 153
A 1528 oA, x| 125300412] Zhzhe] oAl Eoidio]= [253A¢1, ZHE =,

A3 154

ol
2
9
ki
_o‘h

A 1228 WX A14538F &= o= & o] dojA], Fc E=ulQ Tk = BU 94 R29204 &+ o}

neat E<diol

il

i
|
Q{J

ol

A% 155
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A 15438 ol oA, EU A R2920 4 2] Z}Zhe] olniil EdHols SYX o7 R292D, R292E, R292L, R292P,
=
H

— 1l
R292Q, R292R, R292T ¥ R292YZ o]F oz FoR2RE MYy s, &F°
273 156
A 15580 doiA, x| R2920| A< Zbzhe] olmxAl EdWolE R292P21, ZEHEE
AT 157
A1228 WA A58 F o= - ol lojA, Ztzhe] Fe ZHIQl @EAY] WA= H
EPKSCDKTHTCPPCPAPELL 2 DKTHTCPPCPAPELLZ o] Fo]zl o2 RE Mer = oln|iil A gS
olu] 2k ME R o] Folx =, ZE|HE =,
273 158

A)1228F WA #1458 F o] 3 o gojA], A2 Fec EWQl ©ek] 2 A3 Fe =w|9 TekAo] 31z FEo
o} :=AF A< DKTHTCPPCPAPELLS zt&, ZgH g =,

o

A% 159

A1223 WA A1458 F o= T Flo] ojx, Al Fc =wel gAY dH] FELS olnni AE
EPKSCDKTHTCPPCPAPELS 2tE, Z e =

273 160

A1228 WA A1458 = kg ejA, Al Fe =Wl @9 3z FES opnnik MY
EPKSCDKTHTCPPCPAPEL & 7}le%, A2 Fe Z=d¢l wakd] 2 A3 Fe =H 2
DKTHTCPPCPAPELLS zt:=, ZE|HE =,

3T¥ 161
A122% WA Al145% & o= 3 &l oA, Zzhe] Fe L=l waale] CH2 =rlle SyA o= 27) olst

9 gl o] st 24 Eas Age 2 ofr) 1=t Sk

pul

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDGVEVHINAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKE *3tete, ZHfe=.

A3 162

f
% oot
2
%0
2
>
i)
N
S
=]
(@]
iy
é

A1223 WA #1458 = o] 3l ol dEAe] CH2 Z=wele 5d3shy | 27] o]3}e]
ad obm] =2k A = x| &8 2= opn] =2k A4
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK TKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKS ¥k, ZefiE =,

A3 163

(s 8ls)

A3 164

(e =

3T% 165

A1228 WA A1458 F o= o ol oA, ZZhe] Fe Zl dFA o] CH2 Z=wiQle Fdstn, 271 o]3te]
e olm] =4k =] 3+-&- FARS o}m] 1Ak Ao
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTIS
KAKE 23tehe, ZEfE =,

A3} 166
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A1228 WA 21458 5 o= 3 ol glojM, ZZbe] Fe =l w@EEAe] CH2 E=H9e Fdshy, ofu st
A
GGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTIS
KAKS ¥3ets, ZHg=.

A3 167

o

A1223 WA #1453 F o]= 3+ Fo] 9lojx], Z+7}e] Fe =dQl wEkAe] CH3 Er¢le EgA oz 107] o)
9 12l opr] =2k X8-S Zb= ofu| =2k A
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD I AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHY TQKSLS
LSPGE *8lsl=, ZE3E =

A% 168

1228 WA A1458F 5 o= 3 & Qlojx, ZHzhe] Fe E=w|Ql wekAe] CH3 Zwele Sy z oz 87 o3
9 5] opn) =2k =3+ Zh= oju] =2k A
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWVQQGNVESCSVMHEALHNHY TQKSLS
LSPGE Egrsh=, e =,

273 169

A)1223F WA A|1458F & o] & o glojA], ZHzbe] Fe v weEkAe] CH3 EWle E8d oz 67 o5
9 58] ofr] =2k x| g+& Zh= oju| =2k A
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD I AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWVQQGNVESCSVMHEALHNHY TQKSLS
LSPGE *stsl=, ZE3E =

A3 170
A1228 WA A145F F o= 3 ol dojA, ZZte] Fe =WQl ©EEAe] CH3 =rele EfHK oz 57) o3
9 g opu] =2k =3+ Zh= oju] =2k A

GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLS
LSPGE ¥3tsle, ZHE =,
AT+ 171

A1228F WA A1458F & o= 3 Fo| glojA, @ olu=Ab X8-S T366Y, T366W, T394W, T394Y, F405W,
F405A, Y407A, S354C, Y349T, T394F, K409D, K409E, K392D, K392E, K370D, K370E, D399K, D399R, E357K,
E357R, D356K % D356RZ o] Fo oA Melxs, ZEAE =,

AT 172
A1228 WA A1458 5 o= & ol dojA, Fe =rlel gl 27 Sydo= Hd 10719 @ ofnjn
Ab X FS zZhe HE HE 42, 43, 45 2 47 F o= dhe opm At IS Edhels, ZEES

7% 173

A99&tel 9lojAl, wl olmmAk A& F A 670 CH3 ZdlelA o] dHs B, e,
A7 174

AN1738 YolA, G ofmal A3 BU 91X 6341014 EU 91| K4477h4 9] A Yol &=, ZEFE =,
AT 175

A1228F WA #1458 T o= 3 o oA, FHAA Fz2 2EF S|
T366Y, T366W, T394W, T394Y, F405W, S354C, Y349T % T394F& o] Fojxl FoaRE Muxi= Zgdgc,

AT 176

_18_
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A1228F WA #1453 F o= 3 ol glojA, 27 T 4719 A EWo]:= K409D, K409E, K392D,
K392E, K370D, K370E, D399K, D399R, E357K, E357R, D356K % D356REH-E] Melw:= ZRE =,

A7 177

(e 8l

A7 178
1233}, A|1243F, A13538 2 A|1363 F o= I Fo| glojA, VH E=¢l E ScFveE E 19 7]AlE CDR-
H1, CDR-H2 2 CDR-H3 M2 AEZS E3sls, ZYFE=,

AT 179
A123%F, #1243, #1358 L #1368 F ol gk ol 9JojA, VH =Wl = Schve 200 7171 &A1 9]
Aqgde z3s= VH B9 919 CDR-H1, CDR-H2 ¥ CDR-H3S T ast=, ZEHE =

rl
=2

i

A% 180

A1238F, #1248, #1353 L #1368 T o= 3k &l oA, VH EdQl T Schve X 29 7[AE A<
VH A9¢] CDR-H1, CDR-H2 % CDR-H3< *3tsty, CDR-H1, CDR-H2 2 CDR-H3 A QS AYe VH AES # 29
71" A2 VH A1 Aojw 959 E= 98 5, g,

A3 181

z1]124z‘§} 111356} 2 A136% T o= 3 do dojA, VH =] T ScFve X 2] 7A€

ot
&
IS

AT 182

A123%, Al124%, #1358 B A136F 5 o= T Fol delA, VH =dIQ] EE Schvi 3 1 7]AlE CDR-
H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 ¥ CDR-L3 M9 AMEE xgst, ZHE =,

377 183

A123%F, A124%, #1357 2 AI136F T o= g Foll lojA, VH =gl Hi= Schvie & 200 78 A9
VH % VL Mg MEZFE < (DR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % C(DR-L3 A 4& xFste, ZHE

L=

AT 184

A123%, A124%, #1368 E A136F T o= g ol oA, VH Z=HIQl E+ Schve 3% 29 7|28 A9
VH A €2l CDR-H1, CDR-H2 ¥ CDR-H3& 238t VH =wdl, 2 3% 29 7]Al" &A9] VL A E<2] CDR-L1, CDR-
L2 2 CDR-L3& F3tet= VL =delS E3Hste, CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 A4&
AQe VH 2 VL =del Age #F 20 7149 A9 VH @ VL A3 ol 959 w=& 98% TU3, Z2|HE

=

A3 185

A)1233F, A1248, #1353 2 #1363+

2 o]l oA, VH E=dQl EE Schve X 20 7)A€ a9
VH 2 VL MEe] AES 2shs, THREHE=.

ol
9
i3
o
0{

A7 186

1228 WA A1458 F o= 3 o] lojA, IgG CL 3HA ¥ w2 IgG CH1 34 23 =res 37}
2 ¥, ZHEE,

273 187

A2z WA A187d F o= & o FYFPHE=E dsstste ik w4
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A3 188

A1878e] Ak S Edeh= 1 wE,

A7 189

A1878e] ik BAE L= S5 A

AT 190

A188%te] e WEE Xdste &5 ME

AT% 191

A2g WA A7 T o= FF Fo FEPH=Y Alx oA, 7] FHHEHEE T¥ee 23 dtollA
A189F = A190F ] &5 AXE widets GAS £gsts .

AT 192

1898l glelAl, A VL EvlQle Edshe ZYMEI=E dugste @it EAE FUE XFsE S5 A
AT% 193

A190& el oM, FA VL =HQls xgets FHPHES dudfehs 9t 245 F7hR e S5 A
A3 194

1898 o] dojAl, &l VL E=wl 2 & (L =vde Eests ZPEHEE dmdlets gt BAE FUlE
Lehs, S5 AE

AT 195

1908l deiAl, A VL =Wl E A (L =WdS Eete FEPHEHEE dsglete il S FUkE
EgehE, &3 M.

T3 196

A 1898 el dolAl, 1070 o3t @ ofniit EAWlE ZHe g6l Fe =Wl A8 xdsts ZHEHE=

=
=
g gEstehs Wi $AE IR EFAE, S5 AL,

AT 197

U
AC)
e
o
[

1908k 2loiA | 1078 o]ate] @Y ofmnal EdWo]E ZH= [g6l Fe =rlQ) GEAS E3Hshs 2
& dEgete ik BAE FUhR X6k S5 A

T3 198

(W& sl

A7 199

1968 H= #1978 0l lojA], 1gGl Fe =Wl ©=FAE CH3 =H[lellA 1070, 870, 67 &= 47 o]ste]
d oluiAt EWolE Zhs Y WE 42, 43, 45 2 47 F ol s opwwal DS Edtes, & Al
273 200

A2z WA A186 F o= & o] FYJPE=F Xt o 2=

_20_



A3 201

#2008k QQolA, A7) Z@|FE =9 40%, 30%, 20%, 10%, 5%, 2% vl
FAs WY e, O AR,

A7 202

A&l QoA , Fe-39 2% =vele

a) 371E e Al ZYHE =

i) A1 Fc ZwlQl @EkA);

ii) A2 Fc =wlel w=kA); 2

W Fe &=

SIHS3 10-2021-0044218

[e)
R

Al Aojm= shte]

iii) A1l Fe =mlQl geFAel A2 Fe 2rel GAE ddsts dA,
b) A3 Fec Zrel dFAE T8l A2 ZFPE=
¢) A4 Fe =r9l GFAS £38h= A3 ZHE= 2
d) Al ZYPE =, A2 ZYPEE e A3 FEPEHE 49 T A7 =Hds X3,
A1 Fe =l dEFAeh 213 Fe =l Tl Adste] Al Fe =wds dAdstaL, A2 Fo =H¢l ok o}
A4 Fe =mQ) A= Agteto] A2 Fe ©rldS dAee, Fo-dd 28 mrel A=,
A3 203
A1g = A202 el oA, @Y Fe =H]l AAES FAQ, Fe-Fd A3 =ddl AAE.
AT 204
Fe-3tel 4% =vQl AR dA-os #4% Jas st 2AAEEA
a) 715 st A1 FYRE=
i) Al Fe =9l oA,
ii) A2 Fc Z=HQl &=k, 2
iii) A1 Fe =mlQl gegAel A2 Fe 2rel 9FAE ddsts g4,
b) A3 Fec Zrel dFAE sk A2 ZPyH=
c) A4 Fe =rl9l GFAS £38h= A3 ZHE= 2
d) Al ZYPE =, A2 ZYPEE = A3 FEPEHE 49 T A7 =dds X,
AL Fe ZwQl S| A3 Fe EvlQl dgl= ZAdtste] A1l Fe =H9lS 48k, A2 Fe ZvQl dhgA| <}
A4 Fe =Wl dFAl= 2ste] A2 Fe =WUds JAstE, 2A4=.
273 205
#2048 glolAl, (D38 A =l Al ZEPEI= B A2 ZYHEE T A3 ZEPE = AAE A,
A2 FEHAEE= H A3 FEREH = ddE s, 2AE.
AT 206
A204% ] lolAl, (D38 ZAF =vcle Al HEPE=, A2 ZYPEE= 2D A3 FEHE = AZAHE,
A=
A3 207
Fo-3tl 2% =l FAERZA,

A1 EFE =

_21_
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i) #l1 Fc TwlQl kA,
ii) A2 Fc =H¢l ©&FA); A

iii) A1 Fe Z=W<l g el A2 Fe =HQ 9=AS Adsts 94,

b) A3 Fc LH¢]l ©FAS x3tels= A2 ZePE=

¢) A4 Fe =l GFAS 235t A3 ZFE= ¢

d) A1 ZFRE =, A2 ZYHAEE £ A3 ZYUPE =0 ddd ) A ©rds 23T

A1 Fc =vd T=Ale} A3 Fe = ©@Al= 2d3ste] A1 Fe =Wde dAdsta, A2 Fe T=dQl wh=kA <
A4 Fe Z=WQl @Al d3ste] A2 Fe =WlS A3, Fe-3d 2% =vd AAES o Fe = ¥
(D38 ZAg =mes e ZFAE 98] UehA e AESHE A4S ¥IEE, Fe-dd 2F =va
2 A &

273 208

A207 el JolX, BETH G4 Fe €A w7/l &397] 71%5<], Fe-3d 23 =l AAE.

A% 209

A2088] QoA Fe =& vzl &37] 715 ADCC 2 ADCP /T CDC A<l Fe-dd 23 =Hel ZHA
=.

A3 210

Fe-39 A% =] A= =2A],
a) st71&5 EFst= Al EHFH =
i) A1 Fe 9l TeA);
ii) A2 Fc =dQ0 oA, 2

iii) Al Fe Z=wQl ©=FAof A2 Fe =dlQl BFAE Adsts 2uo]A,

b) A3 Fc =rlQl ©&FAE Eitels A2 Z2E =,
c) A4 Fe =mQl dZFAE x§ste= A3 ZPH=E 4

d) A1 FYPE| =, A2 ZYHEE B A3 ZEEHEC 28 Fd 2 =vde e,

o

A1 Fe EH¢

) A9} A3 Fe =dl] w@eFAlE Agste] Al Fe =S dAdstal, #|2 Fe =9l whekA o
A4 Fe EvQl 2 t

(¢}
FAl= Adste] A2 Fe TS dAsh=, F-dd

o

AT 211

A2023F, A2073 = A2103e] dolAl, (D38 A3 Z=H¢le Al ZANE s @ A2 ZHEE = A3
ZHE| =0l AAHAY, A2 ZFHEHE 2 A3 FYHE = AdH =, Fe-3d 23 =l %

A3 212

A2028, A2073 EE A2108e] Yo, (D38 AP =Hlele Al TFPE=, A2 ZEMNE= L A3 Z
El=o] dZA=E, Fo-dd 23 =l 2AE

37% 213

A1 2 A202% WA A2128 F o= g Foll oA, (D38 AF =Ml Fabdl, Fe-3d A3 =vd 2A)
=3

AT 214

r

#2028 W= #2128 F o= ol JojAl, (D38 AT Rl A1, A2 = A3 ZPE =9 ofr At

_22_
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MAe A5, Fe-ged A9 =rl

o
£
2,
d

AT% 215

A 2148l JoIA, (D38 AF =AU schvel, Fe-d-¢ 23 =rlel ZAE.

AT 216

A 2023 A A2128 T o= g ol dojA, (D38 AF =mdS Vy Edd 2 Gl =H

1 =mRle AL, A2 T A3 EeFE| =] ot Ao dF<l, Fe-39 2 =vQl A&,

e
tlo
[
b
ol
ol
K
=
et

AT 217

21680l loiM, (D38 Ag =uele v, =r9lS FrlR 88, Fo-dd 4% =vel ZHA &,

A216&el dofAl, Vy EW9l> % 1o 7]Al¥l CDR-H1, CDR-H2 %! CDR-H3 A Ee AEE X3+, Fe-dd 4

& =vdl 2=

A2168e YA, Vy EHle F 24 7IAE FA L AEES xFdsh= VH EwWQle] CDR-H1, CDR-H2 2 CDR-
H3& *gsl=, Fe-3d 2 Tl AL

A3 221

A2163o glolAd, Vy E=HSle FE 20 Z1A" A vV, 99 CDR-H1, CDR-H2 % CDR-H3<S *3+aty, CDR-
H1, CDR-H2 2 CDR-H3 MEE A3 v, AEL ¥ 20 714" A9 v, A3 Holx 95% A3k, Fe-3+¢
Ag =l A=

A+ 222

A216F el oA, Vy Z=wllQle: 3 20 71| A Vg AEE Eetehs, Fo-@d A =l A=

AT 223

A1 2 #2028 WA #2158 T o= 3 &l glojM, (D38 Ad
CDR-H3, CDR-L1, CDR-L2 % CDR-L3 A &9l HEE x3sl=, Fe-3+4

A3 224
A1g D A2028 WA A2158 F ol g ol glojA, (D38 AF =dQlS E 20 71AE A vy 2LV,

Mg MEZEE CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 MES X3stst, Fe-dd 23 =d¢l
Zl;(—ﬂ%
hl

A3 225

A13 D 72028 A #2158 = o] 3 o] o], (D38 Ad Tuele T 20 7AW AL vy AGe
3l vy Elel, 2 o 29 Z)1A® AV, A9 (DR-L1, CDR-L2 = CDR-
233E v, =H9S 28s)s, (DR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 A &< AL v, &

CDR-H1, CDR-H2 % CDR-H3<&
L3

ke

tlo
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Vi =Rl AEe 3 200 Z1AE @A vy BV A Aol 95% FAF, Fe-@d A =Hl AAle.

A 2 A202% WA A212% T o= @ el oA, Tg6 G FA 2 =vll R Ig6 Gl A = =

A F7hz TP, Ig6 1 FA BW Eolole IAS Ba Al FePE w2 A2 EPE s Ty

AT 228

A2023F W= A2278F = o= & o] dojA], Al Fe EW @&k D A3 Fe =W dEAE= A1 Fe T4
9l A9} A3 Fe =l w@h&kA] Alole] oA gtE sl dn oA A8 BES X, Fo-
3 A3 =l A=

273 229

2023 =] A|2283F = o= & Fo| gojA, A2 Tol GEkA 2 A4 Fe Bv9l G A2 Fe =)
Ql At A4 Fe ZHlQ] TEFA] Alol 9 Olakxﬂ@r% Xets dHEA oA g MYy RES XEste, Fe-o
4 Ag =rel A=

A3 230

A|2028F WA #2288 F o g ol QlojA], A2 ZFEHE= H A3 ZHHEE LS oA AES

By BES Fe =Wldl O=A S shitel (3 =wdlel At =
wl G A F ook st (3 Eellel fHA 22 EERE xdsid, fHA
=

1=}
n
2% FERS FAA 24 EERE Fo B9 BP9 EER-FEY 42 IYIE
T =l AR

A23138}e QlolA, FAA 22 ZEHB = S354C, T366W, T366Y, T394W, T394F 2 F405§E o] Fojxl oA A
g5 AHolm o] WHES
F405A @ T394S&E o] Fo]zl ol A

x3bsty, fAdx 22 shEH-= Y349C, T366S, L368A, Y407V, Y407T, Y407A,
g5t Holw shte] WIS TFSH:, Fe-A AF =rl9 AAR

r>~

A3} 233

Al228% wE= #2290 lefA, Fe =HlQl @Al F shbs Y407V 2 Y349CE EFSEAL, Fe =v
ChE Shubis T366W B S354CE sk, Fe-gel A9 mw]l #HAl=

o
!
__>|“_’4‘
ofi

AT 234
A|2283F L= 2122980l QlojA] | olFA|Et MElAd mES wuol vekd] F sl (3 EEgle] &Ha ofm

2bg EFebal, Fe Z=HQl 9 F o shue] (3 Edle] e ofbnieAbs Esbeln, A8t ofn| b
K

A3 235

A2348e] oA, A1 Fe EHlQ] @A 2 A3 Fe =vl 9= 2h2F D399K 2 K409D H=+ K409EE E3sf
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i, Fe-39 2 =viQl A&,

273 236
23438l 9lolA, A1 Fe Z=wlel @k 2 A3 Fe =v¢ wekA= zhzb K392D 2 D399KE ¥3+al+=, Fe-3d

273 237
#2348 9JolA, A1 Fe =del wakd] 2 A3 Fe =<l ek = 247 E357K 2 K370EE £3H8l:, Fe-dd

A3 238

A2348] JolA, Al Fe =l @r&kal] 2 A3 Fe =9l @&FAl= 2hzh D356K 2 K439DE E&38l=, Fe-3d¢d
A =vQl ZHA =,

A3 239

A2348e] JoJA, A1 Fc =l A 2 A3 Fe =9l ©eFAl= Zhz K392E 2 D399KE X338l Fe-d¢d
A =HQ AAE.

AT 240

234 JojM, A1 Fe Zw¢l k] 2@ A3 Fe =w9l @eFal= 2h2; E357K 2 K370DE E£83le, Fe-3dd
A3 = A=,

AT 241

A2348] o], A1 Fe =9l @&k 2 A3 Fe Trol dakAl= zHz D356K 2 K439ES X3k, Fe-3d¢d

A

123480 Qo)A A2 Fe =WQl ©FA] 2 A4 Fe =9l ©=EA= 247 $354C 2 T366W= ¥gtsta, A3 2
A4 ZFANE) == 7H7E ¥349C, T366S, L368A L Y407VE E s, Fe-3d A3 T A&,

A3} 243

A 23480l JojA, #A13 E A4 ZE|WNE == Z+7F S354C 2 T366WE Egs)aL
S ¢l vk = Zh7; Y349C, T366S, L368A 2 Y407VE 38l Fe-3g 23 ¢ IAE.

A3 244

A)23438F QoI A, A2 Fc =9l A 2 A4 Fe =9l whekAlE= 7b7k E357K B E357RS X &eta, A3
2 A4 ZAE == 247 K370D == K370ES L 3sts, Fe-3d 243 = ZAE

A3 245
Al2348] ol , A2 Fc =9l wakA] 2 A4 Fe =9l @akAli= K370D £+ K370EE Eehslar, A3 2 A4
ZYRE =5 A7) B357K B 357RE XSS, Fo-dd A mrel A4

A23438F0] QoI A, A2 Fc =9l k] 2 A4 Fe B9l A= 747) 409D = K409ES
2 A4 ZFANE == 7h7E D39IK HEE D39RES E &=, Fe-3d A Ty A=

b

e, A3

AT 247
A 2348 ] 9lojAl, A2 Fe Z=vlel wakal 2 A4 Fe =9l ©ekli= D399K i D399RS Egstar, #|3 2 Al4
ZEFE = ZH7 K409D & K409ES Egsls, Fo-@d 23 =rd A=
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A3 248

A1 2 A202F WA A247F T o= 7 Foll 9lolM, Fe-de Ash =il A=l sk ool A=
A, Fe-39d 29 =vd ZAl=.

AT 249

ro
odt
2

AT R A202% WA A247F T ©] Ao1A, Fe-&el 23 =ulQl ZAlEellA i o] A=
pas

273 250

A249%) oA, AFolA= AE GGGGGGGGGGGGGGGGGGGG, GGGGS, GGSG, SGGG, GSGS, GSGSGS, GSGSGSGS,
GSGSGSGSGS, GSGSGSGSGSGS, GGSGGS, GGSGGSGES, GGSGGSGGSGGS, GGSG, GGSG, GGSGGGSG,
GGSGGGSGGGSGEGGGSGEEGSGGGGESGGAGS, GENLYFQSGG, SACYCELS, RSIAT, RPACKIPNDLKQKVMNH,
GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,
GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGRS,  GGGG,  GGGGGGGG,  GGGGGGGGGGGG H=+=
GGGGGGGGGGRGGGEGE 2t ZYPE =g I3l Fe-3dd 29 &=l 2AlE.

AT 251

A249% ] eIA, 2ol = 24l 2HelAQl, Fe-3dl A Zvlel AAE.

AT+ 252

2518 oA, Aol = 4 WX 3070, 8 WA 307 = 12 WA 30719 Zaal F7]|2 o]Foj A=, Fe-
gl A =del HAE.

A3 253

A)25238}e] QlolA]l, AFHo|A = 20709 FEal F7|E o] Fo]X = Fe-3+Y A7 Eu¢l ZAE.
A3 254

g 2 A202% WA A212% T ol el glojA, (D38 Ae =rldl2 "ol o Fe m=wll whEEA el

A3 255
A2548ke] Yol , HAE 2Fo|Mel, Fe-add 23 =l AAE.
AT+ 256

A1EE B A202% A A2558 T o= g el lojA, Fe =vQl & Aol shub= A 1253004 Aok &

‘o
vl oprmat WS TS, Fo-Bd AT = AAE.
AT 257

A 2563 QoI Y 12530042 olnAt HPFL EHAH o7 [253A, 1253C, 1253D, I253E, I253F, 1253G,
1253H, 12531, 1253K, I253L, I1253M, I1253N, 1253P, 1253Q, 1253R, 1253S, 1253T, 1253V, 1253W % I1253Y=
o|Foll FoRRE NEHE, Feadtd A% w9 A%

A+ 258
A 2578kl JojA, YA 1253042 ztzhe] ofm| Al WHEL [253A91, Fe-dd AsH =d2l AA &
A3 259

A1EE 5L A2028 WA A1258F T o= 3 el dojA, Fe =HQl & Aol shube= 913 R2920014 Aok &

vhel ofvnat WHS T, Fe-39 AT ) AAE.
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273 260
A 2598l QoI A, X R29201 4 2] Z}Zke] ofm| x4t WAL HHA o2 R292D, R292E, R292L, R292P, R292Q,
R292R, R292T & R292YE o] Fojx o 2HE Auly= Fe-dd Z2F =<l A=

AT 261

A 2608 ol AAA, 1X] R2920 A4 9] Z47Zbe] ofm| At W2 R292PS, Fe-dd A =vQd ZAE
A3 262

Al1g 2 A2028 WA A2618 F o= & ol glojA, F

IgG G2 A B9 =9l 9 Ig6 (3 A B9 =rls 3=, F-3dd
A7 263

A2628 el JolA, Fe EWld @EFA= 242 1g6 A =9, IgG G2 A B Tl 9 g6 C3 A B9

wHole wdals, Fedel A% wr) 442

2623 = A2633F0] glolA], 1g6E IgGl, IgG2a, 1gG2b, IgG3 Z IgGd= o] Folxl oA MelxE ol

gk &l ojA, AL, A2, A3 L A4 FEYHE= ZpZo A N-ET
AsptE GlnoZ EdWolE | Fe-3

A3} 266

A1 5 A2028 WA A265F T o= 7 Fell oA, AL, A2, A3 B A4 EZEFPEE T s o] dell=
C-2tt golilo]l Aojsfo] gl=, Fe-3¢d 23 =vQl AA=.

A+ 267

A2663te] AAA, A1, A2, A3 L A4 ZHE =] L= -2k Fojale] AoE o] =, Fe-3d AT
Tl ZA

A3} 268

A1 5 A2028 A A267F T o= F Fell doiA, HAC sl skt o)) EefE =] N-Ed E=

C-etel A4+

il
o
N
N
fetl
kel
o X
o
i -
T
G
% o
o,
i
s
ki
=,
o
)
2
e

rir
o
2

AT 269
Fe-3¢ 23t mvel FAE S 3= AE Wl WA ZA, Fe-3dd A3 =vd FAEQ Hoj= 50
2=

i) Al Fc Z=v|ol gk,
ii) A2 Fc =Wl whekyg 2

iii) Al Fc =¥ 9=A9F A2 Fe =W TO=A8 A4sts A,

b) A3 Fc EH¢]l ©FAS £3tels= A2 ZFPE=
¢) A4 Fec =M<l 98 x3ele A3 ZPEe ¢
d) A1 ZYPE =, A2 ZEYHAEE B A3 ZYUPE =0 dZ2d ) A T e 23
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gAstal, A2 Fe =dQl ok}

ol whekAISl A3 Fe =gl weEkAlE Agete] A1 Fe =Wl
A4 Fe Tl A= A3t A2 Fe TWQlS FAgdste, Al aied X
AT 270
2698 QolA, Fe-389 A3 Er ZAIEY Hojx 75 %= Al Fe £, A2 Fe E#¢1 2 (D38 A3

EvlE Edehs, AE ujek wix

Fo-&+¢ 23 Tl gAEe Ads st AE e aRAZ2A], Fe-&dd A3 =9l 2AE2 Hojk 50
B9E FRHoR FAsta, Fe-dd A3 = FAES HojE 0.1 mg/Le F=E ulg wix|o] EA)st=,
A3 B HlA].

A+ 272
A 27186 oA, Fe-&d 2% Evd AAES Aol 75 Eihe FRYoE S, AxE v ujA .
AT 273

A269% WA A2728 % o]= 7 &l oA, Fe-F AF =viQd A= Aok 10 mg/Le] F== WY
Hi Aol EAEE, A w g wiA

H:

A3 274

2698 WA A|273% T o= g Fol]l AojA, Fe-3Fd AF Z=mlQl 2AlEe Aol 100 mg/Le] == ¢

i) A1 Fc =M vk,
ii) A2 Fc =Wl whekA); 2
iii) Al Fc Z=H¢l w9} A2 Fe E=H ¢ TEAE ddss #HHA,

(2) A3 Fe Z=Wel gFAS E3hst= A2 ZYNE=; (3) A4 Fe =W GFA S T3Hsl= A3 ZYHAE =,
2 (4) Y A =ueS HFste, Al Fe ©H9l dkAel A3 Fe =HQ wEkA= 75% 3t Al Fe ¢l
S AL, A2 Fe Z=WQl 9=Aet A4 Fe ZWlQl 9AlE 28t A2 Fe =dQs 3Adsie, (D38 A%
Tl Al FYPE =, A2 FEPEE e A3 EYPE = AAE] Fe-3Fd A% EUﬂ*’L A =S A
shar, Az wg A A U= Fe-3dd AF =HQl AAES] Aok 50 B%E THRASE FUg, O 2

b) Al wjYF GHHozRE Fe-@Fd 2 =l AAES AAsks dAS Edsk=, Y.

A+ 276

i) A1 Fc =Wl whekA);
ii) A2 Fc Z=H|¢l @4, 2
iii) Al Fe Z=vQl @A9l A2 Fe =<l 9342 Adss #HA,

b) A3 Fc =wlQl ©FAE Eitels A2 Ze2E =,
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d) Al P =0 dAZ4% A1 I A3 =re &

e) A2 ZYFEE W/uE= A3 ZYHAE s A48 A2 FY A EdS z3si

A1 Fc =vd T=Ale} A3 Fe =W @Al = d3ste] A1 Fe =Wde dAdsta, A2 Fe Z=dQl kA<
A4 Fe THlQl GFA= At A2 Fe =vlds A, A1 2 A2 I 43 =l dojat ¢z 4
el FAE

A7 277

GZFA R A3 Fe Ed?l dZFAE Al Fe == @A A3 Fe =H0 &
A ol Ast Ay RES xgbetal, A2 Fe *Uﬂ?l oA B A4 Fe
Aok A4 Fe m=wlQl @kl Apolo] olgA|stE sk ARA oA s}

ol opnitt MAS 2=, 24E.

)

A2778 0 oI, A2 Fe =WQl w4 2 A4 Fe =l w#A= 22 E357K 2 K370D= *E3Hsbar, Al Fe
TulQl SEAl 5 A3 Fe Z=wlQl @ERAl= Zb2E K370D 9 E357KE EFFele, RAE.

A+ 279

a) 3718 gt All TYPE =
i) Al Fe =l vakA;
ii) A2 Fc =9l @24, 4
iii) A1 Fe el @Al A2 Fe =gl GFAE dds= gA,

b) A3 Fc =vlQl @AlE £3sh= A2 e =,

¢) A4 Fe =H @=kAE st A3 e

d) Al EeE = Add Al e AgE =HQl

A1 Fe =wel wekq el A3 Fe =w|el wekqs= Adtste] A1 Fe =wole dAAsta, A2 Fe =mol whekz s}
A4 Fe Z=HQl @A Agste] A2 Fe =WlS dAdshH, A1, #l2 2 xﬂs g Agt =ele Alo]dt a9l
I} Ajtels, 2AE

A7 280

A 27980l QLo A, xﬂl Fe Trl¢l wraA] 2 A3 Fe =Wel wAlE= A1 Fe =<l v o A3 Fe ZH¢l &
FA| Atole] oA 3 Aate= AR A o|FA3 Healxd mES F3etal, A2 Fo &9l wkA] 2 A4 Fe

S GRAE A2 Fe SU9 DA AL Fe S G Aolsl o|AsE At gud olmad
9} =

O
e Bas 236, A2 ZEEE=e A3 ZFE = Fold ofvnit NI Zte, 2AE

Kol
=2 N

o ATy = .
A+ 281
A2808e] dolA, A2 Fc =9l weA] @ A4 Fe EWQl wekx= Zh7r 357K 2 K370DE ¥ &slx, Al Fe
=l whEkA 2 A3 Fe =H9) wEkAlE 2z K370D 2 E357KE E3EE, FAE

AT 282
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iii) Al Fe E=H<d
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olFAstE £

AT 284
i) Al Fe &=
iv) A3 Fc =<l
vi) A3 Fc =d<l
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P
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A 2843 QoA A2 Fc 2 A4 Fe =wel @A 247 A2 Fe =W w9t A4 Fe =9l
FASE FHeE FRA o|FAE A EES s, Al 2 A5 Fe =Wl @Al 22k A1 Fe
= o

i) Al Fe w9l w&kAl;
ii) A2 Fc =l weFa);
iii) A3 Fc ZmQl oA ;
iv) Al Fc Z=wlQl dA9h A2 Fo =vlQl 438 dds= Al IA; 2
v) A2 Fc =vld @=FA9F A3 Fe =) 9=3AE JdZdsts A2 9A,
b) 3715 st A2 FEPEE:
vi) A4 Fe =uQd @=kA);
vii) A5 Fe =l whaA);
viii) A6 Fc Tl kA,
ix) A4 Fc =r @A} A5 Fe =] dFAS AAdsts A3 HA; 2
x) A5 Fc =9l @&FAlel A6 Fe Zwlel GFAE Ad3l= A4 FA,
¢) A7 Fe =rRl 9AE Egshs A3 9
d) A8 Fe =vlQl G&FAE 3ste A4 2]
e) A9 Fc Z=vQl @FAE ELdtals A5 ZeHE =,
f) A10 Fc =vlQl GFAE £3sh= A6 ZPE= 2

g) Al ZFE =, A2 2=, A3 ZPE =, A4 ZEs, A5 s Ee A6 ZeJE =
ddH= D A =S

ol thekx

o

A2 Fe Z=v|el deExel A5 Fe =rQl wekg= Adtale]l A1 Fe =WolS &AAsta, A1 Fe =H<l

A7 Fe =HQ) A= AFsted A2 Fe TWQ1E A3, A4 Fe Q1 @A ek A8 Fe Euﬂﬂ ek
Agslo] A3 Fe =v9lS Ak, A3 Fe THlQ) &9} A9 Fe Tl d@3A= Agste] A4 Fe =4
S A, A6 Fec =rld @A A10 Fe =wlQl dA= 438t A5 Fe =rdS A, =AE.

2

o e

T3 287

A2gedol go1A, A2 2 A5 Fe =Wl BFAE 747t A2 Fe =l @EAlsh A5 Fe EH|9l whgA] Aol o]
ol FA B E FH et dRA ojFA s Auy RES X, Al F A7 Fo =W ©HEAE 47 Al Fe &
Wol @At A7 Fe =vl9l @A Atolo] olFAlste HxsE Az olFAs AUy RES Tu, A
4 2 A8 Fe =vgl @Al Zhzh A4 Fe =Wl g el 218 Fe Zrlgl @A) Alo]o] ol#A|stE X sk
AR oA st Melg RES ¥, A3 2 A9 Fc =HQl @FAE 42 A3 Fe Z=H9l d=A19 A9 Fe
ZHlQl A Abole] olFAgtE FH e ARA o|FAg Muld BES E¥eta, A6 © A0 Fe =Hl
SZFA= 22 A6 Fe =9l @Ak Al10 Fe ZHl9) wegA] Alole] o]FAgs HHsh= Az o]FAs A
By BRES X3she, Fe-d3d 2% v A&
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A3 288

Fe-3el 23 =vQl A==,

10-2021-0044218

a) st71&5 FE3ste= Al ZHFH =
i) A1 Fe =09l ©aA);
i1) A2 Fc =H] ogA]; 2
iii) A1 Fe =r¢l daFA e} A2 Fe =vQl @342 Ades 7,
b) A3 Fc =rlel dZAE £3shs A2 e =,
c) Al4 Fe =rQl @=FAs 2338k A3 ZEHE =,
d) Al ZYHPE =l A48 Al g A =gl &
e) A2 ZYPE = L/wE A3 ZYFPE o] Add A2 &) A% m=rds Edhe,
A1 Fe W9l @A ol A3 Fe =rQl dekas Adtale] A1 Fe EWolS A&k, A2 Fc E=rQl vk}
A4 Fe Z=mlQl @Al = Agtste]l A2 Fe =l A8k, Al 2 A2 & At =rlQle Aolsh ol 2
Falal, Fe-gd 2% =rQl FAES 9 Fo =9l 2 (D38 2F =rlels 2t FAlE] vl&) A o&4
AEZEAADCC) A, A o4 ME AF2E(ADCP), E/Evw 1A &4 AES5ACD0) AANA Zate
5471 71%5& zte, Fe-3dd 23 =l AAE
AT 289
Fe-3el A3 =wdl AAl==2A
a) st71& EFste Al EYPH =
i) A1 Fe =v¢ A
ii) A2 Fc =rld a=kA); 2
iii) A1 Fe Zvlel daFAel 212 Fe Q] G3AS 4= A,
b) A3 Fc =vQl ©FAE ELdtals A2 ZHE =,
¢) A4 Fe =rlQl G35 £33 A3 ZEHE =,
d) Al ZYFPE =l AdE Al I AT =l 2
e) A2 FYFYHE g/we A3 Py =] ddE A2 I A7 mvls EdehH
Al Fe Srll kAol A3 Fo Lrll wafals d@stel Al Fe BvllE G4dskaL, A2 Fo BrlQl vk et
A4 Fe =WQl dgA= At A2 Fe =rs A, Al 9 A2 4 AF vl dold x4
Fatal, Fe-3dd 2 vl ZAAES 9 Fo =vel 9 (D38 2 =vlle zte ZAlEo] o8] JehtA o
= AR 248 98, Fo-dY 2% =ud A E.
AT 290
Fe-gtel 2% =l ZAEZA,
a) st71E5 E3ste= Al ZHFEH =
i) A1 Fe =9l TekA);
i) A2 Fc Z=vld =4, 2
iii) Al Fe el dFAol A2 Fe =Hlel GFAE AZAd e 2uo]A,
b) A3 Fc ZwWQl GFAE xEdsh= A2 ZZFHE,
¢) Al4 Fe =rl9l gdFAs 238 A3 e =,
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d) Al ZYFPE|=o] A48 Al g9 2 v 2
e) A2 ZEFPE = W/r= A3 ZYFE =] 49 A2 Y A =HedS EitshH
Al Fe =HQ0 @FAel A3 Fe =HIQl ©ZAlE AEste] Al Fe =S s, A2 Fe =wQ0 A e}
A4 Fe Z=WQl @Al d3ste] A2 Fo TvldS FAdsiH, A1 2 A2 3 4% =vde Aols stz 2
e, Fo-db e 2% =9l FAE.
A7 291
Fe-d¢l Ast = ZAE AdS el ME v X224, Fe-3Y 23 =<l A E2 Hoj= 50
==
a) 371 AEsste Al P EE=
i) Al Fc Zwel ek,
ii) A2 Fc Z=dQl d&A; 2
iii) A1 Fc =<l G&ZFA|o} A2 Fe =we FAE A43= HA,
b) A3 Fc =Wl GFAE X3t A2 Z2PE =
c) A4 Fc =W G5 Lol A3 ZEFE =
d) A1 ZYFE=e] 2" A1 Fd 2 el 2
e) A2 ZTEPEE FD/uE A3 ZEFE e A4 A2 Y 43 =A< xEsi,
A1 Fc = w9} A3 Fe =9l wekdl= A3sle] A1 Fe =WS Asta, A2 Fc Tuel vk 9}

A4 Fe ZHQl @A AFst A2 Fe =vls A5, A1 2 A2 I 2% =ude FJojst g7 4

ke, Al e 8=,
A3 292
Fe-a¢l A% =r2l ZHAES] Az WHozA
a) 5 AEE HYgsle GARA, A7) F AXEE
(D) 3718 23ste Al 9P E =
i) A1 Fc =HQ vk,
ii) A2 Fc =Wl whekA); 2
iii) Al Fe =l gk} A2 Fe B¢l O S Adsts #2A,

(2) A3 Fe =l @AE x8kate A2 ZYPE =, (3) A4 Fe ZH9l dFAS £3sl= A3 ZNE =,
(4) A1 Z2YHAE =0 AdE = A1 Y 2 Euﬂol 1 (5) A2 ZYRE= /e A3 ZHE = A2
= A2 B A3 =S BEsky, A1 Fe =l dAek A3 Fe =HlQl B AlE Aitete] Al Fe =HQ
S #AEtaL, A2 Fe =Wel dekA el A4 Fe EwQl L%} A= Agsle] A2 Fe =9S dAs, (D38 A
Erde Al EYHAHE, A2 ZYFEE B A3 ZYHPE =9} AdAEH Fe-3d 23 v HAES 34
sta, Al 2 A2 Y A =S Aolsk I3 Ay, AE vid AN AdE Fe-dd 2 =l
A& 9] Hoj® 50 e TFFRYO0RE FYUd, WA 2
b) ME wjeF AHHogHE Fe-3g A3 =l ZAES AA s dAS x3sts, .

378 203

A 2883}, A|2893F, #2903}, A|2013F = A|2028kol] QlojA], A1 Fe =W ek 2 A3 Fe E=H ¢l deEkA=
Al Fc =9l Aol A3 Fe LWl @A) Atolo] o]FAstE FHXlete 4HA olFAg Mg Xes x
shsla, A2 Fe Z=dld @] 2 A4 Fe =9l @Al A2 Fe =dld ©@aFael A4 Fe =9l whekA] Aol
o] olFAstE FHX et A oA st AV RES X3, A2 ZZFEHE E A3 ZLFE=E Aol
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AT 294
Fe-3tl 23 =l FAEZA,
a) 3712 E3sheE Al ZYPE =
i) A1 Fc =l g
ii) A2 Fc =HQl egA); 2

iii) A1 Fe E=W<l w=A el A2 Fe =HQ 9=3AS 4= 94,

b) A3 Fc =vll GgAE xdsts A2 SPE =,
¢) Al4 Fc =rl 9AE xdshs A3 PE =,

d) Al EFE =] 4 <]

e) A2 ZEHPE =] A49 A2 I A3 =Ml @

f) A3 ZHE = A4 A

A1 Fe =4 Ao} A3 Fe =l dEAl= Agsto] A1 Fe E=WelS FAsta, A2 Fe E=wWQl
A4 Fc =v A A8t A2 Fe =WdS FAs, A1, A2 2 A3 Y A3 Z=uele Hold &9
3 A3, Fe-3dgd AT =Wl AR T Fe EW<l 2 (D38 AT E=udS zt= Ao H)E 3
A& AIESA(ADCC) HA, A o ME A F2E(ADCP) L/E= 1A &4 AESA(CDC) HAgolA
7Z3e &3] 71%5S 2te, Fe-39 2% =u¢l A=,

A
S

A3 295

a)st71& Egete Al 2=

i) A1 Fc Z=w|Ql haka),

ii) A2 Fc =dl daka 4

iii) A1 Fe =m¢l daFAel 212 Fe Q] @342 Ades H7A,
b) A3 Fc vl @FAE et A2 23
c) A4 Fe =ulQl dFAE Este= A3 23
A A1 ZYRPE =) AZE Al Y 2F =v,
e) A2 ZERPE| =] AdE A2 Y 2F =v 2

f) A3 P =el 2% A3 T A7 =ddls E3sh,

A1 Fe Tl ©@=Faleh A3 Fe vl @&l Agsto]l Al Fe =vQls @A4dstar, 12 Fe =wilQl @kt
A4 Fe =wQl SeFall= Adsto] A2 Fe =vls dAdstH, A1, A2 2 A3 & 2 =rle Fold &
2 Zrel 2 D38 At =rglS Zbe FAlEe o8 dEh

2% =l FAl=.

i) Al Fc Z=v|ol ek,

ii) A2 Fc =Wl w=kA); 2
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iii) Al Fe Er2l vk} A2 Fe B¢ TGS A48t

[>

o)A,
b) A3 Fc Z=wlQ] @FAE ¥ st A2 E8H
c) A4 Fc =Wl @=AE st A3 223

d) A1 ZePE| =] A

(

4 4
e) A2 ZYFE=ol AZ2d A2 Fd 2 =vd %
£) A3 ZeE ol A4 4

& m=rls 2,

A1 Fe =HQl @49 A3 Fe E=vQl @34 = ZAgsle] A1 Fe =vS dAdstar, A2 Fe =w|<l
A4 Fe =HQl E AFste A2 Fe Tulele A3, A1, A2 € A3 &Y 23 =vde Aol
I} Agels, Fe-dd 2% =2l A&,

A3 297

Fe-@¢l 2% =vdl 2AEe) Jabs sk A wief WA =4, Fe-3d 29 =

e

Aa o] Aol 50

a) 3718 TS Al BPE=;

2L
9]
o

o
g,
r o
a
oft
)

¢) A4 Fe =mQl dFAE £dsh= A3 e =,
d) A1 &Y
e) A2 ZFPEI = 49 A2 g A =ded 2
f) A3 &2
A1 Fe =wl S&FAet 213 Fe =l d&FAl= ddste] Al Fo =wds dAdstaL, A2 Fo =Hldl kA st
A4 Fe =9l A=
W Agshs, AE wjd A,
AT 208
Fo-g9 A% =rdl 2AEe] Ax gomA,
a) &7 AEE Wgsts ARA, 7] 55 Axe
(D 3718 Edate Al =
i) A1 Fc Z=wel vheka);
ii) A2 Fc =v @=kA); 2
iii) A1 Fc =Hll ggAel A2 Fe =vQl @225 48t 94,

(2) A3 Fe = IFAE x3eh= A2 ZHEE, (3) A4 Fe EWQ] GFAE 3l A3 HPE =
(4) Al ZYFE=d JdAHE Al Y A7 Euﬂfd, (5) A2 ZFEHQEI=e AA== A2 Fd A Enﬂc’d
9 (6) A3 FEHE = AAEHE A3 Fd A3 =Wde HEeH, Al Fe vl 9=FA|eE A3 Fe &=HQl
SFAE AFst Al Fe =WdES PAstar, A2 Fe =HQ] gdgAel A4 Fe =W @A Z3tste] A2
Fe =Wldl& FAstar, (D38 Azt =vlle A1l ZHME=, A2 ZEPEHE e Al e =} AZ = o]
A =dQ AAES FAsH, Al 2 A2 g A7 =ddS o gl &
o

=
RNl Qe Fe-@9l A =rQ] AAlEe] Aol 50 &%

j5s
3
=

fr
-
BN
2
[e]
fru
oft
°
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b) AE vt FHAoZHY Fe-3d 23 =W IAES HAsH: dAS 38k, Wy,

A3 299

A294%, #2958, A2963, A|297F H= A12983el] oA, Al Fe EHQl @Al 9 A3 Fe Tl @@=
A1 Fc = dZFAel A3 Fo =dQl dFA Alole] o|FAstE FHXI8h= R4 o|FAs) A8y Res X
shatar, A2 Fe =v9l G&A 2 A4 Fe Tolel @3l A2 Fo =rl9l GEA9} #2l4 Fe ol G3FA Alo]
o] o]FA|SE FX st FEA o|FA I Aud RES XT3, A2 ZYPEE 2 A3 ZFPE == Aol

l
opn|At MAE Zte, AT

)

7& 300

ii) A2 Fc =wel ©=kA); 2

ol

iii) Al Fc =rlQl @=FAet A2 Fe = SFAE AZdss Al 94,
b) 3715 st A2 ZEPEE:

iv) A3 Fc =l ek

v) A4 Fe Z=vd oA, ¢

vi) A3 Fc =vQl DA}t A4 Fe T SFAE Adsh= A2 FA,

d) A6 Fc =rld]l @=FAE £3eb= A4 23

o Al FeAE =, Az TeWEs, A3 TelNes v A4 TeRese] AdEs @9 2 wvels ¥
3o,

A1 Fc =vd T=Ale} A3 Fe = @Al= 2d3ste] A1 Fe =We 3Adsta, A2 Fe Z=dQl o=k <}
A5 Fe el ©eAl= Adste] A2 Fe =vels dAss, A4 Fe =wlel G el A6 Fe Erl9l deFas
Agste] A3 Fe =WlS FAstar, Fe-dd 23 =gl AAES U Fe =HQ 2 (D38 AF =vde 72t
= AAEe] vl A ER AESAHACC) BA, A 3 AE AE2HEADCP) R/ 1A 9E4 A

ZEA(CDC) % é] Joll Al ZAste &3] 71ss 3, Fc—ﬁc}%;_@ Tl ZHA
7% 301

Fe-39 2% =vldl FAEZA,

a) 3715 xgsh= Al ZYHPE =

i) Al Fe Z=dl vakA);

ii) A2 Fc =HQ @&, 2

iii) A1 Fe Zrlel deFAel 212 Fe vl GFAE AZdss Al 94,
b) 3715 EFsh= A2 HFE =

iv) A3 Fc =wlQl heka);

v) A4 Fc =9¢l wekA;

i)

vi) A3 Fc Z=del dEkA|e A4 Fe el G412 ddsts= A2 97,

¢) A5 Fe T=rQl d&AS Eoeh= A3 Z2fE =,
d) A6 Fc =] GFAE 235t A4 ZEHEE 2
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Al Fe =HQ0 dAel A3 Fe =HIQl ©ZAlE AEste] Al Fe Z=vdS FAgdsta, A2 Fe =wQ A<}
A5 Fc =vd ©@=Al= d3ste] A2 Fe =WdS FdstH, A4 Fe =vld ©=FAef A6 Fe T=WQl kA=
s Hlj oF

(D) 3715 238k A1 ZPE =
i) A1 Fc =9 v,
ii) A2 Fc =HQ1 oA, 2
iii) Al Fc =wlQl @=FAlet A2 Fe =l @FAE A= Al 94,
(2) &715 F3sh= A2 SR =:
iv) A3 Fc =l T=HA;
v) A4 Fe =l @A, 2

vi) A3 Fc ZvlQ] dZFA ¢ A4 Fe =dQ] GFAE AdZ43t= A2 29H,

(3) A5 Fc =l dFA&E x&3t= A3 Z2PE =,

(4) A wQl dFAE Xl A4 ZEFE = L

(5) Al ZHHAEI=, A2 ZHHAEI=, A3 ZHHEIE & A4 ZHE =0 dd% = Y 48 =dde &
dshH

Al Fe Zv¢l e ol A3 Fe =wel dekA= Adste] A1 Fe EwelS FAslar, A2 Fe =l wekA 9
A5 Fc Evl d&FAl= Zd3ste]l A2 Fe =MQlS dsta, A4 Fe Evd Aot A6 Fe ZHQl Tl
Aztslo] A3 Fe ZWRlS A, A g A A = Fe-d8d A% TrQd dA=9 Holk 50 =%
FERAoR FAT A =

b) AE v Ao g HE Fe-dd 2% =dQ ZAEE AAS= dAS s, Y.

A3 305

3003}, #3013F, A3028F, #3033 = #3043 dojA, A1 D A3 Fe B¢l dFA= 247 Al Fe v
A9} A3 Fe = ©@=FA Alolo] o|ZAEE X e HHA o|FAF Ay RES
2 A5 Fe =9l A= 247 A2 Fe =vQl daEA e} A5 Fo =M Q) whaFA] Alo]e] o)A 3}

R8s 4
wA olAs AUy RES wgaa, A4 D A6 Fo =W BRAE 27 A4 Fe wHQ) A9 A6 Fe
Sjel B Abole] olFASE Hshs HuA oA MUY RES TFsh:, Fe-dd AF =W %

Fe-3l A% =vdl AAl==A,

a) 3715 EgslE Al ZEAE =

ii) A2 Fc Z=H|¢l @4, 2

iii) A1 Fe =dQ whakA| e} A2 Fe EH ¢ d2FAS ddsts= Al ¥7,

b) 7S E3stE A2 ZEHE =

iv) A3 Fc Ew¢l whekA);
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vi) A3 Fc Z=wlQl ©Ale} A4 Fe =vd 985 dEdstE A2 =H o)A,

¢) A5 Fe =¢l ©#A|S F3tet= A3 ZePE=

d) A6 Fc W<l dFA S £3hslE= A4 A= 2

e) Al ZHE|=, A2 ZYAE =, A3 ZHPE = T A4 ZYNE =0 dAEE= I A3 =hdes
ghabe

A2 Fc =vd T=Ale} A4 Fe E=vWd @Al = 2d3ste] A1 Fe =Wde Adsta, Al Fe Z=dQl kA<
A5 Fc =vd ©Al= d3tste] A2 Fe =WS dAdstH, A3 Fe =vld ©=FAel A6 Fe Z=WQl kA=
Agrsle] A3 Fe =W0S XS, Fe-3d 28 Tl 2HAl &,

A3 309
Fe-3l A3t T ZAEe AaS 3= AX vl wix2A, Fe-d9 4% =uel ZAAE] Ho|x 50
=%

a) s71E X3t Al ZYFE=
i) A1 Fc = 9=FA);
ii) A2 Fc =<l gakd; 2

iii) A1 Fe E=HQl @=FA9 A2 Fe =HQ1 OFAE dA4dste Al FA,

b) 3H71& Egste A2 ZPE =
iv) A3 Fc E=wQl wakA;
v) A4 Fc =dQl d&kA]; 2

vi) A3 Fc EH ¢l w2k ¢l A4 Fe E=HQ WA ddsts A2 27,

e) Al EYRE=, A2 =, A3 FYHEE B A4 s ddH s 3 A =hdle ¥

A2 Fe Z=rQl @&aleh A4 Fe =rlQl @@= Adste] Al Fe =dels g48kal, All Fo =rQl waaet
A5 Fe m=d]Ql wekAll= Aghste] A2 Fe Lvlole dAdshd, A3 Fe Lvlql @Ak A6 Fo Lvl]l @adal=

Fe-3hel 243 =9l AE9] Az WHozA,
a) & AXEE WYsts BdAIRA, A7) 55 Axs
(1) 3718 2&ste A1 2P =
i) A1 Fe Z=uol wakA);
ii) A2 Fe Z=HQl &=k, 2
iii) A1 Fe =™ wek el A2 Fe Bvlgl G3FAE JAAstE A1 €A,
(2) 3712 28t A2 ZFE =
iv) A3 Fc =gl whekA);
v) A4 Fc =w ghega); 4

vi) A3 Fc TWQl ©eEFA9} A4 Fe EHQ TS AdstE= A2 8HA,
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(3) A5 Fc &M FAE xdaE A3 ZFHEHE;

(4) A TRl SFAE st A4 ZEAEHE; E

5) Al ZHHEHE=, A2 2YHE =, A3 ZZPEHE B A4 S 245 E 3 23 Svdes
dals 5 AEEs wdsiy,
A2 Fo =rlQl wrakA|el A4 Fe Lvl]l @Al Astshe] All Fe =vijls B7dskat, A1 Fe =vQl wrakA e}
A5 Fc =vd oAl = d3tste] A2 Fe =WS 4dstH, A3 Fe =vld ©=FAel A6 Fe T=WQl kA=
Agtste] A3 Fe =WAe FAdsta, A2 vl A do) 9= Fe-3td A% =l FAES] Hoj= 50 5%
TFHoR FUI GA L
b) A2 g N ZHE Fe-dd A 11 ZHA =S AAStE dAE 2k, W,
A3 311

#3063, #3073, #3083, #3093 = #3108 ] oA, A2 E A4 Fe Ev wekAlE 242 A2 Fe B4
Ql AL A4 Fe ZHlQ] T Alolo] o]FAsE FHXste ARA o|FA s Aud EES xS, Al
D A5 Fe =W A= 42 Al Fe E=MQ] dAleh A5 Fe Evll ©=FA] Alo]e] olgFAstE £X3te 4
HA oAt ded RES sk, A3 R A6 Fo =Hd dFAE A2 A3 Fo =l @@Aek 216 Fe
Trjel A Alolo] o]|#A|FE Xt ARE oA Muld ES L, Fe-dY 2 =Hel 7
A=
AT 312
Fe-&dd A% =vd FAEZA,

a) 3715 EoslE Al ZENE =

i) A1 Fc =HQ vk,

i1) A2 Fc =Wl whekA];

iii) A3 Fc =W o=k,

iv) Al Fc =d2 w2kt A2 Fe =uel ©#AS ddst= A1 27; 2

v) A2 Fe 99 A9} A3 Fe BHQ 9EAS A4dstE A2 PA,

b) 3718 Estale= A2 ZYFPEI=:

vii) A4 Fc E=HQ1 94

vii) A5 Fec Z=d|<l w@&kA);

viii) A6 Fc Tl whekAl;

ix) A4 Fc =wel w=EA9l A5 Fe =<l dFAS Adsts A3 24 &

x) A5 Fc =92l ©EEAet A6 Fe =dQ] @3FAS A4st= A4 HA,

¢) A7 Fc =¢l ©#AS Z3tet= A3 ZFE =,

d) A8 Fc &<l ©FA S £3tels= A4 ZPE =,

e) A9 Fc ZwQl dFAES E3a= A5 S =,

f) A10 Fc =<l @FAS E3st= 76 ZPH= L

g) Al ZYAEI=, A2 ZEPE =, A3 ZEYAE =, A4 ZPE=, A5 ZYHAE = = A6 ZLHE =0
AAd= = &Y 23 =vds £33,
A2 Fc E=vd ©@=ZAle} A5 Fe =W @=2Al= 2d3ste] A1 Fe =Ws 3Adsta, Al Fe Z=WQl oA <}
A7 Fe = @FA= AEste] A2 Fe =W9S A3, A4 Fe Z=ulel @Ak A8 Fe =vld @&gAs
Agtale] A3 Fe =H¢le FAdsta, A3 Fe =w¢l @A e A9 Fe E=dQl @akd= Agsle] A4 Fe E=dQl



SIHS31 10-2021-0044218

oft
ox
o
"
2,
(@)}
S
o

k1
=)
r o
i

FA e+ A10 Fe =<1 Agsto]l A5 Fe =rjle d4dstar, Fe-3dd
d Fe =H¢l 2 (D38 At =l zt= ZAlEel wlal] A oA Al =4 (ADCC)
g, A o= AlE AR (ADCP) B/E= BA o= AR (D0 HANA Adstd mavr] 7es Z

Fe-3d A% =rQl ZAAEZA,
a) 3715 Tt Al TP =
i) Al Fe w9l w&kAl;
ii) A2 Fc =l oakA);
iii) A3 Fe Zmql whaka;
iv) A1 Fc =r @A} A2 Fe =] @GS Adss Al HA; 2
v) A2 Fe Z=lel gragalel A3 Fe M9l 9348 A4t A2 34,
b) 715 EFshE A2 FEPE =
vi) A4 Fe =wlQ &=kA);
vii) A5 Fe =l whaA);
viii) A6 Fc = Ql whaFA);
ix) A4 Fc =r @A} A5 Fe = dZAS Adsts A3 HA; 2
x) A5 Fc ZQl dgAel A6 Fe ZHQl SFAE AZd3ste= #l4 BA,
¢) A7 Fe =HQ dFAE xdshs A3 2 HE
d) A8 Fe =vldl G S sl Al4 ZePE =,
e) A9 Fe vl @=FAE x£3st= A5 e HE
f) A10 Fc =vlQl GFAE £t A6 ZPE= 2

g) Al ZYHE =, A2 ZHNE =, A3 ZENE =, A4 ZNE =, A5 ZYHNE = =& A6 Z2FE =0
o

A2 Fe Z=wol dekm el A5 Fe =r¢l wekg= Adtalel A1 Fe =WolS &Asta, A1 Fe =rQl ok

A7 Fc v @FAl= Agste] A2 Fe =WdS A, A4 Fe =9l dFael A8 Fe =rlQd @A+

Agkste] A3 Fe =rlels PAsa, A3 Fe =wlel wraFAlel A9 Fe 2wl wakall= Adste] A4 Fe =d

S A, A6 Fe Zuld wrEAel A110 Fe TulQl w&FAs= ZAgste] A5 Fe =v91S dAJ3ta, Fe-3
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A =l AAES @Y Fe Bl 2 (D38 AF T=vlls zte ZAAE 98] YehuA] o= BAESH &
o 3 °
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ox o T

i) A2 Fc =W g=kA);
iii) A3 Fc TH¢l ek,
iv) A1 Fc =<l g9} 22 Fe =Wel d#EFA S AFstes A1 Ado]A; 2

v) A2 Fc E=mel wEEq ol A3 Fe =HQ 93412 Adsts A2 2904,
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b) 371E Eget A2 ZRE=:
vi) A4 Fe =dQ ©=kA];

vii) A5 Fe =wlQ) whegal;

viii) A6 Fc =Ml ek,

ix) A4 Fc =Wl @=FA|el A5 Fe Trldl dgAE Addshs A3 2do)A; 4
x) A5 Fe =vQl degAlel A6 Fe =Wl @=FAlE st Ald 2=5o]A,

c) A7 Fc =Ml @A E £3ste A3 &

2] e
d) A8 Fe =vlQl ©FAE E3tats A4 ZeE =,
2] el

© AL FGEE, A2 FABEE, A3 FAWA=, AL FAGHE, A5 FAYES FE A el
o w3

ahH
A2 Fc Z=vd ©@=Ale} A5 Fe = ©@Al= d3ste] A1 Fe =Wde 3Adsta, Al Fe Eﬂﬂﬂ chek A of
A7 Fe Twlol Tl Agste] A2 Fe Eﬂﬂ 18 A, A4 Fe Z=v9l GaFAl9 A8 Fe Zvdl A=
Agrste] A3 Fe T=MdS A3, A3 Fe Zwlel @&FAel A9 Fe T=d9 @Al 23t A4 Fe =
S PAEH, A6 Fo =d<l A9} A10 Fe =HQl @3FAle Agste] A5 Fo =W9S dAss, Fe-3gd
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A3 315

2

9 A% =yl ZAEY S ¥atsl: X Y MR ZA, Fe-dd 23 m=uQl ZAEe Holm 50

m}uz‘

rr

%
a) 3718 EFsHE Al e =

i) A1 Fc =w|Ql whaka);

ii) A2 Fc =wol whakA);

iii) #13 Fc Z=dQl @akA];

iv) Al Fc =wlQl dFael A2 Fe =rl9] @ekAlg Adste Al 2do)A; ¢

v) A2 Fc E=wel wEEq ol A3 Fe =HlQl 93412 Adsts A2 2904,
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é
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uf
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b) st715 E3st
vi) A4 Fc w9l TEgA;

vii) A5 Fc Tl T=A;

viii) A6 Fc ZHQ] whekAl;

ix) A4 Fc =9l @Ak A5 Fe =rQl @ZFAE AZdste A3 2dolA; 4
x) A5 Fc Z=w¢l @A el A6 Fo =mW <l ©GFEAE Adsts A4 2=H o)A,

¢) A7 Fe =mQl dFAE Este= A3 &

R
d) A8 Fc =rlQl ©EAE E3tels A4 Z2E =,
R

e) A9 Fc Z=vel GFAE X3t A5 Z2PWE =,
f) 210 Fc Z=H¢] @S £3sl= A6 ZNE= 2
g) Al FHHE =, A2 ZHPE =, A3 ZYHE =, A4 2UAE =, A5 ZYPEHE T A6 ZHE =
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= AgsY Al Fe ©Wole A3tz A1 Fc ©H
S FASHH, A4 Fe EHQl DAk A8 Fe =H
skal, A3 Fe =9l Aok A9 Fe =l @=kAl= A3tst
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AT 316
Fe-39 A3 = ZAE9 Al PHoRA,
a) &3 AEZ wdets g2, A 23 Axs

[

(D 3715 Edske A1 223
i) A1 Fe =9 whagA);
ii) A2 Fc =l ©=A;
iii) A3 Fe Zmql whaka;
iv) All Fc =l @=Falel A2 Fe Trldl dgAE Ad4shs Al o)A 4

v) A2 Fc =H
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ix) A4 Fc Z=wlQl dFAel A5 Fo =rl9)l @=AE ddsts A3 2uo)A; ¢
x) A5 Fe =vlgl ehaob A6 Fe TmQl G342 Adshs A4 2uo]A,
(3) A7 Fe Z=mQl G=FAE 238k A3 ZE3H
(4) A8 Fe Z=mlQl dFA5 £33h= A4 ZHE =,
(5) A9 Fc Z=mQl G&FAE 238k A5 ZE3H

(6) #110 Fc =l @S £33t A6 Z|F

(7) A1 ERE =, A2 FHE =, = Es A ZTPEHE
of dAHE FA AY mvlls wds, A2 Fo Rviel dEAe A5 Fo B9l d@AE A@ste] Al Fe
E=rlE FAsta, Al Fe =Ml @At A7 Fe Bdlel A= Agste] A2 Fe 2w s, A4
Fo Zrll wakaleh Al Fo Z=rQl whfals Agste]l A3 Fo BrldlE G748k, A3 Fo =rQl dFAleh A9
Fe ol @Al Adate] A4 Fo =dS F4s8kH, A6 Fe el d&aleh Al10 Fe m=wQl d&#A= 2
gotel A5 Fe mvlle @dshar, A wijgF ZH Aol e Fe-dd A =l o] Aol 50 2% 7

[e]

AT 317

A3123F, A|3133F, A|3143, A3153 w= A3163Fel] olA, A2 D A5 Fe EW9l @A zh2t A2 Fe &)
1 A} A5 Fe Z=mQl WA Alo]o] o]FASLE FHXIste AEA o|FA s MY REE EFsiH, Al
2 A7 Fe =HQl @FA= Z2F Al Fe =HQl @249k A7 Fe =m] G=A] Alo]e] oA stE FHxlate= A
BA olgAs Meld ZES ¥gsa, A4 L AS Fe TWlel dEAlE 27 A4 Fe =v9 A9k A8 Fe
Tl @A Abo] e 01%@@% 33t ARA o|gAE dud EEs xde™, A3 H A9 Fe =Wl &
FA= 27 A3 Fe =mQl @Ak A9 Fe =wlQl kA Al o|FAstE FXsete FEA o]FA| S dH
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sz3star, A6 D A0 Fe =9l @Al 22 A6 Fe =m9l waAel 2110 Fe =mol ek AL
RS el AAE.

A7 318
A1 WA ABL7F T o= & Fell oA, st o] Fe vl @Al 9 AF AAE Ee EEHE
A% 319
Fo-gh9l A% ZdQl ZAlE=A,
a) 3715 gt All TYHPE =

i) A1 Fc =wQl whekA);

ii) A2 Fc =rQl whegA);

iii) A1 CD38 =4 Ag =d<l;

pE)

b) 7% Zes A2 EeAEs:

i) A4 Fc =uQ g=kA);
iii) #12 (D38 3 A% =dl; %

iv) A3 & A4 Fe =vQl GFAE ddsh= F7A,

¢) Al5 Fe Z=HlQl gdgAs 238 A3 ZHE =,

d) A6 Fc =vel dZAE 238k A4 ZHPE =,

e) A1 (D38 A4 AF =rels xFste= A5 ZEHEE 2

f) A2 CD38 A 2% =vdS E3tete A6 ZEPHE=E E3haiH,

= 3 2
Eule FAEH, A4 2D A6 Fe EuQ A= 34 A3 Fe EW0S A8, A1 (D3 4 43 &
ol A1 (D38 A4 AF Tuele 7 A1 Fabs HA s, |2 (D38 4 2% =izt #12 (D38 A4 2%
THele g7 A2 Fabs FASE, Fe-d9Y 2% Tuel AL,
A3 320
A3198] Yol , A1 Z A2 ZYNE| == A Do) 5U3I, Fe &Y Evel A&,
AT+ 321
A3198 el YA, A3 Z A4 ZEHE| == Do) 5L, Fe & Tl ZAE,
A3 322
A3198] Yol , A5 Z A6 ZYNE| == A Do) 5U3I, Fe &Y Evel AL,
A+ 323
A3198 oM, A1 Z A2 ZEHME|== Hdo] FUsta, A3 L A4 ZERE|=E Hdo] FLsy, A5
2 A6 ZEFE| = Mdo] FU3, Fe I =Hel FAE.

3T 324

I~

A3198F WA A|3233 F oj= 3 3o oA, Z} Fe E=w|¢l whekx|e] CH3 Emlele A 87, 770, 670, 570,

_45_



SIHS31 10-2021-0044218
a7, 37K, 278 E= 1he] & opn| At A 8s ¥ Fshs, Fe 9 =Ml FAE.
273 325

A319% WA A323F F o= g ol glojA], 7} Fe Z=dlQl @EFA9] CH3 =w|le 17F 1gG19] ofn]i=il A
A3 vlaste], Hof 878, 770, 670, 570, 470, 37K, 27K Ee 1He] 9 ofnnAt X8-S 23Sk, Fe 3
Tl ZAE

T3} 326

13198 WA #3233 F= o] 3 o] glojA], Fc Ewlel @EA= 7z Sy oz A 1070, 874, 74, 6
N, 570, 470, 370, 27 me 109 ©@Y ofn|wAt X3S Zte AE I 42, 43, 45 B 47 F o= el o}

wat MAS £38hs, Fo &9 =ldl A=,

AT 327

A|3248F WA A|3268F 5 o= g ol dojA], @l ofn stk X3k CH3 =dQlel T 9=, Fe 3 =dd 2

A=
A3 328

o S, AL R A3 o S A AL R A3 e <Y @
Aols] 5o

o]
stsl=, Fe &4

37T¥ 329

A31938F YR #3238 = o] 3 o] ojA, A2 L A5 Fc =<l @FA= A2 2 A5 Fe =uel wEkA
Atelel olFolgAstE Fxske AHd &, 7, 670, 570, 470, 370, 270 EE 19 @Y ofn =t A|gS E
s A4 D A6 Fe ol ek iﬂ—E A4 B A6 Fe EW[Ql TFA] Alole] o]Fo|FAstE FHXIsh= )
AN, 7, 670, 570, 470, 370, 27) EE 179 v ofnxAt X3S ZEEE, Fe Y Bl ZA|E.

F
B
oo

A3} 330

A328Fol olA] | BEOIFANE HAsHE ADS T A\ L K B AFORRE HeTE, FedY dQ
;ﬂ—xﬂ%
hl

37% 331
A3298 0] oA, olFolFAEE FH e XS % 39 AFo2RE HYHE, Fe-dd =M A=
7% 332
Fe-#l A3 =Hl AAEZA,
a) 3715 Tt Al TYHE=:
i) A1 Fc =w|Ql vhaka);

i) A2 Fc =W gEkA);

o
g

iii) A1 (D38 =4 A% =mgl; B

iv) A1 2 A2 Fe EHQ @AE A4dstes B4,
b) 3715 sk A2 FERE =

i) A3 Fc el vakA);

ii) A4 Fc =l whekA);

iii) A2 (D38 T4 2% =wlel: =
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iv) A3 D A4 Fc EvQ dZFAE Adst= 94,
c) A5 Fc =del eekAel #l1 CD38 A A TS ¥3sle= A3 ZEHE =, 2
f) A6 Fc =rel Ao} A2 (D38 A4 23 =res E3hels A4 ZYHNE| =2 E36iH |

A1 2 A3 Fe T=Uol @A = a4 A1 Fe =99S A3, A2 2 A5 Fe THlQl wE= a4 A2 Fe
THs PAsH, A4 2 A6 Fe =Ml @@FAs 3 A3 Fe =HAS JAstar, Al (D38 T4 A% =
17} A1 (D38 ) AF =Hd2> 7 Al Fabs Fdste, A2 (D38 2 A3t =rlQlz A2 (D38 43 A%
Evde s A2 FabgE FAstE, Fe-dd 43 =dd A=

i

N

i

A+ 333

Fe-39 2% =vd] AAEEA,

a) 3715 2ot Al ZHHEHE:
i) Al Fe =l dakA);
ii) A2 Fc =wQl whgA)];

iii) A1 CD38 = 2% =v

rO

iv) Al B A2 Fe =rlQl G&#AE Ade= d7,
b) 371& st A2 ZEPEHE=:

i) A3 Fe =¥Q v

ii) A4 Fc =dQl TeA];

iii) A2 (D38 T4 AF =r2l;

»a

iv) A3 & A4 Fe =vQl GFAE Adsh= FA,

¢) A5 Fe T=mlQl d&AS E3she A3 ZEfE =,

d) A6 Fc =wlQl @FAE Eitels A4 Z2E =,

e) A1 (D38 B4 A =rldls E3dh= A5 s 2

f) A2 (D38 A A =wile Eedsh= A6 HefE| =8 3,

A1 B A5 F
Erels 9

1=

¢ =Wl @A = 3 Al Fe =HedS dAdstar, A3 2 A6 Fe = J%}iﬂ% A A2 Fe
o, A2 2 A4 Fe @3FAl= 4 A3 Fe BH9S 4 S
H1e &7 A1 Fabs FA3hH, A2 (D38 4 23 = 1 ol3} A2 (D38 A4 23 =
Fe-39 A% =l AA=

03:
0

37 334

A333% el SloA, AL B A2 E2H

u)
I
i
>
e
o
ol
(e,
o
T
@]

ot
Ho
H
=
(o

2 &
AT% 335
7333l go1A, A3 L A4 ZYHE=E Ado] T, Fe & =del FAE
7% 336

A333% el oI, A5 B A6 ZYPEI = A do] FUT, Fe &9 =vdl AAlE

A3} 337
3330 oA, A1 2 A2 ZYNE == Hdo] TLdta, A3 2 A4 ZYUFPE=E Mo Bd&H, A5
2 A6 ZYUPE = AHgo] $93, Fe &9 =H¢l A=,
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A3 338

(

#3338 WAl A3378 T o= 3 ol oA, ZF Fe EUM A o] CH3 =w|¢le
471, 370, 27 e e 9 ofrjiat X8-S ¥ ES

Ay 87, 77, 67, 570,

ol
_‘d
i

o)

(@]

ot
rio
[
=,

r o
5L
2L
i

273 339

A|333% WA #3378 T o= g ol QojA], Z} Fe ZWl?]l @A S] CH3 =m912 17F IgGle] ofmweit A
A3 wlastel, Hdl 87, 7, 671, 571, 470, 370, 270 EE 109 9 ofwwab X8-S Edet=, Fe I
=l 2

A7 340

A|3338F x| #3378 & o= 3+ Fofl ojA], Fe EHQl @FAE 27 sHde= ) Ho 1070, 874, 77, 6
A, 570, 47N, 370, 270 E= He] T O}Hli& 23S zh= A9 WS 42, 43, 45 2 47 F o] 3to] of
Mt A9e EgeE, Fo 39 =0 AA%,

AT 341

#3338k WA A|3378F 5 o= gk ol lojA], @l opm ik X3k CH3 =dQlel vt 9=, Fe
oA

ot
e
i
2
=
S

A3 342

#3333 A #3373 F o] & 3o 9ojA, A2 F A4 Fe TS dEAE A2 D A4 Fe =WQ vk
Atolo] EFo|gA| s =RE= Hd 8, A, 670, 50, 470, 370, 27 EE 19 @Y ofm Al X$S %
e, Fe &9 Tel FAE

A7 343

#3338 WA #3378 F o= 3 dof] oA, Al E A5 Fec =wQd @EFA= A1 2 A5 Fe =dQl &
Aole] o] ZolHAEE ZX3t= Ao 841, 7/, 670, 570, 470, 370, 270 EE 1] @ ol X3S
ghale, A3 2 A6 Fe Zvlel @kl Al4 2 A6 Fo E=MQl @A Alole] o] FolAste Hxsk: A 8

N, 7, 670, 570, 470, 370, 27 EE 109 o ofnnit X3S ¥ shshE, Fe &Y = A=

A3 344

A3428ko) oA, FFo|FAFRE FEE XS H 44 D ¥ 4BY] X|Fo2FRE HeUHE Fe-3d =l
2 A &

A+ 345

A343Fel eIA, olFolFA S FXsk= A ¥ 39 AFoRRE HEEE, Fe-@d =del AAE
3T 346

Fe-d 29

ki

el AA==A,
a) 3718 EFsh= Al ZHPE =
i) Al Fe =vQl oAl
1) A2 Fc Z=MQ1 TekA];
1i1) A3 Fe =mQl oA
iv) 211 (D38 S3f A3 =wlel;
v) Al 2 A2 Fc =wWQ] GFAE ddsts B71; #

vi) A2 2 A3 Fc TSl GZFAE A= HA,
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b) 3715 EFs= A2 EYHPEH=

i) A4 Fe =vlQl wakAl;

ii) A5 Fe Z=wlQl whagkA);

iii) A6 Fc Q] whaka;

iv) A2 (D38 T4l A7 =ml;

v) A4 D A5 Fe EWd] GFAE 4= #A; 2

vi) A5 9 A6 Fe w=wl SFAE Adst= B,
¢) A7 Fe v @S xdsl= A3 ZLPE =,
d) A8 Fe =vldl GAE sl Al4 ZePE =,
e) A9 Fe =vlQl GFAE sl 215 ZePE =,
f) #A110 Fc =Hl9l G5 23sh= A6 ZHE =
g) A1 (D38 A3 A =vlds s A7 ZRE= 2
h) #12 CD38 A A =vs E3shs A8 FPE=E x3a,
A1 g A7 Fe =vld]l GFAl= 37 A1 Fe =rljls @dskar, A4 3 A8 Fe =vldl &A= 1 A2 Fe
TS FAsY, A2 2 A5 Fe dFAlE g A3 Fe =ulde FAsta, A3 L A9 Fe T=vlQdl d@=kA=
A A4 Fe =g A, A6 2 A10 Fe @&Al= 7 A5 Fe EvdS FJAdsta, Al (D38 w4 2%
=l 8l A1 D38 A4 A =M A Al Fabs FAEH: A2 (D38 T A = B A2 (D38 A
A A7 Z=vele A A2 Fabs FAsts, Fe-3d A7 =vll A&
AT 347
A3l gloix, Al H A2 FYHE == Ado] U, Fo &Y =9l A=
7% 348
A3468o] AoiA, A3 H A4 ZFE == Ade] U, Fo I3 EHd A=
T3 349
A3468el gloixl, A5 L A6 FYHE == Ado] U, Fe & =HQl A=
7% 350
A3468o] AoiA, A7 H A8 ZFE == Ade] U, Fo Y EHd A=
7% 351
A34egel Qi A1 F A2 TYHE == Ade] FUsta, A3 2 A4 FEYHE = Ade] FUE, Al
2 A6 ZEFE=E Ade] Fdsta, A7 2 A8 TEPEI=E Mde] U, Fo Y =l A E.
A7 352
A|3463 WA #3518 F o= 3+ Foll QlojA, ZF Fe Eel dakAle] CH3 =L A 871, 770, 671, 570
470, 370, 270 HEx= He] @l opm Ak A gke EFtets, Fe 9 =H9l AAlE.
T3 353
#3463 WA #3513 F o= g o glojA], 7} Fe ZwlQl w@EkAo] CH3 =l 17F 1g6G19] obn]i=il A
g3 ulwste], o 871, 70, 671, 570, 470, 370, 270 mE 19 @ opm b X3S ¥ IS, Fe Y
el ZA =
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AT 354
A346% WA AI3B1F T o= g Foll qlojA, Fe =Hll @Al 24z sHAow Ad 1070, 87K, 77K, 6
N, 570, 47, 37K, 270 B R T oprnAt ke zh= D WS 42, 43, 45 B 47 T o= sl of

Ak e 2=, Fo &Y =vd] FAl=.

273 355

3468 WAl A3518 5 o= T ol dojA, ©@d ofual X3k CH3 =d|lo v 9, Fe 3¢ =d 9
oA

7% 356

A)3463F A #3518 & ojx d 3o oA, A2 D A5 Fc £ @EFAE= A2 2 A5 Fe =Wl whekx]
Abele] EFolFA st s FHRske A 8, 7, 6, 5, 4, 3, 2 Ex 1/l @ ofn|2t XS XS, Fe &
4 =l FAE.

AT 357

A3468 WA #3518 F o= 8t 3ol YojA, A1 L A7 Fe W FFAE A1 L A7 Fe =¥ kA
Abolel olFolFA S X o 87, 70, 670, 570, 470, 370, 27 Ei Rl @ opmawit X3S E
ghatar, A4 2 A8 Fc Zulel G A4 L A8 Fo ZwQl ©@&FA] Alolo] o]FolHAstE X AUl 8
AN, 70, 670, 570, 470, 370, 270 i 1709 @ olw| Al X3S xEE, A3 L A9 Fe =H¢l DP&X%]E

A3 L A9 Fe EWl] @A Afolo] o]Fo|FAstE FX8k= o] 87, 771, 671, 570, 470, 370, 27 =
Aol @ ol X3S Fdhetar, A6 D A0 Fe =Wl wEFAE A6 2 A10 Fe =H9 kA A}OH
o]FolFA S FHHsk= A 871, 770, 670, 570, 470, 370, 270 HiE 109 @ ojuieAt X &S Xt
Fc &4 Z=rel A&,

A+ 358

A|3578Fe] 9ol A, FEFo|EASE FXEE XES F 44 E ¥ 4Bo Ao mRE HuE= Fe-3dY wd el
2 A &

379 359

A|3588el JojA, olFolHAEE HHsE AT ¥ 39 Ao wRE HElEi=, Fe-3Y Tl s
AT% 360
Fe-ahel 2% =l AAEZA,
a) st71&5 E3ste= Al =
i) A1 Fe =98l TeA);
ii) A2 Fc Z=H|Ql ©=A;
iii) A3 Fc =<l kA,
iv) Al (D38 T4 A3 =wd;
v) Al 2 A2 Fe = SFAE A4t HA;, 2
vi) A2 2 A3 Fc Tvld dZFAE 4= HA,
b) 715 Eeeh= A2 ZEHE =
i) A4 Fe =98l TeA];
ii) A5 Fc =H¢l whekA;

iii) A6 Fc TH¢l ek,
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iv) A2 (D38 F2 A3 =ull;

v) A4 = A5 Fe =) dEA S A48

e
ot
X

g

vi) A5 B A6 Fe w=wl GFAE Adst= B,

c) A7 Fc =<l 92 £3sl= A3 =,

d) A8 Fc L]l ©FAS z3tels A4 ZYPE=

e) #19 Fc =wlQl wrekAe} A1 (D38 A4 2 THldS x3hste= A5 ZEAE =,

f) A10 Fe =Hll whakA] 2 12 (D38 A 2 TwlelS ¥3tste= A6 ZENE| =S £ gy,

A1 L A7 Fe =9l d&FAl= A Al Fe Zvlde Ak, A4 L A8 Fc =dQl d&A= &7 A2 Fc
=S gAstH, A2 2 A5 Fe @AlE 7 A3 Fe =v9S A5, ZﬂB 2 A9 Fe =l S =
kAl A4 Fe Z=HelS Ay, A6 2 A)10 Fc @A 7 A5 Fe =wlee dAskar, Al (D38 £ 2%
=rel 2 A1 CD38 A4 AF Z=Hele A Al FabZs A3k, A2 (D38 ?,—JH A% &wel 2 A2 (D38 H
A A3 =vde A A2 Fabs A3, Fe-3dd 23 =vd A E.

AT 361

Fe-%¢ 29 =

e
2
2,
e
it
x

a) 3718 EFsHE Al e =
i) A1 Fc =dQ] kA,

ii) A2 Fc =l whakA);

iii) A3 Fc Zmol ©akA);

iv) A1 (D38 4 A% =n

rO

v) A1 B A2 Fe Z=HQ] G AlE ddsts 9715 %

vi) A2 2 A3 Fe =M}l @A

Ll
re
i)
P,L‘
rir
o,
N

b) 3718 Egeh Al

N}
i
i)
re
uf
[

i) A4 Fe Tl dakA);

ii) A5 Fc =l whakA);

iii) A6 Fc =Ml WA

iv) A2 (D38 T4 A3 =dl;
v) A4 L A5 Fe T=HQ @ZFAE Adsis JA; 2
vi) A5 % A6 Fe =rQl GFAE Adst= JA,
¢) A7 Fe =Hdl ©=kAE st A3 e
d) A8 Fc EvQl GFAE xEdsl= A4 ZHFHE,
e) A9 Fe =9l @ekAE xgst= A5 2R

f) A110 Fc =] @gFAE x3ahs A6 23

E]
g) A1 CD38 A A =wes ¥E3tst= A7 ZEH
e

El=,
h) A2 CD38 A 23 =dQls xgst= A8 ZYAHE=E 28351,
A1 2 A4 Fe Z=ulQl @=Fa= 4 Al Fe =WdS Ao, A2 2 A7 Fe =dld @A &4 A2 Fe
=S FAs, A5 ¥ A8 Fec wWEA|= A A3 Fc =ulelS A, A3 D A9 Fe = w=A+=
SHA A4 Fe =vldS FAsIH, A6 2 A0 Fe @&FAl= 7 #15 Fe =vldS FAdskar, A1 (D38 w3 A7
Zwel 2 A1 (D38 A A3 =l A A1 Fabs A3, A2 (D38 T4 2% =wel 2 A2 (D38 74
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o

A A =ved2 7 A2 Fabs @

ofh
ox
O

ol
P

S}
9

ot
o,
iin)
o
k1
h-y
r o
2
2
i

A7 362

A3618ke] Yol , A1 H A2 ZYNE| == A Do) 5U3, Fe &9 =Wl AL

AT 363
A3618 el oA, A3 Z A4 ZYPEI=E A do] FUE, Fe 9 =rel 2AE
A7 364
A3618 el oA, A5 E A6 ZTYFPEI=E M do] FUE, Fe 9 =vel HAE
AT 365
A3618e] Aol A7 L A8 FHE == Ade] U, Fo 9 =M A=

A% 366

A1l lelA, Al B A2 EZYE = Ade] Edst

2 A6 e EE Ado] Bdsta, A7 L A8 el e
7% 367
23617 A A366% & o= g el slof
478, 370, 270 HEE 1o @ ofmn Ak X
37T 368

A3618 WX A366F T o= g ol oA, ZF Fe =w] ©FA9] CH3 Z=HQl2 Q13 1gG19] ofviit A
A3 wlaste], Hdl 87, 7, 671, 571, 470, 370, 270 EE 109 ©d ofwwat X8-S E e, Fe I
w9l A&

A3} 369

AI361F WA AIB66F T o= g Fell SlejA], Fe Z=wdl @FA=
M, 570, 470, 370, 270 Ham ROl ©ed opm|eak A9k 7%% M4
Hieit MES Edtete, Fo 39 =l AAE.

ztzh E@dow, A 1070, 87, 770, 6
W 42, 43, 45 2 47 F o] i} o}

AT 370

AI361F A A6 & o= T ol glojA, whd opwmAl A& CH3 LvlRlellwt 9=, Fe
A

ot
o
1
2
=
g

A3 371

A361% WA A366% T o= 3+ ol dolA, Al B A4 Fe =] dRAlE Al 2 A4 Fe =H<] @A
Alolo] EZol#A|stE ZZlet= Ao 8/, 70, 670, 570, 470, 370, 270 HEE 1Y 9 ol x4k X3S E

1
Fahe, Fe 39 wolQ AAE,

A3 372

Aol o] olEolFZA Bt E et A 871, 7/, 670, 570, 470, 370, 270 Ei= 109 v opm| st X3S

gata, A5 2 A8 Fe Z=vql @Al A5 2 A8 Fo Zvlql w@aa] Alole] o]FolakA|sls Hxlshs )
A, W, 670, 570, 470, 30, 27K HEE RS 9 opw|ieah X FkS EgshH, A3 B A9 Fe =Hll A=
A3 B A9 Fo EEQl kA Alole] o FolHAstE Sk Aol 8/, 7/, 670, 570, 470, UM, 270 Ei=
el &l opual A ghe sk, A6 B A0 Fe =HQl A= A6 3 A0 Fe =rlQl kA A}OH
ojFelFgAstE Fxlak= Ao 8/, N, 670, 570, 470, 370, 2/ = RO v opniit A%E ¥FEe,

A3618 WA #3663 = o= 3 3o dojA, A2 D A7 Fe B¢l GEFAE A2 © A7 Fe =W Tk
(e}
[¢}

FF o H:lé
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Fc &9 =9l ZA =,
73 373
A371Z] dolA, FFolFA S Fxshe NS X 44 R F 4B XFoRRE MEE=, Fe-dd =HQd
24 A &
A+ 374
3728l oA, o]FolHEA S FH e X F 39 o 2RE MEEE, Fe-FY =wel A
AT% 375
Fe-3el A% =l AAE=A,
a) 3715 EFs= Al TEPE=:
i) A1 Fc =l e
ii) A2 Fc =l ©=kA);
iii) #13 Fc ZmlQl ghegA);
iv) Al1 (D38 T AF =w<l;
v) Al 2 A2 Fe =9l 945 d43tes 94 4
vi) A2 9 A3 Fe =Wl SFAE A= DA,
b) 3715 st A2 ZEHE=:
i) A4 Fc =l e,
ii) A5 Fe =l wakA);
iii) #16 Fc ZmlQl chegA);
iv) A2 (D38 F4 A3 =dd;
v) A4 L A5 Fec =WQl dEFAE ddsts ¥A4; 2
vi) A5 2 A6 Fc ZvQl ©FAE A= JA,
¢) A7 Fe Zrldl gdFAE 238t A3 SPE =,
d) A8 Fc =rel dFAE £3sts A4 ZPE =,
e) A9 Fe =vlQl dgAeh Al1 (D38 A AF =vQls xdehs A5 EEHE =, 4
f) A10 Fc =vQl wH=FA] 9 A2 (D38 A4 A% =S Edaels A6 ZEPEI=E E335hH
AL % A4 Fe Z=mQl d&gFA= 2 A1 Fe =vRls FAdskal, A2 9 A7 Fe =HQ G&FA= 34 A2 Fe

w=rele @S, A5 % AR Fo & AT 71 A3 Fe =vldS sk, A3 % A9 Fe =dll kA=
s A4 Fe Z=vllS 84 }B%, A6 = A0 Fc @FA= g7 A5 Fe =ullS dAska, A1 (D38 4 237
Erel 2 A1 (D38 A 2AF wwede g Al FabZ FAse; A2 (D38 T2 2% =l 2 A2 (D38 7
A As =rele A A2 Fab% PAske=, Fe-dd A3 =vQl A&
AT 376
Fe-gtel 2% =l ZAEZA,
a) 3718 EFsHE Al EYHPE =

i) A1 Fe =9l whekA);

i) A2 Fc =W g=kA;

_53_



SIHS31 10-2021-0044218

iii) A1 2 A2 Fe =Wl d=FEAS 42

2L
rir
ot
X

b) 3715 EFel= A2 EHEHPEH =
i) A3 Fe =9 whagA);
ii) A4 Fe =l oA,
iv) A3 2 A4 Fe =9 @FAS Adshs 9A,
¢) A5 Fe =mldl TgAlel A1 (D38 3 AF =vlelS xdhehs A3 e HE =,

d) #16 Fc =wlQl wrekAe} A2 (D38 T4 23 THldS ¥3hsts A4 ZEAE =,

e) A1 (D38 A4 A =ree ¥3sle= A5 A=, ¢
f) A2 (D38 A A% =wdS x3ele A6 ZPE =S 23,

A1 2D A5 Fe =re) dEFAl= A Al Fe =W9S A8k, A3 2 A6 Fe =Wl dFA= 3 A2 Fe
TS HAstY, A2 © A4 Fe =9l wEEAE 3 A3 Fe =WeS dFAdstaL, Al (D38 = A ww
91} A1 (D38 A4 A3 =l A A1 Fabs FAsH, A2 (D38 T4 23 =wi¢la #|2 (D38 A4 A%
wwele A A2 Fabs: FASE, Fe-3HY 2 =Wel AL

273 377

A2028] JoAAM, A1 Z A2 ZEHE| == Do) 5L, Fe &Y THel A E

A3 378

A2028 JoAA, A3 E A4 ZYHE| = A do] 5T, Fe &9 Tl FAE

A+ 379

A2028] JoAAM, A5 Z A6 ZEME| == Do) 5L, Fe &Y THel A E

A3 380

A)2028F] A, A1 L A A3 2 A4 ZYHPE == Ado] FdshH, A5

Do
il
Ak
s
o
o |
rlr
R
ne
o,
o
iics
ol
k1

9 A6 ZEPE =T Ade] U3, Fo g =Wl FAE.

T3 381

3768 WA #3808 5 o= 3+ dol] QlojA, ZF Fe Z=wel wEA|e] CH3 =vgle A 870, 770, 670, 57K,
a7l 370, 270 mE e 9 opnwAb X3S EFEhE, Fo 3 mHldl AAE.

AT 382

A376% WA AI380F T o= & Foll ol Z Fe Ll wFAle] CH3 =rl)le Q13F 1gG19] ofv]i=it A
A3} wlaste], Ao 87, 70, 670, 570, 470, 37K, 27 E= e @ ofmneAt XS 2FelE, Fe
Eegl 2 E

A3} 383

A376% WA A380% T o= 7 Foll oA, Fe =rlQl Tkl
N, 570, 47K, 37K, 278 H= 17RO & oAl A &S zte A
Ak S E3eks, Fe 9 =] AAl=.

74zt o=, A 107, 870, 770, 6
W3E 42, 43, 45 2 47 F o] d}e] o}

A% 384

3763 WAl #3808 T o= T ol ojA, ©d ofm sl X3S CH3 =d|Qlel vt 9=, Fe
oA

o2t
o
o
=
=
e

A3 385
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A376% WA #3800 5 o= gk ol oA, A2 L A4 Fe =W SFAE A2 E A4 Fe EHQ] A
Abole] FEolZAStE Fxsk= ol 8, 7, 670, 570, 470, 370, 27 EE U9 @ ofu Al X3k ¥
e, Fe 39 EWel AL,
A3} 386

5 F oo oA, Al 2 A5 Fe =HQl @EEA= Al 2 A5 Fe =HQl whaEA)
Abole] o]FolHAZlE ERst= A 8, 7, 670, 50, 470, 370, 270 EE e 9 oluxaAl X3S ¥

ol
8
gabm, A3 2 A6 Fo =9l Al A3 2 A6 Fo EHlQl @A Alolo] o]FolgAsts st Al 8
M, 70, 670, 570, 470, 370, 270 Hi= 1ol @ opv|iAt A#hS Egtet, Fo @9 =l AAE.

3763 WA #3803

=

3T 387

A385Fel QolAl, TFolFASE HWse A B 44 R F 4Bo] ABorREH HEE=, Fe-Fd =HQ
2 A&

T3 388

ot
rlo
=5
w
1o
N
et
o
fr
4z
Anj
°x
2
i
s
o)
T

O3~
r_.\(g
i
=)
rO
)
N
il

A386Ll oA, olFelFASkE HAsh= A

A% 389

i) A1 Fc Z=wlQl kA

ii) A2 Fc =M<l &3k4);

b) 3715 Egsh= A2 ZEHE=:
i) A3 Fc =9l wekA);
ii) A4 Fe =<l oA
iii) A2 (D38 Z3 AF =dHd; 2

iv) A3 4 A4 Fc THlQ] dFAS Adst= FA,

¢) A5 Fe =ml9l TgA|eh A3 (D38 3 AF =vlQlS xdtehs A3 FHE =,
f) A6 Fc =l weFA2k A4 (D38 A3 A3 =dlle X3she= A4 FEPEHE,
e) A1 (D38 A A% Z=vlls x3et= A5 EEHEE,

f) A2 (D38 A A =vdle xstE A6 ZHPE =,

g) A3 (D38 A3 A% =vlle x3at= A7 TYHE =,

h) A4 (D38 A AF =viQls Xl A8 FEWE =5 X33,

Al 2 A5 Fe =Xl @FAl= g Al Fe E=W1S A3, A3 2 A6 Fe EHQl d=FA= &7 xﬂz Fc
TS FAs, A2 B A4 Fe @FA= @4 A3 Fe =HlS P8k, Al (D38 A4 2% &=

3 (D38 =3 A% Z=vlde A A1 FabsE FA3H, A2 (D38 A A3 =l 2 A4 (D38 F 3 7&@ T
AL A A2 Fabs FAJ3tar, A3 (D38 A 23 =wiel 2 A1 (D38 F3 23 =vldL g7 #13 Fabs &
AdshH; A4 (D38 A A3 =gl 2 A2 (D38 T AF =vd s A2 Fabs s, Fe &9 =H¢l
27 &

A3 390
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A 3898 el dojAl, Al E A2 ZYFPE=E Mdo] FUE, Fe 9 =vel AAE

AT 391
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Atolo] olFolgAgE FXsk= Al 871, 7/, 670, 570, 470, 370, 270 Hi= UMY 9@ opmwat X3S X
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A3198 WA A401% F o= & o JoJA, 77t FAE GGGGEGGGGGGGGGGGGEGGE, GGGGS, GGSG, SGGG,
GSGS, GSGSGS, GSGSGSGS, GSGSGSGSGS,  GSGSGSGSGSGS,  GGSGGS,  GGSGGSGGS,  GGSGGSGGSGGS,  GGSG,  GGSG,
GGSGGGSG,  GGSGGGSGGGSGGGGGSGGGGSGGGGSGGGGS,  GENLYFQSGG, — SACYCELS, — RSIAT,  RPACKIPNDLKQKVMNH,
GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,
GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGGS,  GGGG,  GGGGGGGG,  GGGGGGGGGGGG =
GGGGGGGGGGGGGGGGR o] Fo) Xl o 2R Aey ofu| it DS XA o]efgh ofuieil A HR o] Fo]X]

i, Fe-39 A% =viQl AAE.
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A3 405
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Al Fejel A, B e Zste a37] 7les E¥ets Fe-#3d A% =l AAES 5Ho® s, Fe-&

o A =il AAES (038 A m=d]l, B Pl o A2 Fe =wgle]l AF®E Al Fe =vlE
EFeta, Fe-dd 23 =l AAlEe 9 Fe 2wl 2 (D38 23 =vide 2te ARl wsl A o
4 AIESAAADCC) A, A &4 AlE A28 (ADCP) R/HEw A &4 AEEA (D) A A st
| 5] v e

B & wojel, @ @A ofa) A2 Fe Erle] AAH Al Fe Eu1E Eia
wi) A AdRon #AR AUe Tes 2HTL SHow B,
g Al Fe =S Eakas

?__‘ - ﬁ T
Jo 2 3l Fe-3¢l A% Zr¢l ZAAE2 oY Fe =vel 2 (D38 2% =
3

A4 Fefell A, B e a) i) Al Fe ZvlQl @A, ii) A2 Fe =wWo)l w&kAl 2 iii) Al Fe =9l &
Aot A2 Fe = GFAE AZdsts HAS X3 Al ZYNEIZ; b) A3 Fe =HQl G&FAE £33+
A2 ZYUHNE=; ¢) A4 Fe =9l @3AS 3sks A3 ZYUNE=; 2 d) A1 YA =, A2 ZYNE| =
T A3 EEPE = AdE (D3 AF TS xF38HH, Al Fe =] @A A3 Fe Tvl WA=
Agst] Al Fe =WlS FAstar, A2 Fe =wQl d=FAel A4 Fe 2wl wegzls Agste] A2 Fe =W
S PAsE, Fo-dd 4% =l A& dddor #43 de s 2AES 5Ho= 3.

g e = B8l ZﬂZ ZYFE = T A3 ZfiE =,
= A2 Al ZEHEHE, A2 Z2E

T A2 & %111:45 ‘;‘ A3 %El%ﬂlﬂ@ﬂ AAGAY, = (D38 A wv

= 9 A3 ZHPE = dAHT

A5 FefollA, B oy e avr] 7les Egee Fo-d3Y 23 Tl FAES EFoZ 3, Fe-&

9 A3t =rel ZAEE a) i) Al Fe =wel @A), ii) A2 Fe =l wh&kA 2 iii) A1 Fc el =k

Ao}t A2 Fe Z=WQl T4FAE Adstes IAE 23stE Al FEHWE=; b) A3 Fe E=vd S=FAE E3hst=

A2 ZFEZ; ¢) A4 Fe B¢l dFAE x3ete A3 ZRES; 2 d) Al A=, A2 ZFE =

T A3 ZEPE s AA% (D38 AF TS xE8aL; Al Fe B9l wEkA|9t A3 Fe Tl vk
1 o 3 = ]QJ

191 Ao} A4 Fe =HQ] G 23] A2 Fe &=H
Al A Fe ol 2 (D38 A Z=rels zh= A& vla 3
EA(ADCC) BA ) ghA] o)A AXE A (ADCP) 9/mEE HA oEA HMEEA(CDC) HA A

,d
2

_1?_

A6 Fejel A, & 2 o) weEAl, ii) A2 Fe =vlel ©=k4 2 iii) A1 Fc =we o
Aok A2 Fe Z=rel g S g Xdsls Al ZYWE=; b) A3 Fe =Ml d=3AE Lss
A2 ZHHPE=; o) A4 Fe w9l @As 23ste A3 ZPE=; 2 d) A1 ZHE =, A2 ZPE =
EE A3 ZYHE = d4% (D38 A Z=WQle X33t Fe-39d 43 =r FAES §Ho=2 3y, Al

o) wreFAS} A3 Fe Eel ©ekAl= Adtele] Al Fe E=welS FAstar, A2 Fe =Wl dakAel A4
Fe Zulel g&EAe Zdgste] A2 Fe =WS dAstH, Fe-3¢d 23 v
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o
ErlE Zte Al ol UEuA B deshE d4de 2RI

A6 ele] A% PRI, ABEH B Fo EA o) &3] J1F, el AC, AP /EE CC &
J(dE £, ADCC % ADCP &g, ADCC ¥ CDC &7, ADCP ¥ CDC &/, T& ADCC, ADCP % CDC EL”)O]‘ﬂr

A7 FefelA, £ B a) i) Al Fe =l @A, ii) A2 Fe =dd @34 2 iii) Al Fc =)
Aok A2 Fe Z=rldl dFAS Addste AdolE Edets Al ZHES; b) A3 Fo =Wgl @34
= A2 ZYRE=; o) A4 Fe Bvl 92FAS x3ste= A3 ZAE=; 2 d) Al ZYUFE =, A2
e = A3 ZEgesed dZ49 (38 A% =wWee ¥3skE Fe %%J_ 2% =ved FAES 550
35 Al Fe Z=dQl @Ak A3 Fe =r @&Fdlls 4338t All Fe =vIle dA4sta, A2 Fe =<l
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ZYRE =, A2 ZEE s 2 A3 EYfE =] dddn.

BHoukmol A1, A2, A3 E A4 FEje] X FEH oA, (D38 A w=H|¢lS Fab W= Fab9] Violt}.

o] A4, A5, A6 A X117 °*EH94 A FdelM, A =l AL, A2 B A3 EZEE = oy
[e)

g el A4, A5, A6 B AT FEle] A Ao, (D38 A m=HQle Vy =l R Gl =Eels EJH
shar, vy 2 Gl =l AL, A2 A3 EYFEI =9 ofn| it A de] dFolrt. AR FE el A, (D38
A =W vV, =WQls FUtE xgey, AR FAAo A, Fe-dd A% =W AAEL vV, =Hels X
3t A4 ZYFE =S 2330, A8 FAAeA, Vy EWS F 1o 71A4E CDR-HI, CDR-H2 2 CDR-H3 *
of NMEE ZF3AY, Vy Trd2 7 20 VA" A MES 2= Wy EW1e] CDR-H1, CDR-H2 ¥
CDR-H3E& =&AL, VH =dele & 20 719 e vy Ade CDR-H1, CDR-H2 % CDR-H3E X33t
CDR-H1, CDR-H2 % CDR-H3 ME& AL vy AL F 20 7149 A9 vy AL Holx 956 FAstAr,
Hol% 97% FUNAY, HolZ 99% FAdAY, % 99.56 FUSAY, T VH =wele F 20 7|49 &
Aol Vi AEE EFTT

= e A4, A5, A6 B AT GEje] A FEdelA, (D38 AY ErlE 3 1o ZIAlE CDR-H1, CDR-H2,
CDR-H3, CDR-L1, CDR-L2 % CDR-L3 A9 AEE xFste, (D38 27 vl i 20 7IAE A vy 2
V, gl AlEZXRE e (DR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 2 CDR-L3 MEE& ¥33lx, (D38 Ag =v
e 1 29 7IA" I vy L2l CDR-H1, (DR-H2 ¥ (DR-H3S X33l Vy =del, 2 3% 20 7]A1H A
°] v, A9e] CDR-L1, CDR-L2 ¥ CDR-L3S ¥3teb= V) =wlelS ¥3ebw | CDR-H1, CDR-H2, CDR-H3, CDR-LI,
CDR-L2 = CDR-L3 M<E& ALe vy, &V, Zuel 4de & 20 714" &A1 vy 2V, gy} Holx 956 &
A3 AL, Holm 97% FUFAY, Hol= 99% FA3IAL = Holm 99.5% EAS AL, T (D38 AT =
o

et

1

ue

12 3 20 7R AL Ny %V AL AEE EFR

wowse] A4, A5, A6 R A7 Fee] AR FHANA, Fe-d AT =l AARS Ig6 ¢ FA BY %
Wl R g6 Gl A B e bz Egeul, 166 Gl FA B wde DS B Al Teges
EE Az FeRE s N-wae] R

<+ wge] A4, A5, A6 AT FEje] AR RN, AL Fe =Rl wEkA] B A3 Fe =9l WA= Al
1 Fe =vlQl wtaAleh A3 Fo LmlQl Al Apole] o|gA|sts Hxlshs AuA ojFAst A8y 2Es ¥3
gt

& wge] A4, A5, A6 R AT FEje] AR RN, A2 Fo =Rl wEA] B A4 Fe =9l WA= A
2 Fo 2wl kAol Al Fe vl]l ©akA] Alolo] o]FAstE sk FuA oA ey REs T3
gt

el A4, A5, A6 AT Fejel A TAdM, ojFAE AEA S Fo Rl @A 5 st
Cu3 =Rl A 22k hEis Eskal Fo =9l T fraa 22 =3

&
wQl A e EEF-dtay 4e st
A

5 23s, F EE5E Fe E5-TEF 4

= QxH. A8 PN, FAA 22 EESHE S354C, T366W, T366Y, T394W, T394F = F405W2H-E A

gy s Aol shte] WMES ¥gsla, A 22 FEH= ¥Y349C, T366S, L368A, Y407V, Y407T, Y407A,

F405A 2 T394SZH-E] AEE= Holx el WMEgS T3, AR FddolA, Fe = a9 s
, |

Wl aEFA o] th2 b T366W 2 S354CE EF3).
ool A4, A5, A6 R A7 FEe] AR FEANA, oA S HEd BES wuQl dEEA e sl (3
LSl Ao tre shte] (3 mHldlel et oln|wmAks 3ek, &
aF obu| Ak} FHBE ofn| A Fe mHRle] S FXEE X Ert. dF FHolA, Al Fe &

kA @ A3 Fe ol whekA Zhze D399Ke} K409D W K409E = shuE E&st7uh, Al Fe =<l
A L A3 Fe =m¢l @A 228 K392D9F D39KE E 33, A1 Fe =9l w2 A3 Fe LWl
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Al 2472k E357KeF K370EE E3stAL, Al Fe =rlQl @34 9 A3 Fe Tl @34 zh2h2 D356KeF K439D
=2 F33lAY, Al Fe =9 dakd] 2 A3 Fe =l vy 21248 K392E9F D399KE £, Al Fe =

] A = xﬂs Fe ®=rol weka zbzhe E357KF K370DE8 E3HalAr, A1 Fe EW¢l wkx 2 A3 Fe &=
A Zr2e D356K9F K439EE EFSAL, A2 Fe Tl @A 2 A4 Fe =l @&k Zhz-e S354C
9} T366WS E3dtalar A3 2 A4 ZEPel=x Z+z} vY349C, T366S, L368A, = Y407VE E3FstAL, A3 2 A4
ZE ez Zh7+S S$354C9F T366WE E3sta A2 Fe el A 2 A4 Fe B9l w34 Z+7b v349C,
T366S, L368A, % Y407VE EsstAY, A2 Fe Z=wlel @& 2 A4 Fe =vlQl 934 222 E357K TE
E357RS ¥l A3 2 A4 ZEWE| =+ 242 K370D T K370ES E3at AU, A2 Fe E=Wel vk 2 A4
Fc Z=wlQl wak] zkzhe K370D B+ K370ES ¥316ta A3 2 A4 e = 247+ E357K & 357RS ¥
AW, A2 Fe =Wl whEkA 2 A4 Fe =w9l whad] Zh2h-e K409D HEE K409E2 ¥&ata A3 2 A4 g
FE == Z47F D399K T D399RS FEeHstAY, A2 Fe Z=wlel wakd] 2 A4 Fe =l a4 2428 D399K
T D399RS EFFetal A3 9 A4 EFE == 247 K409D B+ K409ES E et}

¥yl A4, A5, A6 2 A7 Felel AR TR, A2 FPEE E A3 Sl =E T ol
A MG Zheth,

¥yl A4, A5, A6 2 A7 Fele] AR FAGIA, Fe-F AT =elel AR o) st oo P
= Aol

¥yl A4, A5, A6 2 A7 Felel AR TR, Fe-F AT =elel AR o] st oo P
£ zsoldeltt, Ay Fdeeld,  2soldE  the  AUe e IPEs=E zga:

GGGGGGGGGGGGGGGEREGG,  GGGGS, GGSG, SGGG, GSGS, GSGSGS, GSGSGSGS,  GSGSGSGSGS,  GSGSGSGSGSGS,  GGSGES,
GGSGGSGGS, GGSGGSGGSGGS, GGSG, GGSG, GGSGGGSG, GGSGGGSGGGSGGEGGSGGGESGGGGSGGGES, GENLYFQSGG, SACYCELS,
RSIAT, RPACKIPNDLKQKVMNH, GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR,
GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,  GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGESGERS, GGG,
GGGGGGGG, GGGGGGGGGGGG H=+ GGGGGGGGGGGGGGGG. HF- &l A, "ﬁﬂ o= 24l 2o, & 59, 4

WA 3070, 8 WA 307) i 12 UlA] 0709 Zelal A= olRelx A, dn) 2079 Fela @]z ool
21 2<50] Kol

wourgel A4, A5, A6 W A7 Fele] A% TN, (D88 AR Edele @A oa Fe Eolel whapAll
ARG, A% TN, DAL sdolAoln,

Bl A4, A5, A6 D A7 FEiel A% FAGNA, Fo EHQ F AolE s 914 1253004 Holm

shtel opwal WHS et AR oA, EU 93 1253011*14 z}zo] ofmiAik WL 12534,
1253C, 1253D, 1253, I253F, 1253G, I1253H, 12531, I1253K, 1253L, 1253M, I253N, 1253P, 1253Q, I253R,
12535, 1253T, 1253V, 12530 % I253YE%-EH =gxowm Hegrt, A% T, 92 1253049 ztzte]
ofbu] =2k W2 125340},

ool A4, A5, A6 R A7 Feje] AF FAolA, Fe =HIQl F Ao% sk EU YA R292004] Ao
T oehuel ot WES EFett. AR FAAAA, A R29241A 9] ZHZhe] ofw|:4F WEH S R292D,
R292E, R292L, R292P, R292Q, R292R, R292T % R292YZHE EgHow AMElFETE X Fadoa, 9% R292
o A el Zpzte] oAt W a2 R292Po] T}

& orgel A4, A5, A6 AT FEle] AR FEelA, Fo =]l @Al T sk o] 32 TeG A =Y,
IgG Cu2 Al B3 =wil 3 IgG C3 A &% Zvlls sk, A5 FddolA, Fe =rQl @=FA 2422

IgG 317 Q) IgG G2 A &9 ZHlQd 2 IgG G3 A E¥ ZEHdS 23t 45 FdodA, [e6e
IgGl, IgG2a, IgG2b, IgG3 ¥ IgG4=Z o] Folx o ZHE My olgo|r},

2 o] A4, A5, A6 R A7 S dF FdNA, A4, A5, A6 R A7 EYWEE 2o Ao N-E
AspE GlnoZ2 EdWolHT),

ool A4, A5, A6 L A7 ¥ FJLOJ A el , A4, A5, A6 L A7 EFYPE| = F st o Fell=
C-aet ghojalo] Aojsfof vk, A& F&oollA, A4, A5, 26 B A7 ZLFPE| = ZH2el= -2 Ffolrlo]

Aojsof gt

2o A4, A5, A6 R AT FEje] dF TN, Fe-d A =l A=

o
Al
=2
o
o
o

ol
v

o]
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do] FE|FHES N-gE B C-gde dZ2d RY-ZA3 JAHEE SR gy,

A8 Fefoll A, 2 IS Fe-d9 23 Tuel AL Huhs Xshsts AlX ulYg uiRAE 5oz O}UJ] Fe-
3 Ag =Hel ZAAEY Aok 50 BE%= TFRACRE FUsH, Fe-dd AF Z=del FAELS Hox 0.1
mg/L, 10 mg/L, 25 mg/L, 50 mg/L, 75 mg/L T 100 mg/Le == v vix]o] &A3tt}.

2 ool A8 FEle] AF Fdoo A, Fe-3¢ A3 Tl FAEe Holm 75 B%, Hoj® 85 B4 & F
% 95 Egi= TxHon FUs T},

A9 Fefell A, & WHe Fe-ael A3 =l AAEe Jos Eshets AX v wiAE 5402 31, Fe-
a9 A% wrel ZAAE ZHolk 50 B%= a) i) Al Fe Tl kA, ii) A2 Fc Tl wkx 2 iii)
A1 Fc ZvlQl dFAef A2 Fe =HQ] GFAE JdZdste FAE 2= Al ZYPE =, b) A3 Fe =W
SeFAE EehE A2 ZEHEIS; o) A4 Fe =W @AE x3stE A3 ZEE=; 9 D) A1 ZEE
=, A2 ZYHAEHE B A3 ZePE = AZF (D38 A% =S Eden | Al Fe =Wl v eh A3
Fc Tl degxl= Agste] Al Fe =rIQ1S P43, A2 Fe =Wl @9} A4 Fe =rQ ddA= 2%
slo] A2 Fe =w|elS A3t
<]

2ol A9 FEje] dF e, Fe-dd 2% =l AAE
ol% 95 &%= Al 1 =

M

A0 FEjel A, 2 FHL a) (1) i) Al Fc =9l G4, ii) A2 Fc =9l &4 2 iii) Al Fc =vld
dFA e} A2 Fe EHQI dFAE ddste ¥AE 28stE Al ZEFHES (2) XﬂS Fc Rl GFAE 23
Lol dFEAE st A3 ZEHWHE; H (4) (D38 A =rds
T AEE wjgstes SA(A71A, Al Fe =9l dgFAof A3 Fe =9l @A ZA3dste] #l1 Fe =
4 A dEFAl= AFste] A2 Fe =MQlS FAdskar; (D38
A3 FEFE o] AdA¥ o], Fe-dd 4% =dd 2A
Rl AAlEe] Aok 50 E%c ?izﬂ.g

h

oA, (D38 A% Z=dele Al ZIFE= E A2 &
A3 = %ﬂﬂzoﬂ, T A2 ZYURNH= 2 A3 ZYPEY =] dAGAY, = (D38 A =Wl
= ) HEE 9 A3 ZEHE o] JdEFH.

o] A9 B oA10 FEie] A el A, (D38 Ad Z=HIQl2 Fab H= Violtt.

2,
)
i

B odgol A9 2 A0 Feje] dF Ao, (D38 AF = AL, A2 T A3 ZPE| =9 ofw] At
Age] dfela, dF Fdd9 1, (D38 A3t Ewd2 scFvolt}.

ool A9 2 Al10 dele] AR pFEdelA, (D38 AT =rele vy = 2 Gl =dlele e,
2 Gl Bl AL, A2 B A3 EYPE =] opniet Ade] Aotk A S|4, (D38 A7 E
ALV E=HIS FUtR EFetar, dF FEdolA, Fe 39 A3 ®vlQl AAES V, E=HS X A4
ZYHAE =g 3. AR A, Wy THde & 1o 7]AlE CDR-H1, CDR-H2 2 CDR-H3 A 49 HMEE
EESAY, Vy =S & 20 71A" A NES 35 VH =99 CDR-H1, CDR-H2 ¥ CDR-H3& E3
A, Vy =wele F 20 714" A vy A€ CDR-H1, CDR-H2 2 CDR-H3S ¥3shs], CDR-HI, CDR-H2
BCODR-H3 A= Al Vy M2 1 20 71418 e Wy Ahat Ao 956 s dstrA, Hole 97% sds
Ak, Aol 99% sdAU, Holw 99.5% LAY, Ee Vy =Hde E 200 71" A Wy AEs
ghetct.

5]

2 odg o] A9 2 A10 FEe] 9F FadolA], (D38 A% Twele x 1o 7]AE CDR-H1, CDR-H2, CDR-HS3,
CDR-L1, CDR-L2 @ CDR-L3 A&de] MEZS ¥3slH, (D38 2% TudL I 29 71AE A vy D vV, Ad9

AEZRE S CDR-HI, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 A L& ¥gsba, (D38 A =vde # 2
of Z1Ae A Vy AEe] CDR-H1, CDR-H2 2 CDR-H3E *3sle= Vy o), 2 % 20] 71419 A9 v, 4F
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o] CDR-L1, CDR-L2 ¥ CDR-L3& 23tsh= V, EW1S >23shH, CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 ¥

CDR-L3 A ALt Vy BV =d]l AL & 200 ZAld FAe] vy 5V A<Dt Ao 956 s,
How 97% FUsAY, Hojw 99% FUSAY Ei= Holk 99.56 FLaAY, = (D38 AY E=Mle I 2
of ZIA= &Ae] vy RV, el MES EFIH

ool A9 B oA0 el AR TR, Fe-dd AF =vQl AAlES 16 ¢ FA =W =l 2
b2)

H
IgG Gl A B9 TS 712 2830, Ig6 Gl A EW v HAE B3 Al F2FPE = £ A
)+

2 oakgol A9 2 A10 Fefe dF L oA, Al Fe EHQ wEA 2 A3 Fe E=9¢ wEEAE= Al Fe T4
¢l oF A3 Fc Z=wlQl @A Atole] o|FA|stE FHZlete dHA o|gFAs A8y RES X3,
ko] A9 2 A10 FEje] AdF FHANA, A2 Fe Bl @A L A4 Fe =HQ ©EAE A2 Fe =
eFA 9F A4 Fe =9 @] Alo]o] o] AstEs FX sk WA oFAst Aeld RES E3si).

oo
off
i_r"

9 3 A0 FEje] AN FAolA, oFA S} MY BES Fo B=dd @A 5 shtel (3 =

Aol Fdz 22 FEFEE XS, Fe =M 9FA & v stue] 3 =l fAx 23 2555 X

A 22 dmy 2 FAR 23 EEYE Fo BUd 9o 255 4SS JA5EE

H= 8354C, T366W, T366Y, T394W, T394F 2 F405W=H-E] Hels=

2} FHEEL= Y349C, T366S, L368A, Y407V, Y407T, Y407A, F405A 2

ghoit), A8 oA, Fe EWQd @A T s Y407V}
b T366We S354CE ¥33i).

b

Wl g4 = g2 sl (3 Edeldd FAst ofuweAS E el |
3} O}Hli&ﬂr %Hdé} O}ﬂli&% Fc Z=HQle] A& HXns: A dErt. dF FdAA, Al Fe =

| Z}Z}S D399KSF K409D H= K409E 5 & Ur% E gAY, ﬂl Fc Euﬂ‘ﬂ ot
1 xﬂg Fc =<l D}Ekzﬂ Z}7+& K392D¢} D399KE & ¢l 5

gL 7} 3}7
2 ZzFe E357K9F K370EE E&sAY, Al Fe =H¢l & il 2 A3 Fe =l %Eiﬂ 747#8 D356K9Jr

23

hl [}
K439DE E3stAY, A1 Fe Tl @A 9 A3 Fe =WQl @k 242h& K392E¢}F D399KE E3FatA E, Al
Fc ZwvlQl &= & A3 Fe =w|Ql @A Zh2h& E357K<}t K370DE E@é}ﬂb} Al Fe E=HQl A 2 A3
Fc ZHlQ) &kl 2772 D356KSeF K439EE 23FstAY, A2 Fe TWlQl 9 2 A4 Fe =9l @A 7h7h2

S354C9} T366WE E&stil A3 2 A4 ZHFE = 2242 Y349C, T366S, L368A B Y407VE
A4 ZEME = ZHL $354C9 T366WE X &slal A2 Fe =dQl wekx] 2 x4 Fe =<l
Y349C, T366S, L368A, B Y407VE XA, A2 Fo T=Wlel ©&d 2 A4 Fe T=HQl vk 7474% E357K
T E357RS XSt A3 2 A4 ZWE == Z47F K370D EE K370EE EEStAY, A2 Fo =<

9 A4 Fe =W SFA Zh7-2 K370D = K370EE X338t A3 2 A4 ZPE| =5 247 E357K & 357R
S Z§8AY, A2 Fe =9 waEA 2 A4 Fe =l @A z247+-8 K409D =& K409ES E3Hstar A3

4 ZYME|=E Z+7F D39IK & D3RS EgHetA, A2 Fe =del wakd] 2 A4 Fe =l w3k 247
D399K H=+= D399RS E&stal A3 2 A4 | FE =+ 42 K409D B+ K409EE 233t

2o 49 % A0 FHe) Q3 FAAGNA, Az TGS L A3 FWESE FAR obv=Al ALS
et

wowe] Ao % A0 Felel A% FAIA, Fedd 2T = AAE U skt olge] YAE Agol
o

Bl A9 0 A0 FEel AF FHANA, P39 AF B AAE Wl skt olge] YA 2ol
Aotk dF FAdoA, XFolNE AE  GGGEGGGGGGGGEGGEGGGEGG, GGGGS, GGSG, SGGG, GSGS, GSGSGS,
GSGSGSGS,  GSGSGSGSGS,  GSGSGSGSGSGS,  GGSGGS,  GGSGGSGGS,  GGSGGSGGSGGS,  GGSG,  GGSG,  GGSGGGSG,
GGSGGGSGGGSGGGGGSGGGGESGEGEGSGGEES, GENLYFQSGG, SACYCELS, RSIAT, RPACKTPNDLKQKVMNH,
GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,

GGGSGGGSGGGRS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGGS,  GGGG,  GGGGGGGG,  GGGGGGGGGGGG, T+
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GGGGGGGGGGGEGEGRGE 2t ZEPH =& Xttt dF FddolA, 2Ho)E FEal 2Ho)A, d& 59, 4
WA 30, 8 A 30 EE 12 WA 30749] FeA R ol R, A 2074e] Felal AR o)Fol R
25 o] Mol et

wowre] Ao W A0 Feje] A FAlA, D38 AT =L @A s Fe Ewl wakAl
ARG, A PN, YA izﬂowm

B ougel A9 % A0 Fele] R FAANA, Hojw shte] Fo e 94 1253004 Hol® kel ofu
A APS EFAT. AN FHANA, 97 12530419 24219 obrledt WPS SRAOE 12534, 1253,

1253D, 1253E, 1253F, 1253G, 1253H, 12531, 1253K, I253L, I1253M, I253N, 1253P, 1253Q, I253R, 1253S,
1253T, 1253V, 1253W % I1253V2H-E Aelev. d5F FAddA, X 12539142 Z+zte] ojujwil HEHL
1253A0] T},

2 o] A9 9 A0 FEHS dF FEANA, Hox she] Fe WS $1X] R292014] Ao 3li}e] ofn]
b Hiy S xgheit, AR FH A, YA R29200| A 9] 7] olm|:At WMEHL HYP Ao R292D, R292E,
R292L, R292P, R292Q, R292R, R292T T R292YZH-B] Melgt}, AX o)A, 9% R2920142] ZHzhe] o}l
=AF WE S R292Po| ),

2 o] A9 9 A0 FEIY dF FEAANA, st o]de] Fe EHd SEFAE 1g6 91 EHQd, 16 G2
c ZEvel G IgG 3

F
wAE EsHstry, dF FHAA], 1g6= IgGl,

ot

= = H
olle] @@EM ATH. G- %17}54_01101]/‘1, A1, 1112, 113 ‘%‘ A4 E2 e = Zh2be)

B ool A9 0 A0 Feje] Ay FAANA, Fe-FA AF =wlQl A
e o] N-TE EE -Tde] AAE ARW-AY PE g FhE TFAc

o] A1l FEfe] I T A, Al D38 Adt EHele Al ZeE|so) dAEa, A2 (D38 A
Hele A2 ZYANE= 2 A3 ZEWE| =0l AAF,

i rie
z

ol

Lo

2

=

=

o2

Bu)

Lo

e

(2 4o

Tl A A2 Fe =dQl w&kA] 2 A4 Fe B¢ e = 247 E357K 2 K370D
kA 2 A3 Fe =H¢) vkl ZH2; K370D 2 E357KS E3H3ho.

e

o] A12 Fefe] A FaAdelA, Al Fe =Wl 9FA 9 A3 Fe ZHd 9FAE Al Fe =wQl 9
i olFAstE Fxsk= FHEA oA st e grebar, A2 Fe =
FeEA 2 Al4 Fe =wl9l wekAl= A2 Fe =Wl wekAlel A4 Fe =H|¢l ok Alo] 9 O]Ekxﬂ@fﬁ Z713}

1 al
Aud olAs Moy wES TS, A2 TeWE=9 A3 FeWE s dold opuwdl AAE e

o
i
o
5! FW

2

e Dol e

£ E
o
©
L

¢
il

dhm o] A12 FEfe] AR FdAoM, A2 Fc =Wl ©EA 2 A4 Fe =Wl dEA= 247 D399K 2
¥t Al Fe =9 &3 2 A3 Fe =H¢l WA= 22k E357K 2 K370DS ¥3+3ic},

¢

o] A1l 2 A12 Feje] AR FH oA, Al T (D38 2 =wele Fab T

Hol A1l 2 A12 Fefe] AR T A, A1 D A2 (D38 AT =S
B FE Ao A, A1, A2 E A3 (D38 A =l Fab == V; Z=delo|t}.

rlr
<
ki

HQlojth, &
Fabolth. & &rgo] A9 Feje] o
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ool Al % A2 Feje] AR FEdeA, Al == A2 (D38 Ad = a1y
92 A2 He] UF TN, A1 L A2 (D38 AF =S schvoltl. B wtde] A9 FEje] dR T
oA, A1, A2 E A3 (D38 A7 Z=m|el2 scFvoltt.

Woabme]l A1l gkeEe] AR FAo A, Al EE A2 (D38 =ML Vy =vel E ¢l =wele 238k,
2 Gl =vde AL, A2 B A3 ZEYPEI = opuegt Ade] dRolrt. AR FeA], (D38 Aj =
ALV EMS F7tE ey, A8 P, Fe-dY 23 Zrd ARV, Bids e A4
ZYPE =S £33t AR FHAA, vy Bvele 3 1o 714" CDR-H1, CDR-H2 % CDR-H3 M &9 ANEZS
EstAY, Vy Erele & 20 71AE A M-S £deh= VI =v¢19] CDR-H1, CDR-H2 2 CDR-H3S ¥3F
A, Vy Edle % 20 71AlE A vy ADe] CDR-H1, CDR-H2 3! CDR-H3< 23%sbs], CDR-H1, CDR-H2
9 CDR-H3 MES AL iy AL 3£ 29 718 A ] Vy AR AHolk 956 LAY, Aol 97% s U3t

B

ALk, A% 99% BASAL, Hol® 09.56 FUAL, E V, Bvlele E 20] JAE GA V, ALE E
s,
2ol Allz gelel A PR, AL A2 EE A3 038 A =oAL Vy mrlel B ol Ee X

hab, Vi B Gl =EQle AL, A2 e A3 EE =Y opn| ik Ao dioltk. AR FR oA, (D38
A% =vde v, Edds FkR ek, A% FdA, Fe-@3d 2F = FAES v =Hde XF
st A4 ZYFPE =S 2330 AR T, Vy vl % 1o 714" CDR-H1, CDR-H2 % CDR-H3 M <&
°of HEEZE EdetAY, vy =Hde % 20 7AE @AY MES EFshE VI =HQle] CDR-H1, CDR-H2 ¥
CDR-H3S gAY, Vy =wlde & 29 7]AE Aol vy Ade] CDR-H1, CDR-H2 % CDR-H3S EgatAY
(CDR-H1, CDR-H2, % CDR-H3 A &S AF Vy AL 7 20] 7149 A2 vy AEd3 Hojx 95% FLstAr,
HAolw 97% TAsAY, Holr 99% FAeAY, Holx 99.5% TUT}), EE V, EHdS

o] Vy LS EFHe

7‘1

(3

=]
[\
2
N
2
s}
oft
2

Boagol 11 eje] g8 FadolA, A1 e A2 (D38 AF E=dele ¥ 14 7]A® CDR-H1, CDR-H2,
CDR-H3, CDR-L1, CDR-L2 % CDR-L3 M4Ee] AEZE &AL, (D38 A% =l F 20| 7|A" A9 vy

V. Ade] AE=ZYRE (DR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 A4S E3sbAY, (D38 A% =
Wole 3 20 71AlE AL Vy A=e] CDR-H1, CDR-H2 ¥ CDR-H3S ¥ &3l Vy =welzt 3 20 7149 A
o] v, A& CDR-L1, CDR-L2 ¥ C(DR-L3& :E¥sh= V, =vQlS x33t=, (DR-H1, CDR-H2, CDR-H3, CDR-LI,
CDR-L2 2 CDR-L3 ME& A3k vy 2V, =mel I F 20 71418 &A1 Vy 2V, M3} Hojx 95% &
AFAY, dojx 97% TA3AL, Holx 99% TAFAL i HojL 99.5% TA3AY, T (D38 2T v
12 3 20 7IAE gAY vy F vV, AL AEE xFe).

o

ool A2 FEle] AN F@delA, AL, A2 e A3 (D38 Ajt =HdS E 1 7]%11&_1 CDR-H1, CDR-
H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 Ado] MEZ x&stA, (D38 A% Z=wWde 3 20 7|9 A<
Vg 2V, Ade] AE=3E S (DR-HI, CDR-H2, CDR-H3, CDR-L1, CDR-L2 ¥ CDR-L3 M &S ¥3FstArt, (D38 2
g =role E 20 7| A Vy ALEe] (DR-H1, CDR-H2 % CDR-H3& ¥Egtsls Vy =dolat & 26 7jA4
Al Vi Ade CDR-L1, CDR-L2 ¥ CDR-L3E& Eslshe Vi, =WQlS 2335, CDR-HL, CDR-H2, CDR-H3, CDR-

L1, CDR-L2 B! CDR-L3 M &S AL vy BV =9l AL F 20 719 A vy BV, A3} Holk= 95%

l

T, Holm 97% FUsY, Aol 99% Fdst v, Holk= 99.5% YUY, Hi= (D38 A =l
& 3E 20 Z1AE A Wy BV D] AES ZaEi.
23] ALl % A2 Feje] AR PN, Fe-dd A =de] AAEE 166 ¢ A BEW =dd 2

Ig6 Cul A =W =vdls F7b2 E9dsin, g6 Gl & =W =vle J78 S A1 ZFEE B A

2 BeWE| =] N-weko] R,
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Hol A1l D A12 FEHe] dB FH oA, Al Fe Tl wx] 2 A3 Fe =W @ekAl= Al Fe &
Wl weEFAle} A3 Fe Evld ©hekA] Alolo] o|ZASLE FHlete ARA ol#As 8 RES ¥,

F

FE
> r_‘Q
oft
W
2
[N}
s
(@]
ki

o] A1l & Al12 Y] A FEHANA, A2 Fc Z=w| A D A4 Fe =l kA
FA Lt A4 Fe Q] TFA] Alole] o|FASE SXete R4 o|FAs} Aud BES Eg).

F

r
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=
=
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e,
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il
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L
F[‘ it

EFHE Fo =vQd d3Ae] 5E55-3EF 4S =S ¢
5354c T366W, T366Y, T394W, T394F = F405Woll A Mele 2
SN Y349C, T366S, L368A, Y407V, Y407T, Y407A, F405A 2
g, AR P, Fe Zuel @A F shue Y407Ve)
= T366W9F S354CE X33},

D

H ot o
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e
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-
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)
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2
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o
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o
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o
o
2
=
=
SE,
X
=
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o2
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o
e
"

AololA, olAlsh AuA RES wr) g F shel (3wl
booluleate Easin,

e S A FHAIA, AL e ]
1

=2
oo
2
(<0
ol
o
)
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b
2
o
Hel
1%
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o
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2
o
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I
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-
N
j=l
e}
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N
j=l
e}
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-
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ol whakA 2 A3 Fe =HIQ) wakA zhz) A, Al Fe =W
S 9 A3 Fe 299l @A Z2-& K392D9) D399KE }7%14 Al Fe EmQl @A 2 A3 Fe =HQl
A 472 E357K9} K370EE 238t AY, A1 Fe =Wl oA 2 A3 Fe =vd ©=FA 222 D356K<}
K439D2 EgFslAY, A1 Fe =Wol oA 2 A3 Fe EwWel @&k 222 K392E¢} D399KE E3habAY, Al
Fc Zwlel @eka 2 A3 Fe =<l kA zhzhe E357K¢F K370DE s, Al Fe Ewel vk 2 =3
Fc =9l &=FA Zhzh2 D356KSF K439ES EgstAL, A2 Fe Z=wlQl vkl 9 A4 Fe =l &4 222
S354Ce} T366WS E3tsta A3 2 A4 ZFAE == 247} Y349C, T366S, L368A = Y407VE E3rstALt, A3 2
A4 ZANEY= 228 35408 T366WS E3teta A2 Fe =w|el w2z 2 A4 Fe =wel w=A= zZz
Y349C, T366S, L368A % YA07VE E3aA Ly, A2 Fe W9l w2 A4 Fe =w|9 whekA] 7}7bS E357K
= E357RE Foslar A3 2 A4 ZRE| == ZhzF K370D = K370EE ESHSEAY, A2 Fe Z=wHe)l whakA 2
A4 Fe EWel whekA] Z2-S K370D = K370ES E3hsta A3 2 A4 ZPE| == 247} E357K £E= 357RS
EFSALY, A2 Fe = @A 2 A4 Fe EdlQd oA 422 K409D B+ K409EE > 3hsla A13 2 A4
ZHAE = 247 D399K T D399RS EZEAY, A2 Fe =W @A 9 A4 Fe =vd @A Z47h2
D399K HE+= D399RS EF3ta A3 9 A4 FE|HPEI =+ 242 K409D = KA09EE EE3hct.

H:l
i)
{0

o
rﬁ o

Hoabgol A1l 2 A2 Jee] IF Fdool A, Fe-dd A =ud AR Wl s oo HAE Aol
o},

ool A1l 9 A12 FHl9 dF FHA A, Fe-dY AT =rd FAAE U9 sl ol FAE £Fo]
Aoltk. AR oA, AFolME Y GGGGGGEGEGGGGGGEGEGE, GGGGS, GGSG, SGGG, GSGS, GSGSGS,
GSGSGSGS,  GSGSGSGSGS,  GSGSGSGSGSGS,  GGSGGS,  GGSGGSGGS,  GGSGGSGGSGGS,  GGSG, GGSG,  GGSGGGSG,
GGSGGGSGGGSGGGGGSGGGGSGAGGSGARGES, GENLYFQSGG, SACYCELS, RSIAT, RPACK IPNDLKQKVMNH,
GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPYDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGES,

GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGGS,  GGGG,  GGGGGGGG,  GGGGGGGGGGGG — W=
GGGGGGGGGGGGGGRGE 2t ZEPEI =& X et dF FddolA, &uolAs Sl &Ho)A, & £, 4
A 3070, 8 WA 3070 EE 12 WA 30709 24l VR o] Fofx A, oHd] 20719 =S4l R o] Fof
Z 2w o] A o]t}

e Al R A2 FEe] AR e, skt o] de] (D38 Adt =rIle Bl o&) Fe =r}l 9
Aol AAdG. A5 FdAdelA, HA= Lso]Mont.

2 ool A1l 2 A2 FEje] dF FAdA, Fe EWd 5 A% sbE 94X 1253604 Aok 3dfite] of

n-Al eSS ¥kl gR %6404] ol A, 9 12530149 Ztzbe] ofm Al WFHS [253A, 1253C, 1253D,
1253E, 1253F, 1253G, 1253H, 12531, 1253K, 1253L, I1253M, 1253N, 1253P, 1253Q, 1253R, 1253S, 1253T,
1253V, 1253W 2 [253Y2HE E=HHoz Madc), d3 Lo oA, 91X 1253949 z+zte] ofm|al HE e
1253A0] T},

4m
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AR FH oA, Fc THlel T HoZ 3fuhiz YA R292014 Ho]= 3jte] of
T NA, A R292°ﬂ*191 Z}zbe] olm| Al WE S R292D, R292E, R292L,
1 R2O2YRHE Efzon Mulgc, A8 T, X R292014 2] Z+zte

=
wa

R292P, R292Q, R292R, R292
opn| =ik 18-S R292Po| T},
Hoabgo] A1l W A12 FEje] Ad¥ FAAoA, Fe EHe 9=A F sl o) 4e Ig6 3A =, 1gG G2
A B mvel 2 16 (3 A EW =dAS Est. AR FAoA, Fe =lQl w@EkA]l 2HE 1g6 3
2 =H9l, 1g6 G2 A B =Hlel 2 16 3 FA B =S xeith. AR A, [g6E 1461,

IgG2a, IgG2b, 1gG3 2 IgG4Z o] FofR FolA] Ay = oty S zt=t).

i

e Al % AL2 FEle] A FdeelA, AL, A2, A3 R A4 FFEE Az N-2E Aspi= Gln
o7 Edgoldr.

gl A1l %Al FEie] AR FddelA, AL, A2, A3 B A4 ZYFPE = T s ol el -
o>l A, 7zl A1, A2, A3 R A4 FeFE == - dhojilo] A

C
A13 Fejel A, B Iy a) i) Al Fe =X @=FA, ii) A2 Fe == S=FA ‘%‘ iii) Al Fc &l
I

2l T
At A2 Fe = VA S dAdste Al ¥AS F3etE Al = %1}1:45; 2 b) i) A3 Fe Ewel kA,
ii) A4 Fc =r1Q wA 2 jv) A3 Fe =r<l wakA| o} A4 Fe =l ¢ ‘ﬂ—% A= A2 YAS st
= A2 ZEFPE=; 2 o) A5 Fe BWd dFAE s A3 ZEHPEHE A6 Fe =HQl dFAE 23
st A4 FEHEE; 9 D) Al FEREE, A2 ZHPEHE, A3 iEH‘jElE EE A4 = A4
(D38 A7t =wldls Ef‘ff}ﬂ%, A1 Fe =9l @49 A3 Fe =vlQl @Al 2@t Al Fe =MS 3743
atar, A2 Fo ZHQ] kAol A5 Fe =dl d&xs Agste] ﬂ12 Fo =wdl& d4shH, A4 Fe =v]l o

FA ek A6 Fe =Sl E%E = éﬂo}‘ﬂ ZﬂS Fe =rQle gAsh=, Fe-3d 29 =vldl Alge] dd4ew
-—H-X]?S]— @D}O _L?ﬂ-ol-

ERES
wrge] A3 Fefel R 7d l oA, AT B A2 Fe =Ml @gAl= 242 AL Fe Z=vl9d @h3aleh A3 Fe
FAsts =

X

Tl wEEA] Alele] o] HA = ARA oA} ded BES Xstal, A2 2 A5 Fe =HQl &
2= 47 A2 Fe Tl @R A5 Fe Bwel vk AFOH o|FA S ZxletE AR ZF o3t AW
A BES ¥9e | A4 2 A6 Fe el dEEAE 247 A4 Fe =WQ @A9F A6 Fe =mel @& Alo]
o] o]FAZE X3t FRA olFA Mg BES 2ot

A4 Fefoll A, E I a) i) Al Fe =rld @A, ii) A2 Fc =vlQd &= 9 iii) Al Fc = @&
Aot A2 Fe =HQI @dFAE AdstE Al 2#4E 23gste #l1 ZHREHE; 4 ) i) A3 Fc Tl Tk

g

ii) A4 Fe =dQl oA 2 iv) A3 Fe =HQl A et A4 Fe =] SFAE ddst= A2 FAE =
= A2 ZYFPE=; 9 o) A5 Fe =W dEFAE st A3 ZYHEISS d) 1]6 Fc Tl whekA =
3= A4 ixﬂﬁ“ﬂ‘i' 2 e) Al ZFHPEHE, A2 ZHHEE, A3 ZYUHPHE E= A4 EFEE=
(D38 A% =wdS x&sty, A2 Fec =ulQl kA9l A4 Fe =rd d@3FA= 2gste] A1 Fe =W
ataL, Al Fe ﬂﬂd G e} A5 Fe =WQl d&gAlsE Adgste] A2 Fe =WdS FA5HH, A3 Fe =vR
ZFA 2t A6 Fe =wld @EgAl= Afste] A3 Fe =HIde FAss, Foe-dd 4% =vd AAE] 274

- T
AT JAES xfete =4S 5How gt

F_&
OBL it Hil ol

o o i o

P

{o

wvge] A4 elel QN TR, A2 D A4 Fe T DAL 27 A2 Fe Bl gAg Al Fo
AL A Ajele] olRANE FAE Pu 1A AU RES EYSHT, AL R A5 Fe ol @
A 4 Al Fe Zwel daEA9F A5 Fe Zw|9l 3
S XFsh, A3 E A6 Fe =l @ZFAl= 42 A3 Fe EHd
Mg HAshs 4 olPAs Nay RES TR,

Rl
Fe m=wl|Ql wh&kA] Afol

fo ox o H1 s

A5 FEfell A, L 2
A, iv) AL Fe =H<)
o A3 Fe =wll Gk

a) i) Al Fc Z=H¢l w=kA], ii) A2 Fe Z=d¢l ©@=kAl, iii) A3 Fe Z=H¢l
A o A2 Fe THel dZFAS ddst= Al #A; 2D v) A2 Fe =0l vk
AAst= A2 YAS EdFEE Al ZFHEE; b) i) A4 Fe Z=dQl vk, i)

o ro
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A5 Fe L=l E&FA, iii) A6 Fc =l S&FA, iv) Al4 Fe =wlQl d#AeH A5 Fo =rl GFAE A4
s A3 WA 2 v) A5 Fo =HQl SgAeh A6 Fe wrll B AE ddshs A4 IAS TPk A2 9
PE=; o) A7 Fe =vd] GFAE E3sh= A3 e =; d) A8 Fe =rl]l dFAS 3sh= A4 Z23)
El=: e) A9 Fe Z=dl @&AlE Eeshs A5 EeE=; ) Al10 Fe =m]l @3 Als Lok A6 Z23
= %) All EREE, A2 ZEREE, A3 EFE S, A4 ZFEE, A5 ZHEE B A6 &
FE=el] 2% (D38 AF =dlels s, A2 Fe Evl @A et A5 Fe =wll dAe A@ste] Al
Fe =mQle FAahm, zﬂl Fe el ddAlel A7 Fe =9l &A= Afsto] A2 Fe =vdS FgskaL,
Al4 Fe =l el A8 Fo =l vl debste] #13 Fe =rQls @748k, A3 Fe =rl]l whadkl e}
A9 Fe =9l @Al dste] A4 Fe =rlE @48, 16 Fo ZmlQl @afAleh #110 Fe =rl]l @akA=
c Zvle FAshe, Fo-@9 2 =l e dddorn #4% Jdas EFehe 2=

2ot o] A15 FEje] AR FEGlA, A2 L A5 Fo Z=HQl ©eFA] 222 A2 Fe =dQl kA9l A5 Fe

TuQl A Aol €] 01%@1 & FXske A4RA oFgA s A9 RES XFst, Al € A7 Fe =HA &

= 2 Al Fc Zvd @ZFAet A7 Fe =]l G=FA] Alole] JrA oA st Melyd REs Edhsh,

8 Fc Z=mQl @Al 712he A4 Fe =HlQl @FAe} A8 Fo ZvQl thgA] Atolo] o]ZFAstE FH3lst

= AR olFAs Nuy RES ¥dela, A3 A9 Fe E=vQl whakA zhz2he A3 Fe E=w|Ql kAol A9

Fc =9l whaka] Alolo] Ar A olzAst AulAd »ES Z3sln | A6 2 A10 Fc =wel @3k Z+2h2e A6
T S b

o 4

w el Ao A0 Fe =l S=FA] Alo]e] o] AstE FHXlsh= JRA oSt MY REs LT

il ol

i

o] A3, A4 A5 Feje] AR FHelA, (D38 AF =Ml Fab T Wy =vdlelth,

Bogbgo] 13, A4 2 A5 FEje]l A8 FadelA, (D38 A =rle sk oo ZefE =] ofv]n

A AEY diola, di FAdoA], (D38 A7 L=l scFvoltt.

ool A3, A4 L A5 FEe AR P, (D38 AF E=Hde Vy EHel F Gl

o,V R Gl =l AL, A2 s A3 EEE =S ofn| el Ade] Yotk AR FH A, (D38 A

g wrele v BHs FrkE 23eiy, AR e, Fe-@dd A3 =9l AAEe V, LHds x3s)

© A4 FEAEEE AT A5 T A, Vy =Ele 3 19 7] A ® CDR-H1, CDR-H2 % CDR-H3 A<

AES EToskAY, Vy =rldl2 & 20 71AE Ao MEs Eesh= Wy =<l CDR-H1, CDR-H2 3! CDR-H3
S ZFeAY, vy =S % 20 71" & vy Ade] (DR-H1, CDR-H2 2 CDR-H3S ¥3a}s, CDR-HI,

CDR-H2 2 CDR-H3 MEE& ALlst vy AL ® 20 71A8 A9 vy AL Hojm 95% FUsAY, Fo=

97% sLstAY, Aol 99% LAY, Aol 99.5% TAAY, T Vy =W & 20 7AE FA L Wy

b

(1

E

B oo A13, 14 % 15 el AR P oA, (D38 Ag E=w¢le E 1] 7]A1¥ CDR-H1, CDR-H2, CDR-
H3, CDR-L1, CDR-L2 ¥ CDR-L3 A g2 MEES X334}, (D38 A3 Z=wole ¥ 20 714" 39 vy 2V,

Age] NEZHFES CDR-HI, CDR-H2, CDR-H3, CDR-L1, CDR-L2 ¥ CDR-L3 A E& 2F3}AL, (D38 A3 =
Q12 3 20 1A A9 vy A€ CDR-HL, CDR-H2 ¥ CDR-H3S X &3ste Vy LWl 1 20 7A€ A9

Vi Aol CDR-L1, CDR-L2 % CDR-L3& 3t V. =wllS ¥35ts, (DR-HI, CDR-H2, CDR-H3, CDR-L1, CDR-
L2 5 CDR-L3 MA& Aoz vy RV, =F]l e i 200 71A= @A) Vg 2V, A3} Aol 95% 53t
A, Aol 97% FdsAY, Aol 99% FUstAY, Holk 99.5% A Y, H= (D38 AT =rle &
20 714 Ao vy B’V D] AES et
el A3, A4 B AL FEje] AR TN, Fe-de A Bl AAEE 1g6 6 FA =W =
)

H
R 16 Gl A BW EWUS R TPei, 16 Gl A BW Edde 9AE 59 A1 FRy

Iy

Ei Az FeRE s N-wud] PR,

Bowe] 413, A4 W A5 Fele] A TR, oA HEY RES Fo ol geka F st
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i3 Tvldoll A 22 FEFE E3hstar, Fe TvlQl 94 F o v (3 =l f4dx =2 &
Y2 sy, FAx 22 g8 A 227 EE25 Fo ZH9d @A EE25-gd58 S A5
= X EY. A5 FddolA, FHA 23 EEF5E S354C, T366W, T366Y, T394W, T394F = F405Well A A€
H Aol shte] Wys Eeheta, §dx 22 FEFE Y349C, T366S, L368A, Y407V, Y407T, Y407A, F405A
9 T394Sol A delEl Aok shvte] WS xgheitt. AR FdoA, Fo Tl @A 5 shve v407Ve}
Y349CE EF8taL, Fe =dQl @A 5 v shvbs T366WeF S354CE E7Fghtt.

ool A13, A14 2 A5 FEje] AR FAoolA], olFAst Mud HEe E=Wl WA F shve] 63
Lrele] &3}l ofv|wmabS Eelar, Fe =d9l @A F e sl (8 Zrlglel st ofvwats %3
st Sdsh ofu=akw kel ofm| Ak Fe EdQlY] FAS FIEF X T, AF FAAAA, Al
ol ek L A3 Fe =dl¢l vk Zhzhe D399K <} K409D & K409E F stubE E8stAu, Al Fe &=
| 2 A3 Fe =mQl WA Zh2-e K392D9F D399KE E3stAL, Al Fe =rlel dEA 2 A3 Fe &
A 247+ E357KSF K370ES ¥£3H3l7uh, A1 Fe =dQ) @Al 2 A3 Fe =m¢l wheFa] 2+2he D356K
o} K439D8 ¥ 387, Al Fe =HQ k4 2 A3 Fo =w¢l w&k4 228 K392E9F D39KE ¥ ¢+al7 ),
A D A3 Fe o9l weka Zhz2-e E357K9F K370DE X338 A Y, A1 Fe Ed¢l whekx]) 2
A Z+2+-& D356KSF K439ES ¥ 38b7ut, A2 Fe =HQl wekA] 2@ A4 Fe =vQl w&k4 7
7F& S354CF T366WE Eststar A3 2 Al4 ZEFEI=E 712 Y349C, T366S, L368A 2 Y407VE E8a}AL,
A3 2 A4 ZYFEI = 772 S354C9 T366WE X3t A2 Fe =rll waa] 2 A4 Fe =9l dFA= 7
7} Y349C, T366S, L368A 2 Y407VE E&3tAY, A2 Fe =rl @Al 2 A4 Fe =wlel @& Zhz-e E357K
T+ E3/7RS XSt A3 2 A4 ZEFE == ZZF K370D = K370EE EsstAY, A2 Fe Z=wel wEkx)
2 A4 Fe Trel wekq 27k K370D W K370ES ¥ el A3 L A4 Zeel=x= 7zt E357K =& 357R
< E@o} Ak, A2 Fo W9l ©=FA] & A4 Fe =vlQl @A zH7h2 K409D = K409EE 25t A3 2 A
4 ZYHE|=E= 7b7} D399K Hi= D399RS EFE AL, A2 Fe ®vl9l wekA 2 A4 Fo =9l whEkA] 7hzhe
D399K H+= D399RES X &star A3 2 A4 =+ 7474 K409D W= K409ES X33},

Rl AL, A4 A FEje] A e, Fe-dd 2 =vQl 2AE e sk ol el HA=
2

—~

l

ool A13, A4 AL e A FAolA, Fe-&d A3 E=wl FAE U] s o] HAE
2ol olth, A FEHA A, 2ol E TF AMES 2tE ZHPE=E XTI} GGGEGGEGEGGEGEEGEEEE,
GGGGS, GGSG, SGGG, GSGS, GSGSGS, GSGSGSGS, GSGSGSGSGS, GSGSGSGSGSGS, GGSGGS, GGSGGSGGS, GGSGGSGGSGES,
GGSG,  GGSG,  GGSGGGSG,  GGSGGGSGGGSGGGGGSGGGGSGGGGSGGGGS,  GENLYFQSGG,  SACYCELS,  RSIAT,
RPACKIPNDLKQKVMNH, GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR,
GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,  GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGRS,  GGGG,
GGGGGGGG, GGGGGGGGGGGG H=E GGGGGGGGGGGGEGGG. ¥H- & dol A, AHolE FYA 2F o, dF E9, 4
WA 3070, 8 WA 3070 EE 12 WA 30709 S84l F|Z o] Foi 7 A, oA 20719 A TR o] Fof
71 2do]Afo|t}.

2ol 413, A4 2 ALS FEe] A5 A, (D38 2 = Gl s Fe m=w]l ©hEkAlol
dAHEY. 45 T, #A= o]0

odrge] A13, A4 2 A5 FEle] A5 Pl A, Fo =W T Aok s 91A 1253004 Aol 3}
o] opmAl WES ¥l AR FE o)A, 9F] 125304 zZbzhe] olmwAil WEL [2534, 1253C,
1253D, 1253E, 1253F, 1253G, 1253H, 12531, 1253K, I253L, I253M, I253N, 1253P, 1253Q, I253R, 1253S,
1253T, 1253V, 1253W 2 I253YRE-E] Efdor Medn, AR pFHdo)A, 9|2 1253042 z}zte] ojn] it
M3 [253A0]T},

?Q

2 oo A13, A14 2 A15 el AR FEHA A, Fc =<l = 9% R292004 Aolx 3}
o] ofmeAt WMES xFeitt. AR FdoolA, 1A R2924|A 9] Z4zhe] olmwAb WEH 2 R292D, R292E,
R292L, R292P, R292Q, R292R, R292T @ R202YZHE EZgH o=z Muldr), AdX L dor, ¢ R2920]4 <]
ztzte] opml =il W2 R292POITE

= ool A13, A4 2 A15 FEje] A
IgG G2 A B9 Z=vel 2 IgG C3 A &
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IgG A =], IgG G2 A B =79l F 16 G3 A B9 =rels 23ddct. g5 FdddA, 16

1gGl, IgG2a, IgG2b, IgG3 =

2
0g
fop}
B
fr
o
il
2
)
M4
(o
fru
e
An)
°x
)
s}
©
ofh
o
o

2] A3, A4 # A5 FEje] A e, ZYFE = Azl N-Tet Aspi= Glne2 EdWold
o

B omge 13, A R AL Fee] QD FAANA, FLPUS F s} o gl AE -2 2ol o] el
So) sith 9 FAAIA, A7te] FelHE ol e dolqlel delsiel ek

w ool A3, Al % A5 e A% PR, Fe-39 AT =) AARE A o8 sht o]
o) TelWE sl N-UE B -Uve] ddE 9YH-2Y Wesg b2 Tga

A6 FeAA, B EHE ) ) AL Fe =AQ) A, i6) A2 Fo =d) WAl 2 i) AL Fe E5lel v
Ask Az Fe =09l BRAE Ade GAS T AL FLHES; b) A3 Fe Erlel HRAS T
Az FLPU=: ) A4 Fe =) SFAE TPHE A3 FWES; 2 Q) AL SR 424 A

(D38 AF w=mdl; B e) A2 FYHE= G/Ee= A3 ZYFPEI =l 4% ﬂz (D38 A7 =ws 233,
Al Fe Tl o A3 Fe =vQl wekAls Agete] A1l Fe =H¢lS dAdsta, A2 Fe el vk
A4 Fe Z=mol ek Hels FAsH, ﬂl 2 A2 (D38 A Z=r¢le ol
Seba, Fe-3r9l A% Fc & = AAE] vl FA &
AZZA(ADCC) #4), A o)F&A ME A F28(ADCP) Z/EE EZﬂ 94%*; A ZEA(CDC) A olA 73t

aH7] 7se e, Fe-@d 2% =vdd e SHEo= .

1_,
N
ro,
2
ooz ml o

26 Fefo A, E Ao 3) {) A1 Fe =d<Q @aFA], ii) A2 Fc =HQ @k, 2 iii) A1 Fc =9l &
A A2 Fe =rQ dHAE dAdae Al HAZ 236 Al ZYPE=; 4 b) iv) A3 Fc =W daF
Al, v) A4 Fe Z=wlel @&, 2 vi) A3 Fe T @A} A4 Fe =wel @FAE ddse A2 HAS X
et A2 ZEFEIS; 2 o) A5 Fe =rlel dFAE st A3 ZYHEIS; d) A6 Fe Edel dEAZ
EFehE A4 ZEHEE; 2 ) Al EYPEHE, A2 ZEREE, A3 ZEHEHE e A4 ZYPEHE=] AF
d (D38 A wrds sy, Al Fe Z=mlel d@Alel A3 Fe =d9l degFAs 2dste] A1l Fe Zdde
gGAstar, A2 Fe =rlel @aAeh A5 Fe 2wl daals A8t A2 Fe =S FAsY, A4 Fe =r9l
GFA e A6 Fe ZwlQl kA= Ajtete] A3 Fe Z=vlQls sk, Fe-39 A3 =Wl ZAlES @ Fe
EQl 2 (D38 AF E=WlS e ZAEe vl A oFA AESA(ADCC) A, A JEA AE A
£ (ADCP) Hl/me BA| & AESAHCDC) EAA Zstd axr] 7ls& 25, Fe-dd 4% =490 24
55 540 3

F

A27 e A, 2 WP a) i) Al Fec 2wl @A, i1) A2 Fc =Wl @A 2 iii) A1 Fc =9l &
At A2 Fe THQ 92HAE ddstE Al ¥AS TdstE Al ZYFPEE; D b) iv) A3 Fe T vk

ok

1

v) A4 Fe =vQl wekal 2 vi) A3 Fe =v¢l whekAel A4 Fe =Wl vk ‘ﬂ%— Adsle= A2 IAE Egs)
= A2 Z2YFE=; 2 o) A5 Fe BWQ dFAES Eedes A3 ZHPE= A6 Fe =rQl dgAE 23
st A4 EFEHEE; 2 o) Al FEHE=, A2 YPHE=, A3 "—?ﬂﬁiﬂﬂ—‘:— BE% A4 ZEREI =] AZAH
(D38 Ag =wole F3al, Al Fe Zrlgl @k el A3 Fe =w]ol vkl ZAgsle] Al Fe =Wole dA
3lar, A2 Fe Zwel @&Ael 15 Fe =9l G@FAl= 2gste] A2 Fe =S FAsY, A4 Fe =r9 ¢
ZA 2k A6 Fe =ull @Egals Asle] A3 Fe =wlelS PAstaL, Fe-3d 2% =ud FAES dd Fe =
WU} (D38 AF =rQlS zhe AAlEol o8] vEhA] kv AESHE A4S 2§88k, Fe-3d 2% vl

Hes 5Eo=2 P

A28 FejelA, & I a) i) Al Fe =M E=FAl, i) A2 Fe =¥l @24 3 iii) Al Fe =H<)
Ao} A2 Fe =Wl @RAE Adsle Al FAE T Al ZLRE=; D b) iv) A3 Fe =9l ©
v) Al4 Fe =Rl kAl Bovi) A3 Fe =wlQl whdAek A4 Fe =l @dAE ddste A2 IAS =
= A2 FYFE = 9 o) Al Fe =] 9RRAE EdetE A3 EEHE S d) A6 Fe =] GEA
dh= XM FERAEE R o) Al FFAEHE, A2 FHAEHE, A3 FHAEHE B A4 FEFHEHE
(D38 A =vile 23, All Fe Z=d9l dA|sh A3 Fe =l @&kAl= Agsto] Al Fe LrQ
akat, zﬂz Fo =il ehekaleh #15 Fe LvQl @ekals Agste] A2 Fo =vlE A8, A4 Fe
FAek A6 Fe LZrll @Als Adste] A3 Fe =rde sk, Fe-dd A% =ddd AAEE =

Eie

) o
oft

A

¢

o s mlru
off Y Rel mot

flrfhoox L moh Ok

o
=,
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A29 FEfel A, 2 Ui Fe-gY A% Tl FAEY HEs E¥ste X wlYg wiXE EFo= 3,

2 = a) i) Al Fe =v¢l &k, ii) A2 Fe =rl ks 2
A GFAE Adse Al FAE 23Sk Al EYUFE=; 2 ob)
iv) A3 Fc =r9l ©@&Al, v) #l4 Fe Tl @&k 2 vi) A3 Fe =r dAel A4 Fe =r9 d2AS
Adst= A2 GAE Xgste A2 ZERE=; 2 o) A5 Fe =W S=ZAE Eiste Xﬂ?) ZHHAEH=; d) Al
6 Fc Tl & HE =, 2 oe) Al EYUHFE=, A2 3 , A3 EYHEE B
A4 ZYFE =S 018 ¥3gtsl | Al Fe E=wel daka o} Z]S Fc Zuel G 4
ale] Al Fe 3 ¢ =rldl dRFAlet A5 Fe =Hd]l dEFAE Adtete] A2 Fe =S
FdskH, A4 Fe =Wl D=9} A6 Fe EWQ ©FA= Adete] A3 Fe =rds g,

A30 Fefell A, 2 dHe a) (1) 1) Al Fe =dld &=, i1) A2 Fe =Wl @A 2 iii) A1 Fe =H<
kAol A2 Fe =Ql dFAS ddss Al FAS £ Al ZYFPE=; (2) iv) A3 Fe Ev9l g
A, v) A4 Fe =vQl @A 2 vi) A3 Fe =Wl @&FAel A4 Fe =Wl dFAE ddste A2 FAE X
3l A2 ZEHEE; 2 el A3 ZYHE S, (4) xﬂes Fe =9l @=kA&
k= Al4 ialﬂhﬂt: 2 (5) A1 %EP“FJT:, A HE=, A3 ZYPEH= A4 ZEHE=E A
F= (D38 A% =dlde WHdss &5 AEE Hﬂ%ké}—t— A (3714, A1 Fe uﬂﬂ FA e} A3 Fe =H
S A= Askete] Al Fe s P8, A2 Fe TdlQl @eFAlel A5 Fe =l = Agtste] Al
2 Fc =v1S dAstal, A4 Fc Tl @A A6 Fe =WQ] @&Al= 2Agste] A3 F wolS A5,
E oG AN Fo] Fe-3dd A3 =Wl ZAE X*Oiﬁ 50 B9 TFRASE FQ ‘f:f;), 9 b) HEZ g
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Eoubgo] e okEjo] AR G, Fe ZFQl ©EEAE CH3 =dlle] Ho 1070970, 870, 770, 67K,
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E g a8 FHY oA, Fe EW¢l wEkaE CH3 Z=dlel A 1070970, 870, 77, 674,
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TE e A FddolA, Fe Tl @AE CH3 Z=wldel Ao 1070978, 870, 770, 674,
S5, 471, 370, 271 Ee e @l olmxAl WElE zhe = 24d9] ofF|xAl AME(AE WE 42)&

Houlgol e okglo] AR FHo oA, dF S0, Fc =rel A ZERE| =] JHEA T S T
-, Fo =Rl @FAE K478 2skA] @Evh. o2 FdddA, odlE £, Fc Tl @A ZHPEE=
o] FHEA -] YA S AL, Fe =HQl ©EAE K447 £33}

B odtdol mE gElY o FHA A, oF S0, Fc EHQ ©EA7} HAC el ofwx Zekel A$- Fe
el D&%kzﬂb E21600 A1 C22074A]19] 31x] HES ¥ &slx] @x|vk D221o)A] L2357FA] 9] 81z BES ¥ st
. g2 FEAoA, B Eo], Fc =w¢l wEkAZE CHL =Hglol] tial 73 A -2ekel H$- Fe E=ol whak
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A|41 FeEfoll A, 2 e (D38 A =wlQl; HA: A =W, CH2 =™l 2 CH3 =Wele Xl All
IgGl Fe =l wEAl; A2 #HA; 3% Z=del, CH2 Edel 2 CH3 E=velS &el= A2 1gGl Fe Tl ¢
FA; Aol A3 HA; E A =W, CH2 =rd 2 CH3 =wle ¥gsts d99 A3 1g6l Fe =Hel &
FAE 5, AolE sute] Fe =d)l 9AlE A 22 2558 I EARolE xdete, ZH3)

Bog S4oR

A4l Fele] thFet FEdlA, D38 AF =l A T bA =vde Eghetar; (D38 AF =l
A A 7 =ele 3 AL [gGl Fe =viQl aekAl= 27) = 4789 s Edels Edehal,
A2 1gGl Fc E=WQl @AlE F3x 22t 258 45 EddolE 233, Al g6l Fe =m] dgA
v FAx 22 EE25-E Y45 EAWelE xdsta, A2 Ig6l Fe =9 @ AT 27 Ev 9] dds)
EdWolE E33H; Al IgGl Fe =mQl SAeF A2 [g6 B¥ =dQl @34 & B7e fdx 24 255
& PAste EdvlolE x§stal; ZEE == A3 B B A3 IgGl Fe =dQl ©FAlE X3t , A1 1861
Fo T=mlQl @&kl A2 IgGl Fe =w?l @=kA] 3 A3 1g61 Fe m=mIQl @Al 242 #42 22 2355 @
Aot EdWolE x3tein; ZEPE = A3 ¥A 2 A3 IgGl Fe =HIQl A& x3tebn, Al IgGl Fe
ZQl dEAel A2 1g6l Fe =l b@=kAl 7 & BE¥e 27 32 2% 5555 d4ss 59WolE X
ghabm, 13 IgGl Fe =l @&FAl= 271 = 4719 st Edviels xdeta; ZYPH=s A3 I 2
A3 1g6l Fe =mQl HZFAS x3slH | Al [g61 Fc =™l wEA9t A3 1g61 Fe Tl 934 & %= 7t
ZF AR 24 B8-S A8k EANolE xdei, A2 1961 =] @R A= 27 Ee= 419 gHE) =
AWolZ ¥dein; ZYPE = A3 YA 2L A3 Ig6l Fe =w9l @S ¥3heln | A2 16l Fe =Wl o
FA o A3 IgGl Fe =mll @34 & 275 47 fdx 27 2555 45 Ed¥olE EFsta, Al

Ig61 =mlQl A= 27) =

A4l Fefo] vhFt FdA N AR 2%
178, 27F &&= 3709 IAds

EdWolE CH3 Z=w|¢le] 9lom; =
ALy =AWolE @Y opuAk ®Wstoln; A2 HA H Qoo A3 WAE: GGEGGGGGGGGGGGGGGGGG, GGGGS,
GGSG, SGGG, GSGS, GSGSGS, GSGSGSGS, GSGSGSGSGS, GSGSGSGSGSGS, GGSGGS, GGSGGSGGS, GGSGGSGGSGGS, GGSG,
GGSG, GGSGGGSG, GGSGGGSGGGSGGGGGSGGGGSGGGGSGGGGS, GENLYFQSGG, SACYCELS, RSIAT, RPACKIPNDLKQKVMNH,
GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,
GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGGS,  GGGG,  GGGGGGGG,  GGGGGGGGGGGG 2
GGGGGGGGGGGGGGGGR o] Fo) %] wo 2R Aeg ofuxal NES XA o]efgh ofu|iil AR o] Fo)x]
s A2 A B 9] A3 HAE FEA 2dolAolm; A2 FA 2 o] A3 AL FHHOE 4 YA
30, 4 WA 20, 8 WA 30, 8 WA 20, 12 WA 20 == 12 WA 30709 A A7|RE o]Fojxa; A2 HFA
2 oqleoje] A3 HAE 20709 Feal J7|E o] FoiAn; Fe =Wl @Al F Aok s EU WHE 1A
1253014 ©d ol At EdRiolE Xghelal, EU 91X 1253049 7hzhe] ofmjiil E¢idols SHAoR,
12537, 1253C, 1253D, I253E, 1253F, 1253G, I253H, 12531, 1253K, 1253L, I253M, I253N, 1253P, 1253Q,
1253R, 1253S, 1253T, 1253V, 1253W % 1253Y& o|Fojzl o RHE Me=n; 9% [2530]42] 7}7te] o}l
AF EdWol= 1263A0]aL; Fe =mIQl @A 5 Aok vk EU W E 91X R292014 ©+d ofu =4t &
Wol|2 ¥3ain]; EU UWE 91X R29200419] 7}7te] ojm|wat Zolwle]l= mgx o @ R292D, R292E, R292L,

R292P, R292Q, R292R, R292T @ R292YZ o]Rojx wOoZKE Melwir; $x R2920\4 <] Zzte] ofn|w-AF &
Aol R292POIH; ZHzhe] Fe =wWlel ©efals 592 o2 EPKSCDKTHTCPPCPAPELL % DKTHTCPPCPAPELLE o]+
oAl oA MeE ofu Al LS EFSAY ol e ofnet AR o] Fo| X il A2 Fe =Wl whEkA 4
A3 Ewel kAo 3% & ofm Al AF DKTHTCPPCPAPELLS 7FAaL; Al Fe =9l whekAo] 31x] i
& oluAt A EPKSCDKTHTCPPCPAPELS 7FA1at; Al Fe =dIQl @ekAle] 31x] RES ofnwit AY
EPKSCDKTHTCPPCPAPEL-S 7FAlaL, A2 Fe =mIQl ©hEA]l H A3 Fe =mQl ©hFA 9 1% FE-& ofneil A
DKTHTCPPCPAPELLS 7}A1w; z} Fe Zwlel @hakAe] CH2 “=dele =gy o g 2J) o|ate] v olmwal A4

e A 7 o] 1k 2k

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHENAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTIS
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KAKS *3tstar; z4z4e] Fe =wQl @=FAle] CH2 =wlQle Fdsh, 271 olste] ' opmwit A4 ®= X8
=3 EAS = opv] =k Lk

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTIS
KAKE E§3h; 24209 Fe wolel wpale] (2 B9l BAshe, 27 olshe] B opvlnit X 2 of

e 2k
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTIS
KAKE  EFsas  Z4ze Fe weldl Rl o2 =d9e EUs,  oblxd A4

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKE EgFalar; ZHzhe] Fe vl ©FAe] CH3 E=wWdlS ZHA o= 1070 olte] v ofniil X&& 2he=
ofm] Ak Sk
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFELY SKLTVDKSRNQQGNVFSCSVMHEALHNHYTQKSLS
LSPGE *&3lar; Z7te] Fe Z=wlel @Ekale] CH3 Z=viele S@doz, 87 oldte] v ofniit X3S 2k
ofr] Ak A
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFELYSKLTVDKSRNQQGNVFSCSVMHEALHNHYTQKSLS
LSPGE 23 Z47te] Fo E=vWQl dEgAe] CH3 =vle Sy™ oz, 67 olste] v ofnit X8-S 2t
ofu] A4k A
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFELY SKLTVDKSRNQQGNVFSCSVMHEALHNHYTQKSLS
LSPGE 23 Z47te] Fe Z=vWQl degAe] CH3 =vlle Syd o2, 57 o|ste] v ofnit X8-S 2t
ofu] Ak g
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFELY SKLTVDKSRNQQGNVFSCSVMHEALHNHYTQKSLS
LSPGE Z&slar; wd olmwal X8-S T366Y, T366W, T394W, T394Y, F405W, F405A, Y407A, $354C, Y3497,
T394F, K409D, K409E, K392D, K392E, K370D, K370E, D399K, D399R, E357K, E357R, D356K = D356RE o] Folxl
ol AEEM; Zbzhe] Fe E=Wdl WAl SHAoR, Ao 10719 @ ofn At AdE ZhE AMdE WS
42, 43, 45 9 47 T o= 3t opmiAt M-S EEstal; ©d ofniAk X3 5 A 670 CH3 E=Hel W
o AHsl Aol AY T fHA 23 EEF-E A= BNl v ofu =t X8 EU W E
A G34104 EU W= 91| K44774A19] AE dell dar; Az 22 5555 IAse 59V 5 Aok
Bl T366Y, T366W, T394W, T394Y, F405W, S354C, Y349T % T394F& o] Folxl o =RE Mul=n; 27] &
= o] 9HsE SWol= K409D, K409E, K392D, K392E, K370D, K370E, D399K, D399R, E357K, E357R, D356K
2 D356RZH-E] MElwar; (D38 A =m 1S schvolw; (D38 Ag =d¢le VH =rol 2 CHl =m¢lS ¥
slal; (D38 ZAF m=Mele VL =WelS 712 Z3telm; VH =S F 1o 7]AE CDR-H1, CDR-H2 2 CDR-
H3 A Ee AEE xd3stal; VH =S i 20 74" A AEES 23st+= VH =#1<19 CDR-H1, CDR-H2
g2 CDR-H3S X8 VI =l & 29 7148 A9 VH A 4de] CDR-H1, CDR-H2 ¥ CDR-H3& 33514,
CDR-H1, CDR-H2 % CDR-H3 A ¥&S A3 VH LS T 20 719 3Ae] VH AL} #Hol% 956 E= 98% %
g3l VH =9l 3 20 7|AlE Ao VH MES XEFskal; (D38 ZAF E=wel2 3 1o 7]AlE CDR-HI,
CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 A €2 MEE xgsl; (D38 A3 =wld2> ¥ 29 7|A1d A
o] VH & VL A& AEZFE 2 CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 M<ES ¥3atar; (D38
A3 =dele 7 20 Z1AE A VH A<= CDR-H1, CDR-H2 ¥ C(DR-H3S E3st= VH EHgl, 2 1 26 7)
AP A VL AL CDR-L1, CDR-L2 % CDR-L3S *3tal= VL w=wels ¥3&}%, CDR-HI, CDR-H2, CDR-H3,
CDR-L1, CDR-L2 % CDR-L3 ME& A9k Vi L VL =]l HEe& 7 20 71Ad A2 VH 2 VL A3} 2o
T 95% H 98% et (D38 A3 Z=wdS i 20 7IAlE A VH R VL A4 MEE x3Fekar; (D38
A3 =vle Ig6 CL &4 B8 =ud 2 Ig6 CH1 &4 B Z=vels ¥3slu; (D38 23 =wel2 VH Zv
9l 2 CHl =wels x35ta, VL =dd 2 (L =dee Eotels ZEHE = Agste] Fabs AT 4 9l
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AR 2% FERE FAPsE SAWo)lE= V407T, Y407A, F405A, T394S, T394W/Y407A, T366W/T394S,
T366S/L368A/Y407V/Y349C, S364H/F405AE o] Folzl o 2FE HEdy; A2 ZFgers A 1079 v
ofu wat X B Zhe AE W& 42, 43, 45 E 47 F o= e ofm it AES xgheit

A|42 Ejol A, E e (D38 A =wQl; HA: A =Wel, CH2 =Wl 2 CH3 =Wele Xl All
IgGl Fe =l wEAl; A2 #HA; 3% Z=vel, CH2 Edel 2 CH3 EvelS Tdel= A2 1gGl Fe Tl
A, dole] A3 ¥A; 2 A =), CH2 =HQl 2 CH3 =W9lS ¥88E 999 A3 1g6l Fe =Ml ¢
FAE X, Hojx st Fe Tl wEFAlE 1, 27 T 3709 s EdWolE XEsts 2
=5 54ow g,

Al42 oFefo] tpekdt FEdoA: (D38 A =ree A T A =S ¥3sta; (D38 2 Tuele
FA A 7P =S 236 Al 1g61 Fe =vQl 9=kAl= 3 4A 2 F 4BollA AEE 2707 7 AlES
AAE SdWo] B ¥ 44 2 H 4BolA] AEH 477} 3 MEQ GAs EdWelE ¥aslar, A2 g6l Fe
=l 9 AE R 4A 2 X 4BAlA AgE 1), 27 EE 3 gAE ofn| At EdWels xdEH; Al
IgGl Fc E=Wel ©exls= ¥ 4A T X 4Bol|A] Aeld 17, 27 T 3719 A3} olulxit EdWo|E XE35
I, A2 IgGl Fe E=Wel @3As % 44 2 F 4Bl A=8E 2707} 3k AlEQ A3 EdAWo] i F 4A B
E 4BolA A'd 47071 3 AEC] JAs EAHo|E E3el]; A1 g6l Fe =H dakA el A2 1o6 24

AHE == A3 FA E A3 1g6]l Fe = GFAE F7t2 231819, Al (g6l Fe =Wl ©=FA], Al
Fc =9l ©aka] 2@ A3 IgGl Fe TWQl ©eas Zhzt & 44 2 E 4Bol|A A& 17, 27) =% 3709 94
3l ol =t EdWolE Eesl; 4] ZEHE= 3 971 & A3 Ig6l Fe =mQl IFAS F7H= X396
W, Al IgGl Fc =md &5 2 A2 1gGl Fe ZWQl @Al 25 22 & 4A 2 X 4BojlA Aeld 1), 2
7 EE 3709 QA ofn it Bl 3 c =rol dEFAE ¥ 4A 2 ¥ 4BoA MER
2707F & AEQ HH3t EdWo] i E 4A 2 E 4BAlAM A 4707) 3 AEQ dHs Edols xes)
;7] EYE == A3 HA 2 A3 g6l Fe W] whEkA| b2 Z3sl | A1 1gGl Fe =<l vk
2 A3 1gGl Fe Z=Wlel @&k m¥s Zh2F § 44 2 F 4BolA Aed 1), 27) ®E 3709 GAs opn Ak
EdAMolE X5, A2 1gG1 Fe =MWQl Gl & 4A 2 3 4BolA] AgE 2717} & AEQl A3 oW
of e X 4A H I 4BollA AEE 47t & AERQ] Hdst EAWelE Edtela; AV ZEWHEE A3 BA
IgGl Fe =mIQl OFAE F7t2 EFst, A2 161 Fo =Sl @A 2 A3 IgGl Feo =ml whEkA]
747y 3 4A 2 X 4BollA AEE R, 27 e 39 AAE ofu it EdRelE 23, Al IgGl

-

=
Fe =ol9l Bbals E 40 2 E 4BolA el 207k @ AES Qus Bdvel mi E 44 % E 4Bl A
g 477k & AES ddel Bl E Edel; E 44 % BlA A8 1), 20 E 349 9xa) oy
wA EdolE Egehs Al Ig6l Fo Bl 9@ AE $US CH3 wvle 7w A 4BelAN e
st oprmal Fdol= CH3 =]l

g R
178, 270 =& 3749 o of ¢la; EdWel: EU U™ X (3419014 EU
A Q)X K44771412] AE el Qo Edole= ZH7 g ofn| At wisto]i; &AWl EU A ¥ ¢
A G341eA4 EU 9™ 91X K44671A418] A Yol glom; Eddols e ofn At Wsteola; A2 H7 %
gelel A3 HAE: GGGGGGGGGEGEGEGEGEEG, GGGGS, GGSG, SGGG, GSGS, GSGSGS, GSGSGSGS,  GSGSGSGSGS,
GSGSGSGSGSGS, GGSGGS, GGSGGSGGS, GGSGGSGGSGGS, GGSG, GGSG, GGSGGGSG, GGSGGGSGGGSGGGGGSGGGGSGGGGSGGGES,
GENLYFQSGG, SACYCELS, RSIAT, RPACKIPNDLKQKVMNH, GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG,
AAANSSIDLISVPVDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS, GGGSGGGSGGGS, SGGGSGGGSGGGSGGGSGEE,
GGSGGGSGGGSGGGSGGS, GGGG, GGGGGGGG, GGGGGGGGGGGE 2 GGGGGGGGGGGGGGEGE o] FolR FolA AeHE oju]x
A AEE 23 o]l ofnmal AR o] FojXH; A2 ¥F B Y9 A3 HAE Al ZF o] o]
A A2 A ZL dole) A3 A= SHHOE 4 WA 3070, 4 WA 2070, 8 WA 3070, 8 WA 2070, 12 WA
2070 E= 12 Ul 30709 =Eal RV|R o]Fojxn; A2 HA F Ao A3 HAE 2079 =¥l JIR o
FolA|aL; Fe =Rl @A & Hol% shvbe EU W= 94X 1253004 @Y ofn| il EdRolE 23sim,
EU WHl 8 9% 125304 9] opn|wal Soimo)= 7zbzt =@z o 12534, 1253C, 1253D, 1253E, 1253F, 12536,
1253H, 12531, 1253K, 1253L, 1253M, 1253N, 1253P, 1253Q, 1253R, 1253S, 1253T, 1253V, 1253W, 2 I1253Y=
o] Foxl oA MEEaL; %] 125304 9] Z}2be] ot At EARIolE [253A01H; Fe EHIQl @A 5 Ao
= 3 EU @9 91X R29201A & olwial EdWolE ¥ehslar; BU W 91X R29291412] opm]iAt
SdWole ZHzF =g o2 R292D, R292E, R292L, R292P, R292Q, R292R, R292T & R292YE o] Folzl o]l A
Aemn; Q)% R2920A 9] Z47Zhe] ofm| At EAWOlE R292Pe|aL; Zh7he] Fe TwQd %z

EPKSCDKTHTCPPCPAPELL % DKTHTCPPCPAPELLZE o] Fo]x oA Adeld ofn| =it MdS E3pAL o]fdh ofn
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LA AER o]FojXar; A2 Fe ZEQl wEA 2 A3 E=d wEAe] X FELS owxib MY
DKTHTCPPCPAPELLE  7FA1at; #11 Fe =HIQl @Al 917 F&2 opvwit A ¥  EPKSCDKTHTCPPCPAPEL-S
ZWA2L; Al Fe =HQ) ©EAgle] 3% RE-S ojn| =2k A9 EPKSCDKTHTCPPCPAPELS 74X 1, A2 Fc =w|el ¢
FA B A3 Fe =)l @gAle] 1% FE2 opw| Ak AE DKTHTCPPCPAPELLS 7FA1™; 7+ Fe EQl @A 9
(2 =Fjle Sydoez, 27] oJste] W opuil ZAAd EE XS Zhe opnxAb AMd
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKS 23381; 7} Fo =dQl dale] CH2 =l sdstar, 27 olate] v ofuieit A4 Ex X3S
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T=us YA, A5 2 A8 Fe @EAlE 37 A3 Fe EvS PAdsta, A3 2 A9 Fe EWQl ok =
37 A4 Fe EWAL FAsH, A6 2 A10 Fe SEA= 37 A5 Fe EWAL FAska, Al (D38 =) AT

Tujel 2 A1 (D38 A AT w=Hde 7 Al Fabs A ; A2 (D38 2 23 w=xel 2 A2 (D38 A
) A3 =S 37 A2 Fabs FA3sitt.

theFgt FaAdol A Al 2 A2 ZEFPE i Mdo] Fstar; A3 2 A4 ZHMEI = Ado] FUsH; A5
9 A6 ZEHE == Aol st A7 B A8 FYFPE =T Ade] s Al 9 A2 ZEPE == A
do] Fdstar, A3 2 A4 ZHE = Ade] U, A5 E A6 ZEFPE=E Ado] Fdsta, A7 2

=29 Mol st ; Ztzke] Fe Z=wlol vk o) CH3 =vele A 870, 770, 670, 570, 470, 3

TE U o opwnat X Eg ¥FShaL; A7) Fe E=dl ©9EAle] CH3 =Ml 17F 1gG19] of
Ulh*& A3t mlastel, Adi 871, 70, 670, 570, 470, 30, 270 HEE= RO @ ot AE EFe;
c =l gdEAE A SyHHe= ) Ad 1070, 871, 770, 670, 570, 470, 370, 270 Ei: 1] ©d opmlin
*P AgE 7= A4 Hd_é 42, 43, 45 Bl 47 T o] Fhte] opwmat MAS EFatal; ©d opn|al gk
CH3 ZwlQlollet Qlom: AL % A4 Fo =99l B AL 2 A4 Fo 2WQ) @A Alold] FEo|dAsE
sk Ad 871, 770, 671, 570, 470, 370, 27 Ev e 9 ofw| Ak XgE xshetar; A2 B A7 Fe
=9l BAlE A2 2 A7 Fe =l wheFA] Atole] o) Fo|FAstE xsk= Al 8, T, 67, 5, 47H
3, 270 B 1he @ opn gl X FE 23Sk A5 9 A8 Fe m=HQl @R AlE A5 9 A8 Fe =M<l
FA Arele] o] FolFARE Hek= Al 871, T, 671, 570, 47N, 370, 270 H= 17O el ofm|ieqt X
S EFebar; A3 % A9 Fe =l GEAE A3 % A9 Fo vl TRFA] Apole o]FolFAsE =
870, 70, 670, 570, 47N, 37, 270 HE= 19 & ofvi=qt &S e Al6 R A0 Fe =H”l
FA= A6 3 A0 Fo =) DFA] Afele] o] FoldA|stE FHsk= A 870, 770, 67K, 57K, 47K, 37K, 2
A Es DR &l opnlieal A &S EIetal; SFolFASE X8k A2 & 4A B F 4Bo] AFomh

Bl dEEy; olFolFAstE Hske A& ¥ 39 Afdoriy dudn,

r:L m rLci (o

N

Y, Fe-@dd 2% =vd ZAlge] 7IAE, Fe-3d 2% =l A=

a) dE Egste Al ZEPEHE:
i) Al Fc =Wel wekA),

ii) A2 Fc =<l kA,

iii) A3 Fe =mQl oA

iv) A1 (D38 = A3 =w<l,

v) Al 2 A2 Fe =rlQl GFAE Adst= FA

)
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vi) A2 % A3 Fe TvlQl dFAE Adst= JA,

b) 3dE A= A2 EHE =

i) A4 Fc Z=vQl &),

ii) A5 Fc Z=wlql e,

iii) A6 Fc = Ql whakA],

iv) A2 (D38 F3f A3 =w<l,

v) A4 D A5 Fe THQ] dFAE A4s+= A 2

vi) A5 R A6 Fe T=vlQl dFAE A4t FA,

¢) A7 Fe E=rel dFA S £k A3 ZHE s,

d) A8 Fe =vlel @3S 3t Al4 ZHAE =,

e) A9 Fc ZvQl wheFAlel #11 (D38 A A3t wrlels x3she= A5 ZEHE= 2
f) A0 Fe =wlQl @Al 2 A2 (D38 A A =vls Etste A6 EHPH=E E3abr,

A1 L A4 Fe =l @A = 37 Al Fe =HlS dAdsta, A2 2 A7 Fc =Wel @FA= 37 A2 Fe
wels A3y, A5 ¥ A8 Fec @A+ A A3 Fe Z=dlS dAsta, A3 2 A9 Fe =HQ w@&EA=
| A4 Fc =HAe dAsH, A6 2 A10 Fc @FA = A A5 Fe =S dAstar, #|1 (D38 T3 2%

Ll goA

(D38 73l A% w=wle 3 Al Fabs dAsk™: A2 (D38 2 2% =wl 2 #12 (D38 7

i) A1 Fc Z=wlQl kA,

ii) A2 Fc Z=w|¢l wheks),

b) 72 EIE= A2 ZPE =
i) A3 Fc =M< vk,
i1) A4 Fc =Wl whek],

iii) A3 2 A4 Fec =l GHAE Adsts #A,

¢) A5 Fe =ml9l TgA|eh A1 (D38 3 AF =vlQlS xdtehs A3 FHE =,
d) A6 Fe =vQl dgAeh A2 (D38 T AF =viQlS xEdtehs A4 FHE =,
e) A1 (D38 A A% =wlds x3sh= A5 EEHEHE F

f) A2 (D38 A4 A =S el A6 ZYRE =S £33t

A1 2 A5 Fe =ulel @3FA= 4 Al Fe =vQle A, #13 2 A6 Fe Twll @=FA= 4 A2 Fe
LulRls FAsk, A2 B A4 Fe =dQl GZFAE 7 A3 Fe =vlQls dAskar, Al D38 T4 AF =w
A7 A1 (D38 A AF =vlde T Al Fabs P38, 2 (D38 52 AF =1y} A2 (D38 A4 A%
Zole 37 A2 Fabs: HA T},

theFet FaodA: A1 D A2 FEHPE == A Eo] Tt A3 H A4 ZEPE =EE Ade] Y3t A5
2 A6 ZYHE =T Aol dsta; Al 2 A2 ZYHEEE Ado] U3, A3 E A4 EFEHE=E A
go] TH3taL, A5 2 A6 ZYFE =T Ado]l U3 ZZte] Fe Eddl ©@FAo] CH3 EWlS Hd) 871,
70, 670, 570, 470, 370, 270 EE e 9 ofm|xAb X3S xshsla; 7ol Fe =Wl ©EEAe] CH3 &=
wele Qlzk IgG1e] ofmxAt Mgz viuwste], A 870, 770, 670, 570, 470, 370, 270 HEE 1709 T o}n
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Wb A8k 2geke); Fe =HlQl wkAls A7 SyAeR, Ad 1070, 870, 70, 670, 57K, 470, 37K, 27M

E DR wd ot A8E b A WS 42, 43, 45 B 47 T ol S| opvldl MAE EFtal;
o opuieat A3HE CH3 m=llolwt dom; A2 R A4 Fe =l @=FAlE A2 2 A4 Fe =9 wEEA] AL

ole] gFelFAIsE FWsk= A 870, T, 670, 570, 470, 37W, 270 Ew 1UHe) wel ofwlieat A%

aat; A1 % A5 Fe =vl9l wkAls Al 2 A5 Fo Eolll @Al Abolo] o) FolgAsE Hlete 2

7, 670, 570, 47N, 37K, 270 Eam 1R @ opuliedt X8k e, A3 B A6 Fo =9l e ]3

2 A6 Fo Eel BAl Aele] o FolFAsE Hlski: Al 87, 771, 671, 571, 47, 37, 270 = 1))
B ohuial Age LT BFOIFASE Feh: e E 44 2 L 4B ABORTH AYHy; o
FolwAsE e Afe ¥ 39 Agonny duwr

w3k, Fe-3Yd

T

i

3 =Rl AAE
a) et7lE Edehe Al ZEHE=:
i) A1l Fc Z=w|Ql chaka),
ii) A2 Fc =l whakA],
iii) A1 (D38 =4 2% EHd ¢
iv) A1 ® A2 Fe =A% @d2FAE Adst= D7,
b) 37IE EFshE A2 FEPEE=:
i) A3 Fc Z=w|Ql vhaka),
ii) A4 Fc =l whakA],

iii) A2 (D38 T4 2 =l R

iv) A3 5 A4 Fe =rlQl GFAS A4 d7,

¢) A5 Fe T=mQl kA ek 413 (D38 T4 28 Z=mlQls Eokshe A3 ZEfE =,
f) A6 Fe =l dhakaler A4 (D38 A4 2F =l x3sh= A4 ZHE =,
e) A1 (D38 A A7 m=mQls x3hsh= A5 ZEHEE,

f) A2 (D38 A4 A E=le gl A6 ZEPE =,

g) A3 (D38 A A3 =wlQls E3hah= A7 ZEHEHE=E 4

h) A4 CD38 4 At =rlQls E3tets A8 e =S £33,

A1 D A5 Fe =mel deEA= 4 A1 Fe w08 3438k, #13 @ A6 Fc =Ml vk
TS FAst, A2 2 A4 Fe 9FA= A A3 Fe =HQ1S JAd38kar, A1 (D38 A4 2% oL
3 (D38 =4 A% =l 7 Al Fabs FAsk, A2 (D38 A4 A =wol & A4 (D38 4 2% =
Q12 3 A2 Fabs FAdskar, 13 (D38 A2 At =vd 2 A1 (D38 F2 A% =l 7 #13 Fabs
Al A4 CD38 A A =wWel 2 A2 (D38 2 2 =l 37 A2 Fabs: A3},

c}

rlr
%
N
2
o
5]
o

TRl A1 R A2 FYHE == Aol Fdstar;

}at ; 2 A4 ZEPE == A do] Fdat; Al
A6, A7 L A FHPE == Ado] Fdata; Al H A2 ZEFE == Aol U, A3 H A4 &
ﬂ-“lﬂ_‘z% Aol FdataL, A5, A6, A7 B AL FEHE == Aol Lt Z42e] Fe =l ThgA] 9
CH3 =wQle Hu 871, 77H 670, 570, 470, 370, 27 E& 109 @ ofwx=it X3E ¥ gstar; Zhzhe] Fe

N, 7N, 670, 570, 47K, 37K, 2

TEwel GEkAe] CH3 E=wele A7 1gGle] obn At A da} vluwsle], Huf 8
5 =dq-oz, AW 1070, 8, 770, 6

N e URe Y oluieAit A3k EFelm; Fe w9l WAl 24zt
N, 570, 47, 37K, 270 Ei= 1Re] ©d opumat XS Zhe A

R H"f‘i Feretal; & opmlieql A%k CH3 m=wQlelrt QL
A4 Fe Z=rQl @=FA] Abele] SFoldAstE Fxlek= i 870, 770, 670, 570, 47K, 370, 270 E= UHe &
o OPU]L &S E2FsEL; Al D A5 Fe =mQl dFA= Al D A5 Fe 2] @A Apo]o] o] o] %A
3}E = Hoh 870, 70, 67K, 570, 47K, 37W, 270 Ei= 1] el opvmmat A s 2Feb, A3 B Al
6 Fc FAl= A3 B A6 Fe L]l @Al Abelo] o] FolgAlstE Fxlsh= Hd 87K, 770, 670, 57K,

rz_

ol

o
=

1 o

v T

&2 oXp
(o}

m J)v
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471, 370, 271 e 109 @ opmxAt X #S ¥gslal; FFo|FAEE HHde XS ¥ 44 2 X 4B
o2 HE MEEy; o]Fo|FA s Fde A2 F 39 XFozHE MuEHL),

gekst Fddol A 2kl B AE=GGGEGEGEGEEGEGEGEGEE,  GGGGS, GGSG,  SGGG, GSGS, GSGSGS,  GSGSGSGS,
GSGSGSGSGS, GSGSGSGSGSGS, GGSGGS, GGSGGSGGS, GGSGGSGGSGGS, GGSG, GGSG, GGSGGGSG,
GGSGGGSGGGSGGGEGGSGGGGSGGGGSGGGGS, GENLYFQSGG, SACYCELS, RSIAT, RPACKIPNDLKQKVMNH,
GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,
GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGGS,  GGGG,  GGGGGGGG,  GGGGGGGGGGGG &
GGGGGGGGGGGGGGGGE o] Folzl T o R RE HduH olvxit AES XA o]t ofv|iil AERE o] FoX]
35 Fe Z=dQl @&k 5 Hox sl U 91X 1253004 X3S £33l BU $1X] 12530 419] Z42he] ofm i
A AEe =PHor ) 12534, 1253C, 1253D, 1253E, I1253F, 1253G, 1253H, 12531, 1253K, 1253L, I253M,
1253N, 1253P, 1253Q, I1253R, 12538, 1253T, 1253V, 1253W % [253YE o]|Fo]x 7o &RE HelEil; Fec =
 GFA 5 Aol% hvb= EU 91A] R292004 X35 EFFal™; EU 912 R292¢ 4 9] Z47o] ofm il x| &2
=Yo7 R292D, R292E, R292L, R292P, R292Q, R292R, R292T & R292YE o]Fo|zxl FOo R E AMelw 1
wwel ek & Holk b T366Y, T366W, T394W, T394Y, F405W, F405A, Y407A, S354C, Y349T, T394F,
K409D, K409E, K392D, K392E, K370D, K370E, D399K, D399R, E357K, E357R, D356K @ D356RE o] Fojx o=
HE Aadn; o] Fe =HQ @EkA| o] 31xE E¢PA o7 EPKSCDKTHTCPPCPAPELL 2 DKTHTCPPCPAPELL &
o|FoZ ForHEH AMEE= ofu|iAt MES EFEALL o] ofnigt MER o] RO},

Boubgo] mE gElo A, Fe =mlgl dEFAe] AR wi AR (AS 5o, 1070, 87, 670 Ei= 47) olste] &
g ojni=At XFE(AE 5], CH3 ZHdollArt) 2be Ad HE 42, 43, 45 2 47 T ol hfeo] ofm=ib
ANEE XF3h= Fe T dFA) = & otuiit X8 = g gshe] E345K 2 E430G ofv|:=AF x| 3
ZF 3l = B BEFE JME S du. E345K 2 E430G o}t X8k Fe =d|ol gFAELE S 4 9
=8

EE

ol Abg® upel o], gof "Fe ZElQl wEkAl"E Hojm @A meed 2 A2 2 A3 A B
(G2 2 G3) == 09 7]s4d dH(dE &, 4 A E=HlQl Ei= ole] YT A w, (H2 =Wl

o=
ole] 715/ ©, 9 CH3 =ddl E& o]9 754 @A) (dE &9, (i) D}% Fo =r|] TafA|el o] x| sl
o] Fc =r1E& JAE & i, (ii) Fe F&A 23d + A= = IYHHE AES AHT
oh, vl gk Fe =w9l @ AlE ofvie UidlA FHEA] DA IgGl 317, IgGl CH2 =m2] 2 IgGl CH3
Eiole] Hojx URZ ¥}, wbd, Fe W9l @A, oA 23t 1961 Fe =HI¢] ©EAlE E31600 A
G446 W= K4477hA], P31791A G446 TEE K44774A], K318904] G446 = K44777}?<] K318l A G446 W= K4477}
A, S319004 G446 W= K4477hA], (3200014 G446 == K44774A], D32100A G446 = K44774A], K32200 A
G446 T K4477hA], 1323904 G446 == K44774A], K32300 4 G446 = K4477b4], H32400 4 G446 == K4477F
A, 1325004 G446 = K44774A], FEE (326004 G446 = k447704 A" £ k. Fe EWd wEA =
IgG, IgE, IgM, IgA =& Igd(elZM, [gh)E XT3t 4909 WYd=SZEd A4 53L& At T7}E Fc
ZrQl v = 1gG o} (A, 1gGl, IgG2a, I1gG2b, 1gG3 E& 1gG4)(c1]74tH, 17k 1gGY 4= U,

IgGl Fc =mQl @& 2o 719 AAdel A-&Erh. A7 1g619] AA 314 =md& EU | E316°ﬂ
A P230 W= L2357bA] EAE A, CH2 E=vlele A231 T (236004 K34071#] g5 ar, CH3 =w|¢l-e (3419
A K44774A] gdEnt. 314 = Lﬂ w8k ofu]=gko] Aol gk vk Hsrh vk, o] P230 HE= L235
olth, Helo] we oo, CH3 E=w|ole K347 ¥3balx] eri=t}. whebA], CH3 =wlele G414 G4467FA) 2

o
o
)4

T AT B W delA, A =wWlS E216 WA L2355 EFE = vk, o=, dE E°] A7} (Hl
EdQl e (D38 A Eufle] FHgAl Tl Aol st dF Aol Gﬂ% Eo] A7t ZEHE =Y
ol Tte]]l 9= A, EU U9 ¥ 2219 Aspy Glnl® ZdwWolsltt, Fe EH ¢l GEAE -2 o9
) 7F EwWQl e AR 44 JF(CR)E A& F v HYSEEYY oy FiL xFetA &
0. Fe =9l ©FA= Fo 2w Fe 84 1o Asz28& WAsteE o8- (i, 1) Fe =<l
WA ME2REH 1 HJ%Q A3l (dAW, 1~1070, 1~870, 1~670, 1~470¢] ojmjx=2t X3 HJl &&= Z
A)E TR 7 Unh EwlQl Gl E Fe &l @A 1] Fs28-8 WAshE ol Fe =dd @
A AEZFE 9 1070 J%/l A (], @G opril W) (4 Tﬂ, 1~ 107H 1~87, 1~67, 1~4712] o}v]x=
ABOAE, #Hrh o Ee Z2X)E O F$RE 4+ A9, BA ool A, A+ IgGl CH3Z A<

GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLS
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LSPGe} Wlaldle] CH3 Lmwelol= o 1070, 870, 670 Hi 5709 & oluw=ib X]gko] Qu}. A3t Ms)o
o= FAA FA =] k.

wdoll A ARgE mhel 22, go] "Fe =rIl"2 Fe FEAlC 24 5 = 2709] Fe =ml)l GFAle] o] =A)
£ AT, oFAE Fe =wQlellA, 2709 Fe =vQl @& Al= 2709 63 A & =vQl Abole] Fozhgw

gk oobuet 2709 o] FASt Fe wHldl @EFA|e] A mwRl Atolol] FAE = St o]4kel o3t Ajtel o3
ol FA sttt

ol M, "Fe-FY A
1

%

Wl ZA|E" ol §ol= Eol 7AE wiel 2 Aok 2719 Fe EWdS &
< AAg, ZYol 71AE Fe-
A3AL dolst MES zE= Fe Tl GFAE X288 = 9. 98 &

2= 1gGl ®=x IgGl-F-3 Fc =H|9l
2 1gG2 Bt IgG2-f3 Fo T SFAE £33}, &= o2 oA, Fe-3dd
Fc =dd& 714 4 1, o1 F 20e "EE5F-I85 4's X¥sta, Al WA
A &eth. Fe =912 Fe 84, o9 FeyRI, FcyRIla, FcyRIIb, Fey
RIVel A¥ete A4 25 A

>’F1'E
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ST
ol
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o
o
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H
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i%‘f&ﬂr. g %Hsﬂoﬂoﬂ*i CD38 A3 =, é‘%"@gi L =gl Wﬂ uﬂ gL
3 Qdnk. e FdeelA, 4 (oE Eo], (D38) AF =dele fMH Fab ¥+ T scFvoltl. 18
Bg (D38 A =S VH =9l 2 CHL E=WS E33AY o]2 o]Foljx = "(D38 4 Ag w=wdel,
2 VL =vQl 2 G EWRlS EFSEAY o] & o] Fo]A] = "(D38 7 TQl"S EFE 4 givh. (D38 A
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Bolo] AhgE fo] "uA A e (CDR)S (D38 Aol WL A /bH wmujele] opuwat WIS 23
o, Zbzbe] b m=E9le Ao (DR-L1, CDR-L2 2 CDR-L3, %@ CDR-HI, CDR-H2 % CDR-H3o=Z A
= ogg zteth, A7be] ARA AA 99 Kabatol s golw "AEA AA JArozRE]
olu| A A71(F, A4 7pA E=HQdol A ok &7) 24~34(CDR-L1), 50~56(CDR-1L2) 2 89~97(CDR-L3) & 4 7}
W = QoA 31~35(CDR-H1), 50~65(CDR-H2) 2 95~102(CDR-H3); &% [Kabat et al., Sequences of Proteins
of Immunological Interest, 5th Ed. Public Health Service, National Institutes of Health, Bethesda,
Md.(1991)]) R/%= "Z7bE -?E"(—f—, A 7pa =N ¢k 7] 26~32(CDR-L1), 50~52(CDR-L2) 2
91~96(CDR-L3), % =2 7b# wuf|lo] A 26~32(CDR-H1), 53~55(CDR-H2) 2 96~101(CDR-H3); & [Chothia and
Lesk J. Mol. Biol. 196:901-917(1987)1) &F-E]9] ojn| =it 7S F 33 4= Qlv}. dF Ao, AEA 2R
92 Kabatel wje} Fojd DR 99 2 /M FX 5 EFEHEY ofnwits AT}

i

s

Hil

%3
=
T

"ZH AN G (o]sF FR)> (DR ZH7] o]9le] by mw|l zrjeltt. Zpzhe] JiW &

FR2, FR3 ¥ FR4ZA A¥HE 4719 FRE z+E=tTh. CDRe| Kabatol wet 499 A%, A4 FR
1~23(LCFR1), 35~49(LCFR2), 57~88(LCFR3) 2 98~107(LCFR4)o] YXH™, F2) FR 7= 4
1~30(HCFR1), 36~49(HCFR2), 66-94(HCFR3) % 103~113(HCFR4)ell $x]gtt}. CDRo] Z7bH F
b Z71E EFeke A, A4 FR A= A4S oF ™7 1~25(LCFR1), 33~49(LCFR2), 53~90(LCFR3)
97~107(LCFRO) el $1X131™, 4 FR 7l T 2719 ¢ 7] 1~25(HCFR1), 33~52(HCFR2), 565z95(HCFR3)
21 102~113(HCFR4)°1] ARG A5 9o, CDRe] Kabatoll oJsf Boj®l 33 & (DR 9 7P 329 A&
FREE oluxaks 3= G-, FR &7 2o el 242 4 .
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928)5 Z+7F I3tk A3 L A4 ZYFE=(904 2 934)= N-2rhol] vy =delS g8k (D38 A EH|¢
(912 2 926)° FH2 AZ" FEF-F Fc =dQ dZFA (916 2 932)5 TFect. Vi, T =wA (906,
A¥lt}.

i)

914, 922, % 930)> Ztzhe] vy ZHidel o

T 102 5709 Fe =v9l 2 2709 (D38 A% =rels 63t Fe-dd 2% Tvel FAZ(FHAE 10)2 4
Ao}, AAlE2 6719 Fe =9l @A g e == FAHET. 2719 ZYE=(1002 2 1032) = T
EESHF-F Fo =Wl w1014 2 1028), WT A &= golgt b ofuxAiks CHy-CHy AlHoA i3t

m¢1(1006 3 1018)° =4

il

Fc Z=wfQl ©eA)] (1008 2 1022) 2 N-Zetel vy Z=vl1E 73k (D38 A

iy
!

f

o)A & dA" EEFH-8HF Fe T=wlel wEEA| (1016 ® 1030)S 2+

A6 ZEAE (1012, 1010, 1026 L 1024)= 247y SFEH-38 Fec =l Tk

(1004 2 1020)2> Z+zte] Vy Ewlol] AZA =},

= 118 5709 Fc =H<l 2 471¢] (D38 At =Hede i 4}

Alojtt, o] ZAIEL 6719 Fc ZdQl A 3 ZPE =2 A, 2719 ZHE=(1102 2 1148)+
EEH-8HF Fe TWlol whaEA) (1120 2 1130) 2 WT A" Aol3l & ol :=AkS CHy-CHy AlANA 3

foh Fo ZrlQl @kl (1124 2 1126)0] HEZ 2uo] o & A" E&5-3f Fc Tol S=FA(1118

2 1132)E TFEt A3, A4, A5 L A6 ZYPE (1106, 1104, 1144 L 1146)= N-Teto] v, EH 1S 3

=l (1112, 1122, 1138 2 1128)0] HAZ AAW FEH-3H Fc =<l vk (1116,

1110, 1134 2 1140)& 247} &), Vo 3 =dQ1(1108, 1114, 1135, ¥ 1142)

IR=

% 12% 5709 Fe =Wl % 67019 (D38 23 =w<l = =l FAE(FAE 12)9] o

Alojth, ZAIEL 6719 Fe THQl ©@gA & ZEPE=E FAFAG. 29 ZHE =(1202 2 1256)= o
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ru
i
Ol

EF-8 Fe =dQl whekA1(1226 2 1228), WI A&} Zdolgh b ol :=Aibs CHy-CHy Aol A $HA-3f
= Fc =dQ) waEA(1210 2 1244), 2 N-Zobo)] vy =S 373t (D38 23 w=m|Ql (1250 2 1248)°l 2

A2 2do)Ad o8] AAH EFH-FH Fe =l dRAl(1224 R 123008 Sk, A3, Al4, A5 A6
ZYHAE = (1206, 1204, 1254 2 1252)+= N-Zolol] v, Euﬂﬂ% %Troh (D38 ZA3g =m1 (1218, 1212, 1236

c TulQl wEEA (1222, 1216, 1232 2 1238)E z+zk &5}, v, -9

-

=
3 1242)0] AT ARY FER-IH

=

=
Tl (1208, 1214, 1220, 1234, 1240 @ 1246)L z}zte] v, EHQlel] A4 %},

T 132 3709 Fe Z=dQl 2 2719 (D38 AF =R

2 = 2}
Ao}, AAlE 4719 Fe =] @A g e == g, 279 ZPHE(1302 ¢ 1324)= =
ZH--F Fe =wlel oEFA (1312 2 1316) 2 N-goho] Vy EvelS i3t (D38 3 Adt m=w¢l(1310 2

1314)o] AE=Z Ado]Ae o] AZAE W AEH Jolgt 31 olu| w=ibs CHy-CHy Aldel A -3t Fe Zv
ol TEFA (1308 2 1318)E &H-stt). A3 2D A4 ZFMNE=(1306 L 1320)= 2+7F EE-3}S Fe THd o
FA S et V6 =me1(1304 2 1322)8 ZFzke] Yy EH| el AZA ).

% 14+ 3709 Fe Z=dQl 2 2719] (D38 AF =dWdE &fste Fo-dd 2% Z=dl FAE(FAE 14)9 4
Jolth., ZAAELS 4709 Fe Evl @A s ZERE == P, 2719 e =(1404 2 1426)+= &=
F-3f Fc Z=dQl SEA(1414 2 1418) 9] 1%; 29 o] T A3} Aolgt sk ofm At
CH;~CH; AlHA A $H-3k= shfretth. A3 2 A4 EFE =(1402 2
1428)= N-Zedo] Vy =W QlS $hi-sl= (D38 A3 =mQ1(1408 2 1416 s
gttt Vo B E=H|Q1(1406 2 1424)& Z4zbe] Vy Eu¢le)] dAH )

i
2
=2

o

@
(o
|
c

=]

(@]

B
0,
)

oft

2

A
CAJ
(e
o
Y2
—
w
=
o

N—

of Adw AAR =

bl RE =

\_/

ol whekA) (1410 2 1422)

Ll

15 3709 Fc =H21 2 4709 (D38 A w=wele f3t= =3 A AL (ZAE 15)9] o
Alolth, ZAE2 47019 Fe Z=vlQl 94 g ZHE =2 Pt 2719 FPEE=(16502 2 1536)= &
EF-8 Fe =9l o= (1518 2 1522) 2 N-Eehe] Vy EWQlE &3k (D38 A7 =wQl(1514 2 153

o HHEa AHolxd o AAH W ML Folst s ol =4kS CHy-CH; AlWolA /3t Fe Z=H ¢l
GFA(1512 B 1524)5 ek A3 R A4 ERRIEE(1504 R 1634)= N-EEel] Wy Ejle sk

(D38 A3 =9l (1508 2 1530)0] AE=Z AZdE FEH-38 Fc =uQ FEA(1510 L 1526) S 53}, v,
sH&- =Q1(1506, 1516, 1520, 2 1528)°S Zz+zhe] V, E=w|¢le] AT},

T 16C 5709 Fe =wel 2 270¢] (D38 Ag =2l = Fe-3g 43 ¢ ZAE(ZAE 16)9 <
Alojth, ZAIEL 6719 Fc TH9l wkA] 4 ZPE=Z FAFEG. 29 ZHE=(1602 2 1632)= =

8- Fc =9l @A (1612 2 1622), A2 E&H-F Fc = = (1614 2 1620) 2 N-detof] v,
TuolSs sl (D38 A =w|e1(1616 2 1618)¢ AH=E Auo]Mo] 5] dZAE W Ada Aot 3}x4
ol =AM CH~CHy, AlHAA 363l Fe =Ql 9EA(1610 2 1624)E 83k}, z]S, A4, A5 L A6

YNE|= (1608, 1606, 1626 H 1628)= IEH-3H Fc =<l Z+Hzt hfatct. v, 37 =<l (1604 2 163
0)e Z+Ze] Vy Z=ele] AAHT),

% 17¢ 5709 Fe =ol 2 ashe] D38 AR EUAS FHeke Fodd AR W AR (AAE 119 o
Aol AAES 6709 Fo =9l g EelME=E YA 249 FePES702 % 1)E EEP-F

- Fc Z=vQl whaRA1(1720 2 1730) 2 N-Uthol] A2 EF5F-f Fc THQl GEA(1722 2 1728)0] HH=
Ho] Ao &3] AdAE WT ML} Aoldt dbd ofn| =2k CHy—CHy AW A d-f-8t Fe =9l S&A(1718

1732)E &&-3stet. A3, A4, A5 D A6 ZWE = (1706, 1704, 1746 L 1744)= N-debo] vy E=dlS ¢

3= (D38 Ag =HQ(17 1724, 1738 2 1726)o] ZH=Z dAH FER-3F Fc =<l A (1716,
1710, 1734 2 1740)E 3 drﬂr Vi 4 E=uQ11708, 1714, 1736 W 1742)8 Zbzbol y Zw|¢ld] AAH T},

NP m

gt =l FAE (AR 18)¢] o
7he]l Ze]FE=(1802 ¢ 1856)= =
TEA (1822 2 1834), & N-Eekol] Vy

T 188 5719 Fe vl 2 6719 (D38 ZA¥ =w|de Fhat=
*1013}. ZAAEL 67019 Fc =HQ @A 3 ZHE =2 FAFH.
B-3h4 Fe EdQl whekA) (1820 2 1836), A2 H&R-3-& Fe EHQ

%
< S
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EHdSs shshe (D38 AR =

wo1(1826 2 1830)0] AdHo|A o] o] HHz AAL I WT Iz 2 a4
obu| =4k CH;-CH; AlWHolA g3l

= Fc =9l <A (1818 ¢ 1838)& sHrstut. A3, A4, #l5 ¢ A6 =
ZME] = (1806, 1804, 1854 % 1852)% N-wdol] Vy Z=w|¢lS &8+ (D38 Ad = 2l(1812, 1828, 1844 ¥
1850)0] @2 A4y FEE-3E Fc TuQ A (1816, 1810, 1840 2 1846)2 z+z} &G}, v, &5 &

WA (1808, 1814, 1824, 1832, 1842, % 1848)2 ZtZte] Yy Z=wQlel] AdE .

= 19+ 5709 Fe =w9l 52709 (D38 AR EHQlE sk Fo-dd A% =vfl AAlE (HHAlE 19)9]
Aotk AHAl=E 670e] Fo =]l @Al 4 FeslEl=s A€, 2/1e FslE=(1902 B 1932)<= WT
A3t el shd ofvwliabe CHCHy AWM E3shs Fo =vlel 9 FAl(1908 2 1926), 34— Fe
Rl FFAI(1916 B 1918) B Nl Vy LrQlE ghtshs (D38 A WH|Q1(1914 % 192000 AHE -
Aol Aol o8] dAHE EFH-TF Fo E=vlel 9FA(1912 2 193008 i A3 R A4 ZERE=(1910
R 1928)= FEH-H Fo =rQl SFAE sk, A5 B A6 ERWEI=(1906 B 1924)= FEH-9H Fe
wdlQ) SRS Rk VP = (1904 B 1922)2 Zhzte] vy mwlgle] A

= 208 5709 Fe =H9l 2 4709 (D38 A =molS dfdte Fe-dd A ool ZAE(FAE 2009 o
Jolth., ZAAIELS 67019 Fe Z=vll d&A] 3 ZZFEER JA4AT. 2719 ZME =(2002 2 2048)= WT
A3} Abolsl aFd ofm| =AkS CHy-CHy AlHolA] 73 Fe =wlel ©eE4](2012 2 2030) 2 N-ggho] S5
-Sh Fe Z=wQl oA (2040 2 2038)0] H =R AFojAd o3 AAH EFEF-F Fc =dQl oA (2020
2 2022)E . A3, A4, A5 D A6 ZEFE =(2006, 2004, 2046 = 2044)E N-deko] v, EH¢1S g
f3l= (D38 ZAgF w=u|el (2014, 2042, 2028 2 2036)c] HE=E dA® FER-3H Fe Zd|el v (2018,
2010, 2024 ¥ 2032)E ztzb &3, v, 8 E=H91(2008, 2016, 2026, = 2034)S ZHzbe] vy Ew|¢le] A4
A=

= 218 5709 Fe =wd 2 6709 (D38 A =S &fdhs Fo-dd A3 v ZAE (ZHAE 21)9] o
*MD}. AAEL 6719 Fe ZWlQl oA &f ZPe o2 FAFHET. 2719 ZFRE=(2102 2 2156) = WT
AE3 o b oluweAhS CH-CH; AlWolA Egsl= Fe w9l 9k (2112 2 2130), E&55-¢ Fc =
Wl @A (2144 2 2142) 2 N-de] Vy EH1E -5k (D38 A7 =Q1(2148 E 2138)°) A™E=Z 23
oMo o7 AW E&F-3 Fc EvQ TEEA| (2120 € 2122)E F§-3th. A3, A4, A5 L A6 ZTFE
(2106, 2104, 2154 % 2152)+%= N-gebo] Vy EwWlelS fal (D38 A =w|l(2114, 2150, 2128 2 213

i

]

6)ol AHERE AA" FEH-IF Fe =del EkA(2118, 2110, 2124 2 2132)

il
N
N
ot
o
o
2
=
oot
Ho
ki
A,

©1(2108, 2116, 2126, 2134, 2140 % 2146)L 7z}z}te] vy Ew|¢lo] AZA=T),

L 22 B AIXE BHC=E v o¥st &-(D20 #Al=S A8 (DC, ADCP 2 ADCC #4¢] ZA3E HoFE 3
Mo e =oe|th, A rﬁaﬂ Y E= S3Y Fe-d 23 =9l FAEo]l (DCE mNE 4 des BAEd. St
T e SAT ¥ S3Y Fe-&9 A% =Ml FAlE & E57F ADCP FeyRIla 2|3EH ‘”*Oﬂ A1 100 ®f z=#o] Z
3l A L}E}Dg BolFEt, Al WA aZ =z SAT 2 S3Y Fe-39 A3 =uel ZA|Eo] F3A3F mAbd

Hl3l] Zrshel ADCC &85 BT A3t mAbet A S-S UEhiE BHoErn.

[N}
w
(@)
|}
w
oo
i)

o

= 238 ol =9l 2] A= 379 oA ARl W o] siEfeelt), sid
A (D38 A7 =dlQle] Tl B Fe AbEe 83 %‘Mi e = ogla, A RS HRe FERE=
2 wdd £ 9eS BoFEr. Y BE Fe Ao 3 9uldR IHE schvE HolEt. dE (v HER
B ey Ko Hrtwo], 38t AFoR Fe-3 AF Zv Al dAEE T4 2 A Aes B
Fo}.

% 24at BU @WE s 9 AZF 1g619] ofnliest MA(Ad WME 43)S Z=AGTE 914 4Ae olF WEo] &
AlElo] QlaL, CH2 w=WlQle W&ol FAIEo] A &L, CH 992 dae] EAHo] A

% 24bE EU AW E s 7 3F 19619 obvieat A (A E W& 45)& ®AISCH. E21690 4 C2207HA1 7§l
317 PGP o]F WEo] HAHO lal, (N2 =me WEo] EAHY gA Far, CH3 F9 LEo| EAH
o] Il K447¢] gltt.
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= 24cE EU ¥} A A7 16619 oAl G (MY HE 47)S TA%L. 3% J9e o]F WEo] %
AEo Qar, CH2 =vde LEo] TAIF] x| ¢Far, CH3 L LEo] TAIH] il 447K7} §ltt.

= 24d= EU E@W R g A3 1gGle] ofmiit ME(AE WME 42)S A8, E216~C2200] Ao 31X o
e o]F WEE FAEY, (CH2 =vele W2 FAEA &, CH3 J9L U2 ZAHY

= 25w te N T4 Aﬂ&? 0
el &-CD38 3HAle] &3 oF
VivoTagb45- %A ¥ & CD38 t‘z}xﬂ AE FW AZS FACS B2 o&f wr)stgitt.

262 (D38 Al Eo] Q17F W Ale]n (D38¥} wAF WhE-sh= 1gGl ¥-(D38 A9} fFAMSE A2 A ~=23)
S Zhe AL UEhE 24 A3E 2A3 (A) 4TolA 1417 B9 Raji Y AEES HE s 23k (D38
VivoTag645-F A9 A, SIA-AA-AFo] = (&-ALo] %= (D38 mAb), S3Y-AA-AFo]:=-CD38(A}o]:= (D38 Fab7} Q&
ZAE 13), &-CD38 mAb, S3Y-AA-CD38(&-CD38 Fab7} 1= A= 13), Ig6 % iz 2 SIF1 oz (Fb
gojo] Qe Fab 493 37 Afujol s, AE T A3 ALEE FAE A o) Hrsigict.
(B) 4CollA 1A+ 5ok Aboln (D38S et A om wdals CHO AXEES F838kal, VivoTagbds-FAE a4,
SIA-AA-A}o] = (&-Afo] %= (D38 mAb), S3Y-AA-Alo]%:=—-CD38(AFe]= (D38 Fab7} ¢ ZHAlE 13), 3H-CD38 mAb,
S3Y-AA-CD38(3-CD38 Fab7b & ZAE 13), Ig6 T8 txT 2 SIF1 iz (Fab G 9o] ¢l Fe A=A}
A Qo] sttt A W Ade ARE FAHAX A o) Hristdnk. 0 d-Alo] (D38 mAb A
b wbSA A (S1A-AA-ALol i) B S3Y-AA-ALe] = Q1ZF B Aloli: (D38S ELF Q1AEhth. EEEE, S3Y-AA-A}o
%= (D382 SI1A-AA-AFo] = (3-Ato] = (D38 mAb) BTl A ®H (D38 o & At 3114

o mo

% 272 Daudi M3 B Raji A|zolA] &-CD38 A& o5 (DC &4l digh H7te] AnE A g,

T 282 QIZF WA #-CD38 ZAEC olgt TF AE AR gk kel AAE EAIGT. I-(D38 ﬂxﬂ“
13(S3Y-AA-(D38)-2 <Azt ddo A vl e FF AE AlE 588 BoFErh. (A) A3F APelA Daudi-FAl
A FF AFEe] Abdo] thgk 3-CD38 mAb L S3Y-AA-CD382] F 3. (A) S17F APA ¢ AxE Aldo|
uﬁéﬂ &-CD38 mAb H S3Y-AA-CD382] & . (A) B (B) BFolA, FAHA 7|A& Hrtsta FEANA TdS
40}04 Aelgl= Daudi-FAIHAIEA AlEE Agstait. A3 &3] Ao (0% AE &-‘611)(8&%41 7§
&3 AT (100% ME 3T} FA A AEF] F 7hs Aarstste] o AlE AFES AARSIGIYE. B
3o /N RIZE TR EFE HWPRHE Q] T4 AE APE EC50 gk vlalE HojFEr). %k% HA#d + DE Y
ERdiT.

T 29% AlolwmEa dgo]l oA QI B M e tid Hrt AAE TASE. (A) Alell B A Ee|
3 SIA-AA-A}o] = (3F-Abo] = CD38 mAb) S3Y-AA-Ato] :=-011(Ato] = (D38 Fab7} 9l FAE 13), IgG 53
2= 9 SIFL &7 (Fab PHo] gl Fe =AY &% &4 23, (B) SIA-AA-AFO] %, S3Y-AA-A}o] k-
011(A}o]lx= CD38 Fab7} 9l= AAE 13), IeG 3 iz 2 SIF1 thx(Fab dFo] ¢lE Fe A=A g
Aboln= B AlE A wire] g2k oFEA Z71. (C) SIA-AA-AFo]k-, S3Y-AA-Abo]%=-001(AFo] = (D38 Fab7} 9l
A& 13), Igh 8 tiFa B SIF1 izt (Fab 9] §li= Fe 4t digh B Al 1ze] &7 o&
Z7}. &-CD38 ZFA|E(S3Y-AA-CD38) A&+ 3-(D38 mAbKT} A © & Mx 12S =8ct. 7S 1A
g xTolAe] B AlE vkl thall Airsleldvl. (A, B, C) o3 EHo] Z2H S $93 Yol A
FTAAZHE A3

JN

ul

OP

N

ox rr

[e)

ad}

T 308 gEE sl 29 mdo|A] &-(D38 ZAE9 g3k E H7} AES =Agch. SCID mh-2o] 27k
X FRaji) =¥ AMEE 931 ZAFd. % Ax o 6¢ &, w925 AT (47 n=10)o2 F32H9
T A A A HAWSOR 4 ul A ATk, (7)) HSC, o]ojAl 3-CD38
mAb(5.94 mg/kge 9 iv €%) T S3Y-AA-CD38(10 mg/kgd] v iv £8F) T PRS(TY 1V F¢U)E ThA
uh9-2o B ) FAEgIth. 89, HSCO 3xF ip FAME mpg-o] AFEQT. 2% AFS T B A
o8 dgHow RS, SY-AA-CD38 FollA ' EAE FLe & Al uls <0.00229] p @
< 7M.

3lat Daudi AJ2zlA ADCC, ADCP 2 CDC &3} = sle] S3Y-AA-CD38(HFA42s) 2 34-CD38 mAb(HH )<
|3 ANE EAF.

01>;[Uﬂlo
o +

2

k

sl

SIbE -CD38 mAb 70 CDColl WAd¢l Raji F% A|Eo] thatk ADCC, ADCP(THA] A Eo] 2|3t 2 Al 2H82] o
&4 (surrogate) FEEE AFR3lo] SA%) 2 CDC Aol 3k S3Y-AA-CD38(H4tz+a) 2 3-(D38 mAb(Y

Olfo f
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32+ S3Y-AA-CD38(H4HZ+d) = F-(D38 mAb(@)ol o3t b A =FE o] FF AE o] g A+

< Daudi MEEE A, Jidoz w2 (D38 wd 2 FJofjyoz v (D55 2 (D59 &al) 2 Raji Al
(935 g, ddHoR vhe (D38 wd B A oR & (D55 E (D59 ) ol Al S3Y-AA-CD3B( % 4t7HE)
2 F-CD38 mAb(K )] BA w7 AEZAC e A Aats =43

% 34at S3Y-AA-Abel (D38(94tzte) 9 &-Alo|i= (D38 mAb(¥3)e] ADCC B4 (F5 #id) 2 C FA(F-
Z Jd)d g A4 AIE =43

34bE S3Y-AA- A} 1% CD38(94+213) 2 3F-Alo]x (D38 mAb(¥ )l ADCC EA(FH= =d), AP A (ZF
gd) = D¢ (S dd)el st A7+ ZHE Z=AgTE. &-CD38 mAb wj7ll CDColl WA Raji AIEE
AFE3le] CDC EA S &4

F.&

H

o
o=

35% S3Y-AA-Ale]
EA

b
(@)
e
99
x
18
jubd
N
oft
s
0%k
~

—Abolim (D38 mAb( @)l ol FF AE el g A 2}

i

= 362 AlEH (E}'—i‘ ) 3 A W(

= oE) S3Y-AA-ARelle CD3B(Z “gell A S WA wh) B @-Abok
CD38 mAb(Z} “gell Al 31 WA wh)oll €3k B Al 31

2 vadhs A A3dE =X

T 372 AP U S3Y-AA-CD38(FAMZEE) 2 E-(D38 mAb(¥3)e ot FA ME 1AL vlustE AF Ay
g LA, gty 4% ﬂz} MB36ZFE ] & F4 G A L (BM-MNC) Well A 3-CD38 mAb B3 S3Y-AA-
(D3gell o3t A ME 3124%. A BU-MNCS] o]zl Fholl tist 72 FolA A 7F53 D138+ AEZ <]
T TR LS ﬂ]*&é}ﬁiﬂ.

38ax FcgRIla, FegRIlla @ ®Alo] ZAdsl= S3Y-AA-CD38¢] 3-(CD38 mAbE.U} Zol% 100v] O At:E AL
HoF= A3 ANE LA g}

% 38b+ FeyRIIA, FeyRITIAG] ZA¥HalE= S3Y-AA-CD38-S 500X iﬁrﬂ = ZetE s, Q
3} S3Y-AA-CD38-& A3} 9k A EE 3-(D38 mAbE.TF 12X 73S RolFeE d+ 2

8a

BA e Clgel o

Wy dAe7] A FAF g

we Am At A FH AZEAUCD), A CIEH AL AFAEANP) B WA oEA AEEA
-0 =3
5

(DO} 22 Fe =] a37] 7leS &3 A4 dgAe] e4s BFgoems 2E&dv. d5F 45,
MAE SF AR B4e e it AsAE APE] A8 A8Al, «dE B, A Az FAE T
dh= A9 &l Fe Z=dle] (D38 AFH Z=rle Aol 2719] Fe =rlQls} x9tehs A& agjdvh. I
of, el MAE At AgAlE TA Fe-=Md i AmAl, oE o], TA Az FAuct 2 A
4 #B4e et Holm 2709 Fe =W EAlE &3] 71%S #Esta, AP 2/EE (D x3s

=

!
Cet &2 o5 adr] 7Iees LHsete, A7 #£49
_]

O oof & Mg o Ho rfx
[0 o . o Jo

DC B25S TVHAA 7 vk, d3E BEEA V)
2= AAES A 98, Fe =Rle] 5 Aost= slo] Fasith. & JiAl= Agkd G e
AMEEEE Ele F7)9 BAS 29aE7] Y8, Fe =rdS rastels HEl=e] FEolHAs 2 o]F
ojZFAstE Alojstr] $¢ Fe FAA 22 o] NEE 5HoR gty oA I/ Ws W 0/2015/168643_9_

W02017/151971%., WO 2017/205436% % WO 2017/2054345+= 27) o4+ Fe ZH¢lS

Ay
RN

2 g 2 RS AMASE, o Aol Ree] Fxz EgEh. FA% 27 A
MNP F25 B4(AF Sof, 294 BA)S TPk o5 AR SHe AdHow FAR o
2489 EEAA BYS HsaA Boh. oFSF 2ABNY oleje wAYS o 2AES AY, T, F
04 R NS wgs] e nhRsi. wa, ofs 24RelA oleld $AYe Arst koW 9A ¥
BAAY, Ba 4B Q/wE $H AR = oA o5 oblEE ks AYBY FAY $H
oS Anohd o ohe 94 @i B o8 op|HE WEA W 2§ AT

9%

el zA8] 71 wkel o], 2749] Fe =wlQl dEAE Adw dds)
2ol el AbE, Wek go]Al @7t AlAE ZelHEls o] Alg o
zt= o|Fo|HA|3} AWA]

= =)
= -
Ag AEy wEe F AR S Egehts AW Agete] Fedd A%
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o
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7F BololE], dE B, &

A moof A B et w T oE N Mo R L o K N s B oW W g TR N T
% o] =T ol LN - . 3 —~ o, = T o
TRdTwad HoTawg N W ol z H R o o TR 2L Ag Tad v T W Mw
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[0370]

[0371]

[0372]

[0373]

[0374]

[0375]

[0376]

[0377]

[0378]

[0379]

[0380]

[0381]

[0382]

[0383]

[0384]
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97%, 99% = 99.5% FLe) AMES 71 4 Sl

4] 15 ool A], Edo] 7|Ad Fe-dd A% = He
Fc ol &= (oAE &9, 3719 Fec = F 3

t H
- A% Tvdl FAE)E AEHE 4, 46, 438 H
50~53 & °ojl= shte] Aol Aol 956 F U Eo], A% 97%, 99% Fi&= 99.5% FUI}) ML& A
T ATk, B4 FddelA, Fe-dd 23 =rd FAAE W9 Fe =Wl dAe AdHE 48, 52, ¥ 53
Z o] e AE Hojx 95% SUd (o % 97%, 99% E= 99.5% FUd) AEL JHE 4 Q).
Y HE 42

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPITEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPGK

Y HE 44

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPTEKTISKAKGQPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPGK

Y HE 46

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPTEKTISKAKGQPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPG

4 HE 48

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVCTLPPSRDELTKNQVSLSCAVDGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPG

qd HE 50

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPITEKTISKAKGQPREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPGK

Y HE 51

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPTEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLKSDGSFFLYSDLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPGK

Y HE 52

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPTEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLKSDGSFFLYSDLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPG

A H3F 53

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPTEKTISKAKGQPREPQVYTLPPCRDKLTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPGK

I1. Fc =9

Heloll Aeole mpel o], Fe =w|de CHy A =W =wlQl Ale]e] Ao agom o]gA|std 271¢] Fe =wlQd

A

il
53]

o ?ﬁ‘ﬁ} Fc =912 Fc 84, d& E9°, Fc-avl #8A(5, Fcy F8A(FcyR)), Fe-<3} 4
EA(ZF, Fca FE8A(FcaR)), Fe-gAE F8A(S, Fce F8A (FceR)) Z/Ex Ao} Fo 8- (FcRn) ol
Agtele FHAa F2E A, dF T, B A W& Fc =W Fcy FEA(AE £E9], Fey

RI(CD64), FcyRITa(CD32), FcyRIIb(CD32), FcyRIITa(CD16a), FcyRIIIb(CD16b)) H/HEE FeyRIV H/XEE
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[0390]
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Al Aol Fe 4284 (FcRn)oll ZAgtslc}

III. CD38 A¥ =d<l

g A3 =dele ¥4 Exlo] Bolygow AdstE s olAte HEE e ZFEE=E ESHsich. (D38
A3 =l A9 (D38 A7 EHdS X 4 v, dF FEooA, (D38 A3 Z=wele A oA
e FA-FAE, g5 S0, %3 Iddo] A= A HL FEY 5 vk, w3, (D38 A =He
ez 7Nk A% dAd(dE £, N3 Exntt])3 e x| Eol¥oz Afsie A FHA 22
HAE = 5 Ut

chH - 3H(Fab) ©H2 %4 o Agsts A9 gHoltt. ol T 2 A Z4zte] s EW =
wel # sl 7l =wde A%, Fab @S Wy, Vi, Gl 2 G =HAS gt b Zdel vy 2

Vi 247 A opnwm ko] 3709 AR A o

A IgG, IgE, IgM, IgA == I1gDY 4 Yt}. 3 Fab 9 vk <o WAFEEd 3x =3
(& B9, IgGl, 1gG2a, IgG2b, IgG3 Tx& IgGd)d 4= dvl. AF FdHd o)A, Fab ©H-S ZZEobAl 3z
(A5 , ) Foll "Rz EY] A2 Y Fab @ FF Aoz B F(ab'), @HS I
T Atk dF FdA A, Fabs, A& £ Z=vd Alolo] HAZ §3E 7 THd 2 B Tl BRE

,
e 9 FYRHcE 1dd 5

ATt

A TR, Fab dle] AdXrbe] (D38 AF =w|loz Abgd o vk, AN FFdolA, Fabel 44 A
TV + Qo] AR 5= 7Y, Fabel T3 A2V + Coute] AHEE 5 vk, 45 FddolA, Fab 7pd

, A9 Fd
Ao YAt Ay 3

A7F AHE 5 ot

AR pHRo A B wme] (D38 Ag =ude E 1o dAY %37 = Fdo) d&, EAY 4 T+ 34
of &k & 1o 9A" R AE = 1, 2, 3, 4, 5/ &= 67] 252 £33, o= 37 £ 1o F712 AHA
3 ATt
F 1
CDR A4
A CDR1-IMGT(Z |CDR2-IMGT(Z |CDR3-IMGT(Z |CDR1-IMGT(7 |CDR2-IMGT(7] |CDR3-IMGT(7
A a a a A A
3-CD38 GFTENSFA (]| ISGSGGGT (41| AKDKILWFGEPYV [QSVSSY (X1<1|DAS QQRSNWPPT
d W= 85) |4 W& 115) [FDY (MY ¥|H= 180) g s
% 148) 211)
OJAFE AT GYTFTDYW (A]| IYPGDGDT (A]|ARGDYYGSNSLD |QDVSTV (A <&|SAS QQHYSPPYT
g H3F 86) (€ HE 109) |Y (ME HE|HF 181) (A< HE
149) 212)
MOR202 (Kabat SYYMN GISGDPSNTYYA |DLPLVYTGFAY | SGDNLRHYYVY |GDSKRPS QTYTGGAS
A ) DSVKG
* 2
VH 2 VL A4
544 [vi [vL
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[0392]

[0393]

[0394]

[0395]

[0396]

[0397]
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[0400]
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O] AFE A wk (VH + CH1)
QVQLVQSGAEVAKPGTSVKLSCKASGYTFTDYWMQW
VKQRPGQGLEWIGTIYPGDGDTGYAQKFQGKATLTA
DKSSKTVYMHLSSLASEDSAVYYCARGDYYGSNSLD
YWGQGTSVTVSSASTKGPSVFPLAPSSKSTSGGTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDK
KVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYN 300

STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIE
KTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF
LYSKLTVDKSRWQQGNVF SCSVMHEALHNHYTQKSL
SLSPGK

DIVMTQSHLSMSTSLGDPVSITCKASQDVSTVVAW
YQQKPGQSPRRLIYSASYRY IGVPDRFTGSGAGTDF
TFTISSVQAEDLAVYYCQQHYSPPYTFGGGTKLEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPRE
AKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

MOR202 QVQLVESGGGLVQPGGSLRLSCAASGFTFSSYYMNW
VRQAPGKGLEWVSGISGDPSNTYYADSVKGRFTISR
DNSKNTLYLQMNSLRAEDTAVYYCARDLPLVYTGFA

YWGQGTLVTV

DIELTQPPSVSVAPGQTARISCSGDNLRHYYVYWYQ
QKPGQAPVLVIYGDSKRPSGIPERFSGSNSGNTATL
TISGTQAEDEADYYCQTYTGGASLVFGGGTKLTVLG

Q

Fe-&¢ A3t =l ZAE 19 (D38 A w=H
o] =2 @ 3719 A (R LS x&3 4 r}.

o

P-4 A% wvlel A% 29 (D38
o) %2 2 34 A R ALS T 5 9ot

Fe-3 A3 el ZAE 39 (D38 A% =Wl (X 3¢ 308/316
AL skl 37l T 2 370 A4 DR AES 238 5 3

(&= 19] 110/104)-

1(% 5¢] 510/504, 512/514 2 518/520) 2322

=]

Lo dA% A

ofy
2
Ir

shite] 370

A% =HRl(% 29 212/204)& F 19 AR A = ol st 370

o 312/318) ZtzHe E 1o AR A =

(% 49] 410/412, 416/418 ' 422/424) Z+z+e & 1o 47

=]

1o EA

)

626/628) 77+

=]

Fe-a-dl 23t =vl ZAE 49 (D38 A7 Z=wlA(

B 3 = olr e 379 =2 2 3719 A R HEL 28 4 ).

Fe-3dl A3t =vd ZAE 59 (D38 A7 =vd

B A 2 o el 39 = 2 309 A (R ALEE £88 4= ).

Fe-g¢l A% =vel A% 69 (D38 AF =vlQl(= 62] 612/604, 614/616, 620/622
1o AR A F o= shte] 37he] T3 B 3709 A (DR AEs 2§ 5 Sk,

Fe-3 ol ZHA&E 79 (D38 AF EHQl(= 729 712/714
AL skt 37l T 2 370 A4 DR AES 238 5 3

ZAE 82 (D38 AgH =HQl(= 82] 812/806
A 4 3709 A4 R AES 238 5 T},

2 &
Ir

O:
o
i
lo
w
=
lo

Fe-&+g 23 =l AE 99 (D38 A7t =wl(= 99 908/906, 920/922, 912/914
) L shue] 3 F4 2 3 A R AEe 288 4 Q.

g ool ZAAE 109 (D38 2% =1
o] o] 309 S 2 370 A (DR HES x3Hst
A%t =vel ZAE 119 (D38 Agt

Z2be % 10 GAR A T ol
Fe-a¢l 23 =2l

1242/1240 2 1236/1234) z}z+& &
ghak 4= gl

ZHA1 & 129] (D38 ZAg
1o A" A

o 714/716) 22+ # 1o 9AH A

ofy

o 818/822) Z+zte

N
e
ofy

1o EA" A

)
5]

926/930) Zz+&

'S

o1 (%Z 109 1006/1004 2 1018/1020) Z+z+2 & 1o 4AH
F 9o,

Z=rel (= 119 1112/1114, 1122/1108, 1128/1142 ¥ 1138/1136)
shikel 3l F4 2 370e) A OR NEe TFT 5 A

ElQ1(% 129 1218/1220,
T o= skl 37Re] T4 % 37He] A4 (R HEs

1212/1214, 1250/1208, 1248/1246,

1(% 139 1310/1304 % 1314/1322) ZZ4+& £ 1o 94"

Fe-34 Ag Zdel ZAE 139 (D38 A% =uel
GA F o= st 3719 F 2 3N A R AES 283 = Q).
gk TulQl ZFA|E 149 (D38 A3t Er|

a9
o= shtel 3709 = 30 A4 (R AEs 258
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[0406]

[0407]

[0408]

[0409]

[0410]

[0411]

[0412]

[0413]

[0414]

[0415]

[0416]
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Fe-3d A3 w=ve ZAE 159 (D38 Ag =w¢l (% 159 1508/1506, 1514/1516, 1532/1520 % 1530/1528)
77re % 14 @AE FA F o= sk 3719 T3 E 3 A4 CR AES 23S & 9l

Fe-3hel 23 =viel ZAE 169 (D38 AF =W (&= 169 1616/1604 2 1618/1630) ZH7b2 3 1ol dAH
A T oz shube] 319 T4 2 309 A4 (R MES 28T 5 U,
Fe-3d A% w=ve ZAE 179 (D38 Ag =w¢l (% 179 1712/1714, 1724/1708, 1726/1742 % 1738/1736)

A2t F 19 EAE A F o= s 319 T4 2 309 A4 (R AES 28T 5 U

Fe-3¢ A3 Trel ZAE 189 (D38 A = (XE 189 1812/1814, 1828/1808, 1826/1824, 1830/1832,
1850/1848 % 1844/1842) ZtZt2 3 1o dAHE A F o= e 3719 T4 2 3709 A4 (R AEe X
shal 4= it}

Fe-3H¢l A3 wdel zhAlE 199 (D38 Z¥ =uQl (% 199 1914/1904 2 1920/1922) Z}zbe # 16 dAH
L shue] 3 F 2 39 A R AEe 288 4 Q).

o =9l FAE 209 (D38 AF Z=wel (X 209] 2014/2016, 2042/2008, 2036/2034 2 2028/2026)
72t 19 A" A 7 o syl 39 T4 2 39 A (R AEe X8 4 Q.

Fe-a A3t wwel A% 219 (D38 AF =w<l(= 219 2114/2116, 2150/2108, 2148/2146, 2138/2140
2136/2134 2 2128/2126) ztz+e # 19 IAW A F o= bl 3709 F4 2 3709 A (R ALS £
shst 4= Qi

IV. o|FA|5 A8 2E
2 A UgellA, oAt A
fo]3}A &= Fe Ewel o
& 2709 Fe Tl wrEkae A &

c Z=ulQl ©hEFAle] CHy Al B9 TuQl o] dFol), olAst Aed FEEolA, oAl X3 ol A
3S Y AeE olwwalke] kA Az 2789 CHy A B9 =rde] dAgE felshA gt A
= Evde] HF P o|FA s ded BEo] AASAY oA Aald EE U9 YA ofv
AF 2 ZS zhe Fe EHQ) A RRE dAEE & Fe =l s Aeizojr}. o]zd 389 ofmxAt

2 gAste 2709 Fo muel BaAle] HEE Hof
olrlAbg EFHET. FAIH L
W Eololel Ae] SAH chulnl ABg ek

_|>~l

A58 QuikChange” SNl U3} ol el & eld BAM A F2Y 7% ALgste] o Fold

F alvt

AR PRI, ol@AS Aey LES Oy FA B wele) (BUAA Frhz A" "Ee)) §94

2 g # EvRle] (RelolA 372 7]
E

BR(EE wH 0 ) A4S 4 1§ 24 FEIE FY A
Gy mEE 2 219l Fo =9 GRS feR GElSARE Sa A Fe m A Ol 3
A BY Eoele A oFold gl olFolFAs Auy mES dojth. HFF FQwol}t E 3o
A g

oe TGN, Bt oAl S FHSHE olFAN MY RES 2T Fo B 9FA % A%
obvlical A S ek olRAs HuA RES 2 P w9l Sl (o)A F7hz A48) 4 of
Hedte] 2@ A7) AEelde B Audon Afsel o mre IAT  gor, A7) Fo w9l
SRAE gl oAt BT, QY PRI, Fo =dQ) BRAE el st 2 %de} Okﬂl

Q] Al X

=k T ol

A3t ofu| Al X3, oS o, D3BEK EE E357K§ S }h Fc =wQl wegae} st ofn|il ‘lﬁ&

£ Eo], K370D H=+= K370EE -3t Fe =Wl @&l shd obnibe] fale Ax7] 2Eolxg s 53 4
2] s IS AT F Avk. E e AA A, EBTKE Firehs Fo Bl T e}
K370DE #Hfrats Fe =vlQl @Al s ofn|ibe] fejgh Ax7] ~E 0" S S8 deux o= Agtato] Fe
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[0417]

[0418]

[0419]

[0420]

[0421]

[0422]

[0423]

[0424]

ZIHSd 10-2021-0044218

g AT S vk Q¥ FAANM, G ot ABe o) FolFAS ey BE 2 5 9
Lo, el FUPY QA obvlmat ABS FRFE 249 Fe wlA BFAE AFsHe o)FolHA
Fo ol G4, o|FolBAE H05] A% e Gas olFAlsh Aey REol E 39 AA€

FolBAsE He] A8l AgE F e T}
o]

ot 2
o [

lo ir

rlo s il % |z
4
)

el A, 2709 Fe =dlel S>FAE CH

1
=)
r o
>~
>
o
Lo
X
)
)
>
o
)
i,
o
N
Lo
=
i)
=
Lo
o
2
k
N}
=

o
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S zhe= Fe =l A4S 13t o Agd vE e Fa
2+ Zbof| C-Ut §ste] o]FolHAe AL shesiAl sk LUZ-Y
7 AW020110346055 )& ot e}, ZHzto] IgA B IgG CH; A E9] wxatste AIHES

rlrﬁrﬂ
O HI ol

M

o]FA Fc =l WHAS zt= Fo =H9S A3l SEED(strand-exchange engineered domain) HFT] 3
H(E& [Davis et al., Protein Eng Des Sel. 23:195-202, 2010]1)& A3+ glo] E3}F3ic},
V. F3A 23 FEF 9 f4% =3 B
FAA 24 g5 d {FHx 24 22 (Ee "wB-8" A=) Carter ¥ TR
(F3[Ridgway et al., Protein Eng. 9:617-612, 1996]; &3 [Atwell et al., J Mol
#3& [Merchant et al., Nat Biotechnol. 16:677-681, 1998]). »=H-Z9o] A5 282
-8B g -5 JeAge dAd FE D fFEld Adege A= Q) sFolFA 34

[€) =
& APy, "=B-E" Ve vs 53] W3 A15,731,168% 00 = JiA E o] Tt

AFAE o5 APt
Biol. 270:26-35, 19971;

ojFolFA 4= Felst

il

wolle] 9l 27he) Fe wolQ) BAlel olFAst] wel@th. A% THANA, shtbel o, FA BA w9l
o fAA 2A FERE E OE O A BA 000 fA4 2 FEVE £EHES 0], O A
B9 w9l B ORFE 209 Fe muel BAle olFASE FAsAU frelekAl s (%) olFAS A
By mEGAY, olFolFA ey RE)IRA 4§ e FAANA, shtel G, FA BA w919
AR 2A FEPET E OB G A B w0 Aee) ok o F £E5ES gyt ® e
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By @A) B Eolels]l fAA 24 FETE E OE O 34 B =i Ao oy

KeN 1:-1
- =2
Zled) dF olFAE A Ea(did, olFoldAst dud ®E)2 CH; A =W Z=v]led T366W =
Wolsh e FAA 24 BEYE TRV B AN WEAA, §94 2 FBR L 404 2% BEVE
w3 o

O %

Tl
1EolA P4 A S8 Oy B9 Abele] olghal AR At 23t A
_'Q[.

AR 22 FEH ¥349C, T366S, L368A 2 Y407VE -3t Fe Z=w9l d&Al= 2k E&5 5354C
S OI3661E FReHE E vhE Fo =9l d@As AuHon Asel o mie YT F Aok E v
AA A, Y3497 AR FAA 24 GRS TR Fe 9 DA S0 BE G0 2%
EEVE FROHE Fo B9l g AEh0E APsel o =S 34T + v vE fa4 24 F
B 9§ 24 BEY, o8 AT U4 2 e P2 AMET BT @ E 390 A glol
EE

Aol gk obulet A1 ZE CH, $A B Evile] Ao oprmat WE Al AL Yo opr)wit

RHR 23 PER B fAF 2 SV FH7) 2H0]YY =Y
A7) 2Eolge wu-F J1&n 2@etel, dF Sof, 29 Aold FelRE e Fe Euel dFA Alo]o ol
FolFASE KA T 5 A, olFo] wrk AAF APEE FA7] 2EolPe woh 1 wud FA
Bde 2As7] A8 AE=, wud weel % gude] vl shdE obmwAl Abele] freld A7) AE
2489 ol g5k Aolth. M7 AElUL ALgste] FFolRAS K o FolBANE FAT 4 glor], ¥
town-F 71&Y H8S0 289 5 AT olFolAse A%, HelsHw FYA Bemel olFo
A 2zt 3 of £QE. WA, Fe EWdl SHRAE oo Fda 9 gAe ofnlwal

PN

T

olth: D356K, D356R, E357K, E357R, K370D, K370E, K392D, K392E,
D399K, K409D, K409E, K439D % K439E. & Eo], 3t Fec =dWdl @A, & Eo, T&EF(Y349C,
T366S, L368A 2 Y407V)S 2k Fe E=Hlel @EkA|= K370D E9HolS w3k 2deln, g2 Fe =l vk,
2 Bo], B55(S354C 2 T366W)S zt= Fe w=wWel wekas= E357KE £33 4= .

Hrp dmtxog  9loje] IEHR ZodMWol(E EdwWo]l FF): Y407T, Y407A, F405A, Y407T, T394S,
T394W:Y407A, T366W:T394S, T366S:L368A:Y407V:Y349C L S3364H:F4057} 3% 39 AA7] ~Eoly EdWolg =
, 499 EER Eddol(EE EdWo] x3): T366Y, T366W, T394W, F405W, T366Y:F4054,
T366W:Y407A, T366W:S354C = Y349T:T394F7} & 3¢ AA7] ~Elojd Zdwolet &= 5 ).

VI. F37] £E ¥

ot he

o) 2~
gdg F dx

A7) 2Ee]g e Boh aAk dad Babe] S 2dsy] 98 HE=, 9wd weel 2 gwo] wije
e obulial Abole] FEjd FHY] FEAES o] &8k Alolth. o]F-5olA FA|] AFANA o]FolHA
e st FoIFAY IS BN E A mvidle] FaAES WwAskE A7) 2Eoly a9g o
ot e mF 53] 9 F/) A12014-002411159] A H o] Tk

£ A UlgellA, A7) 2Eejde Fo =HQl @AY o]@As X Fe-Fd AY =M AAEY] A4S
Alojst= w ARgET. 53], A7) 2EOj®HE ARgEE Fo Z=dl)l GRAS] o]FASE Aleldtr] $ske],
CHy=CHs A& TA3HE sl o)de] ofnliest A7]E ddsh e S8k ofval 7|2 gixlso] w9le &

3 sk obmledtel mel 345G FAVHoR KL B k. AR FRANA, A FAs
2710 B SAEEE SUG ofwAl, oF ol ofinEEA mE

dbow iAETE. e FEdelA, AW SHst ofn AR st ofrmAto R A Ek. b ofw|
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FEAGIHE G, A BE S F sh} EE E R =99 5 Ak s obulnate FEAgshs i,
¥ Esole] Ego M, s obuledt Atele] BEAGOR 9
=) gAY o]FAS Audon FYT & At (7]

TN

o
Q3 AN, AAs] 2EloY makel olaf Aolslol Fe wulel WAl olRAE NuAow Py 4
= o = A

= = R

A date Egehs olFAst AuAd Eae A s, 2709 Fe =rdl @@ Als o] Fol# st =
sEolFAsE Tl deder JA4E + Ao

Fe E=m] 9l gk o] o]F o] FA ]

Fc =rQl whekA|e] olFol&AslE F 3o A glo] 39 Adt 7] B3 28 2719 Fe EmQl whEkAd)
FHAQl EdRolE ESFeRA FXE 4 vk, A5 FdoolA], Fe =vQl @Al o]
P A% F syE 23T 4 vk D356K, D356R, E357K, E357R, K370D, K370E,
K392D, K392E, D399K, K409D, K409E, K439D @ K439E. & AA|do) A, %3} ofnwit X8 o3 &
D356K W= E357KE $Hidbe Fe =mQl daAlel S48 ofnmqt X3k, o|& Eo], K370D H+ K370EE &+t
sh= Fe ZdQl ©kAl= abd obv|weibe] fElek A7) 2HoE S Fdl A9 oz Adste Fe =HdS
et 4 9tk g2 AAYdA, E3B7KS Ff3t= Fo =Hlel @A 9} K370DS sl Fe =9l kA
= 3hd ofu ko] fEldk V] AEAHE FI gy oz Aste] Fe EMAS AT 4 Q.

)

£ 59, 3/M9 Fe =vdlS zk& Fe-3d 23 =wWl ZAl=olA, 3719 Fe =7l 5 271+ A7 2Ho

ol & FHZlE o] 2789 Fe B FolFA skl os] FAdE 4 Uk, "o]Fo|FA Fe &
271¢] Fc =mIQl DA o] o]Fo]F | PAE = Fe =MdES AAstE, 2719] Fe =9l oA
£ 2719 Fc Zvl A9 23 A48 Fxeh= Aoldt Jdst Edwol(o]FolZAst Agy
(S Eo], ¥ 4A 2 ¥ 4Bo] EdW )58 ettt 3719 Fe =W Al 2d "E7]" Fe
Hiel & 2709 ojulx ek "EBA" Fe =W0)E ZE Fo-d 23 Tl ZAIECA, ofn|x wrk "EXA|"
Fc EW|9l 7248 o]FolZA| Fe =l ("#A] o]FolA| Fc =<l “OBWE EH) (AW, = 19 Fe =v<d
A (106 2 114) HE Fe =HlQ) @A (112 2 116)0] 98] A" o]Fo]3A] Fc EwWel; & 29 Fec &
ol ek (206 2 214) T Fe Z=d¢ v=4(212 2 216)l 4611 P o]FolFA Fe =rlehd 4= Q).
A o]Fol#A]| Fc =9l E357KE i3l Fe TulQl @A 2 K370DE i3l T T2 Fe =Sl &
of o3 FFdd + Art.

Fe
T:
_1_
Zz06

al

X3

Fc o] Fol=A 5 Wy
i I Eddio] (A& A EdWo] (A& B) =z £3
xH-F (Y-T) | Y407T T336Y u= B3 #
8.216.805
rH-Z Y407A T336W o= 53 #
8.216.805
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rH-Z F405A T394W v 53 4
8.216.805
LH-Z Y407T T366Y H= 53 4
8.216.805
rB-F T394S F405W g 53 4
8.216.805
vH-F T394W, Y407T T366Y, F406A v B3 #
8.216.805
w=HE-Z T394S, Y407A T366W, F405W n= 53 #
8.216,805
rH-Z T366W, T394S F405W, T407A W= 53 #
8.216.805
-z $354C, T366W Y349C, T366S, L3684,
Y407V
wH-F  (CW-| Y349C, T366S, L368A, Y407V | S354C, T366W Zeidler et al.,
CSAV) ) J immunol. 163:
1246-52, 1999
HA-TF S364H, F405A Y349T, T394F 702011028952
B4 2¥ol¥g | k409D D399K US 2014/0024111
AA7] 2¥91% | K409D D399R US 2014/0024111
AR 28919 | K4098 D399K US 2014/0024111
A7) 25 ¥ | K409E D399R US 2014/0024111
AA7 2819 | K392D D399K US 2014/0024111
AA7] 2€o19 | K392D D399R US 2014/0024111
FA7] 2919 | K392E D399K US 2014/0024111
AR 7] ~€lo]9 | K392E D399R US 2014/0024111
AA7] 2¥]o]¥ | K392D, K409D E356K, D399K Gunasekaran et
(DD-KK) - al., J  Biol
Chem. 285:
19637-46. 2010
AR 7] ~Elo] g | K370E, K409D, K439E E356K, E357K, D399K WO 2006/106905
=B-% + AA | S354C, E357K, T366W Y349C, T366S, L3684, | WO 2015/168643
7] 2Eo¥ K370D, Y407V
VYAV-VLLW T350V, L351Y, F405A, Y407V | T350V, T366L, K392L, | Von Kreudenstein
T394W et al, MAbs,
5:646-54, 2013
EEE-RRR D221E, P228E, L368E D221R, P228R, K409R Strop et al, J
Mol Biol,
420:204-19. 2012
EW-RVT K360E, K409W Q347R, D399V, F405T Choi et al, Mol
Cancer Ther,
12:2748-59, 2013
EW-RVTs-s K360E, K409W, Y349C Q347R, D399V, F405T, | Choi et al, Mol
$354C Immunol, 65:377-
83. 2015
A3 =9 (DK) | L351D T366K De Nardis, J
Biol Chen,
292:14706-17,
2017

[0438]
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As} =9 | L351D, L368E L351K, T366K De Nardis, J
(DEKK) Biol Chem,
292:14706-17,
2017
L-R F405L K409R Labrijn et al,
Proc Natl Acad
Sci USA,
110:5145-50,
2013
IgG/A 7142} [gG/A 7]1d =}k Davis et al,
Protein Eng Des
Sel, 23:195-202,
2010
S364K, T366V, K370T, K392Y, | Q347E, Y349A, L351F, | Skegro et al, J
F405S, Y407V, K409W, T4A1IN | S364T, T366V, K370T, | Biol Chenm,
T394D, V397L, D399E, | 292:9745-59,
F405A, Y407S, K409R, | 2017
T411R
S364K, T366V, K370T, K392Y, | F405A, Y407S Skegro et al, J
K409W, T411N Biol Chen,
292:9745-59,
2017
Q347A, S364K, T366V, K370T, | Q347E, Y349A, L351F, | Skegro et al, J
K392Y, F405S, Y407V, K409W, | S364T, T366V, K370T, | Biol Chen,
T411IN T394D, V397L, D399E, | 292:9745-59,
F405A,  Y407S, K4O9R, | 2017
T411R
BEAT (A/B - T) | S364K, T366V, K370T, K392Y, | Q347E, Y349A, L35IF, | Skegro et al, J
F405S, Y407V, K409W, T41IN | S364T, T366V, K370T, | Biol Chem,
T394D, V397L, D399E, | 292:9745-59,
F405A. Y407S. K409R 2017
DMA-RRVY K360D, D399M, Y407A E345R, Q347R, T366V, | Leaver-Fay et
K409V al, Structure,
24:641-51. 2016
SYMV-GDQA Y349S, K370Y, T366M, K400V | E356G, E357D, S364Q, | Leaver-Fay et
Y407A al, Structure,
24:641-51. 2016
A7) 299 | K370D E357K
A7 2€o9 | K370D E357R
A7 2~Eo]% | K3708 E357K
7] 289 | K370E E357R
AA7] ZEo¥ | K370D D356K
237 289 | K370D D356R
§77] 2% | K370E D356K
A7) 2Eo9 | K370E D356R

D BE o= EU 9 g A Ao ol Y EHE (Edelm 52 3 [Proc Natl Acad Sci USA, 63:78-85, 1969])

SN

Fe =rlql @&Ale] EFolFAshs sdd A7 2Eojd SdWol(TTo)FAst g 2E)E Fe =
SFA = 2 ol diY wAem =gdtess X" 5 vk AR FEdelA, 2718 Fe Z=w]l SEA=
CHy vl Abole] Aol shde k719 arg] o] Hojm 27)e] Ao 4 Jdst sdwols Frdhe

= 4 o ol
2L

oA A9 BRES Xeth. 2719 Fe =W dEAlolA 271 o]k drAQd v e F AL
o] AslE JAAF oz, Eddold Fe Zrel SHAE 593 oy ML Fe Zrel ©FAo] 3t
ARAE FHEARE, o3 Edwel7 gl Feo Z=HQl @A e o W ArAAS zZed. Fe 9
A Yol =YhE o o9 FFo|FASE £ 4 = A 2EAE EdWelE X 44 2 X 4Bo AT
glol YEhd vk, A FEdelA], Fe EWde olF st EAWel(E 44 E ® 4B), dE E°],
K409D/D399KE Z+zt el 2709 Fe Ewel dekAlE 233k, & g2 F& oA, Fc EWee AlE 94
3 EdRo)(F 44 2 X 4B), o= 5o, K409D/D399K/K370D/E357KE 2zt Egtets 2709 Fe L9l ohEkA|)

g5 501, 3/ Fc =vdls 2t Fe-3d Ag =l ZAlZolA, 3709 Fe =mldl § 7= Bx7] 2Eof
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3} P48 4 k. "EFIFA Fe =
Fo =lolg A4a1E, 2709 Fe wrlQl waa]
W =

98 o] 2
o2 2709 Fc = ] SegA o] %%‘ﬂ%’ﬁiﬂﬂoﬂ ofa FAH
=% 44 4 = ?:H’rf?_q 370 Fe =l (ahe]

Asl AWl (A E &

Fe-a9 Ag =l ZA

oA Fe Z=WQl'ez® E3)Y

T Atk 7] TFIHA Fec B, 242 o]F EAR] K409D/D399KE FHrahe 2719 Fe EwQl TEFA| o
= (e}

[3 4al
Fc 5ol FA s 44 - & AlEdd 2719 EdHO]

U Egddio] (A& A E B) #Fz 24

Mk N n)s E3 4 8,216,805

FA7 2=¥)¥g (KD) D399K/K409D Gunasekaran et al., J Biol
Chem. 285: 19637-46, 2010,
WO 2015/168643

AA7] 2Elo]g D399K/K409E Gunasekaran et al., J Biol
Chem. 285: 19637-46, 2010,
WO 2015/168643

AA7) 2El]g E357K/ K370D Gunasekaran et al., J Biol

Chem. 285: 19637-46, 2010,
W0 2015/168643
HAH7| 2EE E357K/ K370E Gunasekaran et al., J Biol
Chem. 285: 19637-46, 2010,
W0 2015/168643
AA7] 2€lolg D356K/K439D Gunasekaran et al., J Biol
Chem. 285: 19637-46, 2010,
W0 2015/168643
A7) gy D356K/K439E Gunasekaran et al., J Biol
Chem. 285: 19637-46, 2010,
W0 2015/168643
AA7] 2Eolg K392D/D399K Gunasekaran et al., J Biol
Chem. 285: 19637-46, 2010,
WO 2015/168643
BA7] 2E¥ K392E/D399K Gunasekaran et al., J Biol
Chem. 285: 19637-46, 2010,
WO 2015/168643

AA7) 2Eoly K409D/D399R
AA7) 2E]lo]y K409E/D399R
AA7] 2¥4¥ K392D/D399R
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Fc TFo1FAs Wy - 74 Abgd 419 S99

EZ01FA Fc =99 2709 Fe = @5
A Ztzte] 63 A Bv =vidle] gAds &
Aol (5)

SZol%A Fc = ¢ 2719 Fc =H
A 7o C3 A 29 =ddg o

dHol(E)

Jq B
As &

K409D/D399K/K370D/E357K

K392D/D399K/K370D/E357K

K409D/D399K/K370D/E357R

K392D/D399K/K370D/E357R

K409D/D399K/K370E/E357K

K392D/D399K/K370E/E357K

K409D/D399K/K370E/E357R

K392D/D399K/K370E/E357R

K409D/D399K/K370D/D356K

K392D/D399K/K370D/D356K

K409D/D399K/K370D/D356R

K392D/D399K/K370D/D356R

K409D/D399K/K370E/D356K

K392D/D399K/K370E/D356K

K409D/D399K/K370E /D356R

X392D/D399K/K370E/D356R

K409D/D399R/K370D/E357K

K392D/D399R/K370D/E357K

K409D/D399R/K370D/E357R

K392D/D399R/K370D/E357R

K409D/D399R/K370E/E357K

K392D/D399R/K370E/E357K

K409D/D399R/K370E/E357R

K392D/D399R/K370E/E357R

K409D/D399R/K370D/D356K

K392D/D399R/K370D/D356K

K409D/D399R/K370D/D356R

K392D/D399R/K370D/D356R

K409D/D399R/K370E/D356K

K392D/D399R/K370E/D356K

K409D/D399R/K370E/D356R

K392D/D399R/K370E/D356R

K409E/D399K/K370D/E357K

K392E/D399K/K370D/E357K

K409E/D399K/K370D/E357R

K392E/D399K/K370D/E357R

K409E/D399K/K370E/E357K

K392E/D399K/K370E/E357K

K409E/D399K/K370E/E357R

K392E/D399K/K370E/E357R

K409E/D399K/K370D/D356K

K392E/D399K/K370D/D356K

K409E/D399K/K370D/D356R

K392B/D399K/K370D/D356R

K409E/D399K/K370E/D356K

K392E/D399K/K370E/D356K

K409E/D399K/K370E/D356R

K392E/D399K/K370E/D356R

K409E/D399R/K370D/E357K

K392E/D399R/K370D/E357K

K409E/D399R/K370D/E357R

K392E/D399R/K370D/E357R

K409E/D399R/K370E/E357K

K392E/D399R/K370E/E357K

K409E/D399R/K370E/E357R

K392E/D399R/K370E/E357R

K409E/D399R/K370D/D356K

K392E/D399R/K370D/D356K

K409E/D399R/K370D/D356R

K392E/D399R/K370D/D356R

K409E/D399R/K370E/D356K

K392E/D399R/K370E/D356K

K409E/D399R/K370E/D356R

K392E/D399R/K370E/D356R

VII. ¥A

Rouneld, AL FYREE w g meel 9/w 3 vad wolojy te] AR wi: AL
ZlEste d AMEEY. AR PR, PAE Hojk 2709 Fe vl wEkA] gt AF wi ddola, o
9 BAE A1 Fe =X @A 3 A B9 TuQle] C-Zw-S A2 Fe Q] T 1% X9
N-eho] AZsto], 2719 Fe E=HQl GZFA7F Q42 A2 dddrt. & FaddlA, B Fe Bd o=
Aot ole] FAFE Qoo the WA m=wQl Alele] Afteltt. <& Bef, YAE Fe =M SFA CH;
A B =Rl C-9es SR VI-AZ PEl=o] N-"rhe] FAA 4 v

Jole] -] ARAN Jl: PEE AFS FHSE HF Bl E e
obvi 7% WIS S vt TAHCE, REE AT FYA T LW By
H Fuo 349 5 AL, S3 AAY A gl s FHD & Qo
e Eststs BURZUSEs A9, dad, 49 A9 249 Fe =W @
o, %5 AEe DN FHE4 2 eudd oa T vl
Mg 5 gl
QA G4 FEA, AW PG FFAA PS5, F
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(FEd BES AFE Aslsn) AL G wsom wHAE A%, 88 HEs], dad o,
AR, A2, opAE, EE FAANA B ASHE Jlg AE71E st guae -y 3 E o)
2 wuge) N-wa 27 gsiel RAE £ ek ololM, ¥ 4871 et AFL sk A e 5
B Bo wgstel, 2o wMAS P 42T & Ak olF S WY AAE AR BFH A
olet,

e o] 4]

B NAL WEell A, 2719 Fe ZElQl @A Atole] ©AE 3~200709] ofn|:=AH(dE B, 3~2007, 3~1807M,
3~1607, 3~14078, 3~1207R, 3~1007§, 3~907%, 3~807W, 3~707W, 3~607§, 3~507, 3~457), 3~407§, 3~357¥,
3~3078, 3~257, 3~2078, 3~157W, 3~107W, 3~970, 3~87W, 3~77W, 3~67W, 3~570, 3~470, 4~2007), 5~2007Y,
6~20070, 7~2007], 8~2007H, 9~20078, 10~2007H, 15~2007H, 20~2007W, 25~2007], 30~20070, 35~2007, 40~200
AN, 45~20070, 50~20070, 60~20070, 70~20070, 80~2007), 90~2007), 100~2007H, 120~2007), 140~2007H,
160~2007H TE+= 180~200789] ofw]x=ib)& EFhele olu|iAil o] d 4 vk, A FAAoA, 2719 Fe
Tl GEA Atolel AL AHolm 12719 ofw:=glk, oA 12~200709] olviAb(AE B, 12~2007,
12~1807, 12~16071, 12~14078, 12~12070, 12~1007H, 12~907W, 12~807N, 12~7070, 12~607], 12~507], 12~407),
12~307, 12~2070, 12~197, 12~1870, 12~177), 12~167), 12~1570, 12~147], HEi: 12~137]9] oju|xAh) (47
o), 14~20070, 16~20071, 18~20070, 20~20071, 30~20070, 40~2007], 50~2007), 60~2007], 70~20071, 80~2007),
90~2007K, 100~2007), 120~20071, 140~20070, 160~2007), 180~2007§ F+ 190~20070¢] o}m|x=Ab)& 33l
olu] Ak ~do]Aoltt, B FH A, 2719 Fe Ed¢l wEkA] Alole] B AE 12~30719 ol mAk(E
o], 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 Hx= 307§9] o}n|x2h)<S 3t
Sl ofH| At Ao Aoltt, AFe MEE Ado|E FFAd FTAFH da, odF £, 24l L Az
22 7teAd oAt 2VE Este EE ¥AE Edeitt. 54 FdddA], oA E EEHE, o
GS, GGS, GGGGS(ME WZ 1), GGSG(ME WHE 2) L& SGGAYE HE 3)9 tsF HEZ L v RE IS
T 4 k. 53 FdEAA A, 2FolAE S, A7 , GS, GSCS(HYE WHI 4), GSESES(AE WE 5),
GSGSGSGS(ME WME 6), GSGSGSGSGS(ME WME 7), HEE GSGSGSGSGSGS(ME WME 8)e] REIXE ¥3ksle 2 U
A 12709 ofmmats i3 4=y, B UE FddolAM, Aol e G6S, dIAW, GGS, GGSGES(MYE HE
9), GGSGGSGGS(ME WZ 10) Z GGSGGSGGSGES(AE HE 11)9 TE|ZE X &3l 3 A 12719] ofv|=2tS
FH 4 dd. T g2 FHdolA, oM E GGSG(AEHE 2), oY, GGSGEESG(MEWE 12),
GGSGGGSGGGSG( M EHE 13), GGSGGGSGGGSGGGSG(M DM ZE 14) HEE GGSGEGSGGGSGGGSGGGSG(M BT 15)¢] RE
TE x3eE 4 UA 20709 ofnxeaks TR g k. e FAdelA, 2FolAE GES(HEHE 1), 4
A, GGGGSGGGES(M B E 16) HE=GGEGSGGEGSGRGES(M G T 17)9] REXZE 73 5 Qlth. 54 Fddol
A, 2¥o] = SGGGSGEGSGGGSGGESGRG(M B 3. 18) o).

B 2o

IR e, 2709 Fe =Rl @FA Alolo] ~A#o)xE Il 27|ek, oHd), A= 4719 =il &
Z1 (A, 4~2007], 4~1807), 4~16070, 4~1407W, 4~407, 4~1007), 4~907W, 4~807W, 4~707W, 4~607, 4~5071,
4~407Y, 4~307W, 4~207W, 4~1970, 4~187W, 4~177W, 4~1670, 4~157W, 4~1470, 4~1370, 4~127H, 4~1170, 4~107),
4~970, 4~87W, 4~7W, 4~670 T 4~5709 2T 7)) (A, 4~20070, 6~2007H, 8~2007H, 10~2007,
12~2007, 14~20071, 16~20070, 18~20071, 20~2007, 30~2007], 40~2007), 50~20070, 60~20071, 70~2007),
80~20071, 90~2007], 100~2007H, 120~2007), 140~2007§, 160~2007], 180~2007§ T=E 190~2007H¢] =4l =
7DNE gtk 54 FEdelA, 2dolA = 4~-30709 =4l IU(dAd, 4, 5, 6, 7, 8, 9, 10, 11, 12,
13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 = 30719 24l A7])S z=

AR FHA oA, FEA T Fiste 2doE FE A &S dAGEAY, 0-9FE ==
3H(0-linked glycosylation), O-=dZAstgnx AAHH), o9 st o9 A=- 7| (dxd,
SGGGSGGGSGGGSGGGSGGG(M EH S 18))E FHrate ~FolAl et Hluste] FEFAS FFo] A (dad, 0-2¢
Az FEY ) (A, AdEA, ®Res ) AR, FAA(Fue) 9/EE ZAEEA(Gal)(d7d,

[

Adzmz)eh 2 ks 2te -2t e A4)E & vk

_ﬁ
Ho
ol

QR FAAA, AN AR GRS 2delde o-FemAsKlAW, 0-4ARAHNA 2E 5
AAL, odE 5o sty ool Al-l 7] (dld], SGGGSGGGSGGGSGGGSGEG(AM EME 18))E Ffrate &uo)A ¢}
vjmatel 0-Zelsas el A28 & Atk 0-FAR AT 3 B2).
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AR FE o, FEA DN FFale 2o dE gHA RS AR &S £ dAY A, sk ol
MY A7) (AW, SGEGSGGGSGGGSGEGSGRG( A DT 18)) S SHdl= 2u|o] -} nlusle] ghld Ba)fo] 7ha

PN
2 5 .

£ FddolA, AdelE GGGa(AHE WME 19), AW, GGGEGEEG(ME WE 20), GGGGGGEGGEGG(MYE WM&
21), GGGGGGGGGGGGGGGG(AM Y W F 22), *X GGGGGGGGGGGGGGGGGEGG(A Y M3 23)9] RE|ZE 343 5= r}.
£ FdAlA, 2ol ME GGG EME 24), <A, GGGGCGEGEG(MEHE 25) H=H=GGGGEEGEGGEGGRG(A]
dE 26)9 FEZE FHT £ Jdrk. EAH FdAolA, A¥elME GGEGEEGEGGEGEEEEEEG (M YD WM&
27)0|t}.

2 FdddA, 2dolXE S 2 Al- Q9] oAk, olE Eo] GENLYFQSGG(AE® S 28), SACYCELS(A
EWF 29), RSIAT(M Y™ 30), RPACKIPNDLKQKVMNH(M YW S 31), GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG(A]

A5 32), AAANSSIDLISVPVDSR(AMEWE 33), H+ GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS(AM LM S 34)E W
st R = 9l

B oahgol B oA, 12- TE 20-olu A HE = AHo]E 2789 Fe EWel gEAS AdE d48
= od AREEY, 12- 2 20-obr|wt AE=E AdolME 44 HME GGGSGGESGEES(MYE WHE 35) o

SGGGSGGGSGGGSGGGSGRG(AME W& 18) = o] Fofxith. thg Foolx, A GGSGGGSGGGSGEGSGGS(M EM Z 36)
2 o] %o7l 1g-olv:it WE|= solAlvt ALgE & dlrk,

A5 FAA A, 271] Fe =] g Alole] AdFo]X= Awdt AEvE 1~36 & o= 3fuho] Al A

o= 75% TLI(HAZ 77%, 79%, 81%, 83%, 85%, 87%, 89%, 91%, 93%, 95%, 97%, 99% H=iE 99.5% TU3F) A

45 M F Atk 5 FdoddA, 2719 Fe =l @A Afole] AdolME dEd AdWE 17, 18, 26

9 927 F o= 3hteo] Ao Holw 80% FATH(HIE 82%, 85%, 87%, 90%, 92%, 95%, 97%, 99% X 99.5%

A3 ANLS 7 o 5 Ao, 2719 Fe =HIQl @A Alolo] AFolME et AdWlE

18 EE 27 T o= dhte] A Eel Hojx 80% THUSH(HAE 82%, 85%, 87%, 90%, 92%, 95%, 97%, 99% EF
[e]

99.50 $UW) AL 7Hd F 9

54 FddA, Fe =vlQl dFAe] 91X ofnw Wy} A T PEI=o] AE Fe FEFAC FHEA @
o Atole] ®A (S, Al Fe =Rl 94l (3 FA 29 =l -Ehs A2 Fe =Hdl @&Ae] 314 =

wQle] N-detel]l AAdste], 2719 Fe Z=u] @FAVE A2 Ado] HER Adste H7A)E T/ Ajel ofd
370 o]AFe] olm i Ab(elE S0, 3~2007H¢] ofw]wA(e]E So], 3~200, 3~180, 3~160, 3~140, 3~120, 3~100,
3~90, 3~80, 3~70, 3~60, 3~50, 3~45, 3~40, 3~35, 3~30, 3~25, 3~20, 3~15, 3~10, 3~9, 3~8, 3~7, 3~6, 3~5,
3~4, 4~200, 5~200, 6~200, 7~200, 8~200, 9~200, 10~200, 15~200, 20~200, 25~200, 30~200, 35~200, 40~200,
45~200, 50~200, 60~200, 70~200, 80~200, 90~200, 100~200, 120~200, 140~200, 160~200 FE*= 180~20071¢] o}
HeAh) S Zhe 2o, EE AHox 12709 ofmAb, oz 12~200709] oln:=ib(oE Eof, 12~200,
12~180, 12~160, 12~140, 12~120, 12~100, 12~90, 12~80, 12~70, 12~60, 12~50, 12~40, 12~30, 12~20, 12~19,
12~18, 12~17, 12~16, 12~15, 12~14 L 12~1370¢] o}n|:=ab) (o2 S0, 14~200, 16~200, 18~200, 20~200,
30~200, 40~200, 50~200, 60~200, 70~200, 80~200, 90~200, 100~200, 120~200, 140~200, 160~200, 180~200 &=
= 190~200709] o} Ab)) & sk ofn| gt 2awf| o] A o]t

2Fol e T3, Fe =rel dakAe 3% m=role] N-wdkyl (D38 A =l (E 5o, (D38 4 2%
wWole] CH1 =9l B (D38 A A3 Z=we1e] (L Zu2l)e] FHEA] wek Alolo] A8 5= glo], =HQIE
o] 37 o)A ojuxAte] A o)A (ALY, 3~2007M] olu:AH(dE Eo, 3~200, 3~180, 3~160, 3~140,
3~120, 3~100, 3~90, 3~80, 3~70, 3~60, 3~50, 3~45, 3~40, 3~35, 3~30, 3~25, 3~20, 3~15, 3~10, 3~9, 3-8,
3~7, 3~6, 3~5, 3~4, 4~200, 5~200, 6~200, 7~200, 8~200, 9~200, 10~200, 15~200, 20~200, 25~200, 30~200,
35~200, 40~200, 45~200, 50~200, 60~200, 70~200, 80~200, 90~200, 100~200, 120~200, 140~200, 160~200, &=
= 180~200719] ofmwAl) EE AHojw 127]9] ofmnal, oG] 12~200719] olmwAb(dE Eo], 12~200,
12~180, 12~160, 12~140, 12~120, 12~100, 12~90, 12~80, 12~70, 12~60, 12~50, 12~40, 12~30, 12~20, 12~19,
12~18, 12~17, 12~16, 12~15, 12~14, X 12~137]¢] ol :=2b) (oS Eo], 14~200, 16~200, 18~200, 20~200,
30~200, 40~200, 50~200, 60~200, 70~200, 80~200, 90~200, 100~200, 120~200, 140~200, 160~200, 180~200,
EE 190~20070¢] o) =2t 3t o)At 2H|o)A)) e i AAFHES i},

VIII. 84 a99d-43 =

U ki
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Z ) o) AH(dE So), = 19 e 102, 112, 2 114, % 29] 202, 214, 216 2 218, % 39] 302,
320 322, &= 49 402, 428, 430 ® 432, = 52] 502, 524 % 526, = 6°] 602, 632, 634 L 636, = 79
702, 708, 722 2 724, &= 82] 802, 804, 826 H 828, = 99| 902, 904, 934 % 936, = 109 1002, 1010,
1012, 1024, 1026 % = 11¢] 1032, 1102, 1104, 1106, 1144, 1146 % 1148, = 129 1202, 1204, 1206,
1252, 1254 1256, = 139 1302, 1306 1320 % 1324, = 149 1402, 1404, 1426, % 1428, %= 159 1502,
1504, 1534 % 1536, = 169] 1602, 1606, 1608, 1626, 1628 L 1632, = 179 1702, 1704, 1706, 1744, 1746
2 1748, = 182 1802, 1804, 1806, 1852, 1854 % 1856, &= 199] 1902, 1906, 1910, 1924, 1928 % 1932,
= 209 2002, 2004, 2006, 2044, 2046 = 2048, = 219 2102, 2104, 2106, 2152, 2154 % 2156)°] N-T¢+
Aspt GIno 2 E¢®oeld 4= gt}

2 W

A As =rQl FAE (A E 5ol Fe-3d Ag =viel #
s 9l Fe =r]l 2 D38 A =rjle 2t AAlEel nls) A o4 AESHADCC) 4, A oE
3 AE *—li‘x—}%(ADCP) R/EE A o= AEEAC0) EANAM Fstd adr] Ve 7bd ¢ glal, @
¢ Fe =vQl 2 (D38 A =wllEs 2t #AAlEel oa vehtA] o= A=std d4de 232 & Ao,

d : =3} o
3] x3E . HF AEE LA, AT, A7 e 2F 19 T oshgd &
T AlEZE CHO(EE CHO-+-2l AIES, o7d), CHO-K1, CHO-DXB11 CHO-DG44), #H &5 AE(dH
Sp2/0), VERY, HEK (elAth, HEK293), BHK HeLa, COS, MDCK, 293, 3T3, W138, BT483, Hs578T, HTB2, BTZO Y
T47D, CRL7030 2 HsS78Bst AMIEZE X F3FANt oo AgE x| k=t a4 A& TS A3 AU, 9
s 54 wAew iy AES Wysta AHYste S5 AlErr E=g AgE ook, Aol 3 AXE
S AR WS AHE 9 WS 9% 54 54 AUSE et 2dE g gukE Wy o
A S BAEy] 98 I AEF T S5 Alade] Aud 4= o)

zt
o}

Sohe D FehamE AAEeld wua Ame wd @ PuE fd, 4% AL Zzed, 9
A, AL FAR, Belotudst Pol @ AW viAE wastel, P Leixl A4 B £ ko)
19 DNAR @4 Ay @4 dskd 5 vk A8 dde] 2y WRie] gdAlel & A
, w3 [Paulina Balbas, Argelia Lorence (eds.) Recombinant Gene Expression: Reviews and
Protocols (Methods in Molecular Biology), Humana Press; 2nd ed. 2004 edition (July 20, 2004)]; &3
[Vladimir Voynov and Justin A. Caravella (eds.) Therapeutic Proteins: Methods and Protocols (Methods
in Molecular Biology) Humana Press; 2nd ed. 2012 edition (June 28, 2012]S =3},

2
Ll
i

Zy Fc @Al Asn 2979 N-28]Z A8t 915 Xgett, S23he o170 Feo dZFA oA b9 deolst e
2 EAQAT 5 . B 7A" dU9-A3 Fe 2AE 5 A S 2AEANA, SRS F ol3Ad
gon, EAstE 2t A, FoRYgE, A Ee FY-ZF Fo FAES AN F8l AFEEH= Al
E R, Axe A 20047 wiA 23 E S GAld wel gkl = ol gdsl F ol Ede 7]
A 2AE B ZYUPES 534 B ZEREEE di7che 2AES o= o= ALrix+= gFadst
Ho}h, dF B0, 2AE EAs= Y (dZ 59, Fc 87HY Hol% 5%, 10%, 15%, 20%, 25%, 30%,
35%, 40%, 45%, 50%, 60%, 70%, 80%, 90% =X 95%ollE FEZA Z7|7F Aomo] grh. webA |, 5%~60%,
5%~50%, 5%~40%, 10%~50%, 10%~50%, 10%~40%, 20%~50% =& 20%~40%2] ZE|Ztoll= F3A 27|7F Aojdo] ¢

. HAo® o= Hr gFIHdstE 2HEL 1,3,4-Tri-0-oME-2-tl$A|-2-ZF 0 2-L-F 32 JA|A 9 tXH
stell gAlE Aleles AIEZE widete] Askd 4 k. 2 VA" A=
FHASE FEE FUT8S Wdo] AHAY gle Alxelxe dd(dEs =
RNAi (siRNA, miRNA = shRNA)S AREE Wt o] 4o &) o HﬂE}—lA—‘iié_‘—%% 2 4~
FIAASEW~FH A (GT-11DE sk AE A o] LS x3hshs st th2 WS ARE3to] M
g 4 9.
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XII. AA

Fe-3gl A3 =vdl AA=S, oE 5o, A=ZntEdgu(ddd, ol g, s, @id A 33}
9 37)-viAl Ax aEetEadge)), 94 29, &k ko] Ee wuld FAE 93 199 7]

T WA A Fof A E dojo] WRoeR HAE F vk, dF
2ulEagy Ay, o3, ooy, 9G4 P B4 AA(AAY, #F[Process Scale Purification of
Antibodies, Uwe Gottschalk (ed.) John Wiley & Sons, Inc., 2009]; 2 &3 [Subramanian (ed.) Antibodies—
Volume I-Production and Purification, Kluwer Academic/Plenum Publishers, New York (2004)] =)= il
A A AP 2 Hat S HHsA AdYstn ddFgo A dEyEn FAE 5 9

e
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N
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o
By, 34 =548 M8, K Alx 9Edd, NK/T

e}

[0489]
[0490]
[0491]

3

23!

o

Z, M<E9HE (Castleman's disease), €7

ey

34 opd ol

Ly

o R0

o

o

o))
N

ojn

—~

2,

A&

A}
)

[0492]

T

=]
=

(t}

Polyneuropathy-Organomegaly-

i

Gammopathy

EREcde

A
#Z(Myasthenia Gravis;

Z=_A

[

FEF 22 PORNS 5
T

[e}
pud

}Q-XP
:g:a
A ZEHEZ(Waldenstrom

Eu
pul

-

)

z]

|
Telangiectasia-Erythrocytosis—Monoclonal
O
=

I

J

AU

=

A

Disease),

. Fvbel

74
ALRS)

o, 3 A (Fisher)
Syndrome),
A

7N

(R
‘:16;

o

=
wl
=

S
z)

=
AF

[e;

d AHgE ek
9

¥, TEMPI

1

g
L
L

ol tj<=H (Addison's

B

/Kglﬂ

[e)
Z3 7 (Goodpasture

=
R=A

3

el
=

, A1}l (Guillain-Barr 1) =
Disease),
- (Sjogren's Disease), A7FHAA =4

=z
%

A iR A

5} %
 (pemphigoid gestationis),

(MGRS), #A7FH 889
kel

hyA
s i

d

=4
%
Ll

o3

R

A wiHA AE9H-S(Ant ibody-mediated rejection).

Rl

PAPS
=1

el
T

4143
g o] B A4 (Graves

=
s

L aadE

z|

[
=4

}

2

Perinephric-Fluid Collections—Intrapulmonary Shunting), FWVFE]Z2=A

Endocrinopathy-Monoclonal plasmaproliferative disorder-Skin)

Macroglobulinemia).

[0494]

iz

vl
=

S (4a

]

Hﬂ;fj_

2 &

ul
=

BA gEA AEZA(CDC) Al
c4

p
L

7] 7]
]

"

1_1?_0
dl, o

[e]

p
L

3

[

LR
C4b o

=

el A e 1200 mg/kg, AN, 1~100 mg/kg,

o] 7kA Fe &4 w7y

Cls ol z=H| A

olo]A, C2a

KR
y

p
L

st} JHeb 1

S

A

g

=)

B

[e]

=
[e]

.

=
IgM

Al
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=y
i
=

Sk, mepA

)

E

=
T a0tk 37kA A3}

i

kel
pid

BA ARA, 1g6 &

N9 A2} o)

d

%

XV. BA] &4 AESA(CDC)

A, 20~100 mg/kgo
H
2HS W7

al

[0495]
[0496]
[0497]
[0498]
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=
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[0501]

[0502]

[0503]

[0504]

[0505]

[0506]

[0507]

[0508]

[0509]

[0510]
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ARESEe] HrkE 4= Qo). A7 A BEA(Quidel)E 25% v/vE BE Aol H7}star, 37ColA 2417 Bk Q5
wlo]Add 4= tl. WST-1 A3 22 A2k (Roche Applied Science)S H7}gH 3 AEES 37TCoA 1247 <
Qliwolder 4= QY. ¥ g, FHCEE 283 7)ol Fi, 450 mmollA FFEE 4T 5 o

XVI. A o&A M E-vl7] AEZA (ADCC)

A g9 Fe-gd A =rel FAES =3 WA o8] A oEA M-l AEZ *(ADCC) 4
S 73 4 k. ADCCE A7 9 WA 2y g Agste] a1E5S Apde BHo® i He |
AAle] dFolth. ADCCE FHAlol ofdt 2k A (NK) Alxe] &Adsts Fuksttl. NK AlEE= f%zﬂ, AW IgG
2 IgMe] Fe F&o A8t Fe 445 daddict. A7 gYo] #dd 24 Axe mwo ZAgEH o
ol NK Az} Agtate] o] @AE3ITH. NK AlEE IFN-y 9 2 Aol E7RIy Hzd 9 aadixedy e
%HM WESTh, HEPS 2o E4 sl & ﬂﬂi}ﬂ% NE 3 Fgasoltt, WY FH A

A

ADCCE g BAS Algsle] H7be 4= glv). 27 12k NK &37] A3 (Hemacare) S sl 538laL 37°Col A sFFyt

Fob 5x10° 709 /mLe] YT 4 wA-3(Lonza)ol AAATE. TR, <17k ALl A AEF Raji X4 Al
SE(ATCC CCL-86)E 3]4star, &4 x| (F= #Hl= F34 RPMI, 10% FBSA, GlutaMAX™)o] Ajl&@ebstar, ot
3l o B ZIrud Z4zte]l EA o] 37ColA 308 ZoF Hat wjkatgdtl. oo}, AAAIZ NK A
S5kar, B4 wjRloll AAEsta, §-C(D20 TR Raji MEE R8s S ol Eol Hrulsdlgr. Z# 9]

B
Raji)7} ¥]%=5 37T 6413t &<k A5t

o)-t)- A AEe] HE HEo] 5:1(5x10 7He] NK AE: 1x10 74 <] o} ol
Ho] A gkt
CytoTox-Glo™ M EZA H4] 7]E(Promega)E AFE3le] ADCC &S AA3}. CytoTox-Glo™ H- wgA
FE = 7dE AHEete], W FAEE A AE, dE 5o &3 Raji AlEe o3 WEE & Mx ==
HolAl &4& SA4gtt. 6417 Qo) dst $, Exd AN (UA) S FelolEY ZF dd] H7tstar, A4
¢ {] 7lel YAk, ‘ja‘al% PHERAstar F5 Zdo]E #%57](BMG Labtech)E A3}
ANK A &

o
)ol EAE AP 204 W F g

AN gl Fe-atel A% El) AARe wd Ao ola) @Al 9Eg AE AZAEWP) BHE %
S+ otk $A FAUAFORE Feizl ACPE WAATL AAEA s HAH AANES TAHE
golth, AAEE 3T 91 BAAE AL Folsbe AZE ARl AAE BESE ALl o]
o el B AL PAPS)A olal BAFE0) NF-xB BT ololxirh. ololA, (3 % AT} e
A w4 WA B2 4 olvh wA0] §adel ZUHM Fo EWle Fo FEAE Fal AMELE §
e, olold, AMEAL AEE 713, HAE BAe] EA%A (phagosone) = FaEH G, olofA,
F% ] B4 vus

PN
iy RE R &SI

A& AREsk] H7RE vk A B AE-vi) At EE(ADCP) S AR FA S Fa

3 Z-g wiAYZolth. ADCPE FeyRITa(CD32a), FcyRI(CD64) 2 FcyRIITa(CD16a)E Ea] w8, thaAxE,

IFT D AN Azl ga miE & Ak, A FEAe BT A 14, W 84 SysEHY 9

ADCPE fats Azdde] Fod 4 Awk, A At FeyRITazk o218 Ao #Bojsl= F8 Fey F
=

3= 9a1e] A (phagolysosome) S A ¥4 E2

FcyRIIa-H ADCP 2] X B AEAAE FecyRllao] Solzor Agsle] o2 dAslel= Fe EWedS ALgsle] 3
A E O AE AAI 257 A4S SHEE U AT F e AELSY xﬂz 7] ?
A& olm| =2t 1319 3| AEH(H)S sl %3t = QA7F FeyRITa-H WolA|

T AEF = NFAT-WHE S ANFAT-RE)Cl o8 Fie¥e FA|3 A gXe = 9.

mlm
i)
e
_O‘L
rlr
Ho
R
2
BN
»
—
=

i}

a
o

8

BA AL L 9 A FFsE A9, FoyRllaH G37) AXE
ANBAG D NFATRE v B B4 fRET. ARG A 2oV B3 E5F Y 5471

& ARkl HEs A AFshE.
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5] %:lf\M]—E welo] 37e
2 A ,
s we At sk Zlel ok,

Zte Fe-3d 2% =rd AAE 79 4A 2 A

-9 A% =l FAES 29 58S S/, 9F e nEAFEY g@ay 2 g3 s AAE
HBEFHY Aojgx o AFS HAidlely, AR o7 A (AdE S0, Zol% 85%, 90%, 95%, 98%
99% A<l F L= AR, o83 BRE u#ste], EA o] N-

uhs} ol AxSAT . Fo-

Ag Zulel ZAAE 7(CD38)L 2709 WY Fe Ewlel w&EA] a4 Z2E = (3-CD38 Fe A (Mg A
8 744
A

79 2709 749, ¥ Fe ©(XAQ A5 772)9] 2719] 719)) 2 3-(D38 A4l ZEHEI=(ME HE 773)
4 270e] 7H9E 442t 2tk Fe AdlE (SFolFAstE 387 9d) Asl-Ed ol H (K409D/D399K =
Hol) Fc E=m¢l wheda] @ N-wrebo A e] 3-(D38 VH 2 CH1I E=HQ1(EU 92 1~220)3 374 Ad= A4

ol @FAE i3ttt (FAE 7(CD38)). Fe ©al= K370D Asl EAMo] ¢
Y349C, T366S, L368A % Y407V 3EH-8A ZdWolS zke= Fe =W O#A S
gk scFve] U2 Fe g3fo] N-dobo] §3t¥es wdd 4 gk, DNA A4
& 2 3}stal pcDNA3.4 Ef-F 23 wEo] F23). DNA Eepar = ﬂxﬂa 2
xo YEEFS T8 FAFYT. F 7Y ot LS 3] e Eebar=(A
= v Ztav=, Fe 3 (F-(D38)E ¢33} OMA Zetavs 9 Fe 9GS
gl =)o oj&] E sttt

1~
E357K 3} EdWo] & (o]Fo|HAEE X517 $13F) S354C % T366W S&F-FA EFWHo|E zhE= Fe =1
( 2

i
o

S IRF HLOHHA ds 9
o7k

o} 417 (HEK) 293 ﬂ

—
4%

)
il

#5
A2 7(CD38) M4
2F A & 74 Fc 4 Fc w4
(3-CD38 VH % CH1 ¥3})
A= 7 ANE W& AE HE AE HE
(CD38)

EIVLTQSPATLSLSPGERATLSCRA
SQSVSSYLAWYQQKPGQAPRLLIYD
ASNRATGIPARFSGSGSGTDFTLTI
SSLEPEDFAVYYCQQRSNWPPTFGQ
GTKVEIKRTVAAPSVFIFPPSDEQL
KSGTASVVCLLNNFYPREAKVQWKV
DNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC

QLLESGGGLVQPGGSLRLSCAASGF
TFDDYGMSWVRQAPGKGLEWVSDIS
WNGGKTHYVDSVKGQFTISRDNSKN
TLYLQMNSLRAEDTAVYYCARGSLF
HDSSGFYFGHWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLV
KDYFPEPVTVSWNSGALTSGVHTEFP
AVLQSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKRVEPKSCD
KTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQY
NSTYRVVSVLTVLHQDWLNGKEYKC
KVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRDELTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPP
VLKSDGSFFLYSDLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSPG
KGGGGGGGGGGGGGGGGGGGGDKTH
TCPPCPAPELLGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSHEDPEVK
FNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHQDWLNGKEYKCKVS
NKALPAPTEKTISKAKGQPREPQVY
TLPPCRDKLTKNQVSLWCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLD
SDGSFFLYSKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPG

DKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPRE
PQVCTLPPSRDELTKNQVSLSCAVD
GFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLVSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSP
G
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W E B A S Poros MabCapture A(LifeTechnologies) HA# S AMg8h= w@A A-7wt X3} A9H a=vfED
ME WS Ao 2 RE AHAS e, o2 ud FRvlEIyd o) FrtE2 FE . gA
st MZS oF 30 mg/mLE EF3}3L, 0.2 um DHE Z3) di o s},

AAle] 2. (D38 2% =vldS ZtE Fe-3Fd 2 =rd FAE 139 44 2 BA

EAHo] C-Ee Fe ZHele] e vd BAE Fe ZHclozRE FAE ZAES 317 7|1 A%E vpe} o] A
Z3}. Fe-gdd A% =W ZAE 13(CD38) Z2h-2 2719 o] Fe Z=wldl @A g 23 E = (F-CD38
Fe A (ME HE 77% o= shbe 2719 7h9, 2 Fec @l(M4E ¥z 72)9 2719 719]) 2 &-CD38 74
ZYHAE =(HNE HE 72)9 2 IH 719 E Eghsteh. Fe ?Hl: E357K 3} &Rl ojZFAstE £

g (o]F
a7 918 $354C % T366W E&H-3A4 EdwolE zk= ool gEAel Jdde 49 (SFolFAE
F8t7] 918 @6}—%03%01 = (K409D/D399K E<AHo]) Fe Euﬂo1 SFAE sk, ¥
QI(EU $1A 1~220)S N-wehel shf-atc}l (ZHAE 13(CD38)). Fe 4= K370D A3} o
= Z73sb7] 918h) Y349C, T366S, L368A E Y407V SEH-¥A EdAWo]E zhe Fe =H<l
(D38 73541 2 g-CD38 VHS} CH1S &-CD38 U2 FAZREH FH3 Ao}, o3 2L
(HIS Zte AAES o] (D38E YERAT). AlolieEF2 dwolol 93] TdE= (D38 uxp whg-ah= ¢
AZE FA2RE FH3 3-(D38 A L F-CD38 VHe} CHIS Algste] @& ZAAES AYaked 5= ).
52 ofo] Aol Rt} (D38 A= T3 scFvel d¥-=A Fe Ao N-Zdde] §3E s
2| ZAE 139 vhE WAde D38 T = Alxd 5 Jdow, 7|4 Zze] W Fe 4 &
FE = Ule] Fe Z=vll TR Abolo] Aolgk Zv]el =4l Z#olA4 (G4, G10, G15 H& G20 ¥A)E
th. DNA AME& EfHF AEedA el B3-S 9l A sbskar pcDNA3.4 EA-F Td #Ee SF2Jrt. DNA
== et ]t ﬂxﬂ%% 17E ol 217G (HEK) 293 Mol BxFS B3 JdFdert. b 2AE 2tz oist
oAt M EE 3749 WA Zaban = (7 (3-(D38) S adlets shbe] Zakam =, Fe 44 (3-CD38) =
SR R o}urg] EetavE 9 Fe @& dsslele shbel ZEtan =)o od dasteqlitt.

o o
o r% R
4 J
%0,
o

RN 3
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A&

13 (CD38) A4

AAE

7340

Fc 73
(8-CD38 VH ¥ CH1)

Fc @3

A & 13
(CD38), Gao
A S3y-
CD38

Ad W3
EIVLTQSPATLSLSPGERATLS
CRASQSVSSYLAWYQQKPGQAP
RLLIYDASNRATGIPARFSGSG
SGTDFTLTISSLEPEDFAVYYC
QQRSNWPPTFGQGTKVEIKRTV
AAPSVFIFPPSDEQLKSGTASY
VCLLNNFYPREAKVQWKVDNAL
QSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTH
QGLSSPVTKSFNRGEC

AE Wz
EVQLLESGGGLVQPGGSLRLSC
AVSGFTENSFAMSWVRQAPGKG
LEWVSAISGSGGGTYYADSVKG
RETTSRDNSKNTLYLQMNSLRA
EDTAVYFCAKDKILWFGEPVFD
YWGQGTLVTVSSASTKGPSVFP
LAPSSKSTSGGTAALGCLVKDY
FPEPVTVSWNSGALTSGVHTEP
AVLQSSGLYSLSSVVTVPSSSL
GTQTY ICNVNHKPSNTKVDKRV
EPKSCDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKENWY VDG
VEVHNAKTKPREEQYNSTYRVV
SVLTVLHQDWLNGKEYKCKVSN
KALPAPIEKTISKAKGQPREPQ
VYTLPPCRDKLTKNQVSLWCLY
KGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGKGGGGGGGGGG
GGGGGGGGGGDKTHTCPPCPAP
ELLGGPSVFLFPPKPKDTLMIS
RTPEVTICVVVDVSHEDPEVKEN
WYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPTEKTISKAKGQ
PREPQVYTLPPSRDELTKNQVS
LTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLKSDGSFFLYS
DLTVDKSRFQQGNVESCSVMHE
ALHNHYTQKSLSLSPG

ANE HE
DKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVV
DVSHEDPEVKENWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPA
PIEKTISKAKGQPREPQVCILP
PSRDELTKNQVSLSCAVDGRYP
SDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLVSKLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKS
LSLSPG
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ZAE 13
(CD38), Gzo
gA  S3y-A}
o] =-001

AME HE
QSVLTQPPSASGTPGQRVTISC
SGSSSNIGDNYVSWYQQLPGTA
PKLLIYRDSQRPSGVPDRFSGS
KSGTSASLAISGLRSEDEADYY
CQSYDSSLSGSVEGGGTKLTVL
GQPKANPTVILFPPSSEELQAN
KATLVCLISDFYPGAVTVAWKA
DGSPVKAGVETTKPSKQSNNKY
AASSYLSLTPEQWKSHRSYSCQ
VTHEGSTVEKTVAPTECS

RERE:
QLLESGGGLVQPGGSLRLSCAA
SGFTFDDYGMSWVRQAPGKGLE
WVSDISWNGGKTHYVDSVKGQF
TISRDNSKNTLYLQMNSLRAED
TAVYYCARGSLFHDSSGEYFGH
WGQGTLVTVSSASTKGPSVFPL
APSSKSTSGGTAALGCLVKDYR
PEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLG
TQTY ICNVNHKPSNTKVDKRVE
PKSCDKTHTCPPCPAPELLGGP
SVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWY VDGV
EVHNAKTKPREEQYNSTYRVVS
VLTVLHQDWLNGKEYKCKVSNK
ALPAPTEKTISKAKGQPREPQV
YTLPPCRDKLTKNQVSLWCLVK
GRYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDK
SRWQAGNVESCSVMHEALHNHY
TQKSLSLSPGKGGGGGGGGGGG
GGGGGGGGGDKTHTCPPCPAPE
LLGGPSVFLFPPKPKDTLMISR
TPEVTCVVVDVSHEDPEVKENW
YVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHQDWLNGKEYKC
KVSNKALPAPIEKT [ SKAKGQP
REPQVYTLPPSRDELTKNQVSL
TCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPVLKSDGSFFLYSD
LTVDKSRWQQGNVFSCSVMHEA
LHNHYTQKSLSLSPG

Ad W3
DKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVV
DVSHEDPEVKFENWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPA
PIEKTISKAKGQPREPQVCTLP
PSRDELTKNQVSLSCAVDGFYP
SDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLVSKLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKS
LSLSPG
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2% =HAd ZAE 19 2A # FA

EHer AAYE HEAY ZAES 7] 74"
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371 918l) Fe et 54 } |5=2F Ade] =24 ddd 4 vt Fe
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W E WM AS Poros MabCapture A(LifeTechnologies) HA#E AMg8h= wa A-7]9t X3} A9H a=2vfED
P o) ME wjF Ao rHE GAstt, X E Fe-dd A = FAES AAHYE g% 9=

I AZ) pH 3, 100 mM ZPalez gEect. S99 1 M TRIS(pH 7.4)¢] 7tz w7
Z3sla, 0.2 um YEE Wi oJ7et}. o AS Poros XS 4°A (Applied Biosciences)E Alg3te] o]
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2otEagdd 98§ FrtE B3ttt A4S 50 oM MES, pH 6(&=9 A2 Abd #HY3stn H2S &
SHOoFA 50 ml MES, 400 mM ISP EF, pH 6(k5H B)S AbEate] ©A iR &gt o] wdh
eSS A %5 o3 Al=F AdellA 10 kDa R e E2 o H 24 Z (PES) A& AHE-3E

HoF kol wetshtt. MES oF 30 mg/nlE FF3HaL, 0.2 um FHE Fal Hit o3}
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95ColA 10E3F Laemmli AZ =N (4% SDS, Bio-Rad)old WAIAZIt}F, Criterion TGX T2 2
(4~15% Egetadetn =, Bio-Rad)doll &S St duild M=E IV 2AF BE FupA] 55 Moz &
of XolA @t}l. ChemiDoc MP Imaging System(Bio-Rad)2o @ A& o]w|x]3}3tc}. Imagelab 4.0.1 AZELO
(Bio-Rad) & AMg-3te] M=o HFsls Fa3ic).

A 4. Fe-3d A% =0 ZAAE 29 A € A

&t7] 71AE kel o] Alxzdrt. Fe-3Fd A =
2lm 2(5% 2)= 2709 ERe) Fe wEAl g ZElEl = (Fe &4 2 370 7199 Fe @) 3 A4 E2iE

=g X%}, Fe A= N-gdol (D38 2% =z Y AZE 3719 Fe =] dFAE Ffsh, o7
A 247k Fe =)l @Al X 304 AEE Hojx shvte] E55-3A Aol (A, S354C 2 T366W
BRI E Eqdste] whEojd fxx 22 &5 2, AdYHoR, i 44 T 4BolA AEE s o4l o
At EAWol (A, E3B7K)E zE=th. Fe 93 T 394 AE® Holw she] IER-FA SAWo](q7
o, Y349C, T366S, L368A B Y407V EARW)E =3t RtEx fdx 24 HEF 2, de¥yow | i 4A
T 4BolA M st o] o] gHst ARl (A, K370D)E e Fe Z=HQ] @& shfrettt. DNA A
A EA AEA S BFE fal] HA kel peDNA3.4 EA7F 2 WEo] S=deth. DNA EekarsE &
=S QAZF wiol A (HEK) 293 Alxol] BlX2FS Fal FAFAsrt. Fe @4l 2 Fe ol tigh obnieit A
gL 2709 AE Epav=d od) dzsdn. ddd gde Ao 3ol o] AT

AAd] 5. Fe-3d 2 = FAE 39 A 2 AA

% A4E Fe Evdoz P AAES 7] 7A€ vpep Zo] Axsrt. Fe-Idd 2% =de AL 3
(& 3)2 2709] A9 Fe d&dA] &f ZPE=(Fe 3 2 270 7199 Fe v@3f) 9 A ZPel=s 2§
gttt Fe e AEE 2709 Fe Wl @=FAE s, o714 24249 Fe Eddl @3 A= 1 3904 A9
H Aoz dhtel EER-FA EdWol (gAY, $354C L T366W EHAW)E E9Ete] WHERN FHR x%
S5, duFHog ] F 4A HEE 4BollA AEE st o] 9Hst Eddel (oY, E35TK)E ZEe=Th. Fe
G = B 304 AEE Hojx st HEF-FA EAWel (Y], Y349C, T366S, L368A H Y407V =AW
o)E EYste] whEolXl Ak 2z FEA 9 HEAoR 3 4A B 4B MElE s ool AHs &
Aol (A, K370D) & 2= Fe =mQl @Al S §hrshal, N-Zeko] (D38 A =mQle d-f-3heh. DNA A<
S XHF AEoA e HHEE 98] A3}l pcDNA3. ZpA
= Z A4

4
= AZF wfob AA(HEK) 293 Aol x5S Tl FAFAF. Fe &3 3 Fe ol o
< 2709 A Eetam =) oa gtestEvt. dAE dalEe Ao 3o 49} o] AgAE T

AAd 6. Fe-T9 A =9 FAAE 49 A4 2 AA

It A" Fe =rles gAE A= s17] 714" vkek o] Az, Fe-Fd 2 =vdd A= 4

ol Fe s J492 AZ29 3709 Fe 2w GFAS gi38tH, o714 Z42he] Fe =mlQl A= & 3
A AEE Holm e EEF-3A Eddol (A, S354C H T366W =AM E Z=Yste] wrEo {4k
2 25 9, duxoz ® 4A 4Boll Al el shut o4kl sl EdARiel(dxiY], E357K)
zk=rh, Fe wHlle= X 304 AEE Aok skt F=F-3FA4 SAWol(odn], Y349C, T366S, L368A
Y407V EdA¥e])E Este] mEolR HHA 24 FEg 9 duA o F 4A e 4ROl dEE dHs)
Aol (A, K370D)E 2t Fe Z=wQl dHagx , N-ehol]l (D38 A =d9lS shfrgtch. DNA A<

EZHF AxoAe TdS 98 A s 4 X557 4d Wge] F2Ydah. DNA E8av| = 24

o17F wljo} AlZH(HEK) 293 Al 3Eo FAFdsct. Fec @3 & Fe 2ol gk
2 2709 AE ZEkav =) o) dEstEnr. TEE glEe AA]d 309 o] AAHT),

AAd 7. Fe-3d 2% =] FAE 59 A 2 A

M)y A9 Fe oo R PR SARE 7 4G vhek gol Azwth. Fe-FU AF =) SAE
= 5)E 279l WAle] Fo BA S BeMESEe 44 2 27 AAvle] Fe w4 2 B4 BRE=E £
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ol Fe &3 N-2dbol] (D38
Lol wEkAE F 304 AuEE 2o
Ygato] vl FHA 22 EEH ,
(A, E3B57K)E 2zttt Fe ©ls & 30A Ad Ll

T366S, L368A, B Y407V EAWo)E =Yste] w0zl fax 24 &5 2, de¥do=w, 3 4A T 4B
A dEE s EAM (A, K370D)E Zte Fe =1 ”

SHreth. DNA AMES ERF AlxolAe BdS 9 HAstelal pcDNA3.4 EfF Hd dEHd FRgt.
DNA Eet2v| = AAES QIZE wo} A (HEK) 293 Ao #|x&& 3 El:

sk o] at A 279 7 o os) gEstErt, HHE WAL Ao 3049 o] AHA|H
o},

AAl 8. Fe-3d A% =vQd AAE 69 A € FA

It A" Fe =rjles gAE A o17] 71" ukeb o] Axdnt. Fe-Fd 24 =vdd 2A= 6
(5= 6)& 270 9] Fe @A g ZfE=(Fe Z4 2 370 79 9] Fe @) 2 A4 Zfe=s 23
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Bk, Fo gt N-were) (038 A% e AU AAE 349 Fo muQ GRAE $ashE, 2ol Fo
=) gRAE E 34 A8E Holw shie] BER-9A Belvle] (A, S354C L 13661 BAW)E =
EE 4B A B sht olge] s EAuol

Y3t ozl fxz 22 2E5 9, Audom | 1 4A
(A, E3B7K)E 2zttt Fe @l & 3oA Add
T366S, L368A, B Y407V &AW E ZYste whEoxl fxx
A deE dHst EAH (Y], K370D)E 2t Fe =
SHreth. DNA AMES EHF Alxolxe ddS 9fs
DNA Zefavn= ZAES Azt vlol A (HEK) 293 AlXo 2|EXEHS S8 JdAF
gk opul itk DS 2719] A Fehan| = ofF qtastEitt. AR dulEe AAd] 3o e} o] AgAH
t}.

AAe] 9. Fe-3d 2% =¥ ZAAE 79 A 2 ZA

#2]0] N-2g Fc ErQld = B¢ EXF Fc Erjez FYH JAES 317 7|AE v} o] Az
of. Fe-3d A3 =l fAE 7(%= 7)< 2709 el Fe @A $5F e =@ 7199 Fe 3 4 2
N 79le] Fe ) B B4 ZEE=E 2FAT. Fo s N-ddol 038 23 =dlele shahal, 3l
A A Aol shbe] EFN-IA Edl(dzid], S354C B T366N =AM E E]iste] whEolxl A
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)

2 EEF 2 A9y o2 ¥ 4A T 4BoA AEE s o] HHst EdWel(dAdl, E357TK)E 2= Fe
TRl dFAE sk, ol i 4A v 4BoA dE® FHs ARl (A, K409D/D399K EAH])E
Zh= Fe =r¢l deqel Aede AZ4ET, Fe s & 304 Agd 2Hojx she] FER-3di Edwol(d
g, Y349C, T366S, L363A 2 Y407V EAW)E Este] ezl FHx 24 =3 9, d¥xo= 1
4A HEE 4BollA e skt o] e gt AWl (X, K370D)E Z+ Fe E=HIQl OEAE -8k, DNA
MEE FFF AEAA Y BAE 9Je HAsketal peDNA3.4 77 & WEo 23T, DNA ZThAv=
AAES QIIF ol AIF(HEK) 293 Aol #lE5S F3 FAFASE. Fe w3l 2 Fe F3floll gk ofw] it
Ade 279 N Zan s o) gEstEct. ddE Gl Ao 3o e} o] AFAlAT),

AN 10. Fe-39 A v FAE 89 AA =L AA

EXx]go] N-2d Fc EAQl gl= v EXY Fo Edelez FYH IFAES 7] 7]Ad vle} o] A=Z3F
of. Fe-3d A3 =l ZAE 8(% 8)2 2719 el Fe @A - ZEHEl =7 799 Fe & 4 2
N 7499l Fe @3)) 2 A ZEFE =S 28 Fe s, F 44 T 4BollA Agw st Edwol(d
A9, K409D/D399K EAH])E 2E Fe EQl @A A4 Ad4HT i1 304 Aed Aok gve] 55

I

H-BA EdMo) (e, S354C B T366W EARO)E EYste] wHEol fHA 28 B2 3 duHoem,

3 4A T 4BoA] MEE sl o]kl el EdARe (Y], E3BTK)E = Fe =HQl dEFAE st

Fc @3l 32 304 d¥d Aok shte] FdEH-FA Al (e, Y349C, T366S, L368A 2 Y407V EAH

o)E Egslo] whEold KA 2z FFEI 9 Helxow F 4A i 4BoA Auld s o]ite] dHds =

Aol (i, K370D)E 2t Fe =9l ©EAE Ffalal, N-deke] (D38 23 =wdlS gttt DNA A<
=) =]

4 ZHF E WEel 22U DA Fekavls 2
AFQAT, Fe Bl 2 Fe Faol g o A
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Y3t whEolzl
ol (A ZAd], E357K)E

, K409D/D399K =4
Fihe] SER-3A

2N A
ol
ol
32
o)
T
ot
rj(g
iy,
ot
k1
=)
rO
)
2L
e
=3
o
L
i)
do 5
f
1 o
E&_‘; o
ful

2 ok

=
e ~
)

D3

e

}.

oo

L
k1

r
=
i
ki

2
ol

o2 2 2
g

2o
e
2

2

o
¢

29 g 18

ol

2

RO
_>|4_‘
BN

d

5

=
o
o

2
oY
=4
=
w
o~
<o}
o
H
w
D
(o))
w
—
w
(o)}
(0]
=
s
=
e~
(]
S
=
i
re
rE
o
i
Y
hines
ol
ol
s
)
il
)
2
)

N
Ir
T
o

T
i 1
o w3
2
il
oo

o

=)

4A T F 4Bl MR Bl o]k st Sl (X, K370D)E
N-Zcdo] (D38 A% =reS 3t. DNA MES EH7F AXEolAde AL s 23
i 2 Wy ZEYdtt. DNA S8t vE ZAAlES A7 o} A (HEK) 293 Azl =&
dsteh. Fe @3l 2 Fe ol digh ofnit AdL 2719 /Y Fetav=d o8 dssier.
& AAle 3o A9 o] A FTt.

AN 12. Fe-39 A2 =9 FAE 109 A4 2 AA

Bx] o] N-Zg Fc Erold Qe vY BXF Fc Edoloz FXNE AAEL 817 7|AH vle} Zo] AX
of. Fe-3d A3 =l #AE 10(% 10)2 2719 E7He] Fe @Al $f ZRE =27 7t 9] Fe 4
470 749 Fe @) 2 A4 ZFE =2 £330, Fe A= dd2 AZ49 2719 Fe =vel g4 2 3
shm, Z4zbe] Fe mdHQl w@ekAls o 30lA AEE Hojx sl EEY-3A ol (9, $354C
T366W =W E EQdste] ezl FAx 22 &3 2, Auldo=m F 44 TE 4BollA Aeld s o]
o] 9gHsl ZdAWol(dAY, E3BTK)S AW, FE 44 EE
K409D/D399K E<IW])E ZE= Fe vl @Al 2 (D38 Zd =1y} N-dike] A
& 304 AElE AHojx shube] FER-FA Edwol (o
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AN 13. Fe-39 A =W FAE 119 A4 2 AA

Bx]go] N-2d Fe EAQl = ¥ EXY Fo Edelez FYH IFAES &7 7]A& vle} o] A=Z3F
ot Fe-3d¢ A% Z=rd ZFAE 11(= 1) 2719 #Hile] Fe vk 3¢ ZeHE|=(27] 7199 Fec Z4 2
470 7491 Fe @) 2 A4 ZFE =2 330}, Fe A= Jd2 AZ49 2719 Fe =vel dEFAS 34
st Zhzte] Fe m=dHQl w@Al= 3 304 AElE Aox she]l EFH-FA EdAwel (7], S$354C B
T366W =AW E EQste] TrEo FAx 22 555 2, AUl oz F 44 T 4BollA] Aeld s o)A
of s EdAMWol (i), E3BTKIE 7HAH, E 4 Er 4BEFEH Hdgd 93
K409D/D399K &< W o])E 2t Fe Z=vQl dakalel N-ZohoA] Ad=z Add. Fe de &
ol& dhtel FER-FA S (oA, Y349C, T366S, L368A L Y407V EAo]) &
2 A FHER W e o 3 44 EE 4BollA AdEE skt o] 93t Edwe
Fe =Wldl ggAE shfrata, N-Zeke] & A3 =vls Fidvh. DNA AES Xf/F AxoAe] ddS
IR L WE SEYdett. DNA S E AAlES QIE diol A (HEK) 293
o). Fo w3l 2 Fe ol oisk ofn) =it A& 2719 E Zefian = 9
3 gzaEct, ddy gude A o9 o] FA ),

o~

e

AN 14. Fe-39Q A =W FAE 129 A4 2 AA

A ] N-2E Fe =vlclell gl @ 249 Fo =vijle g9 AlE& 7] 7IAE vheh o] Axd
O Fe-39 A% Zrl AR 12(% 12)%= 2709 Ere Fe vk g ZRNE =27 7199 Fe A 2
47 7kale] Fe @) 9 A4 FeE=E ¥4 Fo d4s HH2 d249 209 Fe =vd 9FAE
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st , Zh7tel Fe T=vlQl WFAlE ® 304 MEE Holx shue] EE5-34 EdWol(odd, S354C #
T366W =AW E E9ste] whEolxl A 228 &5 2, d98o2 ¥ 44 E= 4BoflA Adeld sk o)
o] AAE EAWol(dHY, EBTK)IE 7AW, F 4A FE 4BEHEH Adgy A3 SdWHol(dA
K409D/D399K EHo])E 2zt Fe Evel waky 2 (D38 23 =mely) N-ddtol FAdAg AZFT, Fe v
= X 304 AdEE Aol shte] FEF-FA SAWo| (], Y349C, T366S, L368A B Y407V =AW E
E9ste] vl fdx 22 FER P dEHoR ¥ 4N EE 4BoA] Hed oHJr 1*4 0416} Eddo]
( 12’1 , K37OD)§— zk= Fe =Ml d2AE 3 Iy

AR )
HHOF WRURK) 265 AL GEES B FAFYD. Fe A 2 e G4l A ohuliat A 2
o A Fehavise] ofs) EsiAth wAH BuAe Axd) 349} 2o] AAH,

AN 15, Fe-39 A =W FAE 139 A4 2 AA

ExHo] -tk Fe ZHed e dd BXE Fe Z=Hdoz dAd AAES 317 7|9 el o] A%
oh. Fe-3 23 =ddl FAE 13(% 13)2 2719 /NS Fe @A s ZPEI=(27] 7139 Fe ﬂﬂl 2
270 7491 9] Fe @) 2 A4 Qe =& 2383, Fe Fale N2 (D38 23 ZWls hfsha,
= 4BolA A s Sddo) (oA, K409D/D399K E o)) S zhE Fe =uel WA= f%%}tti, A}
¥ 394 AEg= Z*OJC shube]l EEF-3 EAWol(AAY], S354C L T366W

L 4BolA AEE st o]ike] o

B
=

Hol) s =9 H 4A
Azt =AWl (], E3BTK)E Z2He Fe ZvQl dgAel Ada JdAdrt. Fo 93le 1 3004 Aes Holx
Bhe] FEE-FA S (A, Y349C, T366S, L368A 2 Y407V EAW)E E3dte] wHEojR FHA %
2 e g, Ao F 4A e 4BolA AEE sl o]t et EdWol(dH, K370D)E Zre Fe
TRl GFAE etk DNA A ES EfF Ao HdS 98 HA skl peDNA3.4 EHF Id WE
of 243}, DNA JE}*UIC A &S J{ Hjo} A1 P(HEK) 293 Aﬂz of x&s T FAFYTt. Fe o
o Gl AL Ao 3o

AAd 16. Fe-3F 2% T FAE 149 A4 £ FA

A% =HAe FRATE. DNA NDL THF AZAM
o aium} DNA Zebevl s A4 B2

A Fe Zaoll gk opveit & 27
AMeb o] AAlEt.

AAd] 17, Fe-&9 2% =d<l FAE 159 44 2 AA
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Aol C-2e Fe Z=dldlel 9 @Y £38 Fe THdoz JAE AAES 317 7148 viep o] Az
o Fe-3dd 23 ZEvl AAlE 14X 14)+= 2719 HI19 Fe Drahiﬂ S ZHAE = (27) 7Hu 9] Fe A2 2
270 7k 8] Fe &) 2 A ZYPE=E 23eTh. Fe =, 3E 4A T 4BollA AdElE st Edwol
(e, K409D/D399K &Aoo E 2= Fe mmlel @3AS gf3te, A7) Fe =vd d3FAs & 304 A¢
H Aojr shite EE7-34 A t&o](oﬂ Ao, S354C E T366W EAWo)E =Yste] szl FHx =37
EE5 E AuFog ) ¥ 4A© % Boll A % lﬂ sl o] o] GAs SRl (A, E3B7K)E Zhe Fe =H
Sl Aok N-detol AEz AAHAT. Fe vle X 304 A8 Hoj shte] gER-gA EdMol(q
A, Y349C, T366S, L368A 2 Y407V %Od_‘ﬁone LSt wrEolzl A 27 a4 dUdow ¥ O4A
" £ 72t Fe =Wdl @348 feha, g
o k. 4 X )y
H_ﬂ|

I‘:_

of

Aol C-Ze Fe Z=dldlel 9 @Y £48 Fe Zddoz dAH AAES 7] 7148 viep o] Az
th. Fe-3t 43 =2 ZAE 15(% 15)E 2719 Eh9 Fe @A &4 ZaRe = (27 7199 Fe #3 2
271 ZF 9] Fe ©4) 2 A ZFE=E ¥y, Fe Fdle gkl (D38 23 =vels dfsta, % 4A
A3 SARol (A, K409D/D399K EARNE 2t Fe =Wl ©FAE 730+,
A O3ddA AdgE Hox s J Eddoel(dzdl, S354C % T366W
s =9 e fHA 22 FEF OB, AEAHOE F 44 B 4BolA] AEE sk o]t o
Hol (oA, E357K)E Zhe Fe =vlQl wFAel A= AAdnt. Fo Wafa 3£ 304 AdEd #Hoje
HR-FA S (AT, Y349C, T366S, L368A L Y407V SAWo])E E¢ste] mE5old §-Ax %
o= ¥ 4A EE4BolA AYE sl o]t At EdWol(dH, K370D)E ZtE Fe =

O
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Wl @AE Fretal, N-2del] (D38 29 =vidle Frdvh. DNA MEs Ei7 AlxolAel Eds 93

A sbalal peDNA3.4 X+ WEjo] 29t DNA E8t2n = AAES Q17F wiol A% (HEK) 293 A
o YJEFS Tl dEFUTT. Fe & 2 Fe Ao tig obv]=at 492 2709 /M Eehav| =] ofa) ¢
soten. ddE IES Ao 3ol et o] AAdE.

AAld 18, Fe-3Fd 2F =vd FAE 169 A4 £ HA

A Ho] -8 Fe ZHldde] e dd EXE Fe Tvdoez FAHE HAAES 7] 714" nkel o] Azx3h
o Fe-3gd A3 =dQl FAAE 16(% 16)> 2719 HAle] Fe @A & Z2|WE =27 7199 Fe &3 2
47 7}3) 9] Fc %iﬂ) 2 4 =2 ¥t Fe &A= N-Dohe] (D38 A3 =S dHf-3lar, I 4A

oA, K409D/D399K EHo])E zt= Fe =Wl @A S k4319, Fe
= de EER-gA Edddol (oA, S354C E T366W EGH)E =

A 24 B 9, Ad9HoR ¥ 44 EE 4BolA AEE Sy o]l s Bl
(AW, E357K) S zHe 2719) Fe =vQl wheka el Aedw OﬂﬁEJE} Fo 9= 7 304 Aels Hojx sji}o
TEH-PFA =dd 01(011741—41 Y349C, T366S, L3634 E Y407V EAR)E =9lste wEoR 14 2% &
B oMdeimon 44 T 4BolA AgE sl o]ate] Hx 6} ZdAol (oA, K370D)Z 2= Fe E=w|Ql
SZFAE . DNA DS ZH/F AxA e dads 98] HA5sta pcDNA3.4 47 2d wEd F=2
J3h DNA Zefav = ﬂxﬂ%% AZE wijo} AZH(HEK) 293 Ao HEEFS T3l FdFYert. Fe &4l 2 Fe
Aol ek obrAt M 2708 AN Zopav|=ol oaf ¢tastEnt. IEE wiEe Arjd 3o ep ol
At

AN 19, Fe-3FY 2 =W FAE 179 A4 2 AHA|

Jo] -2t Fe Zmlel 3= v #AF Fe =vdez IAd AAES st7] 71AE nhsp o] Alxd
. Fe-@d 29 Z=l #Als 175 17)2 2709 8709 Fe @A &+ e =27 7h 9] Fe &4 %
471 749l Fe wh4l) 2 A4 PP =E 2T, Fe e, F 44 T 4BolA HdEH 0:‘140} EdRo
F

o

A3

)

(oA, K409D/D399K E9Wo)E 2t Fe ZHl 9FAE ki3, A7) Fe ZWQl @&Fa= & 304 A9
B Holx st EER-dA EdWol(of A, S354C Z T366W EdWo)E =dste] wE R FHAx 23}
=28 9 *da“—*.ii X 4A T 4BolA AdElE s o]de] ddEt Edwel (oA, E3BTK)E ZE= 2709

Fe =wQl dakael N-Zotol A ez JdAg, Fe s & 3004 Add 2Hojx shto] dE5-34
Hol (A, Y349C, T366S, L368A Z Y407V B o) E Lty wheolxl 42 27 & %
T AA EE 4BAlA AEE sl o)Ak A EdWoel(dzid], K370D)E ZEE Fe E=HIQl W
N-Zcdo] (D38 2AF =olS g73htk. DNA HES EFF7F AXEolAe BdS 9ls] &2 3}3la pcDNAS.
F o2y W RS, DNA S E AAES 1z ol AA(HEK) 293 AlZdl| #EF 3
gheh. Fe ©hall 2 Fe gsfloll digh ofw]wik A2 2719 /i Zetav o) o) hsstect, ddd duy
A 3o A9} o] A FTt.

AAd 20. Fe-F 2% = FAE 189 AA 2 AA

A F o] e Fe =rRlell gl= ©d £A4F Fe =rlez JAe 2AES 87] 71AE wpsp o] A3

o, Fe-3d 23 =vdl AAE 18(%= 18)% 270e] e Fe @A 3y ZRE = 7199 Fe 3 2

A7) 7491e] Fe ) B 7:‘41 ZYPE =S 2T Fe e N-wdel (D38 A3 =HQle FRakal, X 4A
L

1, AdeHo® ¥ 4A H= 4BolA *d‘%k Shit 01%94 9%@6} ol

=) vhkAsl 4d2 QARG Fe walE & 3014 Aew Aol

Aol (o AT, Y349C, T366S, L368A 2 Y407V EWo])E Elste] nhEoizl fxx)

B O 4A EE4BOlA AdEE sk ol e st EdMel (e, K370D)E ZE= Fe =Rl

AE gfekar, N-dwbel (D38 At =vldls Siedth. DNA A& A5 Aol e Zds s 34 3)st
3.4 i 2d W S2ddth. DNA Eehav = ZAlE S QIRE wiol ANAF(HEK) 293 Aol 2] 255

3 FAFY ‘JD}. Fe &hafl B Fe gallol digh ofwiat Ad2 2719] 7 Fehan=of o3 <tsstert.
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of §l @Y #AF Fe =voR FAE FAES

ol AAE 19(% 19)E= 2709 Er)9] Fe v i ZENE = (27 719
R XTI, Fe e, N-2de C

=o 1(0417%}1 S354C 2 13660 =<

40 = 4BollA A sk o] o] st
=<l %%kiﬂ—t» E 4N T 4BolAM A
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e oz
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rlr
=5
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al:iq]
L368A B Y407V &4
sht o)/l st
Aol s gl A
% (HEK) 293 Al 3o th
sujso] osf ghashevt. HEE A Ao 3o} o] HAlEt.

AAle] 22, Fe-34d 2% =v<d FAAE 209 HA R A

ut

o=}

-
H Holx e dEH-EA Sool(oAY, Y349C, T366S,
I e} ¥ 4A == 4BoA AEiE
3tk DNA H%ﬂg i%% Aﬂgoﬂ

Zi
lo
e

|

A -] -2t Fe =dddel e 9 #43 Fe Bvlez F4¥ #AES s7] 74| vkel o] A=xst
th. Fe-&849 4% =W ZAAE 20(% 20)2 2719 A Fe @A 3-f ZRE=(Fe &) 2719 749] ¢
Fo @319 470 719]) 2 A ZNE| =2 £33}, Fe e, F 304 Aegd Hojx she] 557-3
*é %03_%1 ol (7, S354C L T366W ZAMo])S Tl WSold FHA FF &N U HuERoz ¥ o4
413011A1 Aee s MM SRk %Oﬂﬂdﬂ(oﬁ]ﬁtﬁ E357K)E Zte Fe =9l f&%ﬁxﬂ% b, 7]

g o iviel (oA, K409D/D399K Eio]) & 2= Fe &H|

]_

* ol ol shte] E&5F-34 E@H%l(cﬂlzﬂﬂl, $354C 3L T366W
A 22 B 3 ABHoR R 44 EE 4BellAM AEE sy o)de] 9
Zhs U Fe v}l SAE N-Edel] FRaTh. Fe e & 3ol AdH
(e}, ¥349C, T366S, L368A ! Y407V Eiwo])E
4N T 413011*1 *dE“FJ aht olde] AHst Edwol

ol (038 A mrlele FfArh DNA ML EfF Az TE
HElo] FRYAtt. DNA SHavE FAES <

o, Fe whaf 3 Fe Aol tigh obvldl M2 2789 /i Eepam] =
Al 3ol A ep o] AH.

AAd) 23. Fe-39Y 2% =vQ FAE 219 44 £ AA

Ho
o,
o
oy
-8
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=
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Aol -2t Fe Z=ddlell s @ BX3 Fe Tvddeoz JA4d FAES 317] 71AE nle} o] Axd
th. Fe-&9 A% = FAE 21(% 21)2 2709 E7 Fe @A g ZEPEI =27 7199 Fe 3 2 4
N Zh el Fe ©l) 2 A ZYPE=E 23, Fe e, N-Zde] (D38 AF =Hels ?:%voh %3
oA deld Hoj shte EEF-YA SAWol (o], S354C ¥ T366W =AW E EYste] e 4
A 22 EE2F 9 A" oR ¥ 4A T 4BollA AgE sy ool A Eddel(dAY, E357K)%: zk=
Fc =r @A i3, 4

,d
N
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(@]
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e
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B
re
S|
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=
k
rr
SN
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2
2
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i,
12
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=
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=

A 22 FE25 4 dYHoR ¥ 4A
L%‘ A, E3B7KE Zte T o Fe =l d@HAE
J%ﬁ&n}. Fe @& 3 394 AgE AHolk shute] FEF-FA EAWol (7], Y349C, T366S, L368A 2
Fod e o ¥ 44 EEdBA AElE Fh o]k
2 shgstar, N-Zebol] (D38 ZAF =H9lS FHi-gh).
4 I5F 0E wEe Z29gtl. DNA Zehkan|
FAFYPe}, Fo @2 2 Fe Fafol gt ofn|

2b e 29 N Eepam = o8] ssteth, ddE whelEe Al 30 A9 o] GA T,

A ¢ 24, Fe-&9 2% =wel FAIE 23 CDC, ADCP E ADCC 433}
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A 7HA B8 AMEEte] B omAb ¥ thFd Fe-dd Ad =l FA ol 93¢ CDC, ADCP ¥ ADCC A2 g4
35 Attt Gazyva( LB FFF9) Z5E19 CDR, &F-CD20 mAbE iate MY AAES A, =2
Azt 9 gF A8 §-(D20 75 AZPS W oofugh, S3Y-AA-CD20(HAIE 139 &, & 13, Al 29 7
A wre} 2 ) 2 OSIY-AA-CD20(ZHAE 79 T2, ® 7, AXd 1] A" wket 2E) Fe-3d A w=uQ
2 =S A zE ).

D¢ ¥AE thewt o] Faaich:

1. 3-CD20 CDC FAloll AM&¥ 34 Al3E:= Raji M2E(ATCC CCL-86)¢]t}. Raji A2E(CD20 #d T AX)E

(A

-

-

4

X-VIVO 15 #j#]elA 6 x 1057H9] ME/mIZ AFESAT. o]ojA, MEZE A 100 pl(6 x 10 712 AxE/4)
o ¥ 96 4 PHF wpe B Telol=w AT,

2. (D20 mibs 2 Fe-3 A3 =elel AABL XVIVO 15 WAA 3.33 piz 45T, ololA, 1.5
mlo] Erzhd Frolq 27 Bz dde 113 §48 st 11 XAE] A% 542 Ayasrt,

il

0 pl/AE B4 FeolEe] AW A= FAY. Y BAEZ &7 AF, 50 u
J

4, B2 ZHOIEE 37CH 5% COolA 2417 &<t Aol dstsitt. 2A1ZF QlFwloldet &, 20 nl9 WST-1
ZHo|E9l 7} do| HIsIYTE. ZHOEE 37T 5% (0, AFHoHE thA] do] 14X 7+ &

ADCP B thga) 2ol Faskgin:

FcyRIIa-H ADCP &% AEFHA, Complete Kit(Promega Cat.# G9901)+= FcyRIlad] Eo]Z oz Agtsle] o
E Z458l= Fo EHdE AHgste] g 2 g2 AE AAe a5y S SHSE d A F e
AEG AE 7k BAo)n), o]fgh A& ofu|Al 13160 B 2E R (H)S sk 1WsE A7 FeyRITa-
H WolAE Bddts 44 22 Jurkat T AlEF 2 NFAT-9H8 @A (NFAT-RE)O 23] f=¥+ FAHZA 2
XHZ ARG, 34 AXE #AH A9 Fuldsls A, FeyRIla-H 237] AlXs A9 Fe ZHle] A
$Al FcyRIla A3 A9 2 NFAT-RE w7l FA|H kAl A4S s, AEdd A5E Bio-Glo™ FA]H A
WA A|2=g g S371E AREste] AEEHA BRsedth. F1eke 5529 33-CD20 mAb 2 AAE 7(3-
(D20 Fabs X3) =3 ZHAlE 13(F-CD20 Fabs XF)S Raji %4 ME F FeyRIla-H &37] AE(2:1 H])
o} kA Q1o Assitr. 37TCAA 6A13F Bt o] A3t S| Bio-Glo™ A]eFS #7}slal, PHERAstar FS
7171014 W3S 54383t GraphPad Prism X Ego] (= 22, 3 1Y) E ALE3te] dHoElE 4PL 4ol
ek, S31-AA-CD20(&-CD20 Fabs Zte 2AlE 7) E S3Y-AA-CD20(Z-CD20 FabE Zt= ZAE 13) A
52 3-(D20 mAboll Bl 100W] =3} Z3tE &% (EC50)S BT

ADCC 4 & g3} o] AT

97k 12k NK &77] AES sl5ata 37CoA a5 5ok 5x10 /uLe] U= A wx-3(Lonza)dl AAAZ
. T8, Raji B4 AEE H5aa, 24 G A= FFH RPIL, 106 FBS, GlutaliX™)ol A@eal
3, gt Fro] 55 Bz Zbzbe] EA] shell 37TColA 308 <t HH vk, ojojA, AXAIZI NK Al
X E Fgetal, B4 uiX el AdEsta, -CD20 ZHE Raji AEE Siste Z@olEd H7lsksitt. Z# o]
ES gy o 83 MEY HFE d]E9) 511(5X10 7H€] NK: 1X1047H9] Raji Al¥E)o] H == 37ColA 6A7F &
et Qluo]l 3ttt

CytoTox-Glo™ A FEE=A B 7)E (Promega) S AF&3}e] ADCC B4S =A3A . CytoTox-Glo™ #2418 kg
A FE=E 7)AS ALgEe], o FAHS AEE HNE, dE Eo] &39 Raji AlFEd o3 WEH £& AE
2okl &4& S, 6A1F AFHold F, FH|gE AR (V]S ZHEY ZF dof Hrlstar, -2

ZyolE (BMG Labtech)Z A}-&-3}

= A

= = b RulY

A 158 FoF oH|g Zyo]lE e o ¥lt)., 23S PHERAstar F5 =71 (B
i3 21K AXE + Rajidh dld)Y A5AE AlY A

o] =433

L
=
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(= 47, = #19). S3(3F-(D20 Fabs 2zt ZHAlE 7) 2 S3Y(3-CD20 Fabs Zie
T FEAS) mAbell HlE AstE MESAHS Holw, ¥ I A3t mAbset Hlawste] AR

AAld 25, Fe-39 2§ =dd ZAES SAsEe U AHeHE 43 24
HEE B FalZHE = A 22 e)E 28 5-)S/S

H

B AE 6 PoRE(Sigm) N 1 pg/ il S4ssIT HE L EAIEOTDE 10 misl 5w Hbstel 65
ol S0 L Wy 271 Ho |BAATE FAAAT. DR AR F. BES AN 14T 5

30 mM g QoA Eotu = (1A 37 QlstHle]ldste] fre] &S AR edEsh sl 1™ v
TS 10-kDa HMEHNS SHste] 25 MM FEAF GEF SFA(pH 7.8) 02 FAste] [AM, DIT H Folyd
S AAsIG Y. @A S Barocycler (NEP 2320; Pressure BlOSClences Inc.)olA Ef oz B, &
& 37CellA 20,000 psiot 91 9= Ale]E 1AIRF F<F 5 30 Aol 2 =&6i3ith. HE =9 LC-NS/NS #41
Ultimate 3000(Dionex) Chromatography System 2 Q—Exactlve (Thermo Fisher Scientific) Mass Spectrometer
el A FaEkgith. B 59 0.1% FA 9 ofAEYEZ F9 0.1% FAS o] 22 AM&3te] BEH PepMap(Waters)
APoA FE=E Y. 9= JAdzA3t g7 WEPY=Z + 1.5 Da A=A @8] ZE(quadrupole
isolation width) 2.2 o] 3Fd o]2(z=2) m/z 842.5°) 7]|%x3&}e] ® A 3}sliT).

213 ek BA

S-S 78.98% &, 20% oMAEYED, 1% EFAF (FA), 2 0.02% EZFLZOMEAS R o]Fo)x]= 7|
4Z N (running buffer)ollAl 2 pg/ulel wE= ATt Aol AA ZAolr7t 700 mmQl 2701 Zenix-C
SEC-300(Sepax Technologies, Newark, DE) 2.1 X 350 mm AollA HH=Z 7] wjA] Z2rEadly &= 5
gy, ded A dFAS AFESe] 80 pL/E9 FE&o2 SEC AddA diAs 8233tk QSTAR
Elite(Applied Biosystems) Q-ToF Z= FA7]E& ¥o]l& EZ(positive mode)d|A] ZsA|A A ~AEHS

5313lth. Bayesian ¥ tlZEF M (deconvolution) & AbE-3ste] AZufET#) s T3] WA FHo A3 A7

E%% FHozH /I 7] et T AHS U EFHIAH.

HAE Al E-Egd ZRIIEF(CE-SDS) 24

AMZS 1 mg/mLE 3)A3}a HT Protein Express WAl €5 (PerkinElmer)¥} &£33}tt. E£E2 40TolA]
2057 Aottt AES 70 pule EE FgAEta 96-9 FHOER §AT. AMES HT Protein

Express LabChip(PerkinElmer)ell &2 Caliper GXII ET-(PerkinElmer)® ®As}gtt. z+zbe] =17] w39
AARl s ArEske W 3% A=E ARSI

0] 21-2] SDS-PAGE

mlu
tlo

Al 95Coll Al 1043t Laemmli AE %%@11(4% SDS, Bio-Rad)ollA] WAAIZATE. Criterion TGX 241 2
(4~15% Eejotadetn =, Bio-Rad)’dol #&ES 3t 9uld MEs UV 2AF e Fupa] &5 G808 &
o] HolA 3}t}. ChemiDoc MP Imaging System(Bio-Rad)2.2 A& o|u|x]&}s}3lt}. Imagelab 4.0.1 AXES)
o] (Bio-Rad) & AF&3te] M=e] Hgstg G girt.

HA o]=Y A EE(CDC)

CDCE Ao 240 H&3F ule} o] H7}slit.
AN 26. (D38 AF =N z+E Fe-3HY 2 W9 AL 49 A4 © AA|

< 371 71AE vpep Zo] Az, Fe-dd A3 v AAE
4 FA i FYWE=(Fe AN (AME M 66) 2 370 74 o] 3-(D38
Fc AF& (A HE 6 370 7hele] @-CD38 A ZEIFE=(ME HE 49)5 e}, Fe FH= Ad=
3708 Fe =Sl @FAE s, 229 Fe =rQl @A (o]Fo|BA =& #ﬁo}ﬂ #3h) $354C 2
T366W E&55F-34d =Awo] 9 E357K A3l EAWo)E Zlet)h, Fe W@l (olFo#AstE F3s7] 9eh
Y349C, T366S, L368A 2 | 2 K370D @3} EAWMO)E Zt= Fe Z=Wel dFAE &
3l N-Zehel &-CD38 VH 2 CH1 ] 1~220) 53 (FAE 4(CD38). (D38 A= H3F scFv
of AdF2ZA Fc dafo] N-Ede] §FHEST IddE 5 ). DNA A ES E/7F AXoAe 2SS 98] HA
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3}5}aL pcDNA3.4 E
x5S F3 ZAF

-(D38) 5 4z 3}st=

(D38) 5 Yz 38tsh= shte] Eehsm|=)ol o6

3 AT gt

T Ed e SRE R =
3 F 79 7 AAlmel i vhae] oAt MAS

shue) Beems,

sl

Sekan =, Fo Z4(F-D38) & drastshe
R

o]

DNA ZE}Aav= 2HA &

X7

ZIHSd 10-2021-0044218

21 7F wjo} A1H(HEK) 293 A3l 2]
3702 e Zebam = (7 (3
2 Fe o3 (&~

ZHAE 4 (CD38) M <E

A=

Fc ¢4

Fc =) (¥-CD38 VH % CH1

%)

2HA & 4 S3L
(CD38)

EIVLTQSPATLSLSPGERATLSCRA
SQSVSSYLAWYQQKPGQAPRLLIYD
ASNRATGIPARFSGSGSGTDFTLTI
SSLEPEDFAVYYCQQRSNWPPTFGQ
GTKVEIKRTVAAPSVFIFPPSDEQL
KSGTASVVCLLNNFYPREAKVQWKV
DNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC

A W3

DKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPRE
PQVYTLPPSRDELTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYKTTP
PVLKSDGSFFLYSDLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSP
GKGGGGGGGGGGEGGGGGGGGGDKT
HTCPPCPAPELLGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPTEKTISKAKGQPREPQV
YTLPPCRDKLTKNQVSLWCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVF
SCSVMHEALHNHYTQKSLSLSPG

EVQLLESGGGLVQPGGSLRLSCAVS
GFTFNSFAMSWVRQAPGKGLEWVSA
ISGSGGGTYYADSVKGRFTISRDNS
KNTLYLQMNSLRAEDTAVYFCAKDK
ILWFGEPVFDYWGQGTLVTVSSAST
KGPSVFPLAPSSKSTSGGTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGT
QTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPRE
PQVCTLPPSRDELTKNQVSLSCAVD
GFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLVSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSP
G

A 3E bj

RESIGE:

e A

E357K %io} R E=

T366S, 13634

A=) pH 3,
3tal, 0.2 pm ZEE G o3},
vt gl s Frtz Eelsict
gFNo R 50 mM MES, 400 mM H3PIEF
o, 24 EIES HA

Y407
weto] 3-CD38 VH ¥ CH1 =

=3
SFol BRI, WEE o

LZrlel 3= @

Fc A= (&l

Fc Tl dEAE
dxc-)] Fé_oqt‘ﬂio] o

R

=
% N
m}u s

24 Fo @afe] N-gdde §3H =S ddd &

pcDNA3.4 I &d #Eo] SRt DNA Zoav= AAES

3 FAFAR
(D38) & =stsl
(D38) &

alitel

% 89 7 AAze @
ahife] Tepavs

05<%44Awnﬂﬁlowa

B2 Fe EHdoz FAH 2HA
w=uel ZHAE 8(CD38) ZHzhe
69) 2 271 7}9]¢] ¥-CD38 Fc @l (A E W% 63)) & &
& FXs7] 9% dHds &4

A g2

Fol 52

=

Poros MabCapture A(LifeTechnologies) A#HS Al&dl= vz
& AA N ZRE AA g, 4
100 mM SRlez &gt} §&IS
A S Poros XS <FA(Applied Biosciences)Z Al-g-3}o]
A™E 50 mM MES, pH 6(&+5d AR A FPststa A&
, pH 6(&+ZH B)& AMESte] WA R &Eskitt. o]
24 E(PES) # FtEHAE A}

S8 Pt o] g

23 H Fe-34d

F 30 mg/mL= 533, 0.2

278¢] ¥7Re] Fe &Rl

=157

el ohvnit NEg 3

- 130 -

Lr el

1 M TRIS(pH 7.4)¢]

Q3 Zefol g

93h) S354C = T366W

3ol Ul Eepam=(A
, Fc A (3F-D38)2 dz3tste slte Zganm=
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A& 8 (CD38) Ad

A&

Fc 4

Fc &4
(3-CD38 VH ¥ CH1

£33

A= 8
(CD38)

EIVLTQSPATLSLSPGERATLSCRA
SQSVSSYLAWYQQKPGQAPRLLIYD
ASNRATGIPARFSGSGSGTDFTLTI
SSLEPEDFAVYYCQQRSNWPPTFGQ
GTKVEIKRTVAAPSVFIFPPSDEQL
KSGTASVVCLLNNFYPREAKVQWKV
DNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC

A s

DKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPRE
PQVYTLPPSRDELTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYKTTP
PVLKSDGSFFLYSDLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSP
GKGGGGGGGGGGGGGGGGGGGGDKT
HTCPPCPAPELLGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPTEKTISKAKGQPREPQV
YTLPPCRDKLTKNQVSLWCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVF
SCSVMHEALHNHYTQKSLSLSPG

A s

EVQLLESGGGLVQPGGSLRLSCAVS
GFTFNSFAMSWVRQAPGKGLEWVSA
ISGSGGGTYYADSVKGRFTISRDNS
KNTLYLQMNSLRAEDTAVYFCAKDK
ILWFGEPVFDYWGQGTLVTVSSAST
KGPSVFPLAPSSKSTSGGTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGT
QTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPRE
PQVCTLPPSRDELTKNQVSLSCAVD
GFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLVSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSP
G
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QA5 o3t
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93h) S354C 2 T366W =
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A& 9 (CD38) Ad

A&

Fc 4
(3-CD38 VH ¥ CH1 ¥*3})

Fc ©h4
(3-CD38 VH 2 CH1 ¥3}H)

ZHAE 9 S3A
(CD38)

EIVLTQSPATLSLSPGERATLSCRA
SQSVSSYLAWYQQKPGQAPRLLIYD
ASNRATGIPARFSGSGSGTDFTLTI
SSLEPEDFAVYYCQQRSNWPPTFGQ
GTKVEIKRTVAAPSVFIFPPSDEQL
KSGTASVVCLLNNFYPREAKVQWKV
DNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC

A s

EVQLLESGGGLVQPGGSLRLSCAVS
GFTFNSFAMSWVRQAPGKGLEWVSA
ISGSGGGTYYADSVKGRFTISRDNS
KNTLYLQMNSLRAEDTAVYFCAKDK
ILWFGEPVFDYWGQGTLVTVSSAST
KGPSVFPLAPSSKSTSGGTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGT
QTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPRE
PQVYTLPPSRDELTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYKTTP
PVLKSDGSFFLYSDLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSP
GKGGGGGGGGGGGGGGGGGGGGDKT
HTCPPCPAPELLGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPTEKTISKAKGQPREPQV
YTLPPCRDKLTKNQVSLWCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVF
SCSVMHEALHNHYTQKSLSLSPG

A s

EVQLLESGGGLVQPGGSLRLSCAVS
GFTFNSFAMSWVRQAPGKGLEWVSA
ISGSGGGTYYADSVKGRFTISRDNS
KNTLYLQMNSLRAEDTAVYFCAKDK
ILWFGEPVFDYWGQGTLVTVSSAST
KGPSVFPLAPSSKSTSGGTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGT
QTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPRE
PQVCTLPPSRDELTKNQVSLSCAVD
GFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLVSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSP
G
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Zh A& 10
(CD38)

ETIVLTQSPATLSLSPGERATLSCRA
SQSVSSYLAWYQQKPGQAPRLLIYD
ASNRATGIPARFSGSGSGTDFTLTI
SSLEPEDFAVYYCQQRSNWPPTFGQ
GTKVEIKRTVAAPSVFIFPPSDEQL
KSGTASVVCLLNNFYPREAKVQWKV
DNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC

Aqd H3E 71

EVQLLESGGGLVQPGGSLRLSCAVS
GFTFNSFAMSWVRQAPGKGLEWVSA
ISGSGGGTYYADSVKGRETISRDNS
KNTLYLQMNSLRAEDTAVYFCAKDK
ILWFGEPVFDYWGQGTLVTVSSAST
KGPSVFPLAPSSKSTSGGTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGT
QTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPRE
PQVYTLPPSRDELTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYKTTP
PVLKSDGSFFLYSDLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSP
GKGGGGGGGGGGGGGGGGGGGGDKT
HTCPPCPAPELLGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPTEKTISKAKGQPREPQV
YTLPPCRDKLTKNQVSLWCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVF
SCSVMHEALHNHYTQKSLSLSPGKG
GGGGGGGEGGGGGGGGGGGGDKTHTC
PPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKEFN
WYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTL
PPCRDKLTKNQVSLWCLVKGFYPSD
TAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPG

Y HE 63

DKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPRE
PQVCTLPPSRDELTKNQVSLSCAVD
GFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLVSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSP
G
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2 o

Izt wjo} A1 (HEK)
= 37 B =E

v E (A (-0038)E FEFer ahve] Tehanls, Fe A2 (F-038) % rEstels shtel Tehavs, 9

Fe @& dzstslhs shte] Sofam =)o o]

Ste ettt

x 11

2 A5 16 (CD38) A&

(CD38)

EIVLTQSPATLSLSPGERATLSCRA
SQSVSSYLAWYQQKPGQAPRLLIYD
ASNRATGIPARFSGSGSGTDFTLTI
SSLEPEDFAVYYCQQRSNWPPTFGQ
GTKVEIKRTVAAPSVFIFPPSDEQL
KSGTASVVCLLNNFYPREAKVQWKV
DNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC

ZHA) & 7 3 Fe 733 Fe o4
(3-CD38 VH ¥ CH1 ¥*3})
ZAE 16 S5Y|AE HE Aqd W3 73 Aqd W3 63

EVQLLESGGGLVQPGGSLRLSCAVS
GFTFNSFAMSWVRQAPGKGLEWVSA
[SGSGGGTYYADSVKGRFTISRDNS
KNTLYLQMNSLRAEDTAVYFCAKDK
ILWFGEPVFDYWGQGTLVTVSSAST
KGPSVFPLAPSSKSTSGGTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGT
QTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPRE
PQVYTLPPCRDKLTKNQVSLWCLVK
GFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQG
NVEFSCSVMHEALHNHYTQKSLSLSP
GKGGGGGGGGGGGGGGGGGGGGDKT
HTCPPCPAPELLGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSHEDPEV
KENWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPTEKT I SKAKGQPREPQV
YTLPPCRDKLTKNQVSLWCLVKGEY
PSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVF
SCSVMHEALHNHYTQKSLSLSPGKG
GGGGGGGGGGGGGGGGGGGDKTHTC
PPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKEN
WYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTL
PPSRDELTKNQVSLTCLVKGFYPSD
TAVEWESNGQPENNYKTTPPVLKSD
GSFFLYSDLTVDKSRWQQGNVESCS
VMHEALHNHYTQKSLSLSPG

DKTHTCPPCPAPELLGGPSVFLEFPP
KPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPRE
PQVCTLPPSRDELTKNQVSLSCAVD
GFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLVSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSP
G
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A= 19 Ad HE
S5X (CD38)

DVLMTQSPLSLPVTPGEPASISCRS
SRNIVHINGDTYLEWYLQKPGQSPQ
LLIYKVSNRFSGVPDRFSGSGSGTD
FTLKISRVEAEDVGVYYCFQGSLLP
WIFGQGTKVEIKRTVAAPSVFIFPP
SDEQLKSGTASVVCLLNNFYPREAK
VQWKVDNALQSGNSQESVTEQDSKD
STYSLSSTLTLSKADYEKHKVYACE
VTHQGLSSPVTKSFNRGEC

A s

EVQLLESGGGLVQPGGSLRLSCAVS
GFTFNSFAMSWVRQAPGKGLEWVSA
ISGSGGGTYYADSVKGRETISRDNS
KNTLYLQMNSLRAEDTAVYFCAKDK
ILWFGEPVFDYWGQGTLVTVSSAST
KGPSVFPLAPSSKSTSGGTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGT
QTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPRE
PQVYTLPPCRDKLTKNQVSLWCLVK
GFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSP
GKGGGGGGGGGGGGGGGGGGGGDKT
HTCPPCPAPELLGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPTEKTISKAKGQPREPQV
YTLPPSRDELTKNQVSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVL
KSDGSFFLYSDLTVDKSRWQQGNVF
SCSVMHEALHNHYTQKSLSLSPGKG
GGGGGGGEGGGGGGGGGGGGDKTHTC
PPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKEFN
WYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTL
PPCRDKLTKNQVSLWCLVKGFYPSD
TAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPG

A s

DKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPRE
PQVCTLPPSRDELTKNQVSLSCAVD
GFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLVSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSP
G
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A gFaor AAsn, 1049 AE/mle) Wz ARLARAE. AFHA BN, 50 ple] A E
Fo 2tAlE, 50 nle 814= BAI(GX 84) B 50 nle] Al d5e(50,00070) AlE/4)2 33

=

z2Z Hlg 96~ ZolEo HIsITE. oloA, EFES 5% C0, UAFHIOIE A 37TAA 243 59
Hloldate] BA w7l AE &3S X5kt olojA, 50 n 19 Alamar BlueZ 7+ ol H7lsta 37T

Q5
A 18417 ek Atulol Astith, WHE 530 mol A o715 590 mmel A WEHE 96-2 HHAE Abgelol
A5 ek,

5F-CD38 mAb FEx= 3-CD38 ZHAl ol 98] =¥ At CbC vzl £ AE &= Hrislr] 9Ja) A ==

/\]-0]‘:_ g% BAY £ Stol Daudi AE L Raji AIEZ EAS F331T. & 139 AAE 2= AE A
Eo] o wldsls A ¥ G4 RFDZ FHHEY. gofst oAl 842 Ab sX=(Alamar Blue 71
HE wx)9 2o gk (6 E4%Es =Yt 2AEIGITE. (C E4%E tha2 o] Alxtskadet: % CbC &
24 = (RFU A1 - RFU W22} =) X 100(F M¥E &38]oA RFU - RFU W2t =). kS thF <l 23 o
7 £ SDE YERAtH(n=3719] N Ao g RE Q) o]#fd A= &-(D38 FHAlEo] &-(D38 mAb-CDC WA
A3 (Daudi) 2 3H-CD38 mAb-CDC WA MERaji)eolA] 3-CD38 mAbRETh o & &5 (H % AX Apd) ¢
g9 JehdittE AS 9lEdth. o] 3-(D38 mAb-W17Hd e -AdS AE 716k CDC A Aol A 3-CD38 mAb
i) 24 AE gl e d E=E WAgs de.

% 13
Daudi ME % Raji AZolA (D38 A B2 CDC &4
Daudi Al E Raji A
Azl ;fﬁﬁ% Beso nit | 500 f;ﬁ?ﬂf{ﬁ? Ao g 20 %H%%%,Hﬁfi—cinfg mAbo]
3}-CD38 mAb 100 | 0.7749 1.00 14.7 1.00
S?ijl[k%cézs 100 | 0.0725 10.685 92.1 6.28
783;%;2—%@38 100 | 0.1960 3.954 15.5 1.06
9S3i;1§938 100 | 0.0372 20.831 39.9 579
1955?(}_1%@3 g | 100 | 0.0 7.801 83.3 5.67

1 - — = =
g HAEA e 3 BE e 620 ¥AE 2SI

Abo) Bt 150 (D38 wxf Whe-Al 3-C 2} % 13(S3Y-AA- }\].o] (D38)2 &l mAb(SIA-AA-Alo] -
Abo]&= CD38 mAb) Bt} ¥17kd H WA TF AlE % oAl (DCO] el SlojA frefulelA =2 &9 4
S YERY. A7) 71 A AR Ao R olefgk BAS kgl o, Daudi T AIE B 5]
A RA(Z 27, WE A), Raji TF AX 9 o] 4 BA(Z 27, Wd B), Daudi TF Ax & Azt o
C
=

jw)
9%
3o

N
b
m{n
oo

BA(Z 27, 9 O), Raji TF AEZ 2 A3 4 BA(Z 27, dd DE AL3A. ogd FAEe
ggdol ¥ 149 AAFHO o Daudi 2 Raji ME tisk CDCY FEo| AojA S1A-AA-A}o] = (F-A}o
(D38 mAb)ell H]&l S3Y-AA-Alo]:- (D389 &% % & Fon3t 73= nlr},

3 14! Daudi cell % Raji M2EoA Alo]wBEF2~ Y50] (D38 W34 ZAIE<S (DC &4
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Daudi cell & Raji MEAA Aol=&F2 AFo] (D3 wHg4 ZAES] DC L4

Daudi A% Raji Al X
A2 Aol | EC50 nM [EC50, SIA-AA-Atolx| At &3l% Ao &31%, SIA-AA-A}
(Alol 3 maAle] | 3% o g s zhol oo tidtk i ztol
izﬂ s}oﬂ)
S1A-AA-A}o] = 78.62 | 0.9593 12.76
2HA| 5 13S3Y-AA-Abo] | 97.84 | 0.1486 6.46 92.78 7.27
A (A7 @3 wAQ| Ho | EC50 oM |EC50, SIA-AA-Atolx| Hoh &a1% |H ] &38)%, SIA-AA-AH
27 &) 3% o] tigh wj= 2o olxzof tgk i< Aol
SIA-AA-A}O] = 67.96 | 0.6301 12.7
ZH A B 13S3Y-AA-AFo] | 102.4 | 0.1547 4.07 100.6 7.92

A 34, F-CD38 Fc ZAE & A &4 AXE 2728 (ACP) &3t

Gl S Qg Aol Flsta 6-9 ZolEclM Ak M-CSF % IL-100.2 A dlo] ALz EaAHTt
olo}A, oled FHA WAMEES o|F £ o WFalr] s W7 PBS + 2 mM EDIAS Abgsle] Heletd
o 2 x 10709 AMEES 2% 24 FBSE 48k RPMI-1640 wj=]2] 96 2 B3 ulet Zejo|Ed] 3%519
JEejste], 37Tl 1AZE §<F Aol date], diAAEE 96-U S o] E9] ulelo]
BHAZ. Raji FF AES Calcein-ANOZ FAF Th, F-CD38 mAb EE ThFF F-(D38 Aol A

3|4 e] EA sholl 3:12] A/ (WAAMFE) FH(FF AE) HE PAAES FFate ZHolEdd e,
oo} ZHo]EES (0, ¢lFHlolE oA 37Tl 2A7F Bt olfulo| st A NS V-uldk 96 A Zo]
Eo 38, 22 AxE Wz PBS - 2 mM EDTAR Helste] 3315t AP Ao ZHE ] AE 2
E 22 AXE A 2. ojoja, o83 dAE 143F FoF 4ColA &-CD11b APC 2 -CD19 BV421
A2 olegk MEE Gttt TAE AXE FEHS FACS Verse FAIE EA 7oA #=3k¢itt. T (D19
Aol 43¢l olF U4 A A E(CDIIb+/Calcein-AMH) = AAE AN o2 7FFHA. Ads F 150 AAH
o] glom  1x A3k AN EZ 93 FAUstE Raji AES] AFHELS FE3E O o] (D38 A E<]
-8 A HoFr
[3 15]
ADCP ZAoA ¢ 3-CD38 Fe ZAE2 &8
_ EC50(nM)

A W

g vl ! 29 B SD

-CD38 mAb 2 | 0.14-0.08 0.11 0.045

S3Y-AA-CD38 2 0.1-0.03 0.069 0.05

Z A E 13

S3A-AA-CD38 2 | 0.034-0.028 | 0.031 0.004

HAE 9

S5X-AA-CD38 2 | 0.02-0.04 0.03 0.011

ZHAE 19

el PAEA g @ RE FARS 620 FAF TP,
Aol 35. F-CD38 Fc ZA B o3 A &4 AE-vi7) A5 (ACC) &8

Raji AIXZ 96 9 Zo|E A 500070¢] M*E/50 plL A /De] EE= 10% 24 [gG FBSE &-&-31= RPMI o
Ao AEAIZTE. o]ojA], MES TUIeHE T FA P AAE(10 uL/ D) A 25T A 158 & A
ol dskoitt. dab QIF NK Al (o]FE Ax)E 5:19] o]y of &4 n|&E FH7Leqlth. o]oA], o]#E %
EH AE ZEEL 5% (0, dFHlolElol A 37TlA 5A17F FoF <lFH|o] a3l th. CytoTox Glo A12F(50 nL)
A71ekar, ZHCEE 1568 &t 25ToA AFwo)dste] 2 MEE EASTE. ©]ofA], Pherastar &34
A7 AES w5t F2 Ax B NS E SAHSS. 7%4 ADCCO] fr=ell 2dolA] &-CD38 mAbell
3 S3Y(FAE 13) Ao 57K B %2 5¥S A5t sy & 159 YERd npel o], 3-CD38 AHAlE
13

E _IIN- o

132 Raji & Aol g 12} QIZF NK Al wi7f ADCCE =3t ] 1ol Al &-CD38 mAbR.Th -3 &¥S&
dFsAqtt. 14 2 &7 AEE 37TolA 527 &<t oFE FAE A Eld F CytoTox Glo A|Fo g & Al
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T 745—5—}931;}, BA glza, AL dE: g2a(EE AE); A7 9 oza; NK AED 4+ 3

[ 15]
ADCC B A2l 3-(D38 Fc AAES FF
. EC50(nM)
ZAE HE
e el " 9] e sD
3}-CD38 mAb 2 | 0.013-0.003 | 0.01567 | 0.007541
S3Y-AA-CD38 2 | 0.0019-0.000 { 0.0012 0.0009
ZAAE 13 G20 HA 6

AAle] 36: AZF ABAA S 3F-(D38 AAE % TF AX AME

Daudi AMEZE 50 ple wiX](RPMI-1640 + 10% %A IgG FBS)l &Eslar 96 A S olEQ ZF o
AEsATE. 50 nle Ad e ACK-&88 a7 A8 AE(IH L RBC 1)E £ AX Ao HrleR
t}. olojA, 50 pl1e] A = (D38 ZHAE 44°”(RPMI 1640 #1=#] + 10% FBS)S H7tekaict. MES &3
T, CO, AFFHloElo A 37TCelA 423 Tk Qo] dsgltt. AFHlold &, A2 FHg FAHAY &
(2% ¥%, 50 mg/mL) 50 pLE FH7lste] dolle Aol U= Daudi Al 2 BrFstgink. olojA, ZH O EE
ZYolE "7 5% T FATE. Aol 3= Daudi-FA A kAl Azl X WEE 23S Pherastar B 54
718 A&k 53Rl

8o AAE A= 3-(D38 ZHA|E 13(S3Y-AA-CD38) o] 3] 7 FARRE £HE Az WY A 1 F
AbEell lojA (D38 mAbH.TF 10X~36X U &S AJAbith. 1@}, RBC &35
, (D38 mAb HEi= (D38 FAENAN TG AE 1zo] AFEA Ut RBC &35 =

Adgt FARREE FH A7 Ao R BEFSH, T AXE nzo] IHEAEH, o= WA -
(D38 mAb % &-CD38 ZAE-F=H FTU¥ AE AFES FHX38H= ul glojr 4 dido] ks AJAlgt),

i
=
o
i,
ML
=2

PRI
D m .
Pﬂ

O

Ao 37: Yol AdoA WA CD38 TEH B Alxeo 7

Abole S ME A vbA A ﬂEﬂC"ﬂr 7 z4zhe] VivoTagbds-FAE EAH(SIFL, IgG Ty gz,
S1A-AA-AFo] %=—001( 3}~ A}ou (D38 mAb), &-Alo]x (D38 A E 13(S3Y-AA-AFo]:=—001)¢] A< 3| Az Hx
2 23S, oA, A MES AXE 1W AFES FA8H7] 8 4TolA 307 Bt {%M]O]/}jé}ﬂl%, Al
X uZo ud Xz axs sy 938 0, AFHolE A A7 EQF 37CAA HEZ AdFu ol AsiT),

oled AR F, AMES AL A%t dEF 4} —“ﬁlo}fﬂ RBCE &R, olofA, MES AAska, 1% 3
GEFLHS LS PRk gl AdEEte], B&E FACS £4& FHs3it. D38+ B AlE kS (D38~
A% & A% wlolgd] 71xdke] Hrbelgich. (D38t B AL F3H NEE Ak 3AzF B9 FAE
A A E gk uZ-g 18k, 10 nM(1 Log nM) o]l &&FolA -(D38 AL 13(S3Y-AA-ARe] -

Flgnkd,
001l A B Al 173‘01 g% o WAao® AFEAT. 142 100~1000 nM(2~3 Log nM)ol A YERG7] Al2Hek
CD38 mAb(S1A-AA-AF]:=—001) 9} Bl dfo] &F-Ato]:=-CD38 ZHAIE 13(S3Y-AA-ALo]%=-001)ol 4] Hf

AAle] 38: AA W

A% 73 9 A5 wkgol gk A avE T FI S 93] Az HEFo] gk gt T RolA
Hrtsgick.  CB17- 75‘061:1 WHAAFF(SCID)  Ph-=(HA, 67 F&, Hd AF 20 g, Charles River
LaboratoriesZ3FE o] o5 236)E IACUC TREF| wlg} AF&3l7] Aol 48A17F E<t Momenta B& ] AlA
of BT, B S22 AFEA AFHAG., BRE AL 7# FERYULAYIY 9S wyu. e
5o T A5k GAol tisl mhe-2E WY AAsiGiTh. vlgt TG olFold RS fls], = Matrigelel
et 5X10°702] <17k MR WEE Raji MEES ulgre] o2 dTgle] J& AT, FU HHEZ F%ol

o7 wjAEgrt. X8 &F A, AW W X =ZA FA A (PBS, 3-CD38 mAb T S3Y-AA-CD38 E3dH) W X g
oS 39 7o w2 BFO 0.5 nle AHA Az €3 BAZE B Ul FAEYU. AT d 4 By E

W 28] 7=k, Bk 2000 mo] SEHUS A FES Y SRS, BE FRS v pAge

of 250 mn o] =R WX (ek 6~7A7HA) WIF 28] SAskPon], olu) Wk aE A (8rteld whg-2/)
Z

u
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, Ho 48l BES JACIC ZR2EFJ ugt ¢FEAletgtt. = 300 EA1E dye Iz dF ®BAY &4
T39S w, o]g s gk FxE upgA mulo A 3-(D38 AL 13(S3Y-AA-CD38) o] 3-CD38 mAb
P

AAe 39: ALY Fc =W FA 9 Fe =HA9 Fe ot F&Ad AF 74 23S A3
F-CD20 % FF-(D38 A& Abgate] FFo|FA st EdAWe], o]Fo|FAst Edwe], TEHE=E (A 4
Fab w=wQle] vhekdl x3to] Fe #Avh =&A el gk Agtell d&FS A=A o5 Frisialet. 9 Zehas
3 (SPR) & A}%é}oq CD64(Fc #vt &A1 Deke] 1:1 Age Frbsidivh. 2ZAES  FHol 298k, 7H&
4 FEAC e A2 101 A%e BAsr] Al S, oleld delA, A ARk Fe 7wl W
ol sl 7 e REAoln; RF B @Y A Fo E=HRle] MBAES] MAC nIzatA

A B 9F

DNA M-S ZH7F AlFolAe] TS fla] HAstelqlar peDNA3.4 EH7F 23 #yd] S=Ysadvt. DNA =
2= AAES A7 vjol AIF(HEK) 293 Az BlxFS Tl ATt FA= 279 dolgt Zebx
vEZHY BAHA=, e THE dEsieta v shve AHAlE dsskeitt. SIF-vits 319 R e
Eotan e Ry BAE=, dFEe] Ao, shvte] EetavEs A AAE dsseta, el £

52+l CH1-VH FAB H-&& $Hrsle Fe & dastei, #13 Eefxv=s Fe ©
AE dzsslsivt. oeli= S3A 9 S3W Sif-uirjeol Ak, S3Wel AS-, shte] ZEtavEE g AAE o
staL, A2 EEaree 2719] Fe Z=HQlE §Hiele FHlls deststn, A3 £t~ n = CHI-VH FAB 7
Hrale 9 Fo AH&S dasteqleh. S3A9] A5, sl EFetxves &4 AHAs dsststa, A2 Feks
=& opn -k Feoll F-2% CHI-VH FAB ¥-i& 13k Fe A& ¢sstei, shte] Eefan =+ CHl-
VH FAB H-4#-& ®=8 g3l Fo WlE daslsiqlrt.

1

wd A

Els £ Poros MabCapture A RS AR&3le] @i A-7|0k sy A7 A=2ZvfE g o) Ax
Hj FE AASth. 284 SIF vit]E 29 F QAHE o A9 (PBS, pH 7.002 A3k, F
7b 4 #E BEEES AASY] A T AY G5 50 mM FA4kE SE (ol 5.5) 02 F7 ARSI
<] ] 248 pH 39 100 mM ZE|Aoz g2)5a, pH 7.42] 1 M TRISE H7}sle] &ulae 2317
= AEEeta, 0.2 un FHE F3 "t OMomiE}.

Poros XS A& AF&3te] o] wE A=rtEade ofs) dMAs F7t2 Fesiith. pl 62 50 mM MES($F

ZA N2 AYES A HFPggsla, 2HE 8 HMES HE &5 (equilibration buffer)dl 343}t

(1:3). &9 g=do=zx 50 mM MES(100% A)el Al pH 62] 400 mM Q3HFEF (100% B)7hA o] 12~15 CV A& +

vl S A}gsle] AES gEslgith. £ Fol HE RE BEEES E4E 7] diAl A2vEI ] (SEO) 2
=3

A
ok A

o
£
o my

[e} (oo}

AT

e wE F, e BAL HH §F o3 A2WolA 30 kha 20 EulolEZ AEPES) U AEDAE A}
goto] 1-PBS HEom 959 wHSAT. BB U 10-15 ng/ml FHEIL, 0.2 pm PEE AF ol
ahgich

HE AAA A

oAz
1%
oo
Hu
N
=
H
fr
=)
i
u
&
A=)
%)
3
1
>,
oo
p‘LA
£
e
[
[
av)
=
i
=
td
r o
o
o
=
rlot
M
ot
d
S

AAE AEE IX-PBSS AF23Elo] 1 mg/mlE 3A&ta, B4 AYO R Zenix SEC-300(4.6 x 300 mm, 3 pum,
300 A, Sepax, Cat. #213300-4630)2 AF&3le] UV & FLD AE7]E FH|8hE= Agilent 1200 AJ=®l Ao A -4
ST

AYS BA Ao 1A7F E¢F 0.3 ml/ESF 0.05% w/v oA = ERF =
ol27]d, 300 mM I IEF pH=6.7= HIH3}sIF. F=UHF 2F 10~15 ul,
HE 2 280 mmol A o37] 2 330 mmell Al WES 2 FLD(F A8 AJ7H158).

27) £% A3 T 16 A Uk BE 2L W $7e 1A4FRe Y.

©=Z 100 mM QAFIEH 200 mM
AT 2% 300C, 280 nmolA UV
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¥ 16
Fc 23t B0 A18d A EY T7] %
ZHA) & < SECell 9%k 77] =% (3 | SECel 28k 7] &= (H0S
A 3 (%) (%)
mAb D20 97.0% 1.7%
ZF A& 13(S3Y) CD20 89.6% 0.0%
2 A E 7(S31) CD20 89.0% 1.7%
2 A& 8(S3W) CD20 83.4% 0.0%
2 A2 9(S3A) CD20 92. 4% 1.5%
2 A& 10(S51) CD20 98.4% 1.6%
ZFA) & 19(S5X) CD20 90.0% 0.4%
2 A2 16(S5Y) CD20 73.8% 1.6%
mAb D20 97.0% 1.7%
s 24
A% AHS M3 Algl= S AA HE AF83Fe] Biacore T200 7]7](GE Healthcare)oll Al $3J3tch. FegR A%t
o] AA7F EAE 93], HA dNE AE A ol¥l AZHYE T3 mAHSULE. =S W S A A

. % A =% (D32a &

2a
9. 7 BzEe) 9A7kE et 2ol Axksiith:

FE)=ERE

S L EE e,
=wQle] F9f e, ol EE Fc & S
1:

S3Y-AA-AVES} A Fo] FUSHA|RE, Fab el
o] Fab Z=wWQlS E&3l= Aol Fe F=&A EH?& @%;

0

o]

CD64(RED Systems)®] 6-XENE A< 5|4l xEg Zt= 99

=q, el
F 17
EA 3-CD20 ZAAE2] YA}
ZHA) & 334 Fc ¢l < SPRY <] % C64
YA+
mAb CD20 1 1.5
2415 13 (S3Y) |CD20 3 3.4
ZA1% 7 (S31) |CD20 3 03.
ZA1% 8 (S3W) | CD20 3 2.9
271 9 (S34) | CD20 3 3.1
2415 10 (S5I) |CD20 5 5.5
241 19 (S5X) |CD20 5 4.9
2415 16 (S5Y) |CD20 5 5.5
= (S3Y) d¢ A4 =v|3 3.
ol gl
Ao 40: FAELS AlEX W Fc Zvl F&A4 g8 o 93] 23

=3

= (b64 A% ¥A7t= Fe
gobe AS AJARSETE. S3Y-AA-OBI ¥
o

A W CD32ac] gk A& AoiA AdS D20 HAES AREshE AR &8 FF 3 dux Jde
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(TR-FRET) 41 (CisBio)old #7latoinh. B4 Ao Alziael Aol wel A%t Freedom EVOvare
150 A% HA| BF7(Tecan) & AHEete] EAR F8AE 2 Azel A7k 2 AZo] U@ 10-X=, 3-u)
A% g g oo, wAd 24 A 1 dolEg Aoy Qfueldstsict,
665 2 620 mmollA FHESFYE. =1
2 oY HIRF A5 1]6(665 n/620 n)ol thsh EEHA. 471 shehile) wa g 27 24
(H2 A7 AD)S W-EFoNA Fadste] BAHA e AZe] 50 Ataiom, olw EG50E Fe vl 4
o Aswol] W g gt

e

TR-FRETS| <3l 7% (D32adll uigt ZA Aol Z7eo] #& 17e] L¢k=ol Uy, Fe EHJAY FE
Z7Fx719, (D32a°] W& A2 ER FAste AAEY SHo| A Frtededl, ol #4a" 1050 3t
o o9& wkdH whe} Zu}. S3Y-AA-OBI B S3Y-AA-AVES} A Ho] HL3A|gH, Fab E=HQlo] Zojd dx 3gE&E
< olgst A= FARA Ml EW (D32ao] sl A=, ol Fab =S XFste Ao] Fe 78
Aol tigt AF-S WANA FUS HAAFTAU.
[Z 17]
EA 420 ZAES Fc 84 A%
A8 &9 FcyRIIIaV158 Fcy RITaH131 FcyRITb
I1C50(nM) 1C50(nM) IC50(nl)
mAb D20 428 1273 3291
A & D20 0.076 0.009 2.146
13(83Y)
ZAE 7(S31) D20 0.230 0.014 29.220
2B 8(S3W) CD20 0.476 0.026 34.925
2 A2 9(S34) (D20 0.539 0.018 17.361
A= CD20 0.045 0.002 4,427
10(S51)
A= (D20 0.055 0.012 0.086
15(85X)
Z A8 1(S5Y) D20 0.017 0.014 1.231
= (S3Y) | 34d 28 = 0.097 0.025 3.297
Ml 9l
AAd 41: Y9 A2 F-(D38 FAA|ENA HEHT,
SPRES AFE&te] & ASS Hubskdh, Axgel s|~Eld ej1E (D38(9049-B7 R&D Systems) TS w]g]
TAAZ F-6X His 342 Al&3ho] /ﬂ]_/qoﬂ/q EaEth. = A 9 SIF-vit] o] A% SN ES AAC T

o, e T 7Y Afelol w2 pll =E &AE AR oS AAslH. A¥E 101 Langmuir

(D38 #tAlE el Aol & 180 =AIH] Svk. A3 BE 3HkE2 SECOl 93 =7k 93% vwwkolltt. A
X .

¥ 18
SPRoll 9]k 3-(D38 ZA&Eoll thdk (D38 At
2 A & KD(nM)
mAb 670
S3y 703
S3A 757

¥ 19% Wil Aol a-(D38 FA & Ao 3t o= AF3r).

¥ 19
S (D38 ZAE| 23k A3 (D38 Agt
A& 25Ce1 A1 €] KD(nM) 37Col A 2] KD(nM)
3F-CD38 mAb 129 410
S3Y-AA—CD38 142 661
S31-AA-CD38 132 442
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S5X-AA-CD38 166 553
S3A-AA-CD38 126 410

AAle] 42: F-(D38 Fc ZAAES Ut HZF A s S7t8 AELs &4 Ui,

% 3la 2 % 31bell EAIE whe} o], S3Y-AA-CD38 F-(D38 Fc ZAEL ADCC(1x} 217k NK AE wjAA),
ADCP(12F <17F diAAE wl7)) 2 (DColl A BUg Fabs 2+ ah-(D38 mAbH.TF o Z2atglc).

A Ao 43: ¥F-CD38 Fc FAES (D38 IARY ¢ U2 a3 G502 AYZHEH FF AX 14E 7|
A5,

3201 Au7p AA g ol gk EA oA, <zF Aol (FSE-%A1¥ Daudi AIEE 23to] e ths, HA3 Fab
7b= (D38 mAb i S3Y-AA-CD38Z A& } ot 71l AE el T4 AE YT (CFSE+D19H) o] ®
& FAE Aoz A3tk #-(D38 Fe 2HAlES F-F-(D38 mAb(n=5%g <] & oA KBt} 40~100X ¥ %2
2S eI

Ao 44: F-(D38 Fc HAELS T AXFE TH= £ 2 @2 (D38 EA JAH &¥d ZFA
AXZ=AE w7igo.

Lo b

ll

(D38-%% &l &-CD38 mAboll that W& FF AEo (D38 Hd 3t A BAY Aok, =3, BA oA
23 el A (CD55, (D59)¢] W& F7b= 3-(D38 mAb F% T4 AE u2S fonsiA ZAAA A APS =
(3 [Nijhof et al. (2016) Blood 128:959). = 33| w=A]¥ wle} o] S3Y-AA-CD38 3F-CD38 Fc 2HA]
E(9428) 2 Daudi AlE(FHA R =& (D38 a2 Agigos ke (D55 2 (D59 2El) @ FasAE
Raji MECFRA o7 ko (D38 03 2 Fojdom =& (D55 © (D59 &a)olA 53 Fab(9&) =S zk= 3

(D38 mAbELT} CDC ZA4o] o #e s},

AAle] 45: (D38 Fc HAES T AXFE TH= £ 2 @2 (D38 EA JAH dd ZFA
AX=AE w7igo.

A B ApelleE: 2 Yzo] (D38 & RFeol Ajtetes, k60 = S3Y-AA-AFe]ie, &-Ale]e (D38 Fe ZHA]
S ® 3a 2 ® 34boll EAIE whel e FAS FabE ZE= mAb(F-Abol: (D38 mAb)ell H]E] A3F HEZZE A
Zo] dis 7lAE ADCC, ADCP % CDC &4 B Folt}.

A A 46: 3-Alolx= (D38 Fc FAEL -Alo)x= (D38 FAHT © Y& 58 502 Alo|=BIA A&
o] APA 2% AE uZL AHIT,
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o \_,
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ojAW A9 xEsh AJEil Ao®m Hth. Fat MM536lAe] Ee BM FA AE WIE(SF 820)F elstd, o]
gt A A4 A golA F-CD38 mAb Ao digh o W AFAQ] RESES Z2E AR YEueE I 34
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EH23c

VH

=24

216 EPKSCDETHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWY VD280 (}\ﬂ oEd ]jd
281 GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR. 344

345 EPQVYTLPPSRDELTEKNQVSLTCLVEGEFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFELYSK 409

410 LTVDEKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK 447

E924b

221 DETHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVEFNWYVD 280 (}ﬂ OEEI. ]Qj =l 45}
281 GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR. 344

345 EPQVYTLPPSRDELTENQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK 409

410 LTVDKSRWQOQGNVESCSVMHEATHNHYTQKSLSLSPG 446

EH24c

216 EPKSCDKTHTCPPCPAPELL GGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWY VD280 (;‘% OEEI Hd
281 GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR. 34

345 EPQVYTLPPSRDELTENQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK 409

410 LTVDESRWQOGNVFSCSVMHEATLHNHYTQKSLSLSPG 446

bll

47)

EY24d

221 DETHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVEFNWY VD 280 ()H C§ ]%]j
281 GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNEALPAPIEKTISKAKGQPR. 344

343 EPQVYTLPPSRDELTENQVSLTCLVEGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SK409

410 LTVDESRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK 447

lob

42)
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‘”(.F? 40 419G 53 2T
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= N - e S S —
-20 Er ) | = | |
3 2 1 0 1 2
5% (Log nM)
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<110> MOMENTA PHARMACEUTICALS, INC.

<120> COMPOSITIONS AND METHODS RELATED TO ENGINEERED FC-ANTIGEN
BINDING DOMAIN CONSTRUCTS TARGETED TO CD38
<130> 14131-0189W01

<140> PCT/US2019/041468
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<141> 2019-07-11
<150> 62/744,067
<151> 2018-10-10
<150> 62/733,036
<151> 2018-09-18
<150> 62/696,759
<151> 2018-07-11
<160> 294

<170> KoPatentIn 3.0
<210> 1

<211> 5

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

peptide

<400> 1

Gly Gly Gly Gly Ser

1 5

<210> 2

<211> 4

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 2

Gly Gly Ser Gly

1

<210> 3

<211> 4

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 3

Ser Gly Gly Gly

. Synthetic

. Synthetic

. Synthetic
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1

<210> 4

<211> 4

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

peptide

<400> 4

Gly Ser Gly Ser

1

<210> 5

<211> 6

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 5

Gly Ser Gly Ser Gly Ser

1 5

<210> 6

<211> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 6

Gly Ser Gly Ser Gly Ser Gly Ser

1 5

<210> 7

<211> 10

<212> PRT
<213>

Artificial Sequence

<220><223> Description of Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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peptide

<400> 7

Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser

1 5 10

<210> 8

<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 8

Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser

1 5 10

<210> 9

<211> 6

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide

<400> 9

Gly Gly Ser Gly Gly Ser

1 5

<210> 10

<211> 9

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 10

Gly Gly Ser Gly Gly Ser Gly Gly Ser

1 5

<210> 11

<211> 12

<212> PRT
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 11

Gly Gly Ser Gly Gly Ser Gly Gly Ser Gly Gly Ser

1 5 10

<210> 12

<211> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 12

Gly Gly Ser Gly Gly Gly Ser Gly

1 5

<210> 13

<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 13

Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly

1 5 10

<210> 14

<211> 16

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 14

Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly

1 5 10 15
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<210> 15

<211> 20

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 15

Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly

1 5 10 15

Gly Gly Ser Gly

20

<210> 16

<211> 10

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 16

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

1 5 10

<210> 17

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 17

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

1 5 10 15

<210> 18
<211> 20
<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 18

Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly

1 5 10 15

Ser Gly Gly Gly

20

<210> 19

<211> 4

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 19

Gly Gly Gly Gly

1

<210> 20

<211> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 20

Gly Gly Gly Gly Gly Gly Gly Gly

1 5

<210> 21

<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 21

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10
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<210> 22
<211> 16
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 22

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

<210> 23

<211> 20

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 23

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly

20
<210> 24
<211> 5
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<400> 24
Gly Gly Gly Gly Gly
1 5
<210> 25
<211> 10
<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 25

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10

<210> 26

<211> 15

<212> PRT

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic

peptide
<400> 26
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
<210> 27
<211> 20
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 27
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly

20

<210> 28

<211> 10

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 28

Gly Glu Asn Leu Tyr Phe Gln Ser Gly Gly
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1 5 10
<210> 29

<211> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 29
Ser Ala Cys Tyr Cys Glu Leu Ser
1 5
<210> 30
<211> 5
<212> PRT

<213> Artificial Sequence

<220

><223> Description of Artificial Sequence: Synthetic

peptide
<400> 30
Arg Ser Ile Ala Thr
1 5
<210> 31
<211> 17
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide

<400> 31

Arg Pro Ala Cys Lys Ile Pro Asn Asp Leu Lys Gln Lys Val Met Asn

1 5 10

His

<210> 32
<211> 36
<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<400> 32
Gly Gly Ser Ala Gly Gly Ser Gly Ser Gly Ser Ser Gly Gly Ser Ser
1 5 10 15
Gly Ala Ser Gly Thr Gly Thr Ala Gly Gly Thr Gly Ser Gly Ser Gly
20 25 30
Thr Gly Ser Gly
35
<210> 33
<211> 17
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<400> 33

Ala Ala Ala Asn Ser Ser Ile Asp Leu Ile Ser Val Pro Val Asp Ser

Arg

<210> 34

<211> 36

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 34

Gly Gly Ser Gly Gly Gly Ser Glu Gly Gly Gly Ser Glu Gly Gly Gly

1 5 10 15

Ser Glu Gly Gly Gly Ser Glu Gly Gly Gly Ser Glu Gly Gly Gly Ser

20 25 30

Gly Gly Gly Ser
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35

<210> 35

<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 35

Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser

1 5 10

<210> 36

<211> 18

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 36

Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly

1 5 10 15

Gly Ser

<210> 37

<211> 11

<212> PRT

<213> Unknown

<220><223> Description of Unknown:
albumin binding peptide

<400> 37

Asp Ile Cys Leu Pro Arg Trp Gly Cys Leu Trp

1 5 10

<210> 38

<211> 6

<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence
6xHis tag

<400> 38

His His His His His His

1 5

<210> 39

<211> 8

<212> PRT

<213> Artificial Sequence

<220><

. Synthetic

223> Description of Artificial Sequence: Synthetic

peptide

<400> 39

Asp Tyr Lys Asp Asp Asp Asp Lys

1 5

<210> 40

<211> 10

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 40

Glu Gln Lys Leu Ile Ser Glu Glu Asp Leu

1 5 10

<210> 41

<211> 9

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

peptide

<400> 41
Tyr Pro Tyr Asp Val Pro Asp Tyr Ala
1 5

<210> 42

. Synthetic

. Synthetic
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<211> 227

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 42

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

1 5 10 15

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

20 25 30

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

35 40 45
Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
50 55 60
His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
65 70 75 80
Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
85 90 95

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile

100 105 110
Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
115 120 125
Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
130 135 140
Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
145 150 155 160

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

165 170 175
Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
180 185 190
Asp Lys Ser Arg Trp Gln GIn Gly Asn Val Phe Ser Cys Ser Val Met

195 200 205
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His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser

210
Pro Gly Lys
225
<210> 43

<211> 232

<212> PRT

215

<213> Artificial Sequence

220

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 43

Glu Pro Lys Ser

1

Pro Glu Leu Leu
20

Lys Asp Thr Leu

35

Val Asp Val Ser
50

Asp Gly Val Glu

65

Tyr Asn Ser Thr

Asp Trp Leu Asn

100

Leu Pro Ala Pro
115
Arg Glu Pro Gln
130
Lys Asn Gln Val
145

Asp Ile Ala Val

Cys Asp Lys Thr His Thr

Gly Gly Pro Ser Val Phe
25
Met Ile Ser Arg Thr Pro

40

His Glu Asp Pro Glu Val
95
Val His Asn Ala Lys Thr
70
Tyr Arg Val Val Ser Val
85 90
Gly Lys Glu Tyr Lys Cys

105

Ile Glu Lys Thr Ile Ser
120
Val Tyr Thr Leu Pro Pro
135
Ser Leu Thr Cys Leu Val
150

Glu Trp Glu Ser Asn Gly

Cys

Leu

Lys

Lys

75

Leu

Lys

Lys

Ser

Lys

155

Gln

Pro Pro Cys Pro Ala
15
Phe Pro Pro Lys Pro
30
Val Thr Cys Val Val

45

Phe Asn Trp Tyr Val
60

Pro Arg Glu Glu Gln

80
Thr Val Leu His Gln
95
Val Ser Asn Lys Ala
110

Ala Lys Gly Gln Pro
125
Arg Asp Glu Leu Thr
140
Gly Phe Tyr Pro Ser
160

Pro Glu Asn Asn Tyr
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165

170 175

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr

180

185 190

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn Gln Gly Asn Val Phe

195

200 205

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys

210

215 220

Ser Leu Ser Leu Ser Pro Gly Lys

225
<210> 44
<211> 227

<212> PRT

230

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 44
Asp Lys Thr His
1
Gly Pro Ser Val
20
Ile Ser Arg Thr
35

Glu Asp Pro Glu

50
His Asn Ala Lys
65

Arg Val Val Ser

Lys Glu Tyr Lys
100

Glu Lys Thr Ile

Thr

5

Phe

Pro

Val

Thr

Val

85

Cys

Ser

Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
10 15
Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
25 30
Glu Val Thr Cys Val Val Val Asp Val Ser His
40 45

Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

55 60
Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
70 75 80
Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
90 95
Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
105 110

Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
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115 120 125
Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
130 135 140
Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
145 150 155 160
Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
165 170 175

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val

180 185 190
Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
195 200 205
His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
210 215 220
Pro Gly Lys
225
<210> 45
<211> 226
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 45

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
1 5 10 15
Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
20 25 30
Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
35 40 45
Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

50 55 60

His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr

65 70 75 80
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Arg Val Val

Lys Glu Tyr

Glu Lys Thr

115

Tyr Thr Leu
130

Leu Thr Cys

145

Trp Glu Ser

Val Leu Asp

Asp Lys Ser

195

Ser

Lys

100

Pro

Leu

Asn

Ser

180

Thr Val Leu

Val Ser Asn
105
Ala Lys Gly

120

Arg Asp Glu
135

Gly Phe Tyr

Gly Gln Pro Glu Asn

Asp Gly Ser Phe Phe

185

Arg Trp Gln Gln Gly Asn

200

His Glu Ala Leu His Asn His Tyr Thr

210
Pro Gly
225
<210> 46
<211> 226

<212> PRT

215

<213> Artificial Sequence

His Gln
90

Lys Ala

Gln Pro

Leu Thr

Pro Ser

155
Asn Tyr
170

Leu Tyr

Val Phe

Gln Lys

Asp Trp Leu Asn Gly

95

Leu Pro Ala Pro Ile

110

Arg Glu Pro Gln Val

Lys

140

Asp

Lys

Ser

Ser

Ser

220

125

Asn

Thr

Lys

Cys

205

Leu

Gln Val Ser

Ala Val Glu

160

Thr Pro Pro
175

Leu Thr Val

190

Ser Val Met

Ser Leu Ser

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 46

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

1

10

15

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

20

25

30

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
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35 40 45
Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
50 55 60
His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr

65 70 75 80

Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
85 90 95
Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
100 105 110
Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
115 120 125
Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser

130 135 140

Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
145 150 155 160
Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
165 170 175
Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val
180 185 190
Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met

195 200 205

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
210 215 220

Pro Gly

225

<210> 47

<211> 231

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 47
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Glu Pro Lys
1

Pro Glu Leu

Lys Asp Thr
35

Val Asp Val

50

Asp Gly Val

65

Ser

Tyr Asn

Asp Trp Leu

Leu Pro Ala

115

Arg Glu Pro
130

Lys Asn Gln

145

Asp

Lys Thr Thr

Ser Lys Leu

195
Ser

Ser Cys

210

Ser Leu Ser
225

<210> 48

Ser

Leu

20

Leu

Ser

Thr

Asn
100

Pro

Val

Val

Pro

180

Thr

Val

Leu

Met

His

Val

Tyr

85

Val

Ser

165

Pro

Val

Met

Ser

Asp Lys

Gly Pro

Ser

Glu Asp
55
His Asn

70

Arg Val

Lys

Glu Lys

Tyr Thr
135
Leu Thr

150

Trp Glu

Val

Leu

Asp Lys

His

215

Pro Gly

230

Thr His

Ser Val

25

Arg Thr
40

Pro Glu

Ala Lys

Val Ser

Tyr Lys
105
Thr
120
Leu Pro

Cys Leu

Ser Asn

Asp Ser
185
Ser Arg

200

Ala Leu

Thr
10

Phe

Pro

Val

Thr

Val

90

Cys

Ser

Pro

Val

170

Asp

Trp

His

Cys

Leu

Lys

Lys

75

Leu

Lys

Lys

Ser

Lys

155

Asn

Pro Pro Cys

Phe Pro Pro

30

Val Thr Cys
45

Phe Asn Trp

60

Pro Arg Glu

Thr Val Leu

Val Ser Asn
110
Ala Lys Gly
125
Arg Asp Glu
140

Gly Phe Tyr

Pro Glu Asn

Ser Phe Phe

190

Gln Gly Asn
205

His Tyr Thr

220

- 188 -

Pro
15

Lys

Val

Tyr

His

95

Lys

Gln

Leu

Pro

Asn

175

Leu

Val

Gln

Ala

Pro

Val

Val

Pro

Thr

Ser

160

Tyr

Tyr

Phe

Lys
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<211> 226

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 48

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

1 5 10 15

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

20 25 30

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

35 40 45
Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
50 55 60
His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
65 70 75 80
Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
85 90 95

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile

100 105 110
Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
115 120 125
Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
130 135 140
Leu Ser Cys Ala Val Asp Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
145 150 155 160

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

165 170 175
Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val
180 185 190
Asp Lys Ser Arg Trp Gln GIn Gly Asn Val Phe Ser Cys Ser Val Met

195 200 205
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His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser

210
Pro Gly
225
<210> 49
<400> 49

000

<210> 50
<211> 227

<212> PRT

215

<213> Artificial Sequence

220

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 50

Asp Lys Thr His

1

Gly Pro Ser Val
20

Ile Ser Arg Thr

35

Glu Asp Pro Glu
50

His Asn Ala Lys

65

Arg Val Val Ser

Lys Glu Tyr Lys

100

Glu Lys Thr Ile
115
Tyr Thr Leu Pro

130

Thr Cys Pro Pro
5

Phe Leu Phe Pro

Pro Glu Val Thr
40

Val Lys Phe Asn
95
Thr Lys Pro Arg
70
Val Leu Thr Val
85

Cys Lys Val Ser

Ser Lys Ala Lys
120
Pro Cys Arg Asp

135

Cys Pro Ala Pro Glu Leu Leu
10 15

Pro Lys Pro Lys Asp Thr Leu

25 30

Cys Val Val Val Asp Val Ser

45

Trp Tyr Val Asp Gly Val Glu
60
Glu Glu Gln Tyr Asn Ser Thr
75
Leu His GIn Asp Trp Leu Asn
90 95
Asn Lys Ala Leu Pro Ala Pro

105 110

Gly Gln Pro Arg Glu Pro Gln
125
Glu Leu Thr Lys Asn Gln Val

140
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80
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Ser
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Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
145 150 155 160
Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

165 170 175

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
180 185 190
Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
195 200 205
His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
210 215 220
Pro Gly Lys
225
<210> 51
<211> 227
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 51

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
1 5 10 15

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

20 25 30
Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
35 40 45
Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

50 55 60

His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr

65 70 75 80

Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
85 90 95

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
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100 105 110
Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val

115 120 125

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
130 135 140
Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
145 150 155 160
Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
165 170 175
Val Leu Lys Ser Asp Gly Ser Phe Phe Leu Tyr Ser Asp Leu Thr Val

180 185 190

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
195 200 205
His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
210 215 220
Pro Gly Lys
225
<210> 52
<211> 226
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<400> 52

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

1 5 10 15
Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
20 25 30
Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
35 40 45
Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

50 55 60
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His Asn Ala

65

Arg Val Val

Lys Glu Tyr

Glu Lys Thr
115

Tyr Thr Leu

130
Leu Thr Cys
145

Trp Glu Ser

Val Leu Lys

Asp Lys Ser

195
His Glu Ala
210
Pro Gly
225
<210> 53
<211> 227

<212> PRT

Lys Thr

Ser Val

85
Lys Cys
100

Ile Ser

Pro Pro

Leu Val

Asn Gly

165
Ser Asp
180

Arg Trp

Leu His

Lys Pro Arg Glu Glu Gln

70 75
Leu Thr Val Leu His Gln
90
Lys Val Ser Asn Lys Ala
105
Lys Ala Lys Gly Gln Pro
120

Ser Arg Asp Glu Leu Thr

135
Lys Gly Phe Tyr Pro Ser
150 155
Gln Pro Glu Asn Asn Tyr
170
Gly Ser Phe Phe Leu Tyr
185

GIn Gln Gly Asn Val Phe

200
Asn His Tyr Thr Gln Lys

215

<213> Artificial Sequence

Tyr

Asp

Leu

Arg

Lys

140

Asp

Lys

Ser

Ser

Ser

220

Asn Ser Thr

Trp Leu Asn
95
Pro Ala Pro
110
Glu Pro Gln
125

Asn Gln Val

Ile Ala Val

Thr Thr Pro

175

Asp Leu Thr
190

Cys Ser Val

205

Leu Ser Leu

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 53

Tyr

80

Val

Ser

160

Pro

Val

Met

Ser

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

1

5

10

15
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Gly

His
65

Arg

Lys

Tyr

Leu

145

Trp

Val

Asp

His

Pro

225

Pro

Ser

Asp

50

Asn

Val

Lys

Thr

130

Trp

Leu

Lys

210

Gly

Ser

Arg
35

Pro

Val

Tyr

Thr

115

Leu

Cys

Ser

Asp

Ser

195

Lys

<210> 54

<400> 54

000

Val

20

Thr

Lys

Ser

Lys

100

Pro

Leu

Asn

Ser

180

Arg

Leu

Phe Leu Phe Pro Pro Lys Pro

25

Pro Glu Val Thr Cys

Val

Thr

Val

85

Cys

Ser

Pro

Val

165

Asp

Trp

His

Lys

Lys

70

Leu

Lys

Lys

Cys

Lys

150

Asn

40
Phe Asn Trp
55

Pro Arg Glu

Thr Val Leu

Val Ser Asn

Ala Lys Gly
120

Arg Asp Lys

135

Gly Phe Tyr

Pro Glu Asn

Ser Phe Phe

185

GIn Gly Asn
200

His Tyr Thr

215

Val Val

Tyr Val

His Gln

90

Lys Ala

Gln Pro

Leu Thr

Pro Ser

155
Asn Tyr
170

Leu Tyr

Val Phe

Gln Lys

Lys

Val

Asp

60

Tyr

Asp

Leu

Arg

Lys

140

Asp

Lys

Ser

Ser

Ser

220

Asp Thr

30
Asp Val
45

Gly Val

Asn Ser

Trp Leu

Pro Ala

110
Glu Pro
125

Asn Gln

Thr Thr

Lys Leu

190
Cys Ser
205

Leu Ser
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Leu Met

Ser His

Thr Tyr
80

Asn Gly

95

Pro Ile

Val Ser

Val Glu

160
Pro Pro
175

Thr Val

Val Met

Leu Ser
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<210>
<400>
000

<210>
<400>
000

<210>
<400>
000

<210>
<400>
000

<210>
<400>
000

<210>
<400>
000

<210>
<400>
000

<210>
<400>
000

<210>
<211>
<212>

<213>

55

55

56

56

57

57

58

58

59

39

60

60

61

61

62

62

63
226
PRT

Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

<400>

polypeptide

63

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

1

5 10 15

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
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Ile Ser

Glu Asp
50

His Asn

65

Arg Val

Lys Glu

Glu Lys

Cys Thr

130
Leu Ser
145

Trp Glu

Val Leu

Asp Lys

His Glu

Pro Gly
225
<210> 64
<400> 64
000
<210> 65

<400> 65

Arg
35

Pro

Val

Tyr

Thr

115

Leu

Cys

Ser

Asp

Ser

195

20

Thr

Lys

Ser

Lys

100

Pro

Asn

Ser
180

Arg

Pro

Val

Thr

Val

85

Cys

Ser

Pro

Val

165

Asp

Trp

Ala Leu His

25
Glu Val Thr Cys Val
40
Lys Phe Asn Trp Tyr
55

Lys Pro Arg Glu Glu

70
Leu Thr Val Leu His
90
Lys Val Ser Asn Lys
105
Lys Ala Lys Gly Gln
120

Ser Arg Asp Glu Leu

135
Asp Gly Phe Tyr Pro
150
GIn Pro Glu Asn Asn
170
Gly Ser Phe Phe Leu
185

GIn Gln Gly Asn Val

200
Asn His Tyr Thr Gln

215

Val

Val

Pro

Thr

Ser

155

Tyr

Val

Phe

Lys

30
Val Asp Val
45
Asp Gly Val
60

Tyr Asn Ser

Asp Trp Leu

Leu Pro Ala

110

Arg Glu Pro
125

Lys Asn Gln

140

Asp Ile Ala

Lys Thr Thr

Ser Lys Leu

190

Ser Cys Ser

205
Ser Leu Ser

220
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Ser His

Thr Tyr

80
Asn Gly
95

Pro Ile

Val Ser

Val Glu

160
Pro Pro
175

Thr Val

Val Met

Leu Ser
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000

<210> 66

<400> 66

000

<210> 67

<400> 67

000

<210> 68

<400> 68

000

<210> 69

<400> 69

000

<210> 70

<400> 70

000

<210> 71

<211> 945
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 71

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu
1 5 10

Ser Leu Arg Leu Ser Cys Ala Val Ser Gly Phe

20 25
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys
35 40
Ser Ala Ile Ser Gly Ser Gly Gly Gly Thr Tyr

50 55

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser

65 70 75

Val Gln Pro Gly Gly
15
Thr Phe Asn Ser Phe
30
Gly Leu Glu Trp Val
45
Tyr Ala Asp Ser Val

60

Lys Asn Thr Leu Tyr

80
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Leu

Ala

Gly

Ser

145

Val

Val

His

Cys

225

Met

His

Val

Tyr

305

Gly

Gln Met

Lys Asp

GIn Gly

115

Val Phe
130

Ala Leu

Ser Trp

Val Leu

Pro Ser

195
Lys Pro
210

Asp Lys

Ile Ser

Glu Asp

275
His Asn
290

Arg Val

Lys Glu

Asn

Lys
100

Thr

Pro

Asn

180

Ser

Ser

Thr

Ser

Arg
260

Pro

Val

Tyr

Ser

85

Leu

Leu

Cys

Ser

165

Ser

Ser

Asn

His

Val

245

Thr

Lys

Ser

Lys

Leu Arg Ala Glu Asp

Leu

Val

Ser

Leu

Thr

Thr

230

Phe

Pro

Val

Thr

Val
310

Cys

Trp Phe Gly

Thr

Pro
135

Val

Lys
215

Cys

Leu

Lys

Lys

295

Leu

Lys

Val

120

Ser

Lys

Leu

Leu

Thr

200

Val

Pro

Phe

Val

Phe

280

Pro

Thr

Val

105

Ser

Ser

Asp

Thr

Tyr

185

Asp

Pro

Pro

Thr

265

Asn

Arg

Val

Ser

90

Glu

Ser

Lys

Tyr

Ser

170

Ser

Thr

Lys

Cys

Pro

250

Cys

Trp

Leu

Asn

Thr

Pro

Ser

Phe

155

Leu

Tyr

Arg

Pro

235

Lys

Val

Tyr

His

315

Lys

Ala Val Tyr

Val Phe Asp
110
Ser Thr Lys

125

Thr Ser Gly
140

Pro Glu Pro

Val His Thr

Ser Ser Val

190

Ile Cys Asn
205

Val Glu Pro

220

Ala Pro Glu

Pro Lys Asp

Val Val Asp
270
Val Asp Gly
285
Gln Tyr Asn
300

Gln Asp Trp

Ala Leu Pro
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Phe
95

Tyr

Val

Phe

175

Val

Val

Lys

Leu

Thr

255

Val

Val

Ser

Leu

Ala

Cys

Trp

Pro

Thr

Thr

160

Pro

Thr

Asn

Ser

Leu

240

Leu

Ser

Thr

Asn

320

Pro
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Ile Glu Lys Thr

Val

Ser

385

Pro

Val

Met

Ser

465

Cys

Pro

Cys

Trp

Tyr

Leu

370

Trp

Val

Asp

His

Pro

450

Pro

Lys

Val

Tyr

530

340
Thr Leu
355

Thr Cys

Glu Ser

Leu Lys

Lys Ser

Gly Lys

Ala Pro

Pro Lys

500

Val Val

515

Val Asp

Gln Tyr

Gln Asp

325

Ile Ser

Pro Pro

Leu Val

Asn Gly

390
Ser Asp
405

Arg Trp

Leu His

Gly Gly

Asp Val

Gly Val

Asn Ser

550

Lys Ala Lys

345

Ser Arg Asp
360

Lys Gly Phe

375

Gln Pro Glu

Gly Ser Phe

Gln Gln Gly
425
Asn His Tyr

440

Gly Gly Gly
455

Gly Gly Asp

Leu Gly Gly

Leu Met Ile

505

Ser His Glu
520

Glu Val His

535

Thr Tyr Arg

330

Gly Gln Pro Arg Glu

Glu Leu

Tyr Pro

Asn Asn

395
Phe Leu
410

Asn Val

Thr Gln

Lys Thr

475
Pro Ser
490

Ser Arg

Asp Pro

Asn Ala

Val Val

555

Trp Leu Asn Gly Lys Glu Tyr

565

570

Thr

Ser

380

Tyr

Tyr

Phe

Lys

460

His

Val

Thr

Lys
540

Ser

Lys

Lys
365

Asp

Lys

Ser

Ser

Ser

445

Thr

Phe

Pro

Val

525

Thr

Val

Cys

350

Asn

Thr

Asp

Cys

430

Leu

Cys

Leu

510

Lys

Lys

Leu

Lys
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335

Pro

Thr

Leu

415

Ser

Ser

Pro

Phe

495

Val

Phe

Pro

Thr

Val

975

Val

Val

Pro

400

Thr

Val

Leu

Pro
480

Pro

Thr

Asn

Arg

Val

560

Ser
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Asn Lys

Gly GIn

Lys Leu

610

Tyr Pro

625

Asn Asn

Phe Leu

Asn Val

Thr Gln

690

705

Lys Thr

Pro Ser

Ser Arg

Asp Pro

770
Asn Ala
785

Val Val

Glu Tyr

Ala Leu Pro Ala Pro Ile Glu

Pro
595

Thr

Ser

Tyr

Tyr

Phe

675

Lys

His

Val

Thr

755

Glu

Lys

Ser

Lys

580

585

Arg Glu Pro Gln Val Tyr

Lys

Asp

Lys

Ser

660

Ser

Ser

Thr

Phe

740

Pro

Val

Thr

Val

Cys

Asn Gln

Ile Ala

630

Thr Thr
645

Lys Leu

Cys Ser

Leu Ser

Cys Pro
725

Leu Phe

Glu Val

Lys Phe

Lys Pro

790
Leu Thr
805

Lys Val

600
Val Ser Leu
615

Val Glu Trp

Pro Pro Val

Thr Val Asp

665

Val Met His
680

Leu Ser Pro

695

Pro Cys Pro

Pro Pro Lys
745
Thr Cys Val

760

Asn Trp Tyr

775

Arg Glu Glu

Val Leu His

Ser Asn Lys

Lys

Thr

Trp

Leu
650

Lys

730

Pro

Val

Val

Gln

Gln

810

Ala

Thr

Leu

Cys

Ser

635

Asp

Ser

Lys

715

Pro

Lys

Val

Asp

Tyr
795

Asp

Ile Ser

Pro Pro

605

Leu Val

620

Asn Gly

Ser Asp

Arg Trp

Leu His

Glu Leu

Asp Thr

Asp Val

765

Gly Val
780

Asn Ser

Trp Leu

Lys Ala Lys
590

Cys Arg Asp

Lys Gly Phe

Gln Pro Glu

640

Gly Ser Phe
655

Gln Gln Gly

670

Asn His Tyr

Gly Gly Asp
720
Leu Gly Gly
735
Leu Met Ile
750

Ser His Glu

Glu Val His

Thr Tyr Arg
800
Asn Gly Lys

815

Leu Pro Ala Pro Ile Glu
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SIHS31 10-2021-0044218

820 825 830

Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
835 840 845
Thr Leu Pro Pro Cys Arg Asp Lys Leu Thr Lys Asn Gln Val Ser Leu
850 855 860
Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
865 870 875 880
Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val

885 890 895

Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
900 905 910
Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
915 920 925
Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro

930 935 940

945

<210> 72

<400> 72

000

<210> 73

<211> 945

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<400> 73
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Val Ser Gly Phe Thr Phe Asn Ser Phe
20 25 30

Ala Met Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val
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Ser

Lys
65

Leu

Ser

145

Val

Val

His

Cys

225

Met

His

Lys

Val

130

Ser

Val

Pro

Lys

210

Asp

Glu

35

Arg

Met

Asp

115

Phe

Leu

Trp

Leu

Ser

195

Pro

Lys

Pro

Ser

Asp

275

Ser

Phe

Asn

Lys

100

Thr

Pro

Asn

180

Ser

Ser

Thr

Ser

Arg

260

Pro Glu Val Lys Phe

40

Gly Ser Gly Gly Gly Thr

Thr

Ser

85

Leu

Leu

Cys

Ser

165

Ser

Ser

Asn

His

Val

245

Thr

55

[le Ser Arg Asp
70

Leu Arg Ala Glu

Leu Trp Phe Gly
105
Val Thr Val Ser

120

Ala Pro Ser Ser
135

Leu Val Lys Asp

150

Gly Ala Leu Thr

Ser Gly Leu Tyr

185

Leu Gly Thr Gln
200
Thr Lys Val Asp
215
Thr Cys Pro Pro
230

Phe Leu Phe Pro

Pro Glu Val Thr

265

280

Asn

Asp

90

Glu

Ser

Lys

Tyr

Ser

170

Ser

Thr

Lys

Cys

Pro

250

Cys

Tyr

Ser
75

Thr

Pro

Ser

Phe

155

Leu

Tyr

Arg

Pro

235

Lys

Val

Asn Trp Tyr

Tyr

60

Lys

Val

Ser

Thr

140

Pro

Val

Ser

Val
220

Pro

Val

Val

45

Ala

Asn

Val

Phe

Thr

125

Ser

His

Ser

Cys

205

Pro

Lys

Val

Asp

285

Asp

Thr

Tyr

Asp

110

Lys

Pro

Thr

Val

190

Asn

Pro

Asp

Asp
270

Gly
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Ser

Leu

Phe

95

Tyr

Val

Phe

175

Val

Val

Lys

Leu

Thr

255

Val

Val

Val

Tyr

80

Cys

Trp

Pro

Thr

Thr

160

Pro

Thr

Asn

Ser

Leu

240

Leu

Ser

Glu
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Val

Tyr

305

Val

Ser

385

Pro

Val

Met

Ser

465

Cys

Pro

Cys

Trp

His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr

290

Arg

Lys

Tyr

Leu

370

Trp

Val

Asp

His

Pro

450

Pro

Lys

Val

Tyr

Val Val

Glu Tyr

Lys Thr

340

Thr Leu

355

Trp Cys

Glu Ser

Leu Asp

Lys Ser

Gly Lys

Ala Pro

Pro Lys

500

Val Val
515

Val Asp

295
Ser Val Leu Thr Val

310

Lys Cys Lys Val Ser
325
[le Ser Lys Ala Lys
345
Pro Pro Cys Arg Asp
360
Leu Val Lys Gly Phe

375

Asn Gly Gln Pro Glu
390
Ser Asp Gly Ser Phe
405
Arg Trp Gln Gln Gly
425
Leu His Asn His Tyr

440

Gly Gly Gly Gly Gly
455
Gly Gly Gly Gly Asp
470
Glu Leu Leu Gly Gly
485
Asp Thr Leu Met Ile

505

Asp Val Ser His Glu
520

Gly Val Glu Val His

300
Leu His Gln

315

Asn Lys Ala
330

Gly Gln Pro

Lys Leu Thr

Tyr Pro Ser

380

Asn Asn Tyr

395
Phe Leu Tyr
410

Asn Val Phe

Thr Gln Lys

Gly Gly Gly

Lys Thr His

475
Pro Ser Val
490

Ser Arg Thr

Asp Pro Glu

Asn Ala Lys

Asp

Leu

Arg

Lys

365

Asp

Lys

Ser

Ser

Ser

445

Thr

Phe

Pro

Val
525

Thr

Asn

Trp

Pro

350

Asn

Thr

Lys

Cys

430

Leu

Cys

Leu

510

Lys

Lys
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Ser

Leu

335

Pro

Thr

Leu

415

Ser

Ser

Pro

Phe

495

Val

Phe

Pro

Thr

Asn

320

Pro

Val

Val

Pro

400

Thr

Val

Leu

Pro
480

Pro

Thr

Asn

Arg
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545

Leu

Asn

Lys

Tyr

625

Asn

Phe

Asn

Thr

705

Lys

Pro

Ser

Asp

530

His

Lys

Leu
610

Pro

Asn

Leu

Val

Thr

Ser

Arg

Pro
595

Thr

Ser

Tyr

Tyr

Phe

675

Lys

His

Val

Thr

755

Tyr

Asp

Leu

580

Arg

Lys

Asp

Lys

Ser

660

Ser

Ser

Thr

Phe
740

Pro

Pro Glu Val

770

Asn Ser
550
Trp Leu

565

Pro Ala

Glu Pro

Asn Gln

630

Thr Thr

645

Lys Leu

Cys Ser

Leu Ser

Cys Pro
725

Leu Phe

Glu Val

Lys Phe

535

Thr

Asn

Pro

Val
615

Val

Pro

Thr

Val

Leu

695

Pro

Pro

Thr

Tyr Arg Val

Gly

Ile

Val

600

Ser

Pro

Val

Met

680

Ser

Cys

Pro

Cys

760

Lys

Glu

585

Tyr

Leu

Trp

Val

Asp

665

His

Pro

Pro

Lys
745

Val

Asn Trp Tyr

775

570

Lys

Thr

Trp

Leu
650

Lys

730

Pro

Val

Val

Val
555

Tyr

Thr

Leu

Cys

Ser

635

Asp

Ser

Lys

715

Pro

Lys

Val

Asp

540

Ser

Lys

Ile

Pro

Leu

620

Asn

Ser

Arg

Leu

Gly

700

Gly

Glu

Asp

Asp

Gly

780

Val Leu Thr Val
560
Cys Lys Val Ser

575

Ser Lys Ala Lys
590

Pro Cys Arg Asp

605

Val Lys Gly Phe

Gly Gln Pro Glu

640

Asp Gly Ser Phe
655
Trp Gln Gln Gly
670
His Asn His Tyr
685

Gly Gly Gly Gly

Gly Gly Gly Asp
720
Leu Leu Gly Gly
735
Thr Leu Met Ile
750
Val Ser His Glu

765

Val Glu Val His
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Asn Ala Lys Thr

785

Val Val

Glu Tyr

Lys Thr

Thr Leu

850

Thr Cys

865

Glu Ser

Leu Lys

Lys Ser

945
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

<210>

74

74

75

75

76

76

7

Ser Val

Lys Cys

820

Ile Ser
835

Pro Pro

Leu Val

Asn Gly

Ser Asp

900
Arg Trp
915

Leu His

Lys Pro Arg Glu Glu Gln
790

Leu Thr Val Leu His Gln

805 810

Lys Val Ser Asn Lys Ala

825

Lys Ala Lys Gly Gln Pro
840
Ser Arg Asp Glu Leu Thr
855
Lys Gly Phe Tyr Pro Ser
870
Gln Pro Glu Asn Asn Tyr

885 890

Gly Ser Phe Phe Leu Tyr
905
Gln Gln Gly Asn Val Phe
920
Asn His Tyr Thr Gln Lys

935

Tyr Asn Ser Thr Tyr

795

Asp Trp Leu Asn Gly
815

Leu Pro Ala Pro Ile

830

Arg Glu Pro Gln Val
845
Lys Asn Gln Val Ser
860
Asp Ile Ala Val Glu
875
Lys Thr Thr Pro Pro

895

Ser Asp Leu Thr Val
910
Ser Cys Ser Val Met
925
Ser Leu Ser Leu Ser

940
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Arg
800

Lys

Tyr

Leu

Trp

880

Val

Asp

His

Pro
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<400>

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

<211>

<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

<400>

Gly Phe Thr Phe Asn Ser Phe Ala

1

<210>

<211>

7

78

78

79

79

80

80

81

81

82

82

83

83

84

84

85

8

peptide

85

86

8
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SIHS31 10-2021-0044218

<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 86
Gly Tyr Thr Phe Thr Asp Tyr Trp
1 5
<210> 87
<400> 87
000
<210> 88
<400> 88
000
<210> 89
<400> 89
000
<210> 90
<400> 90
000
<210> 91
<400> 91
000
<210> 92
<400> 92
000
<210> 93
<400> 93
000
<210> 94
<400> 94
000
<210> 95
<400> 95

000
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<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

<400>

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

<210>

96

96

97

97

98

98

99
99

100

100

101

101

102

102

103

103

104

104

105

105

106

106

107
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<400> 107
000

<210> 108
<400> 108
000

<210> 109
<211> 8
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 109
Ile Tyr Pro Gly Asp Gly Asp Thr
1 5
<210> 110
<400> 110
000
<210> 111
<400> 111
000
<210> 112

<400> 112

000

<210> 113
<400> 113
000

<210> 114
<400> 114
000

<210> 115
<211> 8
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
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SIHS31 10-2021-0044218

peptide
<400> 115
Ile Ser Gly Ser Gly Gly Gly Thr
1 5
<210> 116
<400> 116
000
<210> 117
<400> 117
000
<210> 118
<400> 118
000
<210> 119
<400> 119
000
<210> 120
<400> 120
000
<210> 121
<400> 121
000
<210> 122
<400> 122
000
<210> 123

<400> 123

000
<210> 124
<400> 124
000
<210> 125
<400> 125

000
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<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

000

126

126

127

127

128

128

129

129

130

130

131

131

132

132

133

133

134

134

135

135

136

136

137

137
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<210>
<400>
000

<210>
<400>
000

<210>
<400>

000

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

<211>

138

138

139

139

140

140

141

141

142

142

143

143

144

144

145

145

146

146

147

147

148

15

<212> PRT

<213> Artificial Sequence

SIHS31 10-2021-0044218



<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 148

Ala Lys Asp Lys Ile Leu Trp Phe Gly Glu Pro Val Phe Asp Tyr

1 5 10 15

<210> 149

<211> 13

<212>

PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 149

Ala Arg Gly Asp Tyr Tyr Gly Ser Asn Ser Leu Asp Tyr

1 5 10

<210> 150

<400> 150

000

<210> 151

<400> 151

000

<210> 152

<400> 152

000

<210> 153

<400> 153

000

<210> 154

<400> 154

000

<210> 155

<400> 155

000

<210> 156

<400> 156
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000
<210>
<400>
000
<210>
<400>
000

<210>

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

000

157

157

158

158

159

159

160

160

161

161

162

162

163

163

164

164

165

165

166

166

167

167
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<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

<400

> 176

000

<210>

<400>

000

<210>

<400>

000

<210>

168

168

169

169

170

170

171

171

172

172

173

173

174

174

175

175

176

177

177

178

178

179
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<400>
000

<210>

179

180

<211> 6

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

<400>

Gln Ser Val Ser Ser Tyr

1

<210>

peptide

180

181

<211> 6

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

<400>

GIn Asp Val Ser Thr Val

1

<210>

182

<400>

000

<210>

<400>

000

<210>

<400>

000

<210>

<400>

000

<210>

<400>

peptide

181

182

183

183

184

184

185

185

186

186

5

5

- 216 -
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000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

<400>

187

187

188

188

189

189

190

190

191

191

192

192

193

193

194

194

195

195

196

196

197

197

198

198
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000

<210>

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

000

199

199

200

200

201

201

202

202

203

203

204

204

205

205

206

206

207

207

208

208

209

209
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<210> 210
<400> 210
000

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

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 211

Gln Gln Arg Ser Asn Trp Pro Pro Thr

1 5
<210> 212

<211> 9

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 212
Gln Gln His Tyr Ser Pro Pro Tyr Thr
1 5
<210> 213
<211> 32
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 213

Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Gly Gly

1 5 10

Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

20 25

<210> 214

SIHS31 10-2021-0044218



<211> 30

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(30)

<223> This sequence may encompass 4-30 residues

<400> 214

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
<210> 215
<211> 30
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(30)
<223> This sequence may encompass 8-30 residues
<400> 215
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
<210> 216
<211> 30
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

polypeptide
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<220><221> MISC_FEATURE

<222> (1)..(30)

<223> This sequence may encompass 12-30 residues

<400> 216

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

<210> 217
<211> 20
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<220><221> MISC_FEATURE
<222> (1)..(20)
<223> This sequence may encompass 4-20 residues
<400> 217
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly
20
<210> 218
<211> 20
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<220><221> MISC_FEATURE
<222> (1)..(20)
<223> This sequence may encompass 8-20 residues
<400> 218

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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Gly Gly Gly Gly
20
<210> 219
<211> 20
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<220><221> MISC_FEATURE
<222> (1)..(20)

<223> This sequence may encompass 12-20 residues

<400> 219
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly
20
<210> 220
<211> 20
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<400> 220
Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala
1 5 10 15
Pro Glu Leu Leu
20

<210> 221

<211> 15
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
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peptide
<400> 221
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15
<210> 222
<211> 19
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<400> 222
Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala

1 5 10 15

Pro Glu Leu

<210> 223

<211> 105

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 223

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

1 5 10 15

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

20 25 30

His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

35 40 45
Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
50 55 60
Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
65 70 75 80

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
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85 90 95
Ile Glu Lys Thr Ile Ser Lys Ala Lys

100 105

<210> 224

<211> 106

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 224

Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp

1 5 10 15

Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe

20 25 30
Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu

35 40 45

Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
50 95 60
Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
65 70 75 80
Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
85 90 95
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
100 105
<210> 225
<211> 5

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 225

Ser Tyr Tyr Met Asn
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1 5

<210> 226

<211> 17

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 226

Gly Ile Ser Gly Asp Pro Ser Asn Thr Tyr Tyr Ala Asp Ser Val Lys

1 5 10 15

Gly

<210> 227
<211> 11
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 227

Asp Leu Pro Leu Val Tyr Thr Gly Phe Ala Tyr

1 5 10

<210> 228

<211> 11

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 228

Ser Gly Asp Asn Leu Arg His Tyr Tyr Val Tyr

1 5 10

<210> 229

<211> 7

<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 229
Gly Asp Ser Lys Arg Pro Ser
1 5
<210> 230
<211> 8
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 230
GIln Thr Tyr Thr Gly Gly Ala Ser
1 5
<210> 231
<211> 450
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 231

GIn Val Gln Leu Val Gln Ser Gly Ala Glu Val Ala Lys Pro Gly Thr

1 5 10

15

Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25

Trp Met GIn Trp Val Lys Gln Arg Pro Gly Gln Gly

35 40

30
Leu Glu Trp Ile

45

Gly Thr Ile Tyr Pro Gly Asp Gly Asp Thr Gly Tyr Ala Gln Lys Phe

50 55 60

GIn Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Lys Thr Val Tyr

65 70 75

80

Met His Leu Ser Ser Leu Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys
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Ala Arg Gly Asp

Gly

Phe

Leu

145

Trp

Leu

Ser

Pro

Lys

225

Pro

Ser

Asp

Asn

Val

305

Glu

Thr Ser
115

Pro Leu

130

Gly Cys

Asn Ser

Gln Ser

Ser Ser

195
Ser Asn
210

Thr His

Ser Val

Arg Thr

Pro Glu

275
Ala Lys
290

Val Ser

Tyr Lys

100

Val

Leu

Ser
180

Leu

Thr

Thr

Phe

Pro

260

Val

Thr

Val

Cys

85

Tyr

Thr

Pro

Val

Lys

Cys

Leu

245

Lys

Lys

Leu

Lys

325

Tyr

Val

Ser

Lys

150

Leu

Leu

Thr

Val

Pro

230

Phe

Val

Phe

Pro

Thr

310

Val

Gly

Ser

Ser

135

Asp

Thr

Tyr

Asp

215

Pro

Pro

Thr

Asn

Arg

295

Val

Ser

Ser

Ser

120

Lys

Tyr

Ser

Ser

Thr

200

Lys

Cys

Pro

Cys

Trp

280

Glu

Leu

Asn

Asn

105

Ser

Phe

Leu
185

Tyr

Lys

Pro

Lys

Val

265

Tyr

Glu

His

Lys

90

Ser

Ser

Thr

Pro

Val
170

Ser

Val

Pro
250

Val

Val

Ala

330

Leu

Thr

Ser

155

His

Ser

Cys

Pro
235

Lys

Val

Asp

Tyr

Asp

315

Leu

Asp Tyr

Lys Gly

125

Gly Gly

140

Pro Val

Thr Phe

Val Val

Asn Val

205
Pro Lys
220

Glu Leu

Asp Thr

Asp Val

Gly Val

285
Asn Ser
300

Trp Leu

Pro Ala

Trp
110

Pro

Thr

Thr

Pro

Thr

190

Asn

Ser

Leu

Leu

Ser

270

Thr

Asn

Pro

- 227 -

95

Gly

Ser

Val

175

Val

His

Cys

Met
255

His

Val

Tyr

Ile

335

Gln

Val

Ser

160

Val

Pro

Lys

Asp

His

Arg

Lys

320

Glu
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Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
340 345
Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys
355 360
Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
370 375

Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys

385 390 395
Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
405 410
Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
420 425
Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
435 440
Gly Lys
450
<210> 232

<211> 118
<212

> PRT

<213> Artificial Sequence

Glu Pro Gln Val Tyr
350
Asn Gln Val Ser Leu
365
Ile Ala Val Glu Trp
380

Thr Thr Pro Pro Val

400
Lys Leu Thr Val Asp
415
Cys Ser Val Met His
430
Leu Ser Leu Ser Pro

445

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<400> 232
GIn Val Gln Leu Val Glu Ser Gly Gly Gly Leu
1 5 10
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe
20 25
Tyr Met Asn Trp Val Arg Gln Ala Pro Gly Lys

35 40

Ser Gly Ile Ser Gly Asp Pro Ser Asn Thr Tyr
50 55

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser

Val Gln Pro Gly Gly
15
Thr Phe Ser Ser Tyr
30
Gly Leu Glu Trp Val

45

Tyr Ala Asp Ser Val
60

Lys Asn Thr Leu Tyr

- 228 -
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65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Leu Pro Leu Val Tyr Thr Gly Phe Ala Tyr Trp Gly Gln

100 105 110

Gly Thr Leu Val Thr Val
115
<210> 233
<211> 214
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<400> 233
Asp Ile Val Met Thr Gln Ser His Leu Ser Met Ser Thr Ser Leu Gly
1 5 10 15
Asp Pro Val Ser Ile Thr Cys Lys Ala Ser Gln Asp Val Ser Thr Val
20 25 30

Val Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Arg Arg Leu Ile

35 40 45
Tyr Ser Ala Ser Tyr Arg Tyr Ile Gly Val Pro Asp Arg Phe Thr Gly
50 55 60
Ser Gly Ala Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Val Gln Ala
65 70 75 80
Glu Asp Leu Ala Val Tyr Tyr Cys Gln Gln His Tyr Ser Pro Pro Tyr
85 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala

100 105 110
Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125
Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala

130 135 140
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Lys Val GIn Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser

165 170 175
Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190
Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205
Phe Asn Arg Gly Glu Cys
210
<210> 234
<211> 109
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 234

Asp Ile Glu Leu Thr Gln Pro Pro Ser Val Ser Val Ala Pro Gly Gln
1 5 10 15

Thr Ala Arg Ile Ser Cys Ser Gly Asp Asn Leu Arg His Tyr Tyr Val

20 25 30
Tyr Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Val Leu Val Ile Tyr
35 40 45
Gly Asp Ser Lys Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser

50 55 60

Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Gly Thr Gln Ala Glu
65 70 75 80
Asp Glu Ala Asp Tyr Tyr Cys Gln Thr Tyr Thr Gly Gly Ala Ser Leu
85 90 95
Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln
100 105

<210> 235

- 230 -
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<211> 200

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 4-200 residues

<400> 235

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 95 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

165 170 175
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly

195 200
<210> 236
<211> 180
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<220><221> MISC_FEATURE
<222> (1)..(180)
<223> This sequence may encompass 4-180 residues
<400> 236
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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130 135 140

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly
180
<210> 237
<211> 160
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(160)

<223> This sequence may encompass 4-160 residues

<400> 237

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160

<210> 238

<211> 140

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<220><221> MISC_FEATURE

<222> (1)..(140)

<223> This sequence may encompass 4-140 residues

<400> 238

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

115 120 125
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
<210> 239
<211> 40
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(40)
<223> This sequence may encompass 4-40 residues
<400> 239
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly
35 40
<210> 240
<211> 100
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(100)
<223> This sequence may encompass 4-100 residues
<400> 240
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly
100
<210> 241
<211> 90
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(90)
<223> This sequence may encompass 4-90 residues
<400> 241
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90

<210> 242
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<211> 80

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(80)

<223> This sequence may encompass 4-80 residues

<400> 242

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 95 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
<210> 243
<211> 70
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(70)

<223> This sequence may encompass 4-70 residues

<400> 243

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly
65 70
<210> 244
<211> 60
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(60)
<223> This sequence may encompass 4-60 residues
<400> 244

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
<210> 245
<211> 50
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<220><221> MISC_FEATURE

<222> (1)..(50)
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<223> This sequence may encompass 4-50 residues

<400> 245

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

<210> 246

<211> 19

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(19)

<223> This sequence may encompass 4-19 residues

<400> 246

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly

<210> 247

<211> 18

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<220><221> MISC_FEATURE
<222> (1)..(18)

<223> This sequence may encompass 4-18 residues

- 239 -

10-2021-0044218



<400> 247
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly

<210> 248

<211> 17

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(17)

<223> This sequence may encompass 4-17 residues
<400>

248
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly

<210> 249

<211> 16

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(16)

<223> This sequence may encompass 4-16 residues

<400> 249

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

<210> 250

<211> 15
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<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(15)

<223> This sequence may encompass 4-15 residues

<400> 250

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

<210> 251

<211> 14

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><

221> MISC_FEATURE

<222> (1)..(14)

<223> This sequence may encompass 4-14 residues

<400> 251

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10

<210> 252

<211> 13

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(13)

<223> This sequence may encompass 4-13 residues

<400> 252

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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=T

1 5 10

<210> 253

<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(12)

<223> This sequence may encompass 4-12 residues

<400> 253

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10

<210> 254

<211> 11

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide

<220><221> MISC_FEATURE

<222> (1)..(1D)

<223> This sequence may encompass 4-11 residues

<400> 254

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10

<210> 255

<211> 10

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(10)

<223> This sequence may encompass 4-10 residues
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<400> 255
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10

<210> 256

<211> 9

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(9)

<223> This sequence may encompass 4-9 residues

<400> 256

Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5

<210> 257

<211> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(8)

<223> This sequence may encompass 4-8 residues

<400> 257

Gly Gly Gly Gly Gly Gly Gly Gly

1 5

<210> 258

<211> 7

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
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<220><221> MISC_FEATURE

<222> (1)..(7)

<223> This sequence may encompass 4-7 residues
<400> 258

Gly Gly Gly Gly Gly Gly Gly

1 5

<210> 259

<211> 6

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide

<220><221> MISC_FEATURE

<222> (1)..(6)

<223> This sequence may encompass 4-6 residues

<400> 259

Gly Gly Gly Gly Gly Gly

1 5

<210> 260

<211> 5

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(5)

<223> This sequence may encompass 4-5 residues

<400> 260

Gly Gly Gly Gly Gly

1 5

<210> 261

<211> 200

<212> PRT

<213> Artificial Sequence

- 244 -

10-2021-0044218



<220><

223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 6-200 residues
<400> 261
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 95 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly
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195 200
<210> 262
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 8-200 residues

<400> 262

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 95 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 263
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 10-200 residues
<400> 263
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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130 135 140

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 264
<211> 200
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 12-200 residues
<400> 264
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

165 170 175

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 265
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 14-200 residues
<400> 265

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly

195 200

<210> 266

<211> 200

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 16-200 residues

<400> 266

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 267
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE

<222> (1)..(200)
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<223> This sequence may encompass 18-200 residues

<400> 267

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 268
<211> 200
<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 20-200 residues

<400> 268

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 95 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

130 135 140

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly

195 200
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<210> 269
<211> 200
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 30-200 residues

<400> 269

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 95 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 270
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 40-200 residues
<400>
270
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 271
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 50-200 residues
<400> 271
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 272
<211> 200
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 60-200 residues
<400> 272
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

165 170 175

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 273
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 70-200 residues
<400> 273

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly

195 200

<210> 274

<211> 200

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 80-200 residues

<400> 274

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 275
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE
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<222> (1)..(200)

<223> This sequence may encompass 90-200 residues

<400> 275

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 276

<211> 200
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<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 100-200 residues

<400> 276

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 95 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

130 135 140

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

180 185 190

- 262 -

10-2021-0044218



Gly Gly Gly Gly Gly Gly Gly Gly
195 200

<210> 277

<211> 200

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 120-200 residues

<400> 277

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly

195 200
<210> 278
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<220><221> MISC_FEATURE
<222> (1)..(200)

<223> This sequence may encompass 140-200 residues
<400

> 278

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 279
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 160-200 residues
<400> 279
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 280
<211> 200
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 180-200 residues
<400> 280
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

- 266 -

10-2021-0044218



35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

165 170 175

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 281
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 190-200 residues

<400> 281
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly

195 200

<210> 282
<211> 24
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
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peptide
<400> 282
Asp Tyr Lys Asp Asp Asp Asp Lys Asp Tyr Lys Asp Asp Asp Asp Lys
1 5 10 15
Asp Tyr Lys Asp Asp Asp Asp Lys
20
<210> 283
<211> 30
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<400> 283

Glu Gln Lys Leu Ile Ser Glu Glu Asp Leu Glu Gln Lys Leu Ile Ser

1 5 10 15
Glu Glu Asp Leu Glu Gln Lys Leu Ile Ser Glu Glu Asp Leu
20 25 30
<210> 284
<211> 27
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<400> 284
Tyr Pro Tyr Asp Val Pro Asp Tyr Ala Tyr Pro Tyr Asp Val Pro Asp
1 5 10 15

Tyr Ala Tyr Pro Tyr Asp Val Pro Asp Tyr Ala

20 25
<210> 285
<211> 214
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
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polypeptide
<400> 285
Glu Ile Val Leu Thr
1 5
Glu Arg Ala Thr Leu
20

Leu Ala Trp Tyr Gln

35
Tyr Asp Ala Ser Asn
50
Ser Gly Ser Gly Thr
65
Glu Asp Phe Ala Val
85

Thr Phe Gly Gln Gly

100
Pro Ser Val Phe Ile
115
Thr Ala Ser Val Val
130
Lys Val Gln Trp Lys
145

Glu Ser Val Thr Glu

165
Ser Thr Leu Thr Leu
180
Ala Cys Glu Val Thr
195
Phe Asn Arg Gly Glu
210
<210> 286

<211> 697

Gln Ser

Ser Cys

Gln Lys

Arg Ala

55
Asp Phe
70

Tyr Tyr

Thr Lys

Phe Pro

Cys Leu

135

Val Asp

150

Gln Asp

Ser Lys

His Gln

Cys

Pro Ala Thr

10

Arg Ala Ser
25

Pro Gly Gln

40

Thr Gly Ile

Thr Leu Thr

Cys Gln Gln
90

Val Glu Ile

105
Pro Ser Asp
120

Leu Asn Asn

Asn Ala Leu

Ser Lys Asp

170

Ala Asp Tyr
185

Gly Leu Ser

200

Leu Ser Leu

Gln Ser Val

Ser

Ser

30

Pro
15

Ser

Gly

Tyr

Ala Pro Arg Leu Leu Ile

45

Pro Ala Arg Phe Ser

60
Ile Ser Ser
75

Arg Ser Asn

Lys Arg Thr

Glu Gln Leu

125

Phe Tyr Pro
140

Leu Glu Pro

80

Trp Pro Pro

Val

110

Lys

Ser

Arg Glu Ala

Gln Ser Gly Asn Ser

155

Ser Thr Tyr

Glu Lys His

Ser Pro Val

205
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Ser

Lys
190

Thr

Leu

175

Val

Lys

160

Ser

Tyr

Ser
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<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 286

GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu
1 5 10 15

Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr Gly Met

20 25 30
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser Asp
35 40 45
Ile Ser Trp Asn Gly Gly Lys Thr His Tyr Val Asp Ser Val Lys Gly

50 95 60

Gln Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
65 70 75 80
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95
Gly Ser Leu Phe His Asp Ser Ser Gly Phe Tyr Phe Gly His Trp Gly
100 105 110
Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala
130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

o

165 170 175
Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His

195 200 205
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Lys Pro Ser

210
Asp Lys Thr
225

Gly Pro Ser

Ile Ser Arg

Glu Asp Pro
275

His Asn Ala
290

Arg Val Val

305

Lys Glu Tyr

Glu Lys Thr

Tyr Thr Leu
355
Leu Thr Cys

370

Trp Glu Ser
385
Val Leu Lys

Asp Lys Ser

His Glu Ala

435

Pro Gly Lys

Asn

His

Val

Thr

260

Lys

Ser

Lys

340

Pro

Leu

Asn

Ser

Arg

420

Leu

Thr

Thr

Phe

245

Pro

Val

Thr

Val

Cys
325

Ser

Pro

Val

Asp
405

Trp

His

Lys

Cys

230

Leu

Lys

Lys

Leu

310

Lys

Lys

Ser

Lys

Gln

390

Gly

Gln

Asn

Val Asp Lys
215

Pro Pro Cys

Phe Pro Pro

Val Thr Cys
265
Phe Asn Trp
280
Pro Arg Glu
295

Thr Val Leu

Val Ser Asn

Ala Lys Gly

345

Arg Asp Glu
360

Gly Phe Tyr

375

Pro Glu Asn

Ser Phe Phe

Gln Gly Asn
425
His Tyr Thr

440

Gly Gly Gly Gly Gly Gly

Arg Val

Pro Ala
235
Lys Pro

250

Val Val

Tyr Val

His Gln

Lys Ala
330

Gln Pro

Leu Thr

Pro Ser

Asn Tyr

395
Leu Tyr
410
Val Phe

Gln Lys

Gly Gly

Glu Pro Lys
220

Pro Glu Leu

Lys Asp Thr

Val Asp Val
270

Asp Gly Val
285

Tyr Asn Ser

300

Asp Trp Leu

Leu Pro Ala

Arg Glu Pro

350

Lys Asn Gln
365

Asp

380

Lys Thr Thr

Ser Asp Leu

Ser Cys Ser
430
Ser Leu Ser

445

Gly Gly Gly
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Ser Cys

Leu Gly

240

Leu Met

255

Ser His

Thr Tyr

Asn Gly

Pro

335

Val Ser

Val

Pro Pro

400
Thr Val
415

Val Met

Leu Ser

Gly Gly
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450

455

Gly Gly Gly Gly Gly Gly Gly Asp Lys

465

470

Pro Ala Pro Glu Leu Leu Gly Gly Pro

Lys Pro Lys

Val Val Val
515
Tyr Val Asp
530
Glu Gln Tyr
545

His Gln Asp

Lys Ala Leu

Gln Pro Arg

595

Leu Thr Lys
610

Pro Ser Asp

625

Asn Tyr Lys

Leu Tyr Ser

Val Phe Ser

675

Gln Lys Ser
690

<210> 287

485
Asp Thr

500

Asp Val

Gly Val

Asn Ser

Trp Leu

565

Pro Ala
580

Glu Pro

Asn Gln

Ile Ala

Thr Thr

645
Lys Leu
660

Cys Ser

Leu Ser

Leu Met

Ser His

Glu Val

535
Thr Tyr
550

Asn Gly

Pro Ile

Gln Val

Val Ser

615

Val Glu
630

Pro Pro

Thr Val

Val Met

Leu Ser

695

520

His

Arg

Lys

Tyr
600

Leu

Trp

Val

Asp

His

680

Pro

Ser

505

Asp

Asn

Val

Lys
585

Thr

Trp

Leu

Lys

665

Gly

Thr

Ser

490

Arg

Pro

Val

Tyr

570

Thr

Leu

Cys

Ser

Asp
650

Ser

460
His Thr Cys Pro Pro
475
Val Phe Leu Phe Pro
495
Thr Pro Glu Val Thr

510

Glu Val Lys Phe Asn
525
Lys Thr Lys Pro Arg
540
Ser Val Leu Thr Val
555
Lys Cys Lys Val Ser

975

[le Ser Lys Ala Lys
590
Pro Pro Cys Arg Asp
605
Leu Val Lys Gly Phe
620
Asn Gly Gln Pro Glu

635

Ser Asp Gly Ser Phe

655

Arg Trp GIn Gln Gly
670

Leu His Asn His Tyr

685
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Cys
480

Pro

Cys

Trp

Glu

Leu

560

Asn

Lys

Tyr

Asn

640

Phe

Asn

Thr
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<211> 216

<212> PRT
<

213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 287

Gln Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln

1 5 10 15

Arg Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Asp Asn

20 25 30
Tyr Val Ser Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu Leu

35 40 45

Ile Tyr Arg Asp Ser Gln Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
50 95 60
Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu Arg
65 70 75 80
Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gln Ser Tyr Asp Ser Ser Leu
85 90 95
Ser Gly Ser Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln

100 105 110

Pro Lys Ala Asn Pro Thr Val Thr Leu Phe Pro Pro Ser Ser Glu Glu
115 120 125
Leu Gln Ala Asn Lys Ala Thr Leu Val Cys Leu Ile Ser Asp Phe Tyr
130 135 140
Pro Gly Ala Val Thr Val Ala Trp Lys Ala Asp Gly Ser Pro Val Lys
145 150 155 160
Ala Gly Val Glu Thr Thr Lys Pro Ser Lys Gln Ser Asn Asn Lys Tyr

165 170 175

Ala Ala Ser Ser Tyr Leu Ser Leu Thr Pro Glu Gln Trp Lys Ser His
180 185 190

Arg Ser Tyr Ser Cys Gln Val Thr His Glu Gly Ser Thr Val Glu Lys
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195

200

Thr Val Ala Pro Thr Glu Cys Ser

210
<210> 288
<211> 698

<212> PRT

215

<213> Artificial Sequence

205

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 288

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1
Ser Leu Arg Leu
20
Ala Met Ser Trp
35
Ser Ala Ile Ser
50

Lys Gly Arg Phe

65

Leu Gln Met Asn

Ala Lys Asp Lys

100

Gly Gln Gly Thr
115

Ser Val Phe Pro

130
Ala Ala Leu Gly
145

Val Ser Trp Asn

5

10

15

Ser Cys Ala Val Ser Gly Phe Thr Phe Asn Ser

Val

Gly

Thr

Ser

85

Leu

Leu

Cys

Ser

165

25
Arg Gln Ala Pro Gly
40
Ser Gly Gly Gly Thr
95

Ile Ser Arg Asp Asn

70
Leu Arg Ala Glu Asp
90
Leu Trp Phe Gly Glu
105
Val Thr Val Ser Ser
120

Ala Pro Ser Ser Lys

135
Leu Val Lys Asp Tyr
150
Gly Ala Leu Thr Ser

170

Lys

Tyr

Ser

75

Thr

Pro

Ser

Phe
155

Gly

30
Gly Leu Glu Trp
45
Tyr Ala Asp Ser
60

Lys Asn Thr Leu

Ala Val Tyr Phe
95
Val Phe Asp Tyr
110
Ser Thr Lys Gly
125

Thr Ser Gly Gly

140

Pro Glu Pro Val

Val His Thr Phe

175
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Phe

Val

Val

Tyr

80

Cys

Trp

Pro

Thr

Thr
160

Pro
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Ala

Val

His

Cys

225

Met

His

Val

Tyr

305

Val

Ser

385

Pro

Val

Val

Pro

Lys
210

Asp

His
290

Arg

Lys

Tyr

Leu

370

Trp

Val

Asp

Leu

Ser

195

Pro

Lys

Pro

Ser

Asp
275

Asn

Val

Lys

Thr

355

Trp

Leu

Lys

Gln
180

Ser

Ser

Thr

Ser

Arg

260

Pro

Val

Tyr

Thr

340

Leu

Cys

Ser

Asp

Ser

Ser

Ser

Asn

His

Val

245

Thr

Lys

Ser

Lys

325

Pro

Leu

Asn

Ser

405

Ser

Leu

Thr

Thr

230

Phe

Pro

Val

Thr

Val

310

Cys

Ser

Pro

Val

Gly

Gly

Lys
215

Cys

Leu

Lys

Lys

295

Leu

Lys

Lys

Cys

Lys

375

Leu Tyr
185

Thr Gln

200

Val Asp

Pro Pro

Phe Pro

Val Thr

265
Phe Asn
280

Pro Arg

Thr Val

Val Ser

Ala Lys

345
Arg Asp
360

Gly Phe

Gly Gln Pro Glu

390

Asp Gly Ser Phe

Ser

Thr

Lys

Cys

Pro

250

Cys

Trp

Leu

Asn

330

Lys

Tyr

Asn

Phe

410

Leu

Tyr

Arg

Pro

235

Lys

Val

Tyr

His
315

Lys

Leu

Pro

Asn

395

Leu

Arg Trp GIn Gln Gly Asn Val

Ser

Val

220

Pro

Val

Val

Pro

Thr

Ser

380

Tyr

Tyr

Phe

Ser

Cys

205

Pro

Lys

Val

Asp

285

Tyr

Asp

Leu

Arg

Lys

365

Asp

Lys

Ser

Ser

Val Val
190

Asn Val

Pro Lys

Glu Leu

Asp Thr

255

Asp Val

270

Gly Val

Asn Ser

Trp Leu

Pro Ala

335
Glu Pro
350

Asn Gln

Thr Thr

Lys Leu
415

Cys Ser
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Thr

Asn

Ser

Leu

240

Leu

Ser

Thr

Asn

320

Pro

Val

Val

Pro

400

Thr

Val
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Met

Ser

Pro

Cys

Trp

545

Leu

Asn

Glu

Tyr

625

His

Pro

Pro

Lys

Val

Tyr

530

His

Lys

Leu
610

Pro

420
Glu Ala
435

Gly Lys

Ala Pro

Pro Lys

500

Val Val

515

Val Asp

Gln Tyr

Gln Asp

Ala Leu

580
Pro Arg
595

Thr Lys

Ser Asp

Asn Asn Tyr Lys

Phe Leu Tyr Ser

660

Leu His

Gly Gly

Gly Gly

470
Glu Leu
485

Asp Thr

Asp Val

Gly Val

Asn Ser

550
Trp Leu
565

Pro Ala

Glu Pro

Asn Gln

Ile Ala

630

Thr Thr

645

Asp Leu

425
Asn His Tyr
440

Gly Gly Gly

455

Gly Gly Asp

Leu Gly Gly

Leu Met Ile
505

Ser His Glu

520
Glu Val His
535

Thr Tyr Arg

Asn Gly Lys

Pro Ile Glu

585
Gln Val Tyr
600
Val Ser Leu
615

Val Glu Trp

Pro Pro Val

Thr Val Asp

665

Thr

Lys

Pro

490

Ser

Asp

Asn

Val

570

Lys

Thr

Thr

Leu

650

Lys

Gln

Gly

Thr

475

Ser

Arg

Pro

Val
555

Tyr

Thr

Leu

Cys

Ser

635

Lys

Ser

Lys Ser
445

Gly Gly

460

His Thr

Val Phe

Thr Pro

525
Lys Thr
540

Ser Val

Lys Cys

Ile Ser

Pro Pro

605
Leu Val
620

Asn Gly

Ser Asp

Arg Trp

430

Leu

Cys

Leu

510

Lys

Lys

Leu

Lys

Lys

590

Ser

Lys

Gln

670
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Ser Leu

Gly Gly

Pro Pro

480
Phe Pro
495

Val Thr

Phe Asn

Pro Arg

Thr Val

560
Val Ser
975

Ala Lys

Arg Asp

Gly Phe

Pro Glu

640

Ser Phe

655

Gln Gly
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Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn
675 680 685
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
690 695
<210> 289
<211> 697
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 289

Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10

Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr

20 25 30
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ile Ser Trp Asn Gly Gly Lys Thr His Tyr Val Asp Ser Val

50 95 60

Gln Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

@

65 70 75
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90
Gly Ser Leu Phe His Asp Ser Ser Gly Phe Tyr Phe Gly His
100 105 110
GIn Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly
130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val

145 150 155

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
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His Tyr

Ser Leu
15

Gly Met

Ser Asp

Lys Gly

Leu Gln

80
Ala Arg
95

Trp Gly

Pro Ser

Thr Ala

Thr Val
160

Pro Ala
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165 170
Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val
195 200 205
Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys
210 215 220
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu
225 230 235
Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr

245 250

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
260 265 270
Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
275 280 285
His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
290 295 300
Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu

305 310 315

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
325 330
Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
340 345 350
Tyr Thr Leu Pro Pro Cys Arg Asp Lys Leu Thr Lys Asn Gln
355 360 365
Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala

370 375 380

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
385 390 395
Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu

405 410
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175

Thr

Asn

Ser

Leu

Leu

255

Ser

Thr

Asn

Pro

335

Val

Val

Pro

Thr

415

Val

His

Cys

240

Met

His

Val

Tyr

Val

Ser

Pro
400

Val
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Asp

His

Pro

465

Pro

Lys

Val

Tyr

545

His

Lys

Leu

Pro

625

Asn

Leu

Lys Ser

Ala Pro

Pro Lys

Val Val

515
Val Asp
530

Gln Tyr

Gln Asp

Ala Leu

Pro Arg

595
Thr Lys
610

Ser Asp

Tyr Lys

Tyr Ser

Arg Trp Gln Gln Gly Asn
420 425
Leu His Asn His Tyr Thr

440

Gly Gly Gly Gly Gly Gly
455
Gly Gly Gly Gly Asp Lys
470
Glu Leu Leu Gly Gly Pro
485
Asp Thr Leu Met Ile Ser

500 505

Asp Val Ser His Glu Asp
520
Gly Val Glu Val His Asn
935
Asn Ser Thr Tyr Arg Val
950
Trp Leu Asn Gly Lys Glu

565

Pro Ala Pro Ile Glu Lys
580 585
Glu Pro Gln Val Tyr Thr
600
Asn GIn Val Ser Leu Thr
615
Ile Ala Val Glu Trp Glu

630

Thr Thr Pro Pro Val Leu
645

Asp Leu Thr Val Asp Lys

Val

Gln

Gly

Thr

Ser

490

Arg

Pro

Val

Tyr

570

Thr

Leu

Cys

Ser

Lys
650

Ser

Phe

Lys

His
475

Val

Thr

Lys

Ser

555

Lys

Pro

Leu

Asn

635

Ser

Ser

Ser

460

Thr

Phe

Pro

Val

Thr

540

Val

Cys

Ser

Pro

Val
620

Cys

Leu

445

Cys

Leu

Lys

525

Lys

Leu

Lys

Lys

Ser
605

Lys

Ser Val
430

Ser Leu

Pro Pro

Phe Pro
495
Val Thr

510

Phe Asn

Pro Arg

Thr Val

Val Ser

975

Ala Lys
590

Arg Asp

Gly Phe

Gly Gln Pro Glu

Asp Gly Ser Phe

655

Arg Trp GIn Gln Gly
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Met

Ser

Cys
480

Pro

Cys

Trp

Leu
560

Asn

Tyr

Asn

640

Phe

Asn
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660

665

670

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr

675

630

Gln Lys Ser Leu Ser Leu Ser Pro Gly

690
<210> 290
<211> 720

<212> PRT

<

695

213> Artificial Sequence

685

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 290

Asp Lys Thr His

1

Gly Pro Ser Val
20

Ile Ser Arg Thr

35

Glu Asp Pro Glu
50

His Asn Ala Lys

65

Arg Val Val Ser

Lys Glu Tyr Lys

100

Glu Lys Thr Ile
115
Tyr Thr Leu Pro
130
Leu Trp Cys Leu

145

Thr
5

Phe

Pro

Val

Thr

Val

85

Cys

Ser

Pro

Val

Cys Pro Pro

Leu Phe Pro

Glu Val Thr
40

Lys Phe Asn
95

Lys Pro Arg

70

Leu Thr Val

Lys Val Ser

Lys Ala Lys

120

Cys Arg Asp
135

Lys Gly Phe

150

Cys Pro Ala Pro
10

Pro Lys Pro Lys

25

Cys Val Val Val

Trp Tyr Val Asp
60
Glu Glu Gln Tyr
75
Leu His Gln Asp
90
Asn Lys Ala Leu

105

Gly Gln Pro Arg

Lys Leu Thr Lys
140
Tyr Pro Ser Asp

155

Glu Leu Leu Gly
15
Asp Thr Leu Met
30
Asp Val Ser His

45

Gly Val Glu Val

Asn Ser Thr Tyr
80
Trp Leu Asn Gly
95
Pro Ala Pro Ile

110

Glu Pro Gln Val
125

Asn Gln Val Ser

Ile Ala Val Glu

160
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Trp

Val

Asp

His

Pro

225

Pro

Lys

Val

Tyr

305

His

Lys

Leu
385

Pro

Glu Ser

Leu Asp

Lys Ser

195

210

Gly Lys

Ala Pro

Pro Lys

275

Val Val

290

Val Asp

Gln Tyr

Gln Asp

Ala Leu

355

Pro Arg
370

Thr Lys

Ser Asp

Asn Gly Gln Pro Glu Asn

165

Ser Asp
180

Arg Trp

Leu His

245
Glu Leu
260

Asp Thr

Asp Val

Asn Ser

325
Trp Leu
340

Pro Ala

Glu Pro

Asn Gln

Gly Ser

Gln Gln

Asn His

215

Leu Gly

Leu Met

Ser His

295

Glu Val
310

Thr Tyr

Asn Gly

Pro Ile

Gln Val

375
Val Ser
390

Phe Phe

185
Gly Asn
200

Tyr Thr

Asp Lys

Glu Asp

His Asn

Arg Val

Lys Glu

345

Glu Lys

360

Tyr Thr

Leu Trp

Ile Ala Val Glu Trp Glu

Asn

170

Leu

Val

Thr

250

Ser

Arg

Pro

Val
330

Tyr

Thr

Leu

Cys

Ser

Tyr

Tyr

Phe

Lys

235

His

Val

Thr

Lys
315

Ser

Lys

Pro

Leu

395

Lys

Ser

Ser

Ser

220

Thr

Phe

Pro

Val

300

Thr

Val

Cys

Ser

Pro
380

Val

Thr

Lys

Cys

205

Leu

Cys

Leu

285

Lys

Lys

Leu

Lys

Lys

365

Cys

Lys

Thr

Leu
190

Ser

Ser

Pro

Phe

270

Val

Phe

Pro

Thr

Val

350

Arg

Gly

Pro

175

Thr

Val

Leu

Pro

255

Pro

Thr

Asn

Arg

Val

335

Ser

Lys

Asp

Phe

Pro

Val

Met

Ser

240

Cys

Pro

Cys

Trp

320

Leu

Asn

Lys

Tyr

400

Asn Gly Gln Pro Glu Asn
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Asn

Leu

Val

Thr

Ser

Arg

Pro

545

Val

Tyr

Thr

Leu
625

Cys

Tyr

Tyr

Phe

450

Lys

His

Val

Thr

530

Lys

Ser

Lys

610

Pro

Leu

Lys

Ser
435

Ser

Ser

Thr

Phe

515

Pro

Val

Thr

Val

Cys

595

Ser

Pro

Val

Thr

420

Lys

Cys

Leu

Cys
500

Leu

Lys

Lys

Leu

580

Lys

Lys

Cys

Lys

405

Thr

Leu

Ser

Ser

485

Pro

Phe

Val

Phe

Pro
565

Thr

Val

Arg

Pro Pro Val Leu

Thr

Val

Leu

470

Pro

Pro

Thr

Asn

550

Arg

Val

Ser

Lys

Asp

630

Val

Met

455

Ser

Cys

Pro

Cys

535

Trp

Leu

Asn

615

Lys

Gly Phe Tyr

645

425

Asp Lys
440

His Glu

Pro Gly

Pro Ala

505
Lys Pro
520

Val Val

Tyr Val

His Gln

Lys Ala

600

Gln Pro

Leu Thr

Pro Ser

410

Asp

Ser

Lys

490

Pro

Lys

Val

Asp

Tyr

570

Asp

Leu

Arg

Lys

Asp

650

Ser Asp Gly Ser

430

Arg Trp Gln Gln
445
Leu His Asn His

460

Glu Leu Leu Gly
510
Asp Thr Leu Met
925
Asp Val Ser His
540
Gly Val Glu Val

555

Asn Ser Thr Tyr

Trp Leu Asn Gly
590
Pro Ala Pro Ile
605
Glu Pro Gln Val
620

Asn Gln Val Ser
635

Ile Ala Val Glu
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415

Phe Phe

Gly Asn

Tyr Thr

Gly Pro

Ile Ser

Glu Asp

His Asn

560

Arg Val
575

Lys Glu

Glu Lys

Tyr Thr

Leu Trp
640
Trp Glu

655
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Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
660 665
Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys

675 630

Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
690 695

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu

705 710 715

<210> 291

<211> 451

<212> PRT

<213> Artificial Sequence

Thr Pro Pro Val Leu
670
Leu Thr Val Asp Lys

685

Ser Val Met His Glu
700
Ser Leu Ser Pro Gly

720

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<400> 291
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu

1 5 10

Ser Leu Arg Leu Ser Cys Ala Val Ser Gly Phe
20 25
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys
35 40
Ser Ala Ile Ser Gly Ser Gly Gly Gly Thr Tyr
50 95
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser

65 70 75

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr
85 90
Ala Lys Asp Lys Ile Leu Trp Phe Gly Glu Pro
100 105
Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala
115 120

Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser

Val Gln Pro Gly Gly

15

Thr Phe Asn Ser Phe
30
Gly Leu Glu Trp Val
45

Tyr Ala Asp Ser Val

60

Lys Asn Thr Leu Tyr
80

Ala Val Tyr Phe Cys
95
Val Phe Asp Tyr Trp
110
Ser Thr Lys Gly Pro
125

Thr Ser Gly Gly Thr
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145

Val

Val

His

Cys

225

Met

His

Val

Tyr

305

Val

Ser

130

Ser

Val

Pro

Lys
210

Asp

His
290

Arg

Lys

Cys

Leu Gly Cys

Trp

Leu

Ser

195

Pro

Lys

Pro

Ser

Asp
275

Asn

Val

Lys

Thr

355

Asn

Gln

180

Ser

Ser

Thr

Ser

Arg

260

Pro

Val

Tyr

Thr

340

Leu

Leu Ser Cys

370

Ser
165

Ser

Ser

Asn

His

Val

245

Thr

Lys

Ser

Lys

325

Pro

Ala

Leu

150

Ser

Leu

Thr

Thr

230

Phe

Pro

Val

Thr

Val

310

Cys

Ser

Pro

Val

135

Val

Lys
215

Cys

Leu

Lys

Lys

295

Leu

Lys

Lys

Ser

Asp

375

Lys

Leu

Leu

Thr

200

Val

Pro

Phe

Val

Phe
280

Pro

Thr

Val

Arg
360

Gly

Asp

Thr

Tyr

185

Asp

Pro

Pro

Thr

265

Asn

Arg

Val

Ser

Lys
345

Asp

Phe

Tyr Phe

155
Ser Gly
170

Ser Leu

Thr Tyr

Lys Arg

Cys Pro

235

Pro Lys

250

Cys Val

Trp Tyr

Glu Glu

Leu His

315

Asn Lys

330

Gly Gln

Glu Leu

Tyr Pro

140

Pro

Val

Ser

Val

220

Pro

Val

Val

Pro

Thr

Ser

380

Glu Pro Val Thr

His

Ser

Cys

205

Pro

Lys

Val

Asp

285

Tyr

Asp

Leu

Arg

Lys
365

Asp

Thr

Val

190

Asn

Pro

Asp

Asp

270

Asn

Trp

Pro

350

Asn

Ile
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160
Phe Pro
175

Val Thr

Val Asn

Lys Ser

Leu Leu

240

Thr Leu

255

Val Ser

Val Glu

Ser Thr

Leu Asn

320

Ala Pro

335

Pro Gln

GIn Val

Ala Val
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Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

385

390 395 400

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr

405

410 415

Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

420

425 430

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

435
Ser Pro Gly
450
<210> 292
<211> 473

<212> PRT

440 445

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 292

Asp Lys Thr His
1

Gly Pro Ser Val

20
Ile Ser Arg Thr
35
Glu Asp Pro Glu

50

His Asn Ala Lys
65

Arg Val Val Ser

Lys Glu Tyr Lys
100

Glu Lys Thr Ile

Thr

5

Phe

Pro

Val

Thr

Val

85

Cys

Ser

Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
10 15
Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
25 30
Glu Val Thr Cys Val Val Val Asp Val Ser His
40 45
Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

55 60

Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
70 75 80
Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
90 95
Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
105 110

Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
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Tyr

Leu

145

Trp

Val

Asp

His

Pro

225

Pro

Lys

Val

Tyr

305

His

Lys

115

Thr Leu Pro
130

Thr Cys Leu

Glu Ser Asn

Leu Lys Ser

180

Lys Ser Arg
195

Glu Ala Leu

210

Gly Lys Gly

Ala Pro Glu
260
Pro Lys Asp
275
Val Val Asp
290

Val Asp Gly

Gln Tyr Asn

Gln Asp Trp
340
Ala Leu Pro

355

Pro

Val

165

Asp

Trp

His

245

Leu

Thr

Val

Val

Ser
325

Leu

Ala

Ser Arg

135
Lys Gly
150

Gln Pro

Gly Ser

Asn His

Leu Gly

Leu Met

Ser His

295

Glu Val
310

Thr Tyr

Asn Gly

Pro Ile

120

Asp Glu Leu

Phe Tyr Pro

Glu Asn Asn
170
Phe Phe Leu

185

Tyr Thr Gln

Asp Lys Thr

250

Gly Pro Ser
265

Ile Ser Arg

280

Glu Asp Pro

His Asn Ala

Arg Val Val

330

Lys Glu Tyr
345

Glu Lys Thr

360

Thr

Ser

155

Tyr

Tyr

Phe

Lys

235

His

Val

Thr

Lys

315

Ser

Lys

Ile

Lys

140

Asp

Lys

Ser

Ser

Ser

220

Thr

Phe

Pro

Val

300

Thr

Val

Cys

Ser

125

Asn

Thr

Asp

Cys
205

Leu

Cys

Leu

285

Lys

Lys

Leu

Lys

Lys

365

Gln

Ala

Thr

Leu

190

Ser

Ser

Pro

Phe

270

Val

Phe

Pro

Thr

Val
350

Ala
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Val

Val

Pro

175

Thr

Val

Leu

Pro

255

Pro

Thr

Asn

Arg

Val
335

Ser

Lys

Ser

160

Pro

Val

Met

Ser

240

Cys

Pro

Cys

Trp

320

Leu

Asn

Gly
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Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro

370 375

Leu Thr Lys Asn Gln Val Ser Leu Trp Cys Leu
385 390 395
Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
405 410
Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
420 425
Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg

435 440

Pro Cys Arg Asp Lys

380

Val Lys Gly Phe Tyr

400

Gly Gln Pro Glu Asn

415

Asp Gly Ser Phe Phe

430

Trp Gln Gln Gly Asn

445

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr

450 455
Gln Lys Ser Leu Ser Leu Ser Pro Gly
465 470
<210> 293
<211> 698
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 293

460

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10

Ser Leu Arg Leu Ser Cys Ala Val Ser Gly Phe

20 25
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys
35 40
Ser Ala Ile Ser Gly Ser Gly Gly Gly Thr Tyr
50 55
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser

65 70 75

15

Thr Phe Asn Ser Phe

30

Gly Leu Glu Trp Val

45

Tyr Ala Asp Ser Val

60

Lys Asn Thr Leu Tyr
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80
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Leu

Ala

Ser

145

Val

Val

His

Cys

225

Met

His

Val

Tyr
305

Gly

Gln Met

Lys Asp

Val Phe
130

Ala Leu

Ser Trp

Val Leu

Pro Ser

195

Lys Pro

210

Asp Lys

Gly Pro

Ile Ser

Glu Asp

275
His Asn
290

Arg Val

Lys Glu

Asn

Lys
100

Thr

Pro

Asn

180

Ser

Ser

Thr

Ser

Arg

260

Pro

Val

Tyr

Ser

85

Leu

Leu

Cys

Ser

165

Ser

Ser

Asn

His

Val

245

Thr

Lys

Ser

Lys

Leu Arg Ala Glu Asp

Leu Trp Phe Gly

Val Thr

Ala Pro
135

Leu Val

Ser Gly

Leu Gly

Thr Lys

215
Thr Cys
230

Phe Leu

Pro Glu

Val Lys

Thr Lys

295
Val Leu
310

Cys Lys

Val
120

Ser

Lys

Leu

Leu

Thr

200

Val

Pro

Phe

Val

Phe

280

Pro

Thr

Val

105

Ser

Ser

Asp

Thr

Tyr

185

Asp

Pro

Pro

Thr

265

Asn

Arg

Val

Ser

90

Ser

Lys

Tyr

Ser

170

Ser

Thr

Lys

Cys

Pro

250

Cys

Trp

Leu

Asn

Thr

Pro

Ser

Phe

155

Leu

Tyr

Arg

Pro
235

Lys

Val

Tyr

His
315

Lys

Ala Val Tyr

Val Phe Asp
110
Ser Thr Lys
125
Thr Ser Gly
140

Pro Glu Pro

Val His Thr

Ser Ser Val

190

Ile Cys Asn
205

Val Glu Pro

220

Ala Pro Glu

Pro Lys Asp

Val Val Asp
270

Val Asp Gly

285
Gln Tyr Asn
300

Gln Asp Trp

Ala Leu Pro

- 289 -

Phe

95

Tyr

Val

Phe

175

Val

Val

Lys

Leu

Thr

255

Val

Val

Ser

Leu

Ala

Cys

Trp

Pro

Thr

Thr

160

Pro

Thr

Asn

Ser

Leu
240

Leu

Ser

Thr

Asn
320

Pro
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Ile Glu Lys Thr

Val

Ser

385

Pro

Val

Met

Ser

465

Cys

Pro

Cys

Trp

Leu

Tyr

Leu

370

Trp

Val

Asp

His

Pro

450

Pro

Lys

Val

Tyr

His

340
Thr Leu
355

Thr Cys

Glu Ser

Leu Lys

Lys Ser

420

Ala Pro

Pro Lys

500
Val Val
515

Val Asp

Gln Tyr

Gln Asp

325 330

Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu

345
Pro Pro Ser Arg Asp Glu
360
Leu Val Lys Gly Phe Tyr
375
Asn Gly Gln Pro Glu Asn
390

Ser Asp Gly Ser Phe Phe

405 410
Arg Trp Gln Gln Gly Asn
425
Leu His Asn His Tyr Thr
440
Gly Gly Gly Gly Gly Gly
455

Gly Gly Gly Gly Asp Lys

470
Glu Leu Leu Gly Gly Pro
485 490
Asp Thr Leu Met Ile Ser
505
Asp Val Ser His Glu Asp
520

Gly Val Glu Val His Asn

535
Asn Ser Thr Tyr Arg Val
550
Trp Leu Asn Gly Lys Glu

565 570

Leu

Pro

Asn

395

Leu

Val

Thr

475

Ser

Arg

Pro

Ala

Val
555

Tyr

Thr

Ser

380

Tyr

Tyr

Phe

Lys

460

His

Val

Thr

Lys

540

Ser

Lys

Lys

365

Asp

Lys

Ser

Ser

Ser

445

Thr

Phe

Pro

Val

525

Thr

Val

Cys

350

Asn

Thr

Asp

Cys
430

Leu

Cys

Leu

510

Lys

Lys

Leu

Lys
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335

Pro

Thr

Leu

415

Ser

Ser

Pro

Phe

495

Val

Phe

Pro

Thr

Val

975

Val

Val

Pro

400

Thr

Val

Leu

Pro

480

Pro

Thr

Asn

Arg

Val
560

Ser
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Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
580 585

Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu

595 600
Lys Leu Thr Lys Asn Gln Val Ser Leu Trp Cys
610 615
Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
625 630 635
Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
645 650

Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser

660 665
Asn Val Phe Ser Cys Ser Val Met His Glu Ala
675 680
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
690 695

<210> 294

<211> 945

<212> PRT

<213> Artificial Sequence

[le Ser Lys Ala Lys
590

Pro Pro Cys Arg Asp

605
Leu Val Lys Gly Phe
620
Asn Gly Gln Pro Glu
640
Ser Asp Gly Ser Phe
655

Arg Trp Gln Gln Gly

670
Leu His Asn His Tyr

685

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<400> 294
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu

1 5 10

Ser Leu Arg Leu Ser Cys Ala Val Ser Gly Phe
20 25
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys
35 40
Ser Ala Ile Ser Gly Ser Gly Gly Gly Thr Tyr
50 95

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser

Val Gln Pro Gly Gly

15

Thr Phe Asn Ser Phe
30
Gly Leu Glu Trp Val
45
Tyr Ala Asp Ser Val
60

Lys Asn Thr Leu Tyr

- 291 -
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65

Leu

Ala

Ser

145

Val

Val

His

Cys

225

Met

His

Val

Tyr

305

Gln Met

Lys Asp

115

Val Phe

130

Ala Leu

Ser Trp

Val Leu

Pro Ser

195

Lys Pro
210

Asp Lys

Gly Pro

Ile Ser

Glu Asp

275
His Asn
290

Arg Val

Asn

Lys

100

Thr

Pro

Asn

180

Ser

Ser

Thr

Ser

Arg

260

Pro

Val

Ser

85

Leu

Leu

Cys

Ser

165

Ser

Ser

Asn

His

Val

245

Thr

Lys

Ser

70

Leu Arg Ala Glu Asp

Leu

Val

Ser

Leu

Thr

Thr

230

Phe

Pro

Val

Thr

Val
310

Trp Phe

Thr Val
120
Pro Ser

135

Val Lys

Ala Leu

Gly Leu

Gly Thr

200

Lys Val
215

Cys Pro

Leu Phe

Glu Val

Lys Phe

280
Lys Pro
295

Leu Thr

Gly
105

Ser

Ser

Asp

Thr

Tyr

185

Asp

Pro

Pro

Thr

265

Asn

Arg

Val

90

Glu

Ser

Lys

Tyr

Ser

170

Ser

Thr

Lys

Cys

Pro

250

Cys

Trp

Leu

75

Thr

Pro

Ser

Phe

155

Leu

Tyr

Arg

Pro

235

Lys

Val

Tyr

His

315

Ala Val

Val Phe

Ser Thr

125

Thr Ser

140

Pro Glu

Val His

Ser Ser

Ile Cys

205

Val Glu
220

Ala Pro

Pro Lys

Val Val

Val Asp

285
Gln Tyr
300

Tyr

Asp

110

Lys

Pro

Thr

Val

190

Asn

Pro

Glu

Asp

Asp

270

Asn

Phe
95

Tyr

Val

Phe

175

Val

Val

Lys

Leu

Thr

255

Val

Val

Ser

Gln Asp Trp Leu
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80

Cys

Trp

Pro

Thr

Thr

160

Pro

Thr

Asn

Ser

Leu

240

Leu

Ser

Thr

Asn

320
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Gly

Ile

Val

Ser

385

Pro

Val

Met

Ser

465

Cys

Pro

Cys

Trp

Glu
545

Leu

Lys

Glu

Tyr

Leu

370

Trp

Val

Asp

His

Pro

450

Pro

Lys

Val

Tyr
530

Glu

His

Glu Tyr

Lys Thr

340
Thr Leu
355

Trp Cys

Glu Ser

Leu Asp

Lys Ser

420

435

Gly Lys

Ala Pro

Pro Lys

500

Val Val

515

Val Asp

Gln Tyr

Lys Cys

325

Ile Ser

Pro Pro

Leu Val

Asn Gly

390

Ser Asp
405

Arg Trp

Leu His

Gly Gly

Gly Gly

470
Glu Leu
485

Asp Thr

Asp Val

Gly Val

Asn Ser

550

Lys Val

Lys Ala

Cys Arg

360
Lys Gly
375

Gln Pro

Gly Ser

Gln Gln

Asn His

440

Gly Gly

455

Gly Gly

Leu Gly

Leu Met

Ser His

520

Glu Val
535

Thr Tyr

Ser

Lys
345

Asp

Phe

Phe

425

Tyr

Asp

His

Arg

Asn

330

Lys

Tyr

Asn

Phe
410

Asn

Thr

Lys

Pro

490

Ser

Asp

Asn

Val

Lys

Leu

Pro

Asn

395

Leu

Val

Thr

475

Ser

Arg

Pro

Val

555

GIn Asp Trp Leu Asn Gly Lys Glu Tyr

Ala Leu Pro Ala Pro

Pro Arg Glu

Thr

Ser

380

Tyr

Tyr

Phe

Lys

460

His

Val

Thr

Lys
540

Ser

Lys

Lys
365

Asp

Lys

Ser

Ser

Ser

445

Thr

Phe

Pro

Val

525

Thr

Val

Cys

350

Asn

Thr

Lys

Cys

430

Leu

Cys

Leu

510

Lys

Lys

Leu

Lys
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335

Pro

Thr

Leu
415

Ser

Ser

Pro

Phe

495

Val

Phe

Pro

Thr

Val

Val

Val

Pro

400

Thr

Val

Leu

Pro
480

Pro

Thr

Asn

Arg

Val
560

Ser

ZIHSd 10-2021-0044218



Asn Lys Ala

Gly Gln Pro
595
Glu Leu Thr
610
Tyr Pro Ser
625

Asn Asn Tyr

Phe Leu Tyr

Asn Val

Thr Gln Lys

705

Lys Thr His

Pro Ser Val

Ser Arg Thr
755
Asp Pro Glu

770

Asn Ala Lys
785

Val Val Ser

Leu

580

Arg

Lys

Asp

Lys

Ser
660

Ser

Ser

Thr

Phe

740

Pro

Val

Thr

Val

565

Pro

Asn

Thr

645

Asp

Cys

Leu

Cys

725

Leu

Glu

Lys

Lys

Ala

Pro

Gln

Ala

630

Thr

Leu

Ser

Ser

Pro

Phe

Val

Phe

Pro

790

Pro

Gln Val Tyr
600

Val Ser Leu

615

Val Glu Trp

Pro Pro Val

Thr Val Asp
665
Val Met His
680

Leu Ser Pro

Pro Cys Pro

Pro Pro Lys

745

Thr Cys Val
760

Asn Trp Tyr

775

Arg Glu Glu

Leu Thr Val Leu His

805

570

Lys Thr

Thr Leu Pro

Thr Cys Leu

620

Glu Ser Asn
635

Leu Lys Ser

650

Lys Ser Arg

Glu Ala Leu

Gly Lys Gly

715

Ala Pro Glu
730

Pro Lys Asp
Val

Val Asp

Val Asp Gly

780

Gln Tyr Asn
795
Gln Asp Trp

810

Ser

Pro
605

Val

Asp

Trp

Leu

Thr

Val

765

Val

Ser

Leu

575
Lys Ala Lys

590

Ser Arg Asp

Lys Gly Phe

Gln Pro Glu
640
Gly Ser Phe

655

Gln Gln Gly
670

Asn His Tyr

Gly Gly Gly

Gly Gly Asp

720

Leu Gly Gly
735

Leu Met Ile

750

Ser His Glu

Glu Val His

Thr Tyr Arg
800
Asn Gly Lys

815

- 294 -
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Lys

Thr

Trp

865

Leu

Lys

945

Tyr

Thr

Leu

850

Cys

Ser

Asp

Ser

930

Lys Cys Lys
820
Ile Ser Lys

835

Pro Pro Cys

Leu Val Lys

Asn Gly Gln

885

Ser Asp G

=)

900

Arg Trp Gln
915

Leu His Asn

Val Ser Asn Lys Ala Leu Pro Ala Pro

825

830

Ala Lys Gly Gln Pro Arg Glu Pro Gln

840

Arg Asp Lys Leu Thr
855
Gly Phe Tyr Pro Ser
870
Pro Glu Asn Asn Tyr
890
Ser Phe Phe Leu Tyr

905

GIn Gly Asn Val Phe
920
His Tyr Thr Gln Lys

935

Lys

Asp

875

Lys

Ser

Ser

Ser

Asn

860

Thr

Lys

Cys

Leu

940

845

Gln Val

Ala Val

Thr Pro

Leu Thr

910

Ser Val
925

Ser Leu

- 295 -

Val Tyr

Ser Leu

Glu Trp

880
Pro Val
895

Val Asp

Met His

Ser Pro
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