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The invention provides anti-Tau antibodies and methods of using the same.
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s > PRSP AETau AR 2 E24N N IIEIRER - £—

LERE AR o A ERTEE o A ERAIE o s NEE -

ANBLh R ETE - A —SFEEHF - B HES A Tauz i

BRE - T—SETHEG T % AETauE & SEQ ID NO: 22 ¥ -
fE—EEHEY + - iR

a)fl & #EEHSEQ ID NO: 12 ~ 22 ~ 282 ~ 292 % 342 7 B E: B8 FE 51| 1Y
HVR-H1 ; BEESEQ ID NO: 13 ~ 23~ 283 ~ 293K 343 7 & 5
FIGIHVR-H2 ; A& EE ESEQ ID NO: 14 - 24 ~ 284 ~ 294 ;344 7
E % FF5HYHVR-H3 5 B

b)H & #E HSEQ ID NO: 72302 B Fr 7BV HVR-H1 ; & &
#EEHSEQ ID NO: 73303 p E:FEFF7IIAYHVR-H2 ; K & #E 5 SEQ
ID NO: 74 5304~ i Bl Fp 7| Y HVR-H3

¢)f & SEQ ID NO: 42 2 WA 7 5IHWHVR-H1 ; & & SEQ ID
NO: 43 7 g B Fp 7RV HVR-H2 ; K f1& SEQ ID NO: 44 7 g B % 7 71|
fYHVR-H3 ;

d)&E & SEQ ID NO: 62 2 £ 75| #WHVR-H1 ; & SEQ ID
NO: 63 2 B fE Fp FIFYHVR-H2 ; & f & SEQ ID NO: 64 f7 B Fr 51|
fYHVR-H3 ;

e)E & SEQ ID NO: 212 7 f & FF5AJHVR-HI ; & & SEQ 1D
NO: 213 B Ee 5 HVR-H2 ; & A4 SEQ ID NO: 2147 B E s ¢
FIEIHVR-H3 ;

f) /& SEQ ID NO: 322 kg # /7 51#YHVR-H1 ; & SEQ ID
NO: 33 7 BB Fp WY HVR-H2 ;. & f& SEQ ID NO: 34 7 f7 B Fr 51|
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FIHVR-H3 ; B
g)fl & SEQ ID NO: 52 g B P 4IHYHVR-H1 ; A& SEQ ID
NO: 53 7 R Z B Fr 7AW HVR-H2 ; K & SEQ ID NO: 54 7 fi B F 7]

fYHVR-H3 o

FE—Egmpd mEaEs

a)fl 3% HSEQ ID NO: 15~ 25~ 285~ 295~ 345K 468% 556 7 j#
EEE R YAYHVR-LI ; #EEHSEQ ID NO: 16 ~ 26 ~ 286 ~ 296 K, 346

TR FEYIAHVR-L2 5 A &% ESEQ ID NO: 17 ~ 27 ~ 287 ~ 297
K347 2 W B B SHYHVR-L3

b)fl & #E HSEQ ID NO: 75305 f Bl Fp7IHYHVR-L1 ; &
#EHSEQ ID NO: 76 k306 g B Fp 5IIAVHVR-L2 ; K & % H SEQ
ID NO: 77 (% 307 2 f A % J7 5BV HVR-L3

) &SEQ ID NO: 457 f R %A HVR-L1 ; A& SEQ ID NO:
46 2 B B R HIAUHVR-L2 5 A& SEQ ID NO: 477 B A 7 50
HVR-L3 ;

d)fL&SEQ ID NO: 65 7 R FF5IeyHVR-L1 ; &€& SEQ ID NO:
66 2 FFE % FHIMHVR-L2 5 KA &SEQ ID NO: 67 WA 750
HVR-L3 ;

e)E & SEQ ID NO: 215 2 R 756y HVR-L1 ; A& SEQ ID
NO: 2167 AW F7IRHVR-L2 ; KA &SEQ ID NO: 2177 M A 7
FIEJHVR-L3 ;

f) f & SEQ ID NO: 357 A FF 5@y HVR-L1 ; /& SEQ ID NO:
36 2 e A e P FIAYHVR-L2 5 KA &SEQ ID NO: 372k E 7 5169
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HVR-L3 ; &

g)E & SEQ ID NO: 55 2 f A B 7 #IHYHVR-L1 ; A& SEQ ID NO:
56 2 B E B FFIRYHVR-L2 ;5 B &SEQ ID NO: 572 BB I 7 5 H
HVR-L3 -

fE—EEHEY + - iR

g
a)fl S % HSEQ ID NO: 12 ~ 22 ~ 282 ~ 292 [y 342 7 B E: 6 I 1 19
HVR-H1 ; &% ESEQ ID NO: 13 - 23~ 283 ~ 293 K343l E M5
FIGIHVR-H2 ; f & EEESEQ ID NO: 14 - 24 ~ 284 ~ 294 F 344 7 i
e Fe 5 Ay HVR-H3 ; B EHSEQ ID NO: 1525285295+ 345K
468 %556 B E B FFFIHIHVR-L] ; f14# 5 SEQ ID NO: 16 ~ 26 -
286 ~ 296 F 346 7 B E B FE YAy HVR-L2 ; & & # 5 SEQ ID NO:
17 ~ 27 ~ 287 ~ 297} 347 2 R B Fr 5B HVR-L3
b)H & #E HSEQ ID NO: 72302 B Fr 7BV HVR-H1 ; & &
#ESEQ ID NO: 73 %303 AR F5HAYHVR-H2 ; #EEHSEQ ID
NO: 74 304 7 F B /% Fr @V HVR-H3 ; #EH SEQ ID NO: 75305
2 W E B YA HVR-LI ; BEEHSEQ ID NO: 76 306 B £ FE
HIBJHVR-L2 ; K14 # 5 SEQ ID NO: 77 K307 & FE 5By HVR-
L3
¢)f & SEQ ID NO: 42 2 WA 7 5IHWHVR-H1 ; & & SEQ ID
NO: 43 7 B E R 7 7IfVHVR-H2 ; E & SEQ ID NO: 44 7 Kz ¥ 51 HY
HVR-H3 ; @&SEQ ID NO: 457 A B FFHAJHVR-L1 ; & SEQ ID
NO: 46 7 fe F e FF 7IAYHVR-L2 ; K & SEQ ID NO: 47 2 f BL % 7 71|

AHVR-L3 ;
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d)& & SEQ ID NO: 62 2 WA & ¥/ HVR-H1 ; & & SEQ ID
NO: 63l £ % f7 7| AYHVR-H2 ; & SEQ ID NO: 64 7 fi K i /7 51| /Y
HVR-H3 ; @&SEQ ID NO: 657 A B FFHIAJHVR-L1 ; & SEQ ID
NO: 66 fgZ: e FF 7IAYHVR-L2 ; K £ & SEQ ID NO: 67 2 fg £ % 7 71|
fIHVR-L3 ;

e)E &SEQ ID NO: 212 7 & FF5eyHVR-HI ; & & SEQ ID
NO: 2137 B B FE 5 BYHVR-H2 ; f15 SEQ ID NO: 214 B B %
FYHVR-H3 ; A& SEQ ID NO: 2157 lr E AV HVR-L1 ; A& SEQ
ID NO: 2167 B R FH|AIHVR-L2 ; K-S SEQ ID NO: 2177 B £
% Ay HVR-L3 ;

f) /& SEQ ID NO: 322 kg # /7 51#YHVR-H1 ; & SEQ ID
NO: 337 g £ % J7 5| HVR-H2 ; & SEQ ID NO: 34 7 fi K % /7 51| /Y
HVR-H3 ; @&SEQ ID NO: 357 A B FHIAJHVR-L1 ; @& SEQ ID
NO: 367 fe Al FF7IAYHVR-L2 ; K & SEQ ID NO: 37 2 fg BL % v 71|
fYHVR-L3 ; =

g)& & SEQ ID NO: 52 2 WA B 7 ¥IHWHVR-H1 ; & & SEQ ID
NO: 537 g £ % f7 5|V HVR-H2 ; & SEQ ID NO: 54 7 fi K i /7 51| /Y
HVR-H3 ; 8 &SEQ ID NO: 557l A B 7IHYHVR-L1 ; & SEQ ID
NO: 56 7 R Z e FF 7IAYHVR-L2 ; K & SEQ ID NO: 57 2 fg B % > 71|

AYHVR-L3 o
&g F > iEEE
a)fl & BliE 5 SEQ ID NO: 10 ~ 20 ~ 280 ~ 290 & 340 2 FF 5l & /b

95%— 2 . Fr 5 B B2 ¢ 1] % & (VH)

55 HEVESHE)

C261061PA docx

112144454 FEESE A0101 1122063558-0



202428606

b)E S HEEHSEQ ID NO: 11 ~ 21 ~ 281 ~ 291 3412 FF A& /D
95%—£0 2 Fp FIHY S 3 v 8 & (VL) 5

¢)4(a)F 2 VHE A (b)+ ~ VL ;

d)E-EHE#EEHSEQ ID NO: 70 ~ 3004522459 7 F 5 &£/ 95%—
2 Ay E i r] & (VH)

e)E & Hl#EE 5 SEQ ID NO: 71 ~ 301 ;24602467 2 FF5| &£ /95%—
B HIHY S g v 8 (& (VL) S

f) 40(d)s Z VH R 40 (e)+F 2 VL ;

g)f & BLSEQ ID NO: 40% /0 95% — 5 > FE %I Y & ## 0] & &
(VH) ;

h)f & B SEQ ID NO: 41 % /0 95% — 1 7 Fp 5| /Y 8 ## 0] 2 &
(VL) ;

i) 40(g)+ Z VHR 40 (h)+ 2 VL ;

j) B & B SEQ ID NO: 60 % /0 95% — % ~ Fp ¥ Ky & §# 0] # &
(VH) ;

k)& & BLSEQ ID NO: 61 % 5% — B 2 A Y B g 0] 8 &
(VL) ;

D a0G)H 2 VHRE 40 (k)+ 2 VL :

m) AEHESEQ ID NO: 210%£ /10 95%— 2 7 F¢ 5| iy = $i 0] & [&
(VH) ;

n)E & BLSEQ ID NO: 211 £ /D 95% — 8 2 ¢ 5l /Y & g o] & [&
(VL) :

o) (m)F Z VHR 4 (n)H 2 VL ;
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p)fl & B1SEQ ID NO: 30% /0 95% — 5 .~ F¢ FI Y &= # 0] & &
(VH) ;

Q) & BLSEQ ID NO: 31 % /0 95% — £ > F %Il 1Y & ## 0] % &
(VL) ;

1) W(p)F Z VHR WM (q)F Z VL ;

), & BLSEQ ID NO: 50 % /0 95% — 5 > ¢ ¥l Y & #f 0] & &
(VH) ;

t) & & BLSEQ ID NO: 51 % /0 95%— B =~ Fp 5l #Y B % 0] 2 &
(VL) : 2%

WH(s)F 2 VHE () F 2 VL -

fE—EEHm+F - Ras

a)fl &% 5 SEQ ID NO: 10 ~ 20 ~ 280 ~ 290 & 3407 5 %I 4 & §# 1]
%@ (VH) »

b)E & #E HSEQ ID NO: 11 ~ 21 ~ 281 ~ 291 K 3417 FF 51|y & & 1]
& (VL) s

¢)4(a)F 2 VHE A (b)+ ~ VL ;

d)E & 5 SEQ ID NO: 70 ~ 300K 4525 459 7 Fe %I ¢y 25 $ 1] % &
(VH) ;

e)E & EHSEQ ID NO: 71 ~ 301 K 4605 467 .7 ¢ 41| 4 i $i 0] 4% (&
(VL) ;

f) 40(d)s Z VH R 40 (e)+F 2 VL ;

2)f & SEQ ID NO: 40~ Fp %I HY & ## 1] 8 & (VH) ;

h)E & SEQ ID NO: 417 FF 51| By #E 4 7] 8 & (VL) 5
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i) 40 (g)+ Z VHRE A (h)F 2 VL ;

j) B &SEQ ID NO: 607 7 5l Y 2 ## 7] 8 & (VH) ;

k)E & SEQ ID NO: 61 2 F 5l HY B 4 7] 8 (& (VL) ;

DG+ 2 VHRE A (k)F Z VL ;

m) A &SEQ ID NO: 2107 f 51y & §# o] # & (VH) ;

n)H & SEQ ID NO: 211 7 51| Ay #& # 7] & & (VL) ;

o) (m)F Z VHE 41 (n)F 2 VL ;

p)H & SEQ ID NO: 30 F 51§ & ## 7] & [& (VH) ;

q) & SEQ ID NO: 31 Fp 3l Hy ¥ ## 0] 8 [& (VL)

r) W(p)H Z VAW (q)F Z VL ;

s) & SEQ ID NO: 507 fy 5l /Y 5 # 7] % & (VH) ;

t) B & SEQ ID NO: 517 FF 5l By BL 4 7] 8 (& (VL) 5 5

WH(s)F 2 VHE () F 2 VL -

fE— S8 EH A+ - FiEeEE A G & SEQ ID NO: 342 7 g A % 7 71|
FJHVR-H1 ; & & SEQ ID NO: 343 7 fF A FYATHVR-H2 ; £ & SEQ
ID NO: 3447 B E B F5AYHVR-H3 : & & SEQ ID NO: 345 b i
FHIBJHVR-L1 ; 14 SEQ ID NO: 346 7 B £ Ry BYHVR-L2 : &G
& SEQ ID NO: 347 2l B FF 5By HVR-L3 -

fE— S FHE A+ - FiiE S E A G & SEQ ID NO: 340 7 g A % 7 71
Ay BB 8 O] 2 (& F B & SEQ ID NO: 341 7 i BL % Fp 51| Ay 8 e m] 82 (& o

E—Egied - JiieE&A B &SEQ ID NO: 348E(SEQ ID
NO: 602 j B Bz Fr 51 09 25 3 &2 612 SEQ 1D NO: 3497 i B % /7 51| /Y

LG o
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- T > REES N A B Tauk & 7 B 2 Pide > H &

AR & A & SEQ ID NO: 3483(SEQ ID NO: 602 7 jz B Fz Fr FIHY &
# K Bl SEQ ID NO: 349 Z i BBz Fp VIRV EES#E - £ — L Ha Bl - 18
HEGN AHTaurVE Tl 2 Piie - HP 278 &SEQ ID

NO: 348 hi Bz Fr 51 0 25 3 & 618 SEQ 1D NO: 3497 g B % /7 51| /Y
RoE o L — S EEA T RES SN ANETaudI&E i 2 Hife - H
Z A E & A & SEQID NO: 602 fiF A % /7 51 69 = ## & £ & SEQ ID
NO: 3497 W Bl P PN BV HE 8 - A — TG F - RHEEE SN AE Tau
Wy 8 oy B < pike - H ez $i#e & &H M SEQ ID NO: 348E(SEQ ID NO:
602~ fig ZL W B 51| 4H B HY B 888 K i SEQ 1D NO: 349 B B Fr 51 4H ik
AYES 3 - AL — S HHEHF - RAES SN NETaudy & 70 i 2 Hi ke o
FZ ke & H MSEQ ID NO: 348 i B % Fr 71 4H sk Y 28 8 & 1 SEQ
ID NO: 349 7 R B BE PP HI 4H BBV K8 - A — ST plF - REEERN
N Tauly & 7y e 2 #7188 - HfZ il a8 2A M SEQ ID NO: 602
L8 %1 4H B Y 22 88 %/ SEQ ID NO: 349 . g 5 i F8 %1 4H 1k Y S g o

L—Sgmeld > RESE SN N ETaud & 5758k 2 HiiE > L&
PRGN NHTau fr B BE 19233 ~ 19242 ~ 28544 ~ 37851 »
100% 114 ~ 109% 123 ~ 1185 132 ~ 1545168 ~ 172% 177 ~ 2175 2315
397 AN By BT S 0 8 B o

FE—SF A+ - sEsE

a)f & SEQ ID NO: 1127 k& 45 IAUHVR-H1 ¢ €& SEQ ID
NO: 113 & FHAIHVR-H2 ; K4 SEQ ID NO: 1147 i FF

YIHFJHVR-H3 ;

59 HEHIEHE)
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b)fl & SEQ ID NO: 132 R F4|AHVR-H] ; /& SEQ ID
NO: 133 7 fg B: % Fr 7RV HVR-H2 ; K & SEQ ID NO: 134 7 i L %
FIEIHVR-H3 ;

)& & SEQ ID NO: 142 B A 5By HVR-HI ; £ & SEQ ID
NO: 143 7 fg B Fr 7RV HVR-H2 ; K & SEQ ID NO: 144 2 i L %
FIEIHVR-H3 ;

)& & SEQ ID NO: 152 2 A 5By HVR-HI ; £ & SEQ ID
NO: 153 7 fg B: % Fr 7RV HVR-H2 ; K & SEQ ID NO: 154 7 i L %
FIEIHVR-H3 ;

e)E & SEQ ID NO: 162 f A F 5By HVR-HI ; £ & SEQ ID
NO: 163 2 g B Fr 7RV HVR-H2 ; J 1 & SEQ ID NO: 164 2 i ZL %
FIEIHVR-H3 ;

f) @ & SEQ ID NO: 252 7 R 7 5/8yHVR-H1 ; & & SEQ ID
NO: 253 7 fg BL % Fr 7RV HVR-H2 ; J & SEQ ID NO: 254 7 i L %
FIEIHVR-H3 ;

g)8 & SEQ ID NO: 272 7 WA B 7 5HYHVR-HI ; & & SEQ ID
NO: 273 7 fg B: B Fr 7RV HVR-H2 ; K & SEQ ID NO: 274 2 i ZL %
FIEIHVR-H3 ;

h)& &SEQ ID NO: 102 A #s FF ¥Ry HVR-H1 ; A& SEQ ID
NO: 103 7 g B: % Fr 7RV HVR-H2 ; K & SEQ ID NO: 104 2 i ZL %
FIEIHVR-H3 ;

i) 1-&SEQ ID NO: 1722 E B % AJHVR-HI ; &&SEQ ID

NO: 1737 fFE M 7AW HVR-H2 ; A& SEQ ID NO: 1747 & Bt Fr

% 10 HEYERHE)
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FIEIHVR-H3 ;

j) & SEQ ID NO: 192 7 F Ak 7 ¥I0YHVR-HI1 5 A& SEQ ID
NO: 1937 B FIAYHVR-H2 5 K A& SEQ ID NO: 194 7 i B 5 &
FIEIHVR-H3 ;

kK)E & SEQ ID NO: 242 F# R Bt P ¥RV HVR-H1 ; A& SEQ ID
NO: 2437 £/ P 5 AYHVR-H2 ; & f14 SEQ ID NO: 244 i £ g FF
FIEIHVR-H3 ;

1) A1 & % 8 SEQ ID NO: 82 -~ 312 ~ 322 K 3327 B K s 7 %1 19
HVR-HI ; f1&# 5 SEQ ID NO: 83 ~ 313 ~ 323 %333 £ %09
HVR-H2 ; £ % 5 SEQ ID NO: 84 - 314 ~ 324 K 3347l K4 5 5]
fYHVR-H3 ;

m) ‘HA&SEQ ID NO: 92 7 A F5/HJHVR-H1 ; & SEQ ID
NO: 93 i B Fr 7RV HVR-H2 ; J 1 & SEQ ID NO: 94 7 fg B % 71|
fYHVR-H3 ;

n)E&SEQ ID NO: 122 A fs FF ¥Ry HVR-H1 ; A& SEQ ID
NO: 123 7 fg B: % Fr 7RV HVR-H2 ; K & SEQ ID NO: 124 7 i L %
FIEIHVR-H3 ;

0)8 & SEQ ID NO: 182 7 WA EE FF5HYHVR-HI ; & &SEQ ID
NO: 183 7 g B: % Fr 7RV HVR-H2 ; F & SEQ ID NO: 184 7 fig ZL %
FIEIHVR-H3 ;

p)EL & SEQ ID NO: 202~ B ¥ ¥IBYHVR-H1 ; A& SEQ ID
NO: 203 7 g B: % Fr 7RV HVR-H2 ; K 1 & SEQ ID NO: 204 7 i ZL %

YIHFJHVR-H3 ;

% 11 HEETIEREE)
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q)8 & SEQ ID NO: 222 7 WA E FF5HYHVR-HI ; & & SEQ ID
NO: 223 7 g BL % Fr 7RV HVR-H2 ; K & SEQ ID NO: 224 7 i L %
FIEIHVR-H3 ;

1) 8 &SEQ ID NO: 232 A fs ¥Ry HVR-H1 ; A& SEQ ID
NO: 233 7 fg BL B Fr 7RV HVR-H2 ; J & SEQ ID NO: 234 7 i L %
FIGJHVR-H3 ;

s)E & SEQ ID NO: 2627 kAW FF5eJHVR-HI ; A& SEQ 1D
NO: 263 7 g B: % Fr 7RV HVR-H2 ; K 1 & SEQ ID NO: 264 2 i £k %
FIEIHVR-H3 -

FE—SF A+ - sEsE

a)® & SEQ ID NO: 1157 AR 7 JIAYHVR-L1 ; £ & SEQ ID
NO: 1162 B FFIIAYHVR-L2 ; K&

SIEFJHVR-L3 ;

SEQ ID NO: 1177 M EfE 7

b)& & SEQ ID NO: 1352 A B FF AV HVR-L1 ; & & SEQ ID
NO: 136 2 FF B Fe 7 BV HVR-L2 5 KA &

SIEFJHVR-L3 ;

SEQ ID NO: 137 B E®F

¢)E & SEQ ID NO: 145 2 R 756y HVR-L1 ; A& SEQ ID
NO: 146 2 B P IBYHVR-L2 © A&

SIEFJHVR-L3 ;

SEQ ID NO: 1477 B E® T

d)f& & SEQ ID NO: 1557 A P56y HVR-L1 ; A& SEQ ID
NO: 156 Z A F P 7BYHVR-L2 5 A& SEQ ID NO: 157 7 A g J7
HIHJHVR-L3 ;

e)8 & SEQ ID NO: 1657l A P56y HVR-L1 ; A& SEQ ID

512 HEYEHE)
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NO: 166 7 i Bl P FIHYHVR-L2 ; A& SEQ ID NO: 167~ fz B
FIEIHVR-L3 ;

f) 8 & SEQ ID NO: 255 7l & B 756y HVR-L1 : €& SEQ ID
NO: 256 7 e Bl P FIHYHVR-L2 ;. R A& SEQ ID NO: 257 7 fr BB
FIEIHVR-L3 ;

g)fl&SEQ ID NO: 275 7 f A FFFIAYHVR-L1 ; & & SEQ ID
NO: 276 7 fr Bl P FIHYHVR-L2 ; A& SEQ ID NO: 277 7 R BB I
FIEIHVR-L3 ;

h)& & SEQ ID NO: 1052 k& 758y HVR-L1 ¢ A& SEQ ID
NO: 106 7 fg ZL % P 7IAYHVR-L2 § Kl &

HIHJHVR-L3 ;

SEQ ID NO: 107 B E®F

1) & SEQ ID NO: 1752 A 7 /Ay HVR-L1 5 & & SEQ ID
NO: 176 7 B f 7 7AW HVR-L2 ; RE &

HIHJHVR-L3 ;

SEQ ID NO: 1777 B E®F

j) B&SEQ ID NO: 1957 g A M FF Y HVR-L1 ; & & SEQ ID
NO: 196 7 i BB P 1BV HVR-L2 5 K&

SIEFJHVR-L3 ;

SEQ ID NO: 197 B E

k)E & SEQ ID NO: 245 B A Bz 7 5IHYHVR-L1 ; A& SEQ ID
NO: 2467 fE Al FF7IRHVR-L2 5 R A &SEQ ID NO: 2477 A% FF
FIEJHVR-L3 ;

1) fL & # 5 SEQ ID NO: 85 - 315 ~ 325 K 335 F & i ¥ %1 i1y
HEESEQ ID NO: 86 ~ 316 ~ 326 %3367 B8 B 41| 1Y
=

HVR-L1; @&
HVR-L2 ; RAE-&#HSEQ ID NO: 87~ 317 ~ 327 K& 3377 & M FE 7

% 13 HEYEHE)
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fIHVR-L3 ;

m) ‘HA&SEQ ID NO: 95 7 fF A2 7 5IAYHVR-L1 ; &€& SEQ ID
NO: 96 f Z: e FF 7IAYHVR-L2 ; K & SEQ ID NO: 97 2 g B % F 71|
fIHVR-L3 ;

n)f & SEQ ID NO: 1257 & F56yHVR-L1 : A& SEQ ID
NO: 126 7 & B P HIHVHVR-L2 5 KA &

SIEFJHVR-L3 ;

SEQ ID NO: 127 B E®F

0)8 & SEQ ID NO: 1852 W A F 4 |AYHVR-L1 ; & SEQ ID
NO: 186 i Bl P FIHYHVR-L2 ; K A& SEQ ID NO: 187 fz B FF
FIEIHVR-L3 ;

p)EL & SEQ ID NO: 205 & W 7 5IHYHVR-L1 ; A& SEQ 1D
NO: 206 7 f¢ ZL % P 7IIAYHVR-L2 § Kl &

SIEFJHVR-L3 ;

SEQ ID NO: 207 B E s P

q)8 & SEQ ID NO: 225 7 W B g F AV HVR-L1 ; & & SEQ ID
NO: 226 7 e B Ft P 7|BYHVR-L2 5 RAE&

SIEFJHVR-L3 ;

SEQ ID NO: 227 B E B P

r) & SEQ ID NO: 235 7 A7 JIAWHVR-L1 ; & & SEQ ID
NO: 236 2 fr B P58V HVR-L2 © A&

FIFJHVR-L3 ;

SEQ ID NO: 237 B E s P

s)HL & SEQ ID NO: 265 7l B FF 7IHVHVR-L1 ; A& SEQ 1D
NO: 266 7 FF Bz JF B HVR-L2 5 KB &

SIEFJHVR-L3 -

SEQ ID NO: 267l E s

% 14 HEYEHE)
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a)® & SEQ ID NO: 1127 WA FF5IFYHVR-H1 ; & & SEQ ID
NO: 1137 B E R F5IAYHVR-H2 ; & &SEQ ID NO: 114 7 B 7 5]
FJHVR-H3 ; A& SEQ ID NO: 1157 fFE M F5FIAYHVR-L] ; A& SEQ
ID NO: 1167 BE&E B FFIBIHVR-L2 ; K A&SEQ ID NO: 1177 i
% Ay HVR-L3 ;

b)E. & SEQ ID NO: 132 B R FF 0y HVR-H1 5 A& SEQ ID
NO: 1337 R R 7 7IHVR-H2 ; A& SEQ ID NO: 134 7 Bz 7 5]
FYHVR-H3 ; A& SEQ ID NO: 1357 AV HVR-L1 ; A& SEQ
ID NO: 136 2 A FFIBIHVR-L2 ; KA 4SEQ ID NO: 1377 ki
% Ay HVR-L3 ;

¢)E & SEQ ID NO: 142 B E®E F 56y HVR-HI ; £ & SEQ ID
NO: 1437 B B j Fr 7Y HVR-H2 ; A& SEQ ID NO: 144 7 i B [ Fr 5]
FYHVR-H3 ; &1-&SEQ ID NO: 1457 R FFIRHVR-L1 ; &4 SEQ
ID NO: 1467 B & FFIBIHVR-L2 ; KA 4 SEQ ID NO: 147 f ki
% Ay HVR-L3 ;

d)8 & SEQ ID NO: 152 7 A EE 75 HYHVR-HI ; & &SEQ ID
NO: 1537 B B f Fr 7/ HVR-H2 ; A& SEQ ID NO: 154 7 i B g Fr 5]
FJHVR-H3 ; A& SEQ ID NO: 1557 B 5 HYHVR-L1 ; £ & SEQ
ID NO: 156 7 B & FFIIHVR-L2 ; A4 SEQ ID NO: 1577 f ki
% Ay HVR-L3 ;

e)® & SEQ ID NO: 162 7 WA E FF5HYHVR-HI ; & &SEQ ID
NO: 1632 B¢ B Fr 7Y HVR-H2 ; A& SEQ ID NO: 164 7 i Bl Fr 5]

FYHVR-H3 : 14 SEQ ID NO: 1657 R FE 4 IHYHVR-L1 ; & SEQ

15 HEYEHE)
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ID NO: 1667 B E FH|AIHVR-L2 ; K-S SEQ ID NO: 167 B
% Ay HVR-L3 ;

f) @ & SEQ ID NO: 252 7 W Z: e 7516y HVR-H1 : & & SEQ 1

B P

FJHVR-H3 ; A& SEQ ID NO: 2557 A M F5IAYHVR-L1 ; A& SEQ

)

NO: 253 BBl R 5 HVR-H2 ; f14 SEQ ID NO: 254 7 B

ID NO: 2567 BB FFFI6YHVR-L2 5 B A &SEQ ID NO: 257 A
B 7 7Y HVR-L3 5 2

g)E &SEQ ID NO: 272 7 W £ 58y HVR-HI ; £ & SEQ

B P

FJHVR-H3 ; A& SEQ ID NO: 2757 A M F5IAYHVR-L1 ; A& SEQ

o

NO: 273 BBl R 5 HVR-H2 ; 14 SEQ ID NO: 274 7 B

ID NO: 276 7 B E B FFFI6YHVR-L2 5 B A &SEQ ID NO: 277 kA
% Ay HVR-L3 ;
h)fE & SEQ ID NO: 102 2 R 7 5IHVHVR-H1 ; & & SEQ
NO: 1037 B EF 7 7IHVR-H2 ; A& SEQ ID NO: 104 7 f# B[z 5 5]
)

FJHVR-H3 ; f14SEQ ID NO: 1057 FE R FESHIHVR-LI

o

ZSEQ

ID NO: 106 FrEFEFFIYHVR-L2 5 KA &SEQ ID NO: 107 A
% Ay HVR-L3 ;

1) & SEQ ID NO: 172 72 B E: & 7 4RV HVR-H1 5 & & SEQ

B P

FJHVR-H3 ; A& SEQ ID NO: 1757 A M F5FIAYHVR-L1 ; A& SEQ

o

NO: 173 B E e 5 HVR-H2 ; 14 SEQ ID NO: 1747 B

ID NO: 176 7 B R FH|AIHVR-L2 ; K-S SEQ ID NO: 1777 B £
25y HVR-L3 ;

j) B &SEQ ID NO: 192 7 fz BB Iy HVR-HI ; A& SEQ ID

% 16 HEYEHE)
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NO: 1937 BB FFIBYHVR-H2 ; f1 & SEQ ID NO: 194 i K% 7 %]
FYHVR-H3 ; &4 SEQ ID NO: 1957 R P 5By HVR-L1 ; &4 SEQ
ID NO: 1967 A FFHIHIHVR-L2 ; KA &SEQ ID NO: 1977 A
B% Fe FIIEYHVR-L3 5 B

k) & SEQ ID NO: 242 7 W B % 7 5]8YHVR-H1 ; & & SEQ ID
NO: 2437 FE E % 7 5IBVHVR-H2 ; B & SEQ ID NO: 244 7 | B % 7 7]
FYHVR-H3 ; A& SEQ ID NO: 2457 lr E 5 |HYHVR-L1 ; A& SEQ
ID NO: 246 7 A FFHIHIHVR-L2 ; KA &SEQ ID NO: 2477 A
% 5 5 HVR-L3 ;

1) f1 4 % 5 SEQ ID NO: 82 ~ 312 ~ 322 332 7 B E B B 5 1Y
HVR-HI1 ; @& # HSEQ ID NO: 83 ~ 313 ~ 323 %3337 &%
HVR-H2 ; @& % HSEQ ID NO: 84 ~ 314 ~ 324 %3347 B & %
HVR-H3 ; @& # HSEQ ID NO: 85~ 315~ 325 %3357 &%
HVR-L1 ; 1S % ESEQ ID NO: 86~ 316 ~ 326 %336 l#E {2 509

=)

HVR-L2 ;

P

L #EESEQ ID NO: 87~ 317 ~ 32783377 i &1 5 5]
fIHVR-L3 ;

m) ‘HA&SEQ ID NO: 92 7 A F5/HJHVR-H1 ; & SEQ ID
NO: 937 g £ % J7 7| AV HVR-H2 ; & SEQ ID NO: 94 7 i E i /7 51| Y
HVR-H3 ; @&SEQ ID NO: 957 & B A HVR-L1 ; & SEQ ID
NO: 96 f Z: e FF 7IAYHVR-L2 ; K & SEQ ID NO: 97 2 g B % F 71|
fIHVR-L3 ;

n)f & SEQ ID NO: 122 7 R 7 5/8yHVR-H1 ; & & SEQ ID

NO: 123 BB 5 HVR-H2 ; f14SEQ ID NO: 124 7 B E T FE 5

517 HEYEHE)

C261061PA docx

112144454 FEESE A0101 1122063558-0



202428606
FJHVR-H3 ; A& SEQ ID NO: 1257 A M F5FIAYHVR-L] ; A& SEQ
ID NO: 1267 B A FIYHVR-L2 5 B A &SEQ ID NO: 127 A
% Ay HVR-L3 ;

o)L & SEQ ID NO: 182 f B % 7 5IAYHVR-HI ; A1 & SEQ ID
NO: 183 B¢ B Fr ¥I/FYHVR-H2 ; A& SEQ ID NO: 184 7 ji B g Fr 5]
FJHVR-H3 ; A& SEQ ID NO: 185 A M F5IAYHVR-LI ; A& SEQ
ID NO: 186 B A A FFIAYHVR-L2 5 KA &SEQ ID NO: 187 A
% Ay HVR-L3 ;

p)E & SEQ ID NO: 202 7 R 7 5IHYHVR-H1 ; & & SEQ ID
NO: 2037 B A FFAYHVR-H2 ; f1& SEQ ID NO: 204 f K 7
FYHVR-H3 ; &1-&SEQ ID NO: 205 R FFIRIHVR-L1 ; &4 SEQ
ID NO: 206 & FFIBIHVR-L2 ; A4 SEQ ID NO: 207 f ki
% Ay HVR-L3 ;

qQ)E & SEQ ID NO: 222 7 WA 7 /Ay HVR-HI 5 & & SEQ ID
NO: 2237 B E W FFAYHVR-H2 ; f1& SEQ ID NO: 224 fr K4 7
FYHVR-H3 ; &1-&SEQ ID NO: 2257 R FFIRIHVR-L] ; &4 SEQ
ID NO: 226 B A FIAYHVR-L2 5 B A &SEQ ID NO: 227 A
% Ay HVR-L3 ;

r) & & SEQ ID NO: 2327 WA 75 I6yHVR-HI ; & SEQ 1D
NO: 2337 B A FFAYHVR-H2 ; f1& SEQ ID NO: 234 fr K8 7
FJHVR-H3 ; A& SEQ ID NO: 2357 A M FFIAYHVR-L] ; A& SEQ
ID NO: 2367 FrE B FFIAIHVR-L2 5 B &SEQ ID NO: 237 A

Bz 7 FIHYHVR-L3 § 2

% 18 HEYEHE)
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s)® & SEQ ID NO: 2627l A8 75 eyHVR-HI ; & &SEQ ID
NO: 263 7 B¢ B Fr ¥/ HVR-H2 ; A& SEQ ID NO: 264 7 i B[ Fr 5]
AJHVR-H3 : A& SEQ ID NO: 2652 f# A e FF5FYHVR-L1 : & & SEQ
ID NO: 266 FrEFEFFIBIHVR-L2 5 B &SEQ ID NO: 267 kA
B 7 7Y HVR-L3 o
fE—EETHEY F - s
a)f & B SEQ ID NO: 110% /0 95%— 5 ~ Fp 7| 6 = 4 7] & &
(VH) ;

b)H & B SEQ ID NO: 111 % /D 95% — 5 2 7 51| By ¥6 ##f o] & &
(VL) ;

¢)4(a)F 2 VHE A (b)+ ~ VL ;

d)E & B SEQ ID NO: 130% /0 95%— F ~ FF 5| /Y & #f 1] & [&
(VH) ;

e)f & FLSEQ ID NO: 131% /0 95%— F ~ 7 5l #Y ¥ 1] & [&
(VL) ;

f) 40(d)s Z VH R 40 (e)+F 2 VL ;

g)E & B SEQ ID NO: 140 % /0 95% — F ~ 7 5| /Y & #f 1] & [&
(VH) ;

h)f & B SEQ ID NO: 141 % /) 95% — i 2 7 5 fY &S f 0] 4 [&
(VL) ;

i) 40(g)+ Z VHR 40 (h)+ 2 VL ;

j) B & BISEQ ID NO: 150% /95% — B 2 7 5| /Y 5§ 1] 2 &

(VH) :

19 HEYEHE)
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K)E & B1SEQ ID NO: 151% /b 95% — 5 . Fe 51 ) S # ] % (=
(VL) ;

D a0G)H 2 VHRE 40 (k)+ 2 VL :

m) E&BISEQ ID NO: 160% /0 95%— 5 2 Fr 5l i) & i 1] % &
(VH) ;

n)E & B1SEQ ID NO: 161% /b 95% — 5 . Fe 51 ) S $ ] % (=
(VL) 5 =¢

o) (m)H Z VHE #(n)F ~ VL ;

p)E & BISEQ ID NO: 250 % /1> 95% — $ . F¢ %Il iy 2 4 1] % &
(VH) ;

Q)8 & BLSEQ ID NO: 251 % /1 95% — 5 - F¢ 51| By S g 1] 4 (=
(VL) ;

) W (p)F 2 VHRE A (q)F 2 VL ;

s) L & B1SEQ ID NO: 270 % /1 95% — 54 - F¢ 51| fy & 4 1] % &
(VH) ;

t) B & B1SEQ ID NO: 271% /b 95% — 5 2 Fe 51 ) 5 $ 1 % (=
(VL) ;

W) (s)H Z VH R (t)F Z VL ;

v)fl & B1SEQ ID NO: 100% /b 95% — 8 = f¢ 51| #9 & 4 o] % &
(VH) ;

w) & BISEQ ID NO: 101% /095%— 51 .2 F il (Y K o ] 8% &
(VL) 5 =¢

X)W (v)H Z VH A (w)F Z VL ;

5520 HEYERHE)
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y)E & B SEQ ID NO: 170% /1> 95% — &7 7 5 5| Hy & § o] &

2)k & BLSEQ 1D NO: 171 % /b 95% — B0 2 ¢ 51 iy ¢ 8 7 2 &

aa) M(y)®F 2 VHEA(z)% 2 VL ;
bb) {1 BISEQ ID NO: 1904 /95%— 4 [ 4l i) 8 4 ] 2 &

ce) BEBISEQ ID NO: 191 /195%— 5 2 [ 51 ) 6 i ] 2 &

dd) 0 (bb)F = VHE 1 (cc)F 2 VL ;
ce) FLEBISEQ ID NO: 240% /b95%— 5 . F 5 g 28 i 7] % &

f) A& BISEQ ID NO: 2417% /b05%— 5 > F& 51|y i 4 T % [

gg) W(ee)F Z VAR M (FHHF Z VL ;

hh) f1& 81 5 SEQ ID NO: 80~ 310 ~ 320 ~ 330K 446%E 451
Feol 2 /0 95%— 52 Fp A Ay B i 7] 2 & (VH)

i) A& FEESEQ ID NO: 81+ 311 321 ~ 331 %4425 445
Feoll 2 /0 95%— 20 2 Fp HI Y S g o] 8 & (VL)

jj)  W(hh)s Z VHE a0 @{i)H Z VL ;

kk) A &BISEQ ID NO: 902 /095%— 81 ~ Fr FI| #Y H #f 7] & &
(VH) ;

1) @&HBSEQ ID NO: 91% /95%— 5 . [ 51| iy i 4 o % &

521 HEYEHAE)
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(VL) ;

mm) ZA(kk)H Z VHE @A) Z VL ;

B4 BISEQ ID NO: 1207 /95%— 3¢ . F 51| iy 25 48 7] % &

nn)
(VH) ;
00)
(VL) ;
pp)
qq)
(VH) ;
IT)
(VL) ;
53)
tt)
(VH) ;
uu)
(VL) ;
vv)
ww)
(VH) ;
XX)
(VL) ;
YY)

77)

C261061PA docx

112144454

4 BSEQ 1D NO: 1217% /0 95%— 50 . FF 41 ) i 8 1 8 [

0 (nn)H Z VH K 4l (00)H Z VL ;

L& BISEQ 1D NO: 1804 /195%— 54 . |5 4 iy 28 i o] 2 [

4 #SEQ ID NO: 1817% /b95%— 51 . F 41 ) i 4 1] 2 I

WM (qq) 2 VHE 40 (rr) 2 VL ;

14 BISEQ 1D NO: 2004 /195%— 54 . [ 41 iy 28 i o] 2 &

4 BSEQ 1D NO: 201% /b95%— 51 . F 41 ] i 8 1] 8 &

Aty 2 VHE 40 (uu)+ 2 VL ;

& BISEQ ID NO: 220 % /1)95%— 5 F 4l i) 2 4 7] % &

& BISEQ ID NO: 221 % /195%— 5 7 F 5l i 5 4 7] 2 %

W(ww)F 2 VH W (xx) 2 VL ;

L& BISEQ 1D NO: 230% /195%— 54 . |5 4 iy 28 i o] 2 &

522 HEYESHE)
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(VH) ;

aaa) & BLSEQ ID NO: 231% /b95% — 54 . FF 51 47 8¢ i 1] 2 &

(VL) ;
bbb) #I(zz)F 2 VHE %1 (aaa)F 2 VL ;
cece) HEEPISEQ ID NO: 260% /0 95%— (2 7 5l A 5 # 1] 8 &
(VH) ;

ddd) B & BISEQ ID NO: 261% /195%— F . ¢ 51| iy & i 1] 8 (&
(VL) : 2

eee) #W(cce)d Z VHE A(ddd)H 2 VL -

E—Egmpd - mieaad

a) & SEQ ID NO: 110~ [ 51| fy 2 ## 0] 2 [& (VH) ;

b)fl & SEQ ID NO: 1117 [ Il Ay #5 i ] 8% [& (VL) ;

¢)4(a)F 2 VHE A (b)+ ~ VL ;

d)E & SEQ ID NO: 1307 F¢ 51| fy 5 ## 7] 2 [& (VH) ;

e) A & SEQ ID NO: 131 FF 51§y ¥ i AT 82 & (VL) ;

f) 40(d)s Z VH R 40 (e)+F 2 VL ;

g)E & SEQ ID NO: 140 7 Fr %Iy 5 §# 0] 8 (& (VH) ;

h)f & SEQ ID NO: 1417 ¥ 3§y ¥ §# 7] S & (VL)

i) @ (g)F 2 VHE W (h)H 2 VL ;

j) B &SEQ ID NO: 150 7 FF F1[HY & ## 0] # [& (VH) ;

k)f1 & SEQ ID NO: 151 FF 3§y ¥ 48 7] #2 & (VL)

DG+ 2 VHE @A K)HF Z VL ;

m) H&SEQ ID NO: 160~ 75l HY & ## v] & & (VH) ;

523 HEYESHE)
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n) &

B2 SEQ ID NO: 161 7 Fr 71| By #5 §# 1] 5

0)41(m)H Z VHE A (n)H Z VL ;

p)El

q) &

B2 SEQ ID NO: 250 7 Fr 7| By B § ] 5
B2 SEQ ID NO: 251 7 F 71| By #5 g ] 52

1) W (p)+ Z VH K @ (q)F 2 VL ;

s) &
t) &

B2 SEQ ID NO: 270 2 Fr 7| By B § ] 5
B2 SEQ ID NO: 271 7 F 71| By #5 g ] 5

WA (s)F Z VHE A0 (D) F Z VL

V)&

W)

B2 SEQ ID NO: 100 Fr 7| By B §# ] 5

& SEQ ID NO: 101 .2 F7 51 Y 6§ # 0] 5%

X)AN(V)H Z VHE A (w)H Z VL

y) &
z)
aa)
bb)
cc)
dd)
ce)
ff)

gg)
hh)

& SEQ ID NO: 170, F5 5] iy 28 g 7] 8
4 SEQ 1D NO: 171 27 5 51 f) 5 i ]

M(y)F ZVHEA(2)F Z VL
B & SEQ ID NO: 190 7 F 51 1y B # 1] 5%
B & SEQ ID NO: 191 .7 F 51| 1y K g w] 5
Z0(bb)H 2 VH K gl (ce)H Z VL
B & SEQ ID NO: 240 7 F 51| HYy B ## 1] %
B & SEQ ID NO: 241 7 F 51| oy 5 g w] 5
(ee)d Z VH (D) H Z VL

& #EEEHSEQ ID NO: 80~ 310~ 320 -

HI By 2§ 0] & & (VH)

i)

C261061PA docx

112144454

H-&#HSEQ ID NO: 81 -~ 311~ 321

524 HEYESHE)

FEESE A0101

FEE(VL) 5 B¢

0

f& (VH)
& (VL) s

f& (VH)
@ (VL) 5 B¢

& (VH)

B (VL) 5 B4

41 (VH)

% (VL)

£ & (VH) 5
fl& (VL)

£ & (VH) 5
& (VL) 5

33024462451 2 F¢

~ 331 %4427 445 7 Fp

1122063558-0
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Bl B BE G 0] SR T& (VL)

ji)
kk)
1)
mm)
nn)
00)
pp)

qq)

IT)
ss)
tt)
uu)
vv)
wWW)
XX)
YY)
z7)
aaa)
bbb)
cee)
ddd) fu

eee)

C261061PA docx

112144454

W (hh)d 2 VH R 41 (i)# 2 VL

& SEQ ID NO: 907 Fy 5l #Y 25 f 7] %

& SEQ ID NO: 917 Fy 5l #y & g w] %2
W(kk)d 2 VHE () F 2 VL

& SEQ ID NO: 1202 F¢ %I HY =5 #f A] 8

& SEQ ID NO: 121 2 Fp 51| By ¥ g 0] 8
W (nn)H 2 VH K 40 (00)F Z VL ;

& SEQ ID NO: 180 .~ f¢ %I HY =5 ## A] 8

& SEQ ID NO: 181 .2 F %I HY ¥ g A] 8
M(qq)F Z VH R (m)§ Z VL

& SEQ ID NO: 200 2 f7 51| Y =5 #f A] 8

& SEQ ID NO: 201 F 51| # ¢ $ |y 4

()~ VER 40 (uu) & 2 VL ;
14 SEQ ID NO: 220 F¢ 51| ) i 7 2
{14 SEQ ID NO: 221 Fe 1] 7 5 4 7 2

01 (ww) s~ VER 40 (xx) & 2 VL ;
14 SEQ ID NO: 230 F¢ 51| ) i 7 2
14 SEQ ID NO: 231 Fp 1] 17 5 i 7 2

#01(22)5 2 VH R ] (aaa) & 2 VL ;

14 SEQ ID NO: 260 F¢ 1] ) i 7 2
594 SEQ ID NO: 261 FF § 8 g ] 2
i1 (ceo) 2 VH R 40 (ddd)F 2 VL «

5525 HEYEHE)

FEESE A0101

2 [& (VH)
2@ (VL) s

£l (VH)
fl& (VL)

£ & (VH) 5
fl& (VL)

£l (VH)
Z(VL) ;

£ & (VH) 5
fl& (VL)

£l (VH)
& (VL) 5

£ & (VH) 5
fl& (VL)

1122063558-0
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FEARSCRT I Z 2 —F P 5 > PU8E o] K [gGlEIgGAPLRE - 1E
ASCHT I ZAE—E AT - fife 1 B 1gGaPie - £ — L HEHEH
oo FAE AL & M252Y ~ S254T K T256EZ€ &8 o fE A ATl 2 (T — &
FE B - PUAG B & S228P5E B o AL ASCATHA AT —E AT - i1
B8 0] A& S228P ~ M252Y ~ S254T K T256E28 % o f£ A Frffiak 2 {F —
P o fiEE 0] B E = S228P ~ M252Y ~ S254T X T256E%E & 2 1gG4
g o e EEEM T > R ATRR R - AL Z(E—FE
Flth - F A8 A] B EL & S228P ~ M252Y ~ S254T K T256E28 % H &l = 25
1 %€ & = Clif it e B2 (des-KORY Tg G447 RS - 2§ 18 7€ W& = Cli it e B2 o)
Planfefias S EHIRR B > SR ME RBZ IR Z R ETEH TR
DL DAE 15 A 4w 185 Cling il i B2 2K B8 B -

g T > B —fEEe A Tauy & r i 2 fife - Ko
i PUAE DL/NFR 100 nM > /Y75 aMEUINR 50 nM 2 Kpds & B A2 Tau ~
Bz (G Tau ~ FEBEBE(CTau kB FE Tavh 2 HF—F « £ —SLEWOI & - 1
A% &5 & B BE i 4% Tau (SEQ ID NO: 4) -

HE—EEHmA T - Bt i o HP & oo
Be R A ST AL 2 i 8e o AL —EE R > R —EE 24 0 K
TEELIAEE SRS AL 2B &E i 2 - £ — 88
el EE—EEEARB LA RESEEcRNELEZIIRE ZIR
I EE T4 -

fE—SEEA T - et —fEREEasy > HifZaerE&Eacya
SARSCAT R AV &L o B DiRe FOBRE] o fE —EE AP o IR —1E
IR Z Pk » A AR # It 2 HTAs K Al (HAER

%26 HEYEHE)
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E—Sgmelt - B —EBEASY 0 HE SR Py
oyl DUAS R B BEER b BEZ 2 EUH -

E—S g+ > RE—fEERTaaEAEBER 2 HE a8
o 0] A TauE B AH B 2R < (8BS 15 B A SO A I 2 B RS BB & A S
Pl 2 iR B BE S - I — L EHOIF > TauZE S MH R ER B
tauZE HIR » AL —SEFHEA T o tauE GF B R (LM tanE B IR - {E
— SR B ] R 0 taudE R (5 88 B 2208 BRIRR AL D 3 1 R R
b ~ <4 7% X 9% (Parkinson's disease) ~ [& - H [K J% (Creutzfeldt-Jacob
disease) ~ ZE 8 & & - & [RNfEEFF (Down's Syndrome) ~ #% Jifi #f = [X,
it (Gerstmann-Straussler-Scheinker disease) ~ @A X - K 5 &
F R RSB b iR MR~ RIS M RS RS - AL PR 2 M R R (/R B Y
e A RE-BRGESE - BAWEFEGEES 2 JEH BB HE)
TOIR - BRI MR R - R E AR ZORLE - B (b 2 A AL
RS Ess I EN R - EALCR1THAM & RE 2 88 E
BIEE 7~ By -H7 [ 9% (Hallevorden-Spatz disease) ~ 25 2% M % 4% 2 4
iE ~ CRIJE-FZ K" (Niemann-Pick disease type C) ~ & HEK-ff& -
BERALE ~ 252K (Pick's disease) ~ #EAT Mz J@ N & BRR - #AT
Mtz B - RS MR B 2R BEEERR - MREBHBESAR
ERMBEEEEBERNR - E—LEAIF - tauE BIF 52208 K
7 BT ME AR BRI

E—gmeE  BE—-EEEB P RFRESIATEET
SR E BRIk HE SR EA S AT 2 Hiie SR & A S0
Wil AR E EESY -

A
I

527 HEYESHAE)
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TP o 18— RS T TavEE H ~ JEWEEL (L TauiE
B~ s (tTanE G BB ERETaEH 2 2B/ T A - HEEREAR
ST Z SRR BB B A SR I L IR Y R EEH S ) -

fE— EE M B o o 2 RO SCRT I A Y 48 Oy B 2 B Ae DAAH {F %
Bl o A — S FEHE G0 o 1R MR A SR i A Ay 48 o1 B 2 BUAS DU B A (E A
FOEFtauE IR - AE—SLFHEH T - tauiE B R K &R (B M tauE B
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- e EEEO T > BRARKBEEA - 6B R A SRm R
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(EEWEERED

& 1A-F. L FIELISAKS 188 45 & 72 18 bk % (L Tau (pTau) & &5 & Bl
EENIFEE (L Taur 5 G LRSS - SR DU % E (0.D)RMR -

& 2A-E. { H & Tau fz ¥ Tauffl f2 ELISARY fif #1 #S Bl 5 % Tau 2 45
& o SERUNEEEOD)ERT -

&3 EAPE T EE(WB) M Frlle « =102 Taufife @ m B
&5 AR B P 2% 08 B IR R (AD) K UT B ¥ B2 (IR S 2 RIS B A /Y w0
METau - (E2KHAD KB RIEEEY c EOEBRIY KON TEEH NE
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) - y#lifE R LR B A7 (RU) -
& 7. hu37D3-H9.v5 K hu37D3-H9.v5 N28D43 Rl 45 & 1A B 4% Tau (/8
& 2 77 hu37D3-H9.v5 H & B B JE ;rhu37D3-H9.v5 N28D) K LA 1:1EE =
REHB) LG T - xBife nRE (B A=F) - y#i {5~ L IR EAL(RU) -
& 8A-D.$F ¥ B AL 1 B 2 18 %E 1M AR ZE90fH 37D3-HO & R A8 ~ ¥ A
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e K Leul BEA 33N A 12 E Asn-28 78 A o BE 4R o B8 Ak Asn-
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[ 10 fE R AE B R 10 mg/kgift Ak N 20HE BE N OE 3 12 Bi-Taufi #e
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B 15. ANFH BB S E Taufp 5 2 thEg - f5 n st B H1 A8 37D3-H9
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& 16/ R AF B KX 10 mg/kgfF Ak N 2 HE B N R B 12 - $i-TauPl fe
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PP RS Bl Tau 2 &5 G A& 10% > A0 F5 m 40 5 B %0 9% 53 i1 (RIA) BT &
A e HERELEHE T > S TaZ EBNEEEEKp) <1 pM- <
100 nM -~ <10nM -~ <1nM~ < 0.1 nM ~ <0.01 nME{< 0.001 nM ({5 40
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frEFHEANE Do THER) > fla1gG ~ 1gGy ~ 1gGs »
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(methotrexate) ~ [ 78 77 ] & (adriamicin) ~ & F 1L EY) il (& F ¥
(vincristine) ~ 7 Wi (vinblastine) - % % )1 IF (etoposide)) ~ /N 41 &
(doxorubicin) ~ 2% fy (melphalan) ~ 4424 #Z C (mitomycin C) ~ ZE T
% & 77 (chlorambucil) ~ 78 3% {# Z (daunorubicin) B¢ H Al & A &) - £ &
MEIE  BE R HR B EWBEZE AR BE  #U0/NTTEER
BHE - HE - HYREYRREZBRENEER > BEHRER/EE
HEe s AR AT Frig o 2 & 18 i e e B H 4 A

"ETIRE ) RIE R RREANIE L FclE W FEAYIEN - HE
TR EI A E L - IR SUEDIE < B EHE @ Clqds & K /e 8 M 4
Fi & ME(CDC) ;s FeZ & & B MREBMHAmTE ~ i E M
(ADCC) : HUE{EH © Ak m=Z (Pl OBAE 282 T kB4
A vEAL -

BEE(GIMEEMICYH . " ANE ) GIEUNLERE K FFEZE
RFEI LA W B R EE R ZE -

AN ZMasE "Fel@ ) IRNEBReRFREE L 20 -8 2B R &
PKEHEMHCHE - ZTEEEREFIIFclE K BRBFclE - £ —1L
Hhafl g - AFHIgGE#Fcl& B Cys2265 5 Pro2307iE fift £ & ## ~ 78 &
Uig o ZR0M 0 Feld & Clin i B B2 (Lys447) il F AL B A A 7 4E » BRIEA X
FHHERA > BRIFCEBECRER T RERBEE ZCHFIFEHMRBEURR A
% o JRFG 3 EUZR B| > 40 Kabat % A, Sequences of Proteins of
Immunological Interest, & 5PK . /N 3L 4 2 (Public Health Service),

E B B ZF #7 4 T 72 BE (National Institutes of Health), Bethesda, MD,

1991 57 FiT # 70 -
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S GRS B o [RAETUES & B RO B (0 i B VH B VL) ] 8 e —
e B HBEUEY&ERE - Ko Z &M a s RFrHEmE&EFR) K=
{f = % & (HVR) - (2 R0 Kindt%E A, Kuby Immunology, 26 6h%,
W.H. Freeman and Co., 91 H (2007) o )EE— VHE; VLK 0] & DL T
MEEEHEME W EERERR BT EAKESEGZIE
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Z PiAg By VHEC VLI 77 8 DL o3 51 B 88 4 VLB VHIEL 2 S/ < 22 &L 4
41 Portolano % A, J. Immunol. 150:880-887 (1993) ; Clarkson%§ A ,
Nature 352:624-628 (1991) o

CANERILERESE ) RRORATE AR ERE D VLECVHE ZE A
TREHRE I EERBEANBEE - —KRiNE - ABEREKEL VL
VHE Y4B s B8P 2 F8H - —iME » BT 4 5 wKabatZ
N, Sequences of Proteins of Immunological Interest, 25 H kR, NIH
Publication 91-3242, Bethesda MD (1991), F1-3%& 4~ F4H o ff — ik
WG - W VL » F4H B dKabat® A, [F I SCEN 2 F4H«T - {F
— S A o W VH - 74 R KabatS A, FERTISCENF 2 74
I -

"ANEE L iR BREESKE R ANEHVR 2 AR A KK E
NBEFRZBEEREAZRETRE -  AEEERO T - NBETEE
BEaE/l—LEEWETER AR E2E > Kb 2 AEL e
HHVR (FI41CDRYIFH fEFJE AFEPIAE 2 HVR » H £ H AR F&F
FRIGEJEN AR ZFR - AR EE W o] & & AR N E
o EENE LD —Hy - PilR@IWENE R 2 " ABIER
N, RECERE ABZiE -
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BB )R/ EARERBEEE( EBE ) EFMEEK - —&K
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(a) HIH{EREREE26-32 (L1) ~ 50-52 (L2) ~ 91-96 (L3) -
26-32 (H1) ~ 53-55 (H2)96-101 (H3)EE >~ & % 38 (Chothia } Lesk, J.
Mol. Biol. 196:901-917 (1987)) :

(b) HIH{CRF AL EEEL24-34 (L1) ~ 50-56 (L2) ~ 89-97 (L3) »
31-35b (H1) - 50-65 (H2) K 95-102 (H3) f& -~ CDR (Kabat % A_,
Sequences of Proteins of Immunological Interest, 5. NIELEHEE,
2 & B 2% 5 4 B 95 5%, Bethesda, MD (1991)) ;

() AL BRI A 27¢-36 (L1) ~ 46-55 (L2) ~ 89-96 (L3) -
30-35b (H1) ~ 47-58 (H2)93-101 (H3)E 2 H{ 5 il 25 (MacCallum 2 A
J. Mol. Biol. 262: 732-745 (1996)) ; &

(d) (a)~ (b)R/H(c)Z 4 » BIEHVREEREA46-56 (L2) -
47-56 (L2) ~ 48-56 (L2) ~ 49-56 (L2) ~ 26-35 (H1) ~ 26-35b (HI) -~ 49
65 (H2) ~ 93-102 (H3)94-102 (H3)

(RIESSIME R » B RIE A H - RiEKabat®E A, [F A SCELE 7T
ST 2 HVREE B R HOM 58 A (B0 FREE AL ) 1T 4R 9%

"RESEY, BRE—HNZERES T BEERRMEEE
MEIE S 2 bilg -

" {E A8 (individual/subject) ; T ABY) - AL B EHEERR
RBEY B4~ 5~ 8- WEE) - EREHY G0 ANE K IE
NEBRE®Y 0B - KRGSV BIAO/NE R KE) - AL F
EF R 0 3% (8 B (individual/subject) & A% o

T B AT HERRBRE ZH S TEAIE - L —
e E G HUAS AL IEFI R 95%E99% Z S & - 40 F5 i ] 40 & Uk

EE
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(B0 SDS-PAGE ~ F & F £ (IEF) ~ F 4l & 7k &) 2 & A (B 40 B 7~ 3¢ 4
2 A HPLC) AT A E » RS e Ak Fi B8 4 B 2 7 A RV &R 1l 2 B B 40
FlatmanZ A, J. Chromatogr. B 848:79-87 (2007) -

T ) MR BRIEEE L RARE ZH 0 o BERY X BE

T EoMIEREEEE S ARKR s T ZABRTREANKE S
T BZZE S T EFLENRORINKAEAFRHERALECRAUE L H

BRI E R -
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2B oy T RAFAERE AT 2 — 2 (E I B R 0y I B o 1 -
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B FAE) PO - i Rl ek B AT (8 5] DT RS A [5) R /B s & M ] P JRUA 2
oo HEER B E B HAFERETGURAEER)Z A FE PR 2R
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T HAEEBRARFEREMETARESEZEEZIE - B0 > R
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REGZUE - BT UBEERLLY P AFT

TEAVE ) BREREAANEEB I RATFIE L RERES D
¥ o BHIMNE - R AETgGHi#E F4J150,000%E /R §H (dalton) 2 4 PU 2 #S BE
B o Hor bR g O A W R R [T B R WY R M [F) EE R K o B Nl
£ Clii > ZHEER G EE(VH) - JRHH Fy H] 8 5k sl 5 8 ] S0 o
Qi Ry = (W 1A 2 8 (CH1 ~ CH2 )x CH3) - FA{CIH#E - 5 Nijij £ Cli > &%
s 5w R 1& (VL) » IR By w588 0K gl dul i ot o] BB I o A T R TR E
#E(CL)I - HiAS 2 B v] B s HIR 8 B B B e 71 B sy 9 A 3 2
L —TE > W Rk

firse " HELHHAE BUEARAEEEREREE L L EHELE
FTHSRAE HeAMNBEREREENEL AR BIEE -
- FBIE - B - HEFEE  BRRIER/RESEIVERN -

M ®2F LI " HERBFI —HEEH %)) EER
TEEE 278 % Bk Fp 71 B 45 28 1 51 B 20 5| AR PR DA 2 il K P 91—
BME ot 2% o BAENR RSBV B e 0 — Bt £ — & 7 218
ST R BE R A T B 25 Ik R A1 T 2 M R W R R — O M A R R A
ZE oL o AR E B A B P — B E oy Be 2 B AYAY ER B ET DAL IE
itz et BN 2 S AZERN > PIOER AR TERS ZERK
B4 . =£ 40 BLAST - BLAST-2 - ALIGN - ALIGN & Megalign
(DNASTAR)§Xfg - PAVE ILHER it & T E A NEEHFIZ B E 2
o AfmAEmERFIZ e RN ER R REESEMEENEMNEE -
Mo WAL HAEY o F R R HIEL 2 & B A2 =0 ALTGN-2 2 4= i & BE
H— FME%{E - ALIGN-2Fp 51 b 5 & A& 12 =0 i Genentech, Inc g fF -

Al

F’rl
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HIFHE XS B H & SO — 2 X R B R /5 (U.S.Copyright
Office), Washington D.C., 20559 » H {f 3= Bl kit 1 55 DL 35 B R HE 5 5 9%
TXUS510087% ZC - ALIGN-2#2 = 1] 2\ 3 J& B Genentech, Inc., South San
Francisco, California > (0] HRAEXTERE - ALIGN2EF & EE
B A UNIX#2 /E 245 > BB A UNIX V4.0D - F77 51 th i £ 815
FALIGN-2#2 F 3% & B A # 1k -

R FHALIGN-2 Tl Bl I tE e 2 B TP T » 45 E R EEE P 71
ARESY ~ BB B 45 E B AL P 5 B2 R BER R PR 91 — B % (BGE -
Hu Rl PG ERERFIIBEANE & —ERERFI —Z %
M4 E e E B P 7 A T ET &

1003 LL 73 & X/Y

H X B ABFLB 2 12 U EL 3 o #5 f 7 51 b 1 A2 SUALIGN-25F & —
B EREECEE BHPYEBR AR BENEE
H - JERE  LHREBFIAZEEERERFIBZ EENHEER
BT » AMEE B R BB 71— B0 % B BAE 3 7 A 2 i B BE 7 5
— M % RAEE o FRIESIMFEBR AL - T AR SCRT A 2 P A R A R
PP B — B %o B 15 40 A — B & T ) P #8250 A ALTGN-2 28 i 72 =X J&

45
f=F °

flrsh ' BEERLY , RiEMERPARGFET BTN 24
vrEtE A > B ARt @R A g 2zEEL
BASNGH ST HY LR -

BEBE LT CEHE ) GRESEREY P RIEER TN
HERG I EAY Ry - S ol 87 Z S0 B 15 (B A RO & fr Al

O

542 HEYEHE)

C261061PA docx

112144454 FEESE A0101 1122063558-0



202428606

W R~ BRI BB IS

fRIESSIME R > MRATMIASIRT A » MisE | Tau, RIE KB EMAH
MEBYAR > BEWAETY  FUBEBRASHY G0N R EE Y
(Flan/NE R KREVNERRAETauE R - ZMFERE "2/ ) KR&EE
B 2 Tauld Fo A1 3% 4l B o Jea BR 2 A Z AR ) P 20 2 Tau » & 055 78 &
RAFALZ Tav B RAG - PIABI S R NEHRERNEERE -

WASCHT A > flosh " pTau (miEH T &Rl B - &k e BR B0 Ha B 52
B h & B e S 0 Rl 2k (8 S8 4E 2 bk B AR A B it BR (B HY Tau » f£ —
LG AT > pTauft &k f B8 F Lk ig BR R A R (b - £ — L&
pi e > pTaufr iz B 409 L & & e BE K /=K i B 404 x < %7 e B - o
b AE—ELFHH F > pTaufi i BE409F 4 BE F W5 BE 1L -

WA A > firsE " oA M Tau, 3 T o5 M TauE H ) (HFE H 2L
THHRREDE - T2 AN TaE O /LERS TauE I/ E0E
BT B 2 Taufik/E B E s Taufik /E G EHE > Hh 149 &
TauFE HEEY) - " nJE M Tau ) 7 B HRER 1 48 JR Gk 4 445 (NFT) o

WAFT A > sl T A el E Tauy (R95 2 (EEEWN TaufkEEHE
BHAS ~ TaukK/EBE ~ BCE B8l 20U 2 Taufik /2 5 'E S Taufik/
EHE ZHMOTEY > HIPRERAME KM E B RS RS AT P B
VAT (ERFEMSAERET)A IFNERRFEEERE  BLH
15 2 (6 T S By Tau B 38 B (2 6 BN EL A & Taufik/EE B B BCH 14
Yy o Hor AL FLB Y B Be o (R 22 1T S AL KRS o)A | 7E R E
B 0" A E A Tau ) BLFE A 4E R R 4E Q245 (NFT) -

AT - flrsh " BBAS Tau, 20 " TauB#8 | (RIEAEKMEME F

|5
L
&

=

=
=
=
D
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TEBAREMEREESY ZTauEl -

WASHT A - firdE " B Tau, " BEH Tau, & " TauEEY) ) &
B EEENTakNEGBEEHE - NTaukK/EBE ~ B B8 2
B 2 TaufR/EH EH S Tau[RK/EBHE L KM T 4AEY) - KPP BE B SME
AKMEAE B RS RS N A T AL B ) BB T R JE 1T & A R o)A ]
BEAIENEFRNECERE B LEBEZ AR EN Tau B8 &K 2
i sk M < TauK/ EHERE T EY) - Kol AP AR T
(5 XE 1 & AL KR )R /A ECa] R -

flrsE " pTau PHF ;" PHF , K " pH R e 84k 5 AEA SO [F 22 4
EHHEGEUAEETRAMERE E A 2160 nm#E 5] M 4 88 B IR TEHY
hsr ¥ o WREAL108122 nm Z [H 2L - PHF &[] 227 B K I (AD) Z
IR BB E e EBAEERT ZBESGERE - PHERA] Bt — & H L
JEFT ARV E R A BB 2 2 ' A B Mids€ - PHFZ X EEHT B
i b % (L0 20 2 U8 M B 28 B & tau - PHEF A] 80 53 #b pfy i § 38 92 Y 2
VAT B b % (b 2 TauZE 5 o PHF Tau ] Y 2% 3 Clii 20 ([ fee B B 52
B o PHFJP Bl Z V& A2 1 ) A 1 2 - {H Tau 2 48 b B% (b 0] 58 2B w8 o
> D& T 3G 0 B Lo A A T N T B PHEEY BT M Tau e & -

SWASCHTA - "R (treatment) | (REFEZZ(ER A > 550 " A
B (treat) ) =3¢ " JB P (treating) | (A5 ER IR /1 A LLa B 202 A s 57 [ 48
ZHEZRE > Hu BERHENBEER R EE RE T T - FTFEE
TER B EEARTRO)TAR BRIH #F A BE 8 - KEEER - BERKFZ(E
MEZEEREERR  HEHREERE - RERRFEEREERER - EF K
EABEFRA KRB ETR - £ —SERAIT - A0 Z i8R

M HEYEHE)
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A TIE B R 9 % IR BB 18 PR R AR -

MASCF A 2 fisE " REAMZZEREKR , " READ , (Fl
"PELRBARMADZEE N T REFHAD BE ) GFEEAR
RAAD 2 B A E B (GE O LB a8 E & R EHADAYELY
ZBE ERhEEOBEESE

MASFET R 2 i TSR 228K, 5 T EAD , (FlW
T EERBHKEADLERE )G E L BAL N MMSERTE 73 £ 20 %26
Z ADJE B

MAFRAZ MG "TREEPEMZBHRER ) T REEF
FEAD | WM EKE R FEADHE » H HFEHA R MMSERE 73 18 %
26 o

MASCF A ZMisE "THEFZZERER , " FEAD, (Fl0
TEERBRTEADLERE  )GEHLFEAL N MMSERE 73 K18 19
Z ADJE B

fir 58 " MMSE § (& 5 /N 20 8% (iR & t& & (Mini Mental State
Examination) » H #2 it /) 7 1 8230 2 i Ay 5F 73 - 2 i Folstein % A,
1975, J. Psychiatr. Res. 12:189-98 « 26 26 DL T 2 5 4 — & 10 B 5 1< Bk
B HE NS —HEARIEN Sy 2 #5 » MMSE EBUERE 7 &E - A
e < B8 Y k18 B B AR K - MMSERY 70 38 i o] #5 m B R IR
L o iMMMSERE 7r 25 /D T HE R B AR < E AL e

WMASCHT R - it "ERE, BRiEE—ExREBE YT HEHERH
FTERH 2 S—ERE T - 2l EEE B IRE KB 2 &AL
ROGFACEIAREZE T BERETAER  REHBREHAHESH
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IR R R B YRR o ISR AT R T RIS -
1. HEYRTTE
GG TauZ PG - L —EFHPI T - AFH LR G Tau

& & B G Tau ~ 5% Tau ~ JE B B2 (L Tau K i B% (b Tau » & — & & )i 4

ATEE - HEE G HEAS Tau ~ HE 8 Tau ~ JE6E ] (b Tau 2 B % (£ Tau - £ —
bE e R BB 4SS B 5 £ 5 AEPRQEFEVMEDHAGTYGLGDRK
(SEQ ID NO: 2)si i H4Hp 2 N Tauty PR A E £ - £ — S E 5]
h > g4k & B H Y AEPRQEFDVMEDHAGTYGLGDRK (SEQ ID
NO: HEM HAEN B EWMBETaul R EARAEE « ff —EFHH F
bLEE 4t & B A 5] AEPRQEFEVMEDHAGTYGLGDRK (SEQ ID NO: 2)
B HHEH K 2 A Tawu Yy LR A EE KB A P
AEPRQEFDVMEDHAGTYGLGDRK (SEQ ID NO: 48 H 4k 2 &
B ETauly LR R EE - E—EEHAF - AEHZIEEENK
A Tau > B EETE 19433 ~ 19442 ~ 37451 - 100% 114 ~ 118% 132
RINRBITTNIIHUEREELE - E—EFHOIF > AFHZHEEEN
A M Tau FEAEEEE 19433 ~ 19442 ~ 37451 ~ 100£ 114 ~ 118%
1325C 1722 17TTNEY LR R E A - H4E & HAS Tau ~ HEF Tau ~ JEHEEL
{b Tau JZ 5 % (L Tau -

AREEBH 2 JUAS i Y 40 22 B 506 R i ORAR MR R o
A. BIRMEDL-Taubi 8

HE—EEgHEHF > fi-TanfigE 20 —M ~ Z@F - =& -~ ™

5 46 HEYEHE)
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(&~ AfE N EEEE LT ZHVR @ (a)E &8 5 SEQ ID NO: 12~ 22 -
282 ~ 292 K 342 B ELE FE HI WY HVR-H1 : (b)) £ # 5 SEQ ID NO:
13~ 23283293 343 7 B 7 5IBYHVR-H2 5 (¢)& & # H SEQ
ID NO: 14 ~ 24 ~ 284 ~ 294 ;344 i F M P FIAJHVR-H3 : (d) A& 5
HSEQ ID NO: 15+~ 25~ 285~ 295~ 345 468 % 556 7 B £L 8 FE %1 1Y
HVR-L1; (e)fl&# HSEQ ID NO: 16 ~ 26 ~ 286 ~ 296 346 it Ei g
FFAHIEYHVR-L2 ; K (f)yE&# 5 SEQ ID NO: 17 ~ 27 ~ 287 ~ 297}, 347
< P E e P FIAYHVR-L3 o

fE—SEwHF > f-TaukilBE a2 —@ - 2@ - = - ™
flél ~ FfEEC S (E B E LN 2 HVR & (a)E & SEQ ID NO: 3427 fr B %
FFHIBYHVR-HI 5 (b)&E 4 SEQ ID NO: 343 B E i EFHYHVR-H2 ;
() &SEQ ID NO: 344 ~ l# £ % FF 5| HVR-H3 ; (d)& & SEQ ID NO:
3457 B ZE % 5 BYHVR-L1 ; (e)E & SEQ ID NO: 346 i ZL i = 51 69
HVR-L2 ; K (f)84&SEQ ID NO: 347 7 fr BB FE 5 HYHVR-L3 o

E—SEgRAE > -T2V —@ - @ - =@ - ™
{# ~ A= NEBEE LT ZHVR @ (a)E & 8 HSEQ ID NO: 725302
2 R EBE PP FIAYHVR-HI 5 (b)f & #E 5 SEQ ID NO: 73 %303 i A%
FFHIHYHVR-H2 ; (c)fl & #E H SEQ ID NO: 74 304 fig B % F 511 1Y
HVR-H3 : (d)f & # 5 SEQ ID NO: 75K 3057 B £ 2 ¢ 51 By HVR-

1 (e)E &% H SEQ ID NO: 76 306 i BL % Fp FIHYHVR-L2 5 K (f)

14 3 H SEQ ID NO: 77 307 7 B B FE 5 I HVR-L3 o

fE—SEwHF > f-TaukilBE a2 —@ - 2@ - = - ™

7N

@~ AELNNEEEL T 2HVR @ (a)2 £ # 5 SEQ ID NO: 82 -
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312 ~ 322 K332 W £ B FF 56y HVR-HI ; (b)& & i &5 SEQ ID NO:
83 ~ 313 ~ 323 & 333 B A B 7 7B HVR-H2 ; (¢)f & # 5 SEQ 1D
NO: 84 ~ 314 ~ 324 [ 334 ~ jr B B4 Fp 7Y HVR-H3 5 (d)EL & % H SEQ
ID NO: 85 ~ 315~ 3253352 A M FFIAWHVR-L1 ; (e)H & # H
SEQ ID NO: 86 ~ 316 ~ 326 %336 M £ - 5AJHVR-L2 ; K (D&
5 SEQ ID NO: 87 ~ 317 ~ 327 K337 B E M FE 5By HVR-L3 »
E—SEgRAE > -T2V —@ - @ - =@ - ™
{8~ AEECONEZEE LT ZHVR © (a)B & SEQ ID NO: 327 iz B % Fr
FIFYHVR-H1 5 (b)E & SEQ ID NO: 337 B A FF ¥IHYHVR-H2 ; (c)&
4 SEQ ID NO: 34 B £ 4 AIHVR-H3 ; (d)8 4 SEQ ID NO: 35~
BB P FIEYHVR-LL 5 (e)BL&SEQ ID NO: 36 & f Fr FIHYHVR-
L2 F(DHf-&SEQID NO: 37> F & EE F AV HVR-L3 -
E—SEgRAE > -T2V —@ - @ - =@ - ™
{8~ AEECONEZEE LT ZHVR © (a)E & SEQ ID NO: 427 iz B % Fr
HIHJHVR-H1 5 (b)f,4& SEQ ID NO: 43 7 WA FHAYHVR-H2 ; (¢)&
4 SEQ ID NO: 44 B £ B2 % AIHVR-H3 ; (d)8 4 SEQ ID NO: 45~
BB P AIEYHVR-LL 5 (e)BL&SEQ ID NO: 46 B & Fr FIHYHVR-
L2 F(DHf-&SEQID NO: 47 £ s F 5 AYHVR-L3 -
E—SEgRAE > -T2V —@ - @ - =@ - ™
{8~ AEECONEZEE LT ZHVR ()& SEQ ID NO: 527 iz F % Fr
FIBYHVR-HI 5 (b)E & SEQ ID NO: 537 i E 4 fr FIHJHVR-H2 ; (o)&
4 SEQ ID NO: 54 B £ B2 %I HVR-H3 ; (d)8 4 SEQ ID NO: 55~
BB W P HIEYHVR-LL 5 (e)BL&SEQ ID NO: 56~ & f Fr FIHYHVR-
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L2 FR(DHf-&SEQID NO: 57 i EEE F AV HVR-L3 -
E—SmEHmHF > f-TahigaEgE2b—@ - @ =@ - T
{8~ AEEONEZEE LT ZHVR ()& SEQ ID NO: 627 iz F % Fr
FIFYHVR-H1 5 (b)E & SEQ ID NO: 637 FE A M FF ¥IHYHVR-H2 5 (c)&
4 SEQ ID NO: 64 B £ F%|AIHVR-H3 ; (d)8 4 SEQ ID NO: 65~
B LI P FIBYHVR-L1 ; (e)@ & SEQ ID NO: 66 2 g £ % Fr S HVR-
L2 F(DHf&SEQID NO: 67 £ s F5AYHVR-L3 -
E—SmEHmHF > f-TahigaEgE2b—@ - @ =@ - T
{8~ AEECONEZEE LT ZHVR © (a)E & SEQ ID NO: 727 iz F % Fr
FIBYHVR-HI 5 (b)E & SEQ ID NO: 737 i E 4 fr FIHJHVR-H2 ; (¢) &
4 SEQ ID NO: 74 B £ 82 % AIHVR-H3 ; (d)8 4 SEQ ID NO: 75~
B M FP FIRYHVR-LL ;5 (e)B & SEQ ID NO: 76 2 g £ % Fp FIAYHVR-
L2 FR(DHf-&SEQID NO: 772 FE £ F ¥HYHVR-L3 -
E—SmEHmHF > f-TahigaEgE2b—@ - @ =@ - T
{8~ AEECONEZEE LT ZHVR © (a)E & SEQ ID NO: 827 iz L % Fr
FIFYHVR-H1 5 (b)E & SEQ ID NO: 837 A M FF ¥IHYHVR-H2 ; (c)&
4 SEQ ID NO: 84 B £ FF%|AIHVR-H3 ; (d)8 4 SEQ ID NO: 85~
B M FF FIBYHVR-L1 ; (e)@ & SEQ ID NO: 86 2 g £ % Fr FIAYHVR-
L2 F(DHf&SEQID NO: 87 £ s F ¥ AYHVR-L3 -
E—SmEHmHF > f-TahigaEgE2b—@ - @ =@ - T
{8~ AEEONEZEE LT ZHVR © (a)E & SEQ ID NO: 927 ig L % Fr
FIAFJHVR-H1 ; (b)) & SEQ ID NO: 93 FFABE FFIAYHVR-H2 ; (¢)&

4 SEQ ID NO: 947 B £ F %I HVR-H3 : (424 SEQ ID NO: 957
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B E W P AIEYHVR-LL 5 (e)BL&SEQ ID NO: 96~ g B Fr FIHYHVR-
L2 F(DHf-&SEQID NO: 97> £ s F ¥AYHVR-L3 -
E—SEgRAE > -T2V —@ - @ - =@ - ™
{8~ AEENEZEELLT ZHVR @ (a)E&SEQ ID NO: 1027 fig Zk ik
FFHIBYHVR-HI 5 (b)&E 4 SEQ ID NO: 1037 B E s 5 #YHVR-H2 ;
(c)E&SEQ ID NO: 104~ f# £ FF 5 HVR-H3 : (d)& & SEQ ID NO:
105 B B PP H1AYHVR-L1 ; (e)EL & SEQ ID NO: 106 i 2 g 15 51 /Y
HVR-L2 ; K (f)84&SEQ ID NO: 107 7 f Ef FE¥HYHVR-L3 o
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
{# ~ AfE N EEE LT ZHVR @ (a)8 & SEQ ID NO: 112 .7 fig 2 B 7
FIEYHVR-HI ; (b)) & SEQ ID NO: 1137 & F5IAYHVR-H2 ; (¢)
A &SEQ ID NO: 1147 A 75 AYHVR-H3 ; (d)E&SEQ ID NO:
1157 B 2B FFFIHYHVR-L1 5 (e)f1 & SEQ ID NO: 1167 i H g 1 51 /Y
HVR-L2 ; R (f)84&SEQ ID NO: 1177 B E s 5AYHVR-L3 o
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
{# ~ A HEEE LT ZHVR @ (a)E & SEQ ID NO: 122 7 g AL 2
FFHIBYHVR-HI 5 (b)E 4 SEQ ID NO: 1237 B E M FEHAYHVR-H2 ;
(c)E&SEQ ID NO: 124~ f# £ FF 5 HVR-H3 ; (d)& & SEQ ID NO:
1257 W B PP H1AYHVR-L1 ; (e)EL & SEQ ID NO: 126 it 2 g 15 51 /Y
HVR-L2 : K ()@ 4 SEQ ID NO: 127 B & F 5 HJHVR-L3 -
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
# ~ A ANEEELMT ZHVR : (a)E&SEQ ID NO: 1327 fFE g
FFHIBYHVR-HI 5 (b)E 4 SEQ ID NO: 1337 BEM FEH#YHVR-H2 ;
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(c)E&SEQ ID NO: 134 2 f# £ FF 5 HVR-H3 ; (d)& & SEQ ID NO:
1357 W B P HTAYHVR-L1 ; (e)EL & SEQ ID NO: 136 it 2 g I 511 /Y
HVR-L2 : F ()B4 SEQ ID NO: 137 B & F 5 HVR-L3 -
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
{8~ AEENEZEELLT ZHVR @ (a)E&SEQ ID NO: 142 7 fig Zk ik
FFHIBYHVR-HI 5 (b)E 4 SEQ ID NO: 1437 B E s 5 AYHVR-H2 ;
() &SEQ ID NO: 144 ~ f# £ % Fr 5| HVR-H3 ; (d)& & SEQ ID NO:
145 e Z P H1AYHVR-L1 ; (e)EL & SEQ ID NO: 146 7 it 2 15 51 /Y
HVR-L2 ; K (f)84&SEQ ID NO: 147 7 i KB FE5#YHVR-L3 o
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
{# ~ A EEEE LT ZHVR @ (a)E & SEQ ID NO: 1527 g AL %
FFHIBYHVR-HI 5 (b)E 4 SEQ ID NO: 1537 B E M FE I AYHVR-H2 ;
(c)E&SEQ ID NO: 154 2 f# £ % Fp 5 HVR-H3 ; (d)& & SEQ ID NO:
1557 e L PP HTAYHVR-L1 ; (e)EL & SEQ ID NO: 156 7 fiir 2 g I 511 /Y
HVR-L2 ; K (f)84&SEQ ID NO: 157 7 f Efs FE5HYHVR-L3 o
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
{# ~ A HEEE LT ZHVR @ (a)E & SEQ ID NO: 162 7 i A 2
FFHIBYHVR-HI 5 (b)E 4 SEQ ID NO: 1637 B E i FE | HYHVR-H2 ;
(c)E&SEQ ID NO: 164~ f# £ FF 5 HVR-H3 ; (d)& & SEQ ID NO:
165 W B FF H1AYHVR-L1 ; (e)EL & SEQ ID NO: 166 it 2 g 1 51 /Y
HVR-L2 : K (fy&a & SEQ ID NO: 167 7 B FHHJHVR-L3 -
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
{# ~ A EEEE LT ZHVR @ (a)E & SEQ ID NO: 1727 g AL B2
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FFHIBYHVR-HI 5 (b)E 4 SEQ ID NO: 1737 B E M FE I #YHVR-H2 ;
(c)BEL&SEQ ID NO: 174 ~ i B % Fr IHVHVR-H3 5 (d)& & SEQ ID NO:
1757 W B PP H1AYHVR-L1 ; (e)EL & SEQ ID NO: 176 7 it 2 g 15 51 /Y
HVR-L2 ; B (Y& SEQ ID NO: 177 7 B F | HVR-L3 -
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
{8~ AEEN{EZEELLT ZHVR @ (a)E&SEQ ID NO: 1827 fig Zk ik
FFHIBYHVR-HI 5 (b)E 4 SEQ ID NO: 183 B E s FEFIA#YHVR-H2 ;
(c)BEL & SEQ ID NO: 184 ~ i B % Fr YIHVHVR-H3 ; (d)& & SEQ ID NO:
185 M Z B FP HIAYHVR-L1 ; (e)EL & SEQ ID NO: 186 it £ i I 51 /Y
HVR-L2 ; K (f)84&SEQ ID NO: 187 7 fr Efs FEHHYHVR-L3 o
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
{# ~ A EEEE LT ZHVR @ (a)E & SEQ ID NO: 192 7 g AL 2
FFHIBYHVR-HI 5 (b)E 4 SEQ ID NO: 1937 B E s 5 AYHVR-H2 ;
(c)fEL&SEQ ID NO: 194 7 j A B Fr 7|AYHVR-H3 5 (d)f. & SEQ ID NO:
195 W B P HTAYHVR-L1 ; (e)EL & SEQ ID NO: 196 7 it 2 i I 511 /Y
HVR-L2 ; K (f)84&SEQ ID NO: 197 f Efs FE5HYHVR-L3 o
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
{# ~ A HEEE LT ZHVR @ (a)E & SEQ ID NO: 2027 g A B2
FFHIBYHVR-HI 5 (b)&E 4 SEQ ID NO: 203 B E s 5 H#YHVR-H2 ;
(c)fL&SEQ ID NO: 204 7 jz A B Fr 7|AYHVR-H3 ; (d)f. & SEQ ID NO:
2057 B FZ % FIBIHVR-L1 : (e)f1 & SEQ ID NO: 206~ i £ i = 51 69
HVR-L2 ; K (f)84&SEQ ID NO: 207 7l KB FE 5 HYHVR-L3 o
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
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{8~ AEEN{EZEELLT ZHVR @ (a)E&SEQ ID NO: 2127 fig Zk ik
FESIEJHVR-H1 ; (b)E & SEQ ID NO: 2137 £ FE 5 AYHVR-H2 ;
(c)E&SEQ ID NO: 214~ f# £ FF 5 HVR-H3 ; (d)& & SEQ ID NO:
2157 B £ B FEFIHYHVR-L1 5 (e)f1 & SEQ ID NO: 216 i £ % I 511 #Y
HVR-L2 ; R (f)84&SEQ ID NO: 217 7l KB FE¥HYHVR-L3 o
E—SEgRAE > -T2V —@ - @ - =@ - ™
{8~ AEENEZEELLT ZHVR @ (a)E&SEQ ID NO: 2227 fig Zk ik
FFHIBYHVR-HI 5 (b)&E 4 SEQ ID NO: 2237 B E i | AYHVR-H2 ;
() &SEQ ID NO: 224 ~ f# £ % FF 5IWJHVR-H3 ; (d)& & SEQ ID NO:
2257 B BB FEFIRYHVR-LI 5 (e)f1 & SEQ ID NO: 226 i £ % I 511 Y
HVR-L2 ; K (f)84&SEQ ID NO: 227l KB FEH#YHVR-L3 o
E—SEgRAE > -T2V —@ - @ - =@ - ™
{8~ AEENEZEELLT ZHVR @ (a)E&SEQ ID NO: 2327 fig Zk ik
FFHIBYHVR-HI 5 (b)&E 4 SEQ ID NO: 233 B E i FE I AYHVR-H2 ;
(c)E&SEQ ID NO: 234 7 f# £ FF 5 HVR-H3 ; (d)& & SEQ ID NO:
2357 B BB FEFIRYHVR-LI 5 (e)f1 & SEQ ID NO: 236 i £ % I 511 #Y
HVR-L2 ; K (f)84&SEQ ID NO: 237l Efs FEHHYHVR-L3 o
E—SEgRAE > -T2V —@ - @ - =@ - ™
{8~ AEENEZEELLT ZHVR @ (a)E&SEQ ID NO: 242 7 fig Fk ik
FESIEJHVR-H1 ; (b)E & SEQ ID NO: 243 fFE s 5 AYHVR-H2 ;
() &SEQ ID NO: 244 ~ f# £ % Fp 5| HVR-H3 ; (d)& & SEQ ID NO:
2457 B BB FEFIHYHVR-LI 5 (e)f1 & SEQ ID NO: 246 i £ % I 511 #Y

HVR-L2 ; K (f)84&SEQ ID NO: 247 7 i E B FE 5HYHVR-L3 o
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fE—SEwHF > f-TaukilBE a2 —@ - 2@ - = - ™
f ~ AEASMEEEL T ZHVR : (a)8 4 SEQ ID NO: 2527 B 5 g
FFHIBYHVR-HI 5 (b)&E 4 SEQ ID NO: 2537 B E s | AYHVR-H2 ;
(c)E&SEQ ID NO: 254 2 f# £ % Fp 5| HVR-H3 ; (d)& & SEQ ID NO:
2557 B BB R FIHYHVR-LI 5 (e)f1 & SEQ ID NO: 256 i £ % I 51 #Y
HVR-L2 ; K (f)84&SEQ ID NO: 257 7l KB FE HHYHVR-L3 o
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
{# ~ A EEEE LT ZHVR @ (a)E & SEQ ID NO: 262 7 i AL Bz
FFHIBYHVR-HI 5 (b)&E 4 SEQ ID NO: 2637 B E i | H#YHVR-H2 ;
(c)E&SEQ ID NO: 264~ f# £ FF 5 HVR-H3 ; (d)& & SEQ ID NO:
2657 B BB FEFIHYHVR-L1 5 (e)fl & SEQ ID NO: 266 i £ I 511 #Y
HVR-L2 ; K (f)84&SEQ ID NO: 267 7 i Efs FE¥HYHVR-L3 o
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
{# ~ A EEEE LT ZHVR @ (a)E & SEQ ID NO: 272 7 g AL B2
FFHIBYHVR-HI 5 (b)E 4 SEQ ID NO: 273 B E i E | #YHVR-H2 ;
(c)E&SEQ ID NO: 274 2 f# £ % FF 5 HVR-H3 ; (d)& & SEQ ID NO:
2757 B BB FEFIHYHVR-LI 5 (e)f1 & SEQ ID NO: 276 i £ % I 511 #Y
HVR-L2 ; K (f)84&SEQ ID NO: 277l KB FE 5HYHVR-L3 o
E—SEwH T > pi-TasiEBE s 20 —@F - 26 - =F - ™
{# ~ A EEEE LT ZHVR ¢ (a)E & SEQ ID NO: 2827 i ALz
FFHIBYHVR-HI 5 (b)&E 4 SEQ ID NO: 283 B E s EFHYHVR-H2 ;
(c)E&SEQ ID NO: 284 ~ f# £ % FF 5IHJHVR-H3 ; (d)& & SEQ ID NO:

285 7 M A 7 5BVHVR-L1 5 (e)E & SEQ ID NO: 286 7 i £ it ¥ 51| iy
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HVR-L2 ; K (f)84&SEQ ID NO: 287l Ef FE¥HYHVR-L3 o
E—SEgRAE > -T2V —@ - @ - =@ - ™
{8~ AEENEZEELLT ZHVR @ (a)E&SEQ ID NO: 292 7 fig Zk ik
FFHIBYHVR-HI 5 (b)&E 4 SEQ ID NO: 293 B E s FE 5 HYHVR-H2 ;
(c)BEL & SEQ ID NO: 294 ~ it B % Fr YIHVHVR-H3 5 (d)& & SEQ ID NO:
2952 B Z B FIBIHVR-L1 : (e)f1 & SEQ ID NO: 296 i Z: i 7 51 Y
HVR-L2 ; K (f)84&SEQ ID NO: 297l KB FE 5HYHVR-L3 o
E—SEgRAE > -T2V —@ - @ - =@ - ™
{8~ AEENEZEELLT ZHVR @ (a)E&SEQ ID NO: 3027 fig £k ik
FFHIBYHVR-HI 5 (b)&E 4 SEQ ID NO: 303 B E s FE 5 AYHVR-H2 ;
(c)fL&SEQ ID NO: 304 7 7 B B Fr 7RV HVR-H3 5 (d)& & SEQ ID NO:
3057 B ZE % 5 BYHVR-L1 : (e)EL & SEQ ID NO: 306 i £k i = 51 69
HVR-L2 ; K (f)84&SEQ ID NO: 307 7l Efs FE¥HYHVR-L3 o
E—SEgRAE > -T2V —@ - @ - =@ - ™
{8~ AEENEZEELLT ZHVR @ (a)E&SEQ ID NO: 3127 fig Zk ik
FFHIBYHVR-HI 5 (b)E 4 SEQ ID NO: 3137 B E i FE | AYHVR-H2 ;
(c)fL&SEQ ID NO: 314 7 g A B Fr 7|AYHVR-H3 ; (d)f. & SEQ ID NO:
3157 B ZE % = 5 BYHVR-L1 : (e)EL & SEQ ID NO: 316~ i Z: i = 51 69
HVR-L2 ; R (f)84&SEQ ID NO: 317 7l B FEHHYHVR-L3 o
E—SEgRAE > -T2V —@ - @ - =@ - ™
{8~ AEENEZEELLT ZHVR @ (a)E&SEQ ID NO: 322 7 fig Zk ik
FFHIBYHVR-HI 5 (b)&E 4 SEQ ID NO: 323 B E i FE | AYHVR-H2 ;

(c)EL & SEQ ID NO: 324~ iz B Fp 5IIHYHVR-H3 ; (d)f.& SEQ ID NO:
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3257 B ZE s 5 BYHVR-L1 : (e)EL & SEQ ID NO: 326 i £k i = 51 69
HVR-L2 : K (fya & SEQ ID NO: 327 7 B FH Y HVR-L3 -

FE—SgiE T - i-Tavhisge®E 20— -~ Z@F - =& -
{8~ AEENEZEELLT ZHVR @ (a)E&SEQ ID NO: 3327 fig Zk ik
FFHIBYHVR-HI 5 (b)&E 4 SEQ ID NO: 333 B E M FE I AYHVR-H2 ;
(c)E &SEQ ID NO: 334 2 f# £ % FF 5 HVR-H3 ; (d)& & SEQ ID NO:
3357 B ZE s 5 BYHVR-L1 ; (e)EL & SEQ ID NO: 336 i £ i = 51 69
HVR-L2 ; K (f)84&SEQ ID NO: 337 7l Efs FE¥HYHVR-L3 o

fE—SEmH F > fi-Taviie a2 — @ - ZFHE=I=([5EE L.
TN 2ZHVR : (a)B & #EHSEQ ID NO: 12~ 22~ 282 ~ 292 ;3427 P k&
B FE%HYHVR-H1 ; (b)) 4 8 HSEQ ID NO: 13 ~ 23 -~ 283 -~ 293 % 343
T REER FEYIAIHVR-H2 ; K (c)E 25 EHSEQ ID NO: 14 ~ 24 ~ 284 -
294 Fe 344 2 P LB Fe FIAYHVR-H3 o {f — S i ] §1 > $1-Taufi s &
()& ESEQ ID NO: 12~ 22~ 282~ 292 R 342 W EL e FE 51l Y
HVR-H1 ; (b)E &% ESEQ ID NO: 13 ~ 23 ~ 283 ~ 293 343 K%
FHIAJHVR-H2 5 FE(c)E&# ESEQ ID NO: 14 ~ 24 ~ 284 ~ 294 344
< P Es i P 7R HVR-H3 -

fE— S F - Hi-Taufii B8 E & (a)E 2 SEQ ID NO: 3427 i &
B F7 5B HVR-H1 ; (b)E & SEQ ID NO: 343 7 & £ % Fr 5 HY HVR-
H2 5 F(c)BL&SEQ ID NO: 344 iz B Fp FIBYHVR-H3 « {f — & i
BlF o fi-TanfieB a2l —M - ZFEIX=[HEBLLT ZHVR : (a)f
4 SEQ ID NO: 3427 fr E s 5B HVR-H1 ; (b)) & SEQ ID NO: 343
T REBFEYIAHVR-H2 5 B (c)E&SEQ ID NO: 344 i B8 5 51 Y
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HVR-H3 o

E—EEHEF > fi-TanilB B2 20— @ - Z#== (%5 2
T ZHVR ()& # 5 SEQ ID NO: 72 53027 i B % Fr 5 HY HVR-
HI ; (b)fl & # 5 SEQ ID NO: 73 303> A e FE ¥ AYHVR-H2 ; K (c)
B& % EHSEQ ID NO: 743047 i BB Fr ¥IRYHVR-H3 - 1 — b & Jji
B - f-Taufi B8 H & (a)8 & % 5 SEQ ID NO: 72 [ 302 i B Fr 7]
FIHVR-HI : (b)) & # ESEQ ID NO: 73 %303 A 5| BIHVR-
H2 : F(c)fl 43 E SEQ ID NO: 74K 304 B £ FF 5By HVR-H3 -

E—EEHEF > fi-TanilB B2 20— @ - Z#== (%5 2
T2HVR : ()& #EESEQ ID NO: 82 ~ 312~ 322332 [ s F
FIGIHVR-HI1 ; (b)E &% 5 SEQ ID NO: 83 ~ 313 ~ 323 %333 7 lr &
FHIAJHVR-H2 ; F(c)E&# HSEQ ID NO: 84 ~ 314 ~ 324 K334 7
EEEFF I HVR-H3 o £ — S F il o - Hi-Tauiif8 6 & () & 2 5
SEQ ID NO: 82 ~ 312 ~ 3223327 B R ¥RV HVR-H1 ; (b)) & ¢
HSEQ ID NO: 83 ~ 313 ~ 323333 A FFIAYHVR-H2 ; K (c)fl
45 HSEQ ID NO: 84 ~ 314 ~ 324K 334 B E BB FE 5 HVR-H3 -

E—EEHEF > fi-TanilB B2 20— @ - Z#== (%5 2
T 2ZHVR : (a)B&SEQ ID NO: 32 B ER FFAYHVR-H] ; (b)E &
SEQ ID NO: 33 B &R FF 5By HVR-H2 ; K (c)E & SEQ ID NO: 34
i LB P JIBYHVR-H3 » ff — ST Gl > fi-TaufiBE (@B &
SEQ ID NO: 32 & F % HIHVR-H1 ; (b)&A & SEQ ID NO: 337 [
BB FFAIEYHVR-H2 5 K (c)BE&SEQ ID NO: 347 B Fr JIHYHVR-

H3 -
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E—HEwmAS > fi-TaabilBEE 20— - “(H={"% 8 2
T 2ZHVR : (a)B&SEQ ID NO: 42 B E R FEFIH#YHVR-H1 ; (b)) &
SEQ ID NO: 43 B # i F5BYHVR-H2 : K (c)E £ SEQ ID NO: 44~
R BB FF AV HVR-H3 « ff — S F Gl & - fi-Taudi B8 B & ()&
SEQ ID NO: 42 R F % HIHVR-H1 ; (b)&A & SEQ ID NO: 437 [
B Y RYTHVR-H2 5 K (c)B&SEQ ID NO: 44 7 fg £ % Fp S Y HVR-
H3 o

E—HEwmAS > fi-TaabilBEE 20— - “(H={"% 8 2
T 2ZHVR : (a)B&SEQ ID NO: 52 AR FEFHYHVR-H1 ; (b)A 2
SEQ ID NO: 53 B EfE F5BYHVR-H2 : K (c)E £ SEQ ID NO: 54~
B BBt P JIAYHVR-H3 « ff — S EHE G - fi-Taufi B EH & (QHE A
SEQ ID NO: 52 & F % AIHVR-H1 ; (b)&A & SEQ ID NO: 537 [
B YRYHVR-H2 5 K (c)B&SEQ ID NO: 54 7 fg £ Fp FIHYHVR-
H3 o

E—HEwmAS > fi-TaabilBEE 20— - “(H={"% 8 2
NZHVR : (a)E&SEQ ID NO: 62 R A FFIFVHVR-HI ; (b)E &
SEQ ID NO: 63 BE s F%5IBYHVR-H2 : K (c)E & SEQ ID NO: 64~
B BBt P JIAYHVR-H3 « ff — S EHE G - fi-Taufi B EH & (QHE A
SEQ ID NO: 62 £ F%HIHVR-H1 ; (b)&A & SEQ ID NO: 637 [
B Y RYHVR-H2 5 K (c)E&SEQ ID NO: 64 2 g £ Fp FIFYHVR-
H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T2ZHVR : (a)B&SEQ ID NO: 72 AR FEFIHYHVR-H1 ; (b)) &
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SEQ ID NO: 732 B & 5 HVR-H2 ; K (c)E & SEQ ID NO: 74
i ZL B P JIBYHVR-H3 « /£ — S F 4§ > Hi-Tauii B E 2 () EE
SEQ ID NO: 727 B E R F5AYHVR-HI ; (b)&E & SEQ ID NO: 737 fB#
BB FFAIEYHVR-H2 5 K (c)B&SEQ ID NO: 747 B f Fr FIHYHVR-
H3 o

fE—SEmH F > fi-Taviie a2 — @ - ZFHE=I=([5EE L.
T 2ZHVR : (a)fl&SEQ ID NO: 82 frE:EsFEF|AYHVR-H1 ; (b)) &
SEQ ID NO: 83 W F5BYHVR-H2 : K (c)E £ SEQ ID NO: 84~
i ZL B P JIBYHVR-H3 « /£ — S F 4§ > Hi-Tauii B E 2 () EE
SEQ ID NO: 82 B EFEF5AYHVR-HI ; (b)&E & SEQ ID NO: 83 fi#
BB FFAIEYHVR-H2 5 K (c)BL&SEQ ID NO: 84 B Fr FIHYHVR-
H3 o

fE—SEEH F o fi-Taviie @20 — @ - ZFE=I=[5EE L.
T ZHVR : (a)f&SEQ ID NO: 92 R A FFIAIHVR-HI ; (b)) &
SEQ ID NO: 93 B FF5BYHVR-H2 : K (c)E £ SEQ ID NO: 94~
i ZL B P JIBYHVR-H3 « /£ — S F 4§ > Hi-Tauii B E 2 () EE
SEQ ID NO: 92 B EFEF5AYHVR-HI ; (b)&E & SEQ ID NO: 93 fB#
BB FFAIEYHVR-H2 5 K (c)BE&SEQ ID NO: 94~ B Fp JIHYHVR-
H3 o

E—EEHEF > fi-TanilB B2 20— @ - Z#== (%5 2
T 2HVR : (a)f1&SEQ ID NO: 102 & e F5IHIHVR-H1 ; (b)a 2
SEQ ID NO: 1037 JF £ FEFIMHVR-H2 ; K (c)&E 4 SEQ ID NO: 104

Z R FIBVHVR-H3  fE—EEHEHF > fi-TaufilE B 2 (B2
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SEQ ID NO: 102 B %6y HVR-H1 ; (b)f 4 SEQ ID NO: 103~
e B R PV HVR-H2 5 K (c)E & SEQ ID NO: 104~ iz £k I F7 51 Y
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 1127 A FFIAYHVR-HI ; (b)f&
SEQ ID NO: 1137 £ FEFIMHVR-H2 ; & (c)&E 4 SEQ ID NO: 114
ZREEBEFFYIBIHVR-H3 o fE— S F i F - fi-Tauhi BB E & (2B &
SEQ ID NO: 1127 B %6y HVR-H1 ; (b) 4 SEQ ID NO: 113~
B B Fp SR HVR-H2 5 K (c)E & SEQ ID NO: 114 i Z Bz Fr 51 Y
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 1227l A FFFIAYHVR-HI ; (b))l &
SEQ ID NO: 1237 lFE® FESIMHVR-H2 ; K (c)&E 4 SEQ ID NO: 124
ZREEBEFFYIBIHVR-H3 o fE— S F i F - fi-Tauhi BB E & (2B &
SEQ ID NO: 122 B8 %6y HVR-H1 ; (b)f 4 SEQ ID NO: 123~
Fe BB R PV HVR-H2 5 K (c)E & SEQ ID NO: 124~ i ZL I 7 51 Y
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 1327 A FFFIAYHVR-HI ; (b)) &
SEQ ID NO: 133 lFE® FEFIMHVR-H2 ; & (c)&E 4 SEQ ID NO: 134
ZREEBEFFYIBIHVR-H3 o fE— S F i F - fi-Tauhi BB E & (2B &
SEQ ID NO: 1327 B %6y HVR-H1 ; (b)f 4 SEQ ID NO: 133~

Re B B P S BV HVR-H2 & Ko (c)B & SEQ ID NO: 134 7 g ZL ik 7 51 #Y
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HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T2ZHVR : (a)8&SEQ ID NO: 142> fr A FE FEFAYHVR-H1 ; (b)&E &
SEQ ID NO: 1437 FF £ FEFIMHVR-H2 ; & (c)E 4 SEQ ID NO: 144
R E B FFYIBIHVR-H3 « ff — S E 4 - Hi-Tauhi B & () H &
SEQ ID NO: 142 B8 %69 HVR-H1 ; (b)f 4 SEQ ID NO: 143~
B B R PV HVR-H2 5 K (c)E & SEQ ID NO: 144~ g ZL I Fp 51 Y
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T2ZHVR : (a)8&SEQ ID NO: 152> l A e FE4AYHVR-H1 ; (b)&E &
SEQ ID NO: 1537 fF M FEFIMHVR-H2 ; K (c)&E 4 SEQ ID NO: 154
R E B FFYIBIHVR-H3 « ff — S E 4 - Hi-Tauhi B & () H &
SEQ ID NO: 1527 B8 %6y HVR-H1 ; (b)f 4 SEQ ID NO: 153~
B B R P BV HVR-H2 5 K (c)E & SEQ ID NO: 154~ g £k 7 51 Y
HVR-H3 o

fE— S E i B F > i-Tauiife & D —{® ~ A = A B
T2ZHVR : (a)8&SEQ ID NO: 162> l A FE FE4AYHVR-H1 ; (b)&E &
SEQ ID NO: 1637 A s F¥AYHVR-H2 ; K (c)8 & SEQ ID NO: 164
R E B FFYIBIHVR-H3 « ff — S E 4 - Hi-Tauhi B & () H &
SEQ ID NO: 162 B 4|6y HVR-H1 ; (b)f 4 SEQ ID NO: 163~
e B R PV HVR-H2 5 K () & SEQ ID NO: 164~ i £ Fr 51 Y
HVR-H3 o

E—EEHEA T > Ji-Taufife Bl & £ /0 — @ - (&= = {2k 5 LA

% 61 HEYEHE)

C261061PA docx

112144454 FEESE A0101 1122063558-0



202428606

T2ZHVR : (a)8&SEQ ID NO: 172 A FFFIAYHVR-HI ; (b)fl&
SEQ ID NO: 1737 FF £ FEFIMHVR-H2 ; K (c)E 4 SEQ ID NO: 174
ZREEBEFFYIBIHVR-H3 o fE— S F i F - fi-Tauhi BB E & (2B &
SEQ ID NO: 172 B 4|6y HVR-H1 ; (b)f 4 SEQ ID NO: 173~
Fe B R PV HVR-H2 5 K (c)E & SEQ ID NO: 174 2 g ZL I Fr 51 Y
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 182 fr A FFFIAYHVR-HI ; (b)) &
SEQ ID NO: 183 FF £ FEFIMHVR-H2 ; K (c)E 4 SEQ ID NO: 184
ZREEBEFFYIBIHVR-H3 o fE— S F i F - fi-Tauhi BB E & (2B &
SEQ ID NO: 182 W %6y HVR-H1 ; (b)f 4 SEQ ID NO: 183~
e B R PV HVR-H2 5 K () & SEQ ID NO: 184 i £k 7 51 Y
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 192 ki E s FE 5V HVR-HI1 ; (b)&
SEQ ID NO: 1937 fF £ FEFIMHVR-H2 ; K (c)E 4 SEQ ID NO: 194
ZREEBEFFYIBIHVR-H3 o fE— S F i F - fi-Tauhi BB E & (2B &
SEQ ID NO: 192 B8 4|6y HVR-H1 ; (b)f 4 SEQ ID NO: 193~
B B R PV HVR-H2 5 K (c)E & SEQ ID NO: 194 g ZL I 7 51 Y
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 202 kA FFFIAYHVR-HI ; (b))l &

SEQ ID NO: 2037 f £z e 5 A HVR-H2 : K (c)& & SEQ ID NO: 204
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ZHEEBE P FIEIHVR-H3 o ff — 8 FEHEHF - Hi-Tanhi B B 2 (B3
EQ ID NO: 2027 B A 5 IAYHVR-H1 5 (b)E & SEQ ID NO: 203~
M B Fp STV HVR-H2 5 K (e)BE & SEQ ID NO: 2047 g 2 Bz Fr 51 HY
HVR-H3 o

T—EEEAE o -TakiBEE 20 —@ - ZEE=(EEEE L
T 2HVR : (a)8&SEQ ID NO: 2127 fr A FFFIAYHVR-HI ; (b))l &

w2

AT

SEQ ID NO: 213 fF M FEFIMHVR-H2 ; R (c)&E 4 SEQ ID NO: 214
ZHEEBE P FIEIHVR-H3 o ff — 8 FEHEHF - Hi-Tanhi B B 2 (B3
SEQ ID NO: 2127 B #8468y HVR-H1 ; (b)f 4 SEQ ID NO: 213~
M B Fp STV HVR-H2 5 K (e)B & SEQ ID NO: 2147 g ZL Wz Fr I HY
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 222 kA FFFIAYHVR-HI ; (b))l &
SEQ ID NO: 2237 FF W FEFIMHVR-H2 ; K (c)E 4 SEQ ID NO: 224
2 HEEFYIBIHVR-H3 « £ — S F i fl - Hi-Taufi 8 6 & ()&
SEQ ID NO: 222 B8 %6y HVR-H1 ; (b)) 4 SEQ ID NO: 223~
M B Fp STAYHVR-H2 5 K (e)E & SEQ ID NO: 224 7 g ZL Wz Fr I HY
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T2HVR : (a)8&SEQ ID NO: 232 B E e A HVR-HI ; (b)&
SEQ ID NO: 2337 A s F¥AYHVR-H2 ; K (c)HE & SEQ ID NO: 234
ZHEEBE P FIEIHVR-H3 o ff — 8 FEHEHF - Hi-Tanhi B B 2 (B3
SEQ ID NO: 232~ B E s FE %6y HVR-H1 ; (b)f & SEQ ID NO: 233~
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M B Fp STAYHVR-H2 5 K (e)E & SEQ ID NO: 2347 g ZL Wz Fr 51 HY
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T2ZHVR : (a)@ 4 SEQ ID NO: 242 £ FFAIHVR-H1 ; (b)f
SEQ ID NO: 243 B FEFIMHVR-H2 ; K (c)E 4 SEQ ID NO: 244
ZHEEBE P FIEIHVR-H3 o ff — 8 FEHEHF - Hi-Tanhi B B 2 (B3
SEQ ID NO: 242 B #8469 HVR-H1 ; (b)) 4 SEQ ID NO: 243~
M B Fp STAYHVR-H2 5 K (e)B & SEQ ID NO: 2447 g ZL Wz Fr I HY
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 252 fr A s FFFIAYHVR-HI ; (b))l &
SEQ ID NO: 253 fF W FEFIMHVR-H2 ; K (c)E 4 SEQ ID NO: 254
ZHEEBE P FIEIHVR-H3 o ff — 8 FEHEHF - Hi-Tanhi B B 2 (B3
SEQ ID NO: 252 #8469 HVR-H1 ; (b)) 4 SEQ ID NO: 253~
M B Fp STV HVR-H2 5 K (e)BE & SEQ ID NO: 254 7 g ZL W Fr 51 HY
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2ZHVR : (a)f1 &SEQ ID NO: 262> g B FF Y HVR-H1 ; (b)HL &
SEQ ID NO: 2637 FF W FEFIMHVR-H2 ; K (c)E 4 SEQ ID NO: 264
2 HEEFYIBIHVR-H3 « £ — S F i fl - Hi-Taufi 8 6 & ()&
SEQ ID NO: 262 B2 4|69 HVR-H1 ; (b)f 4 SEQ ID NO: 263~
B B Fp STV HVR-H2 5 K (e)E & SEQ ID NO: 264 7 g Z: s Fr 51 HY
HVR-H3 o
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E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 2727 fr A s FFFIAYHVR-HI ; (b))l &
SEQ ID NO: 273 7 W E s FF5IAYHVR-H2 ; K (c)& & SEQ ID NO: 274
2 E B FFIRIHVR-H3 « I — S E A F > Ji-Taudi B8 6 & (a) B
SEQ ID NO: 272 B £ 4|69 HVR-H1 ; (b)f 4 SEQ ID NO: 273~
B B R PV HVR-H2 5 K (c)E & SEQ ID NO: 274 7 g £k I F 51 Y
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 282 fr A FFFIAYHVR-HI ; (b))l &
SEQ ID NO: 283 FF W FEFIMHVR-H2 ; K (c)E 4 SEQ ID NO: 284
ZREEBEFFYIBIHVR-H3 o fE— S F i F - fi-Tauhi BB E & (2B &
SEQ ID NO: 282 W2 4|6y HVR-H1 ; (b)f 4 SEQ ID NO: 283~
e B R PV HVR-H2 5 K (c)f & SEQ ID NO: 284 i £L I 7 51 Y
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 292 fr A s FFFIAYHVR-HI ; (b))l &
SEQ ID NO: 2937 fF W FE 5 HVR-H2 ; K (c)E 4 SEQ ID NO: 294
ZREEBEFFYIBIHVR-H3 o fE— S F i F - fi-Tauhi BB E & (2B &
SEQ ID NO: 292 B2 %6y HVR-H1 ; (b)f 4 SEQ ID NO: 293~
e B R P BV HVR-H2 5 K (c)E & SEQ ID NO: 294~ i £k I 51 Y
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T2 HVR : (a)f&SEQ ID NO: 302> A FFFIAYHVR-HI ; (b)fl&
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SEQ ID NO: 3037 FF £ FEFIMHVR-H2 ; K (c)E 4 SEQ ID NO: 304
ZHEEBE P FIEIHVR-H3 o ff — 8 FEHEHF - Hi-Tanhi B B 2 (B3
SEQ ID NO: 302 B2 %6y HVR-H1 ; (b)f 4 SEQ ID NO: 303~
M B Fp STAYHVR-H2 5 K (e)E & SEQ ID NO: 3047 g 2z Fr 51 HY
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 3127l A FFFIAYHVR-HI ; (b))l &
SEQ ID NO: 3137 lF £ FEFIMHVR-H2 ; & (c)&E 4 SEQ ID NO: 314
ZHEEBE P FIEIHVR-H3 o ff — 8 FEHEHF - Hi-Tanhi B B 2 (B3
SEQ ID NO: 3127 B2 %6y HVR-H1 ; (b)f 4 SEQ ID NO: 313~
B B Fp STAYHVR-H2 5 K (e)B & SEQ ID NO: 3147 g ZL Wz Fr I HY
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 322l A FFFIAYHVR-HI ; (b)fl&
SEQ ID NO: 3237 FFE® FEFIMHVR-H2 ; K (c)E 4 SEQ ID NO: 324
ZHEEBE P FIEIHVR-H3 o ff — 8 FEHEHF - Hi-Tanhi B B 2 (B3
SEQ ID NO: 322 B8 %6y HVR-H1 ; (b)f 4 SEQ ID NO: 323~
M B Fp FTAYHVR-H2 5 K (e)E & SEQ ID NO: 3247 g ZL Wz Fr 51 HY
HVR-H3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 332l A FFFIAYHVR-HI ; (b))l &
SEQ ID NO: 333 lF & FESIMHVR-H2 ; K (c)E 4 SEQ ID NO: 334
ZHEEBE P FIEIHVR-H3 o ff — 8 FEHEHF - Hi-Tanhi B B 2 (B3
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SEQ ID NO: 332 B8 %6y HVR-H1 ; (b)f 4 SEQ ID NO: 333~
B B Fp STV HVR-H2 5 K (e)E & SEQ ID NO: 3347 g ZL Wz Fr 51 HY
HVR-H3 o

fE—SEmH F > fi-Taviie a2 — @ - ZFHE=I=([5EE L.
T 2HVR : (a)fl 2 #E ESEQ ID NO: 15~ 25~ 285~ 295~ 345 468%
556 7 B E S F A A HVR-L1 5 (b)f & # H SEQ ID NO: 16 - 26 -
286 ~ 296 K346 B E S FEHIAYHVR-L2 : K (c)E 4 5 HSEQ ID NO:
17 ~ 27 ~ 287 ~ 297 (¢ 347 2 W Bl FF FIHYHVR-L3 o ff — L5 jii 4 of -
bi-TauPr B2 & (a)B & #EE SEQ ID NO: 1525~ 285295+ 345}
468 % 556 I E A FF HI Y HVR-L1 : (b)E & # H SEQ ID NO: 16 -
26 ~ 286 ~ 296 Fr 346 2 B B FF VAU HVR-L2 ; R (c)f & # 5 SEQ ID
NO: 17 ~ 27 ~ 287 ~ 297 [ 347 e B FF HIAYHVR-L3 o

fE—SEmH F > fi-Taviie a2 — @ - ZFHE=I=([5EE L.
T 2HVR : (a)8&SEQ ID NO: 345l E s FFFIAYHVR-L1 ; (b)) &
SEQ ID NO: 346 7 BrE i F5IBYHVR-L2 : F(c)E & SEQ ID NO: 347
Z W B FFFIARIHVR-L3 - fE— S FHEf & - fi-Tavii BB S (B &
SEQ ID NO: 345 B FF 5 HVR-L1 ; (b)& & SEQ ID NO: 346~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 347 fi £k B Fv 51 7Y
HVR-L3 o

fE—SEmH F > fi-Taviie a2 — @ - ZFHE=I=([5EE L.
T ZHVR : (a)f & # 5 SEQ ID NO: 75k 3057 i B % Fr 5 HY HVR-

1; (b))l & B HSEQ ID NO: 76 306 i B Fp FIHYHVR-L2 5 Kz (c)

B ESEQ ID NO: 77k 3077 B E B P FIBVHVR-L3 o 1 — 2L & i
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B - #-Taufi B8 B & (a)E & % 5 SEQ ID NO: 75K 3057 i B Fr 5]
FIHVR-LI : (b)E & # 5 SEQ ID NO: 76 %306 & £ % FE % B HVR-
L2 F(c)E4# ESEQID NO: 77 K307 B2 F 56 HVR-L3 -

fE—SEmH F > fi-Taviie a2 — @ - ZFHE=I=([5EE L.
T 2ZHVR : ()& # EHSEQ ID NO: 85315~ 325K 335 AT
FIEJHVR-L1 5 (b)E & #E E SEQ ID NO: 86 - 316 ~ 326 K336 fir £ g
FEHIEJHVR-L2 : F(c)E4&#EHSEQ ID NO: 87 ~ 317 ~ 327 %3372 [
EEEFFFIBYHVR-L3 « ff —8F i@l § > fi-Tauhi G & (B &2 H
SEQ ID NO: 85~ 315 ~ 325335 g B Fp 5IIAYHVR-L1 : (b)E & &
HSEQ ID NO: 86 ~ 316 ~ 326 ;336 FF A P ¥IHYHVR-L2 ; Kz (¢)f
435 5 SEQ ID NO: 87 ~ 317 ~ 327K 337 B E BB FE 5FYHVR-L3 o

fE—SEmH F > fi-Taviie a2 — @ - ZFHE=I=([5EE L.
T2ZHVR : (a)8&SEQ ID NO: 357 A F4IAWHVR-L1 ; (b)E&
SEQ ID NO: 367 £ F 5 HVR-L2 : F(c)d & SEQ ID NO: 372
i ZL B P JIAYHVR-L3 o ff — S FEEF F - fi-Tauhi BB & (B &
SEQ ID NO: 357 B & 5 IBYHVR-L1 ; (b)&E & SEQ ID NO: 367 [
BB FFAIEYHVR-L2 5 K (c)B&SEQ ID NO: 372 & Fr JIHYHVR-
L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2ZHVR : (a)fL&SEQ ID NO: 457 AR FHIAYHVR-L1 ; (b)AE &
SEQ ID NO: 467 FEM FEFIBHVR-L2 ; & (c)E & SEQ ID NO: 477
i ZL B P JIAYHVR-L3 o ff — S FEEF F - fi-Tauhi BB & (B &
SEQ ID NO: 457 B EfE 456y HVR-L1 5 (b)) & SEQ ID NO: 46 [
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BB FFAIEYHVR-L2 5 K (c)BEL&SEQ ID NO: 47 B & Fr JIHYHVR-
L3 o

fE—SEmH F > fi-Taviie a2 — @ - ZFHE=I=([5EE L.
T 2HVR : (a)E.&SEQ ID NO: 557 g E B FHIAYHVR-L1 ; (b)&
SEQ ID NO: 567 &M FEFIBHVR-L2 ; & (c)E & SEQ ID NO: 577
i ZL B PP FIAYHVR-L3 » ff — S FE @l & - f-Tauhi BB E & () E &
SEQ ID NO: 557 B E s FE 45y HVR-L1 5 (b)) & SEQ ID NO: 56 fB#
BB FFAIEYHVR-L2 5 K (c)BL&SEQ ID NO: 572 & & Fr JIHYHVR-
L3 o

fE—SEmH F > fi-Taviie a2 — @ - ZFHE=I=([5EE L.
T2ZHVR : (a)f,&SEQ ID NO: 657 i EEEFEFAHVR-L1 ; (b)E&
SEQ ID NO: 667 &M FEFIBHVR-L2 ; & (c)E & SEQ ID NO: 677
i ZL B PP FIAYHVR-L3 » ff — S FE @l & - f-Tauhi BB E & () E &
SEQ ID NO: 657 B E s 40y HVR-L1 5 (b)) & SEQ ID NO: 66 [
BB FFAIEYHVR-L2 5 K (c)BL&SEQ ID NO: 672 & & Fr JIHYHVR-
L3 o

fE—SEmH F > fi-Taviie a2 — @ - ZFHE=I=([5EE L.
T 2ZHVR : (a)f&SEQ ID NO: 757 AR FHIAYHVR-L1 ; (b)AE 2
SEQ ID NO: 76 7 &M FEFIBHVR-L2 ; & (c)E & SEQ ID NO: 777
B BL B Fp JIAYHVR-L3 o ff — S E i fl f1 - Hi-Taudi 88 6 & () &
SEQ ID NO: 75 7 B E i FE 40y HVR-L1 5 (b)) & SEQ ID NO: 76 [B#
BB FFAIEYHVR-L2 5 K (c)BE&SEQ ID NO: 772 & & Fr JIHYHVR-
L3 o
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E—HEwmAS > fi-TaabilBEE 20— - “(H={"% 8 2
T 2ZHVR : (a)f.&SEQ ID NO: 85 AR FHIAYHVR-L1 ; (b)AE &
SEQ ID NO: 86 &M FEFIBHVR-L2 ; F(c)E 4 SEQ ID NO: 877
B BBt P JIAYHVR-L3 » ff — S FHEHI$ - Hi-Taufi e B & ()&
SEQ ID NO: 85 B & FF5IBYHVR-L1 ; (b)&E & SEQ ID NO: 86 [
B YIRYTHVR-L2 5 K (c)B&SEQ ID NO: 87 2 g & Fr FIHYHVR-
L3 o

E—HEwmAS > fi-TaabilBEE 20— - “(H={"% 8 2
T 2ZHVR : (a)f.&SEQ ID NO: 957 AR FHIAYHVR-L1 ; (b)AE 2
SEQ ID NO: 967 &M FE B HVR-L2 ; & (c)E 4 SEQ ID NO: 977
B B BE P JIAYHVR-L3 » fE — S FHE I F - Hi-Tauii B E & () E 2
SEQ ID NO: 95 B & FE5IBYHVR-L1 : (b)&E & SEQ ID NO: 967 [
B FYIRYTHVR-L2 5 K (c)B&SEQ ID NO: 97 2 Fg £ Fp FI Y HVR-
L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 1057l A FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 106 BrE i F5HIHVR-L2 : F(c)E 4 SEQ ID NO: 107
ZREEBEFPFIAYHVR-L3 o ff — S F G f > Hi-Taufi 8 8 & () H &
SEQ ID NO: 105 B FF 5 HVR-L1 ; (b)&A & SEQ ID NO: 106~
e B: B 7 FIBYHVR-L2 § R (c)f & SEQ ID NO: 107 2 [ A Bz Fr 51 #Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 1157 kAR FFIAYHVR-L1 ; (b)E A&
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SEQ ID NO: 116 7 & FFIBIHVR-L2 : K (c)E & SEQ ID NO: 117
Z B P FIRYHVR-L3 o ff— S FJE G & - fi-Tauii B8 & ()3
SEQ ID NO: 1157 B F5H#IHVR-L1 ; (b)&E&SEQ ID NO: 116~
B BB Fe FHYHVR-L2 5 K (c)f & SEQ ID NO: 1172 fiz BBz Fr 51 Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 125l A FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 126 7 B & F5HIHVR-L2 : F(c)E 4 SEQ ID NO: 127
Z B P FIRYHVR-L3 o ff— S FJE G & - fi-Tauii B8 & ()3
SEQ ID NO: 1257 B FF 5 I HVR-L1 ; (b)&A & SEQ ID NO: 126~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 127 fi £k B Fv 51 7Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 135 kA FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 136 B & F5HIHVR-L2 : F(c)E 4 SEQ ID NO: 137
Z B P FIRYHVR-L3 o ff— S FJE G & - fi-Tauii B8 & ()3
SEQ ID NO: 135 B FF 5 HVR-L1 ; (b)&E & SEQ ID NO: 136~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 137 fi £k B Fv 51 7Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 1457 kK FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 146 7 B & F5HIHVR-L2 : F(c)E 4 SEQ ID NO: 147
Z B P FIRYHVR-L3 o ff— S FJE G & - fi-Tauii B8 & ()3
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SEQ ID NO: 145 B FF5HIHVR-L1 ; (b)&E & SEQ ID NO: 146~
B B Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 147 fi £k B F7 51 7Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 155 ke FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 156 7 fr R HIEYHVR-L2 5 FE(c)B&SEQ ID NO: 157
ZREEBEFPFIAYHVR-L3 o ff — S F G f > Hi-Taufi 8 8 & () H &
SEQ ID NO: 1557l FF5HJHVR-L1 ; (b)&A & SEQ ID NO: 156~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 157 fi £k B Fv 51 7Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 1657 ki E e FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 1667 BrE i F5HIHVR-L2 : F(c)E 4 SEQ ID NO: 167
ZREEBEFPFIAYHVR-L3 o ff — S F G f > Hi-Taufi 8 8 & () H &
SEQ ID NO: 1657 B FF5H#JHVR-L1 ; (b)&A & SEQ ID NO: 166~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 167 2 fi £k B Fv 51 7Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 175 ke FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 176 Z fr R FIEYHVR-L2 5 FE(c)B&SEQ ID NO: 177
ZREEBEFPFIAYHVR-L3 o ff — S F G f > Hi-Taufi 8 8 & () H &
SEQ ID NO: 1757 B FF5HJHVR-L1 ; (b)&E & SEQ ID NO: 176~

i B Fe JIEYHVR-L2 © K (c)Bl & SEQ ID NO: 1777 i £k B% Fr- 51 #Y
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HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 185l A FFFIAYHVR-L1 ; (b)) &
SEQ ID NO: 186 & F 5 HIHVR-L2 : F(c)fE 4 SEQ ID NO: 187
ZREEBEFPIAYHVR-L3 o ff —HL TG+ > Hi-Tanfil8 B & (@B &
SEQ ID NO: 185 B FF5HJHVR-L1 : (b)&@ & SEQ ID NO: 186~
B B: % Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 187 i £k g Fv 51 #Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 195 kA FFFIAYHVR-L1 ; (b)) &
SEQ ID NO: 196 B & F 5B HVR-L2 : F(c)E & SEQ ID NO: 197
ZREEBEFPIAYHVR-L3 o ff —HL TG+ > Hi-Tanfil8 B & (@B &
SEQ ID NO: 195 B 5 HVR-L1 : (b)& & SEQ ID NO: 196~
B B: % Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 197 fi £k B Fv 51 7Y
HVR-L3 o

fE— S E i B F > i-Tauiife & D —{® ~ A = A B
T 2HVR : (a)8&SEQ ID NO: 205l A FFFIAYHVR-L1 ; (b)) &
SEQ ID NO: 206 B E s FFHBIHVR-L2 5 K (c)f&SEQ ID NO: 207
ZREEBEFPIAYHVR-L3 o ff —HL TG+ > Hi-Tanfil8 B & (@B &
SEQ ID NO: 2057 B FF5HJHVR-L1 ;: (b)&A & SEQ ID NO: 206~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 207 fi £k B Fv 51 7Y
HVR-L3 o

E—EEHEA T > Ji-Taufife Bl & £ /0 — @ - (&= = {2k 5 LA
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T 2HVR : (a)8&SEQ ID NO: 2157l A FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 216 7 B & F5IBIHVR-L2 : F(c)fE & SEQ ID NO: 217
ZREEBEFPFIAYHVR-L3 o ff — S F G f > Hi-Taufi 8 8 & () H &
SEQ ID NO: 215 B FF 5 HVR-L1 ; (b)&A & SEQ ID NO: 216~
B B: % Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 217 fi £k B Fv 51 7Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 225 kA FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 226 7 B & F5IBIHVR-L2 : F(c)E & SEQ ID NO: 227
ZREEBEFPFIAYHVR-L3 o ff — S F G f > Hi-Taufi 8 8 & () H &
SEQ ID NO: 2257 B FF 5 HVR-L1 ; (b)& & SEQ ID NO: 226~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 227 fi £k B Fv 51 7Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 2357l A FFHIHYHVR-L1 ; (b)&
SEQ ID NO: 236 7 BrE i F5IBIHVR-L2 : F(c)E & SEQ ID NO: 237
ZRE B BEFP FIAYHVR-L3 o ff — TG f > Hi-Tavfi i 8 & () B &
SEQ ID NO: 235 B FF 5 HVR-L1 ; (b)& & SEQ ID NO: 236~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 237 fi £k B Fv 51 7Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 2457 ki K FFFIAYHVR-L1 ; (b)E &

SEQ ID NO: 246 B E B F4IBIHVR-L2 5 K (c)f 4 SEQ ID NO: 247
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ZREEBEFPFIAYHVR-L3 o ff — S F G f > Hi-Taufi 8 8 & () H &
EQ ID NO: 2457 lr £ FF5AIHVR-L1 ; (b)&A & SEQ ID NO: 2467
R B: B 7 FIBYHVR-L2 § R (c)f & SEQ ID NO: 247 [ A Bt Fr 51 #Y
HVR-L3 -

E—HERAF > f-TaliBEE2)— @ - Z(H=[EF 2
T 2HVR : (a)8&SEQ ID NO: 255 ke FFFIAYHVR-L1 ; (b)E &

w2

SEQ ID NO: 256 7 fr R FE EHHYHVR-L2 ;5 K (c)E & SEQ ID NO: 257
Z B P FIRYHVR-L3 o ff— S FJE G & - fi-Tauii B8 & ()3
SEQ ID NO: 255 B FF 5 HVR-L1 : (b)&A & SEQ ID NO: 256~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 257 fi £k B Fv 51 7Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 2657 ke FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 266 BrE i F5IBYHVR-L2 : F(c)fE & SEQ ID NO: 267
ZHEEW FFIRIHVR-L3 « £ — S EH G H - Hi-Tauii#8 8 & (a)E
SEQ ID NO: 2657 B FF5HJHVR-L1 ; (b)&A & SEQ ID NO: 266~
B B: % Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 267 fi £k B Fv 51 7Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 275 ki E e FFHIHYHVR-L1 ; (b)&
SEQ ID NO: 276 7 B s FFHBYHVR-L2 5 R (c)f&SEQ ID NO: 277
Z B P FIRYHVR-L3 o ff— S FJE G & - fi-Tauii B8 & ()3
SEQ ID NO: 2757 B E R F FIAYHVR-L1 5 (b)&E & SEQ ID NO: 276~
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B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 277 fi £k B Fv 51 7Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 285l A FFHIHYHVR-L1 ; (b)&
SEQ ID NO: 286 BrE i F5IBYHVR-L2 : F(c)fE & SEQ ID NO: 287
Z MR P FIRYHVR-L3 o ff— S FJE G & - fi-Tauii B8 & ()3
SEQ ID NO: 285 B FE 5 HVR-L1 : (b)&A & SEQ ID NO: 286~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 287 fi £k g Fv 51 #Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 295 ki E e FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 296 B & F5IBYHVR-L2 : K (c)E & SEQ ID NO: 297
Z B P FIRYHVR-L3 o ff— S FJE G & - fi-Tauii B8 & ()3
SEQ ID NO: 295 B FF 5 HVR-L1 ;: (b)& & SEQ ID NO: 296~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 297 fi £k B Fv 51 7Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 305 kA FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 306 &g F5IBYHVR-L2 : F(c)fE & SEQ ID NO: 307
R FYIHVR-L3 « £ — S EFHEH F > Ji-Taufi i A & (a) &
SEQ ID NO: 305 B FF5HJHVR-L1 ; (b)& & SEQ ID NO: 306~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 307 fi £ B Fv 51 7Y
HVR-L3 o
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E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 315l A FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 316 7 BrE M FFIBIHVR-L2 : F(c)E & SEQ ID NO: 317
ZREEBEFPIAYHVR-L3 o ff —HL TG+ > Hi-Tanfil8 B & (@B &
SEQ ID NO: 315 B FF 5 HVR-L1 ; (b)&A & SEQ ID NO: 316~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 317 fi £k B Fv 51 7Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 325l A FFFIAYHVR-L1 ; (b)) &
SEQ ID NO: 326 B & FFIBIHVR-L2 : F(c)fE & SEQ ID NO: 327
ZREEBEFPIAYHVR-L3 o ff —HL TG+ > Hi-Tanfil8 B & (@B &
SEQ ID NO: 325 B FF5HJHVR-L1 ; (b)&A & SEQ ID NO: 326~
B B: i Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 327 fi £k B Fv 51 /Y
HVR-L3 o

E—SgHHF > fi-TaviiB B2V —@ - —EXN=[EEFLL
T 2HVR : (a)8&SEQ ID NO: 335l A FFFIAYHVR-L1 ; (b)E &
SEQ ID NO: 336 7 B E: W FFHIHVR-L2 ; K (c)E & SEQ ID NO: 337
R EEEFPFIAYHVR-L3 o ff — TG+ > Hi-Taufil B & () B &
SEQ ID NO: 335 B 5 HVR-L1 ; (b)& & SEQ ID NO: 336~
B B Fe FIEYHVR-L2 5 K (c)f & SEQ ID NO: 337 fi £k B Fv 51 /Y
HVR-L3 o

E—SEHG F > H-Taudi BB E & (a)E &2 HSEQ ID NO: 12 -
22 ~ 282 ~ 292 % 342 2 B A A IR 5BV HVR-HI ; (b)E & # H SEQ ID
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NO: 13 ~ 23~ 283~ 293343 2 R FFIAWHVR-H2 ; (c)B 2 #H
SEQ ID NO: 14 ~ 24 ~ 284 ~ 294 ;344 i E B4 59 HVR-H3 5 (d)f
£ 3 5 SEQ ID NO: 15~ 25~ 285~ 295 ~ 345 4684556 i E: % 155 71|
BJHVR-L1 ; (e)E & #E EHSEQ ID NO: 16 ~ 26 ~ 286 ~ 296 %3467 Bk
Be FEHIIEYHVR-L2 5 K (f)E & # 5 SEQ ID NO: 17 ~ 27 ~ 287 ~ 297}
347 2 i BB P FHYHVR-L3 o

fE—S g H - Hi-Taudif8 6 & (a)E & SEQ ID NO: 342 7 flF A&
% FF ¥y HVR-H1 5 (b)fL & SEQ ID NO: 343 7 fig £ % /7 51| HY HVR-
H2 5 (¢)B&SEQ ID NO: 344~ j BB Fp 7IHYHVR-H3 ; (d)fL& SEQ
ID NO: 3457 B EMFESIHVR-L1 ; (e)E 4 SEQ ID NO: 3467 f# £
B Fr STV HVR-L2 5 R (B & SEQ ID NO: 347 7 Bz £ § B 5] HY HVR-
L3

E—SEHEHH - Hi-Taufi BB 2 (a)E &2 HSEQ ID NO: 72K
302 7 W BB Fr #BYHVR-H1 5 (b)& & % 5 SEQ ID NO: 73 k3032 i
E B FFFIHYHVR-H2 5 (c)B & #E EH SEQ ID NO: 74 K304 7 f# K B2 Fr 71l
FIHVR-H3 : ()8 &3 ESEQ ID NO: 753057 A %I HVR-
L1; (e)&# HSEQ ID NO: 76 ;306 fEEE FEHIAYHVR-L2 ;5 K (f)
143 H SEQ ID NO: 77 K307 B B FE IF 5 AYHVR-L3 o

E—SEgHEA S - Hi-Taufi B E 2 (a)E &2 HSEQ ID NO: 82 -
312 ~ 322 K332 W £ B FF 56y HVR-HI ; (b)& & i &5 SEQ ID NO:
83 ~ 313 ~ 323 ;333 2 B B % 7 IV HVR-H2 ; (¢)& & # 5 SEQ ID
NO: 84 ~ 314 ~ 324 [z 334 7 it BE: i J7 #|WWHVR-H3 ; (d)f & # H SEQ

ID NO: 85 -~ 315~ 325 K335 2l Bz P FIHVHVR-L1 ; (e)B & #E H

5 78 HEYEHE)

C261061PA docx

112144454 FEESE A0101 1122063558-0



202428606

SEQ ID NO: 86 ~ 316 ~ 326 K: 336 2 Rz B FFF|FUHVR-L2 ; (A&
BEESEQ ID NO: 87 ~ 317 ~ 327 R 337 B B HAJHVR-L3 -
fE— S EHE - #i-Taufii B8 E & (a)B 2 SEQ ID NO: 327 A
M F 7B HVR-H1 5 (b)) & SEQ ID NO: 33 7 g A% Fr 76y HVR-H2 ;
(c)E &SEQ ID NO: 34l A FF 5 HVR-H3 ; (d)E &SEQ ID NO:
357 B L e FIBYHVR-L1 5 (e)H & SEQ ID NO: 36 R &% 5 71 &9
HVR-L2 : F(f)@4SEQID NO: 377 £ F 5B HVR-L3 -
fE— S E A - #i-Taufii B8 E & (a)E 2 SEQ ID NO: 427 f A
B4 5 FIAYHVR-H1 5 (b)& & SEQ ID NO: 43 i B s FF 769 HVR-H2 ;
(c)E&SEQ ID NO: 44~ l# A FF 5| HVR-H3 : (d)E &SEQ ID NO:
457 W B BE FEFIBYHVR-L1 ; (e)fl &2 SEQ ID NO: 462 i K s Fp 71 Y
HVR-L2 : F(f)@ 4 SEQID NO: 47 B #: 5B HVR-L3 -
fE— L EHE - #i-Taufii B8 E & (a)B 2 SEQ ID NO: 527 A
fe E 5B HVR-HI 5 (b)& & SEQ ID NO: 537 B Ef FEHIAYHVR-H2 ;
(c)E&SEQ ID NO: 54~ l# A FF 5 HVR-H3 ; (d)E &SEQ ID NO:
557 BB B HIEIHVR-L1 5 (e)H & SEQ ID NO: 56 R £ % 5 51 &9
HVR-L2 : F(f)@ 4 SEQID NO: 57 £ F 5By HVR-L3 -
fE— R F - #i-Taufii B8 E & (a)E 2 SEQ ID NO: 62 f# A
M F 7B HVR-H1 5 (b)) & SEQ ID NO: 63 2 g £ Fr 7Y HVR-H2 ;
(c)E &SEQ ID NO: 64~ l# A F5AJHVR-H3 ; (d)E &SEQ ID NO:
65 M B fE FFFIBIHVR-L1 5 (e)H & SEQ ID NO: 66 Rt £ % 15 51 &9
HVR-L2 : E(f)@ 4 SEQID NO: 67 £ F5|BYHVR-L3 -

HE—EEREIF - fi-Taubiie B 2 ()BE &SEQ ID NO: 727 g A&
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fe E 5B HVR-HI ; (b)& & SEQ ID NO: 737 WA FEHIAYHVR-H2 ;
(c)E&SEQ ID NO: 742 £’ FF 5 HVR-H3 : (d)E &SEQ ID NO:
7527 B B BE FEFIEIHVR-L1 5 (e)H & SEQ ID NO: 76 Rt £ % 5 51 &9
HVR-L2 : F(f)@ 4 SEQID NO: 777 B #: 5B HVR-L3 -
E—SEY F > Hi-Tauii B 6 & (a)E & SEQ ID NO: 82 A
M F 7BV HVR-HI1 5 (b)) & SEQ ID NO: 83 7 g A% Fr FIHYHVR-H2 ;
(c)E &SEQ ID NO: 84 A FF 5 HVR-H3 : (d)E &SEQ ID NO:
85 R B B HIEIHVR-L1 5 (e)H & SEQ ID NO: 86 Rt £ % 5 71 &9
HVR-L2 : E(f)@ 4 SEQ ID NO: 87 B £ FF 5By HVR-L3 -
E—SEHY F > Hi-Taudii B E & ()E & SEQ ID NO: 92 &
M F 7B HVR-H1 5 (b)) & SEQ ID NO: 93 7 fg £ % Fr FIHYHVR-H2 ;
(c)E&SEQ ID NO: 94~ l# £ FF 5| HVR-H3 : (d)E &SEQ ID NO:
95 B B g FFFIBYHVR-L1 5 (e)H & SEQ ID NO: 96 Rt £ % 15 71 &9
HVR-L2 : E(f)E 4 SEQID NO: 97 B £ F 5By HVR-L3 -
E—SEHG F > Hi-Taudi#8 6 & (a)E & SEQ ID NO: 102 i &
B /7 71 HVR-H1 ; (b)fl & SEQ ID NO: 103 7 Ji £ % F 51 By HVR-
H2 5 (¢)B&SEQ ID NO: 104 2 kg BB FF 7IHYHVR-H3 ; (d)fL& SEQ
ID NO: 1057 fFEM FESIHVR-L1 ; (e)@ 4 SEQ ID NO: 1067 fF £
M FF ZIBYHVR-L2 ; K (f)E & SEQ ID NO: 107 & B [ Fr 7 i HVR-
L3 o
E—SEHG F > Hi-Taubi#8 6 & (a)E & SEQ ID NO: 1127 &
B F7 71 HVR-H1 ; (b)fl & SEQ ID NO: 113 j# £ i F 51 Ay HVR-

H2 5 (¢)B&SEQ ID NO: 1147 A B Fr 5V HVR-H3 5 (d)& & SEQ

% 80 H(EUEHE)

C261061PA docx

112144454 FEESE A0101 1122063558-0



202428606

ID NO: 1157 B FHI6YHVR-L1 ; ()& & SEQ ID NO: 116 it
B P FTHYHVR-L2 5 R ()& SEQ ID NO: 117 2 g2 Bz Fr 51 HVR-
L3 o

fE— S EHF - #i-Taufii B8 E & (a)E 2 SEQ ID NO: 1227 i A&
B %5 HVR-H1 ; (b)& £ SEQ ID NO: 123 £ £ 5|5y HVR-
H2 ; (c)E&SEQ ID NO: 124~ A FF #IHYHVR-H3  (d)fL& SEQ
ID NO: 1257 FEMFESIHVR-L1 ; (e)@ 4 SEQ ID NO: 1267 fF £t
B P FTHYHVR-L2 ;R ()E & SEQ ID NO: 127 2 g £ B Fr ¥y HVR-
L3 o

£ — S F - Hi-Taufii B8 E & (a)BE 2 SEQ ID NO: 1327 i A
B % HVR-H1 ; (b)& £ SEQ ID NO: 133 £ £ 5|5y HVR-
H2 ; (c)E.&SEQ ID NO: 134~ AW FF#IHYHVR-H3 ; (d)fL& SEQ
ID NO: 1357 FEMFESIHVR-L1 ; (e)@ 4 SEQ ID NO: 1367 fF £t
B P FTHYHVR-L2 R ()& SEQ ID NO: 1372 g £ B Fr ¥y HVR-
L3 o

fE— S F - Hi-Taufii B8 E & (a)BE 2 SEQ ID NO: 1427 i &
B % HVR-H1 ; (b)& £ SEQ ID NO: 143 £ F 56y HVR-
H2 ; (c)E.&SEQ ID NO: 144~ g B I Fr #IHYHVR-H3 § (d)fL& SEQ
ID NO: 1457 BFEMFESIHVR-L1 ; (e)E 4 SEQ ID NO: 1467 £
B P STHYHVR-L2 R ()& SEQ ID NO: 147 2 g £ B Fr ¥y HVR-
L3 o
EEA T > fi-Taufife &5 ()2 SEQ ID NO: 152 7 i £k

E_
9 HVR-H1 ; (b)& & SEQ ID NO: 1537 B & 1 5 5 #y HVR-

B 7 %

% 81 H(EYEHE)

C261061PA docx

112144454 FEESE A0101 1122063558-0



202428606

H2 5 (¢)B&SEQ ID NO: 154 7 j BB Fp 7IHYHVR-H3 ; (d)HL& SEQ
ID NO: 1557 FEMFESIHVR-L1 ; (e)@ & SEQ ID NO: 1567 fF £t
M FF ZIEYHVR-L2 ; K (f)E & SEQ ID NO: 1577 j# B % Fr 5 fY HVR-
L3 o

fE— L F - Hi-Taufii B8 E & (a)E 2 SEQ ID NO: 1627 i A&
B /7 71 HVR-H1 ; (b)fl & SEQ ID NO: 163 7} £ i Fr 51 Ay HVR-
H2 5 (¢)B&SEQ ID NO: 164 2 jz BB 7IHYHVR-H3 ; (d)f& SEQ
ID NO: 1657 FFEMFESIHVR-L1 ; (e)@ 4 SEQ ID NO: 1667 fF £
M FF ZIBYHVR-L2 ; K (f)E & SEQ ID NO: 167 % B i Fr 7 FY HVR-
L3 o

fE— S EHF - #i-Taufii B8 E & (a)E 2 SEQ ID NO: 1727 i A&
B /7 71 HVR-H1 ; (b)fl & SEQ ID NO: 173 7 Ji £ % F 51 Ay HVR-
H2 5 (¢)B&SEQ ID NO: 174 2 jz BB FF 7IHYHVR-H3 ; (d)HL& SEQ
ID NO: 1757 BFEMFESIHVR-L1 ; (e)@ 4 SEQ ID NO: 1767 fF £t
M FF ZIBYHVR-L2 ; K (f)E & SEQ ID NO: 177 & B [ Fr 7 A HVR-
L3 o

fE— e F - Hi-Taufii B8 E & (a)E 2 SEQ ID NO: 1827 i A&
% /% %1 9 HVR-H1 ; (b)f & SEQ ID NO: 183 i £ % & 51l 89 HVR-
H2 5 (¢)B&SEQ ID NO: 184~ j BB FF 7IHYHVR-H3 ; (d)fL& SEQ
ID NO: 1857 FFEM FESIMHVR-L1 ; (e)@ 4 SEQ ID NO: 186 f# £t
M FF ZIBYHVR-L2 ; K (f)E & SEQ ID NO: 187 j# B % Fr 7 Y HVR-
L3 o

E—EEREIF - Hi-Taubiie & & (a)E &SEQ ID NO: 1927 iz £
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B % HVR-H1 ; (b)& £ SEQ ID NO: 193 £ 1 £ 5|4y HVR-
H2 5 (¢)B&SEQ ID NO: 194 7 j BB FF 7IHYHVR-H3 ; (d)HL& SEQ
ID NO: 1957 B EF FEFIBYHVR-L1 ; (e)8 & SEQ ID NO: 196 fir &
M FF ZIEYHVR-L2 ;K (f)E & SEQ ID NO: 197 & B [ Fr 7 i HVR-
L3 o

£ — L F - #i-Taufi B8 E & (a)E 2 SEQ ID NO: 202 7 f# A
B % HVR-H1 ; (b)& £ SEQ ID NO: 203 £ 1 £ 5|5y HVR-
H2 5 (¢)B&SEQ ID NO: 204 2 kg BB FF 7IHYHVR-H3 ; (d)HL& SEQ
ID NO: 2057 B EF FEFIHYHVR-L1 5 ()8 & SEQ ID NO: 206 fi &
M FF ZIEYHVR-L2 ;K (f)E & SEQ ID NO: 207 & B i Fr 7 fY HVR-
L3 o

fE— S EHF - #i-Taufii B8 E & (a)BE 2 SEQ ID NO: 2127 i A&
B % HVR-H1 ; (b)& £ SEQ ID NO: 213 lF £ 1 £ 5|5y HVR-
H2 5 (¢)B&SEQ ID NO: 214 2 j BB 7IHYHVR-H3 ; (d)fL& SEQ
ID NO: 2157l EFE FEFIHYHVR-L1 ; (e)8 & SEQ ID NO: 216 fir &
M FF ZIEYHVR-L2 ; K (f)E & SEQ ID NO: 217 & B Fr 7 fY HVR-
L3 o

£ — e E G - $Hi-Taufii B8 E & (a)E 2 SEQ ID NO: 222 7 i A&
B %5 HVR-H1 ; (b)& £ SEQ ID NO: 223 £ 1 £ 5|5y HVR-
H2 5 (¢)B&SEQ ID NO: 224~ j BB Fp 7IHYHVR-H3 ; (d)HL& SEQ
ID NO: 2257 B EFe FE FIHYHVR-L1 5 ()8 & SEQ ID NO: 226 fi &
M FF ZIEYHVR-L2 ; K (f)E & SEQ ID NO: 227 B Fr 7 FY HVR-

L3>~
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E—SEHG F > Hi-Taudi#8 6 & (a)E & SEQ ID NO: 232 7 i &
B % HVR-H1 ; (b)& £ SEQ ID NO: 233 £ £ 5|4y HVR-
H2 ; (c)E&SEQ ID NO: 234~ A W FF #IHYHVR-H3 § (d)fL& SEQ
ID NO: 2357 B EMFESIHVR-L1 ; (e)@ 4 SEQ ID NO: 2367 fF £t
M FF ZIBYHVR-L2 ; K (f)E & SEQ ID NO: 237 B % Fr 7 Y HVR-
L3 o

E—SEHG F > Hi-Taudi#8 6 & (a)E & SEQ ID NO: 242 7 i A
B %5 HVR-H1 ; (b)& £ SEQ ID NO: 243 £ 1 £ 5|4y HVR-
H2 ; (c)E&SEQ ID NO: 244~ j K W Fr #IHYHVR-H3  (d)fL& SEQ
ID NO: 2457 B EMFESIHVR-L1 ; (e)E 4 SEQ ID NO: 2467 £
M FF ZIBYHVR-L2 5 K (f)E & SEQ ID NO: 247 B [ Fr 7 Y HVR-
L3 o

E—SEHG F > Hi-Taudi#8 6 & (a)E & SEQ ID NO: 252 7 i &
B % HVR-H1 ; (b)& £ SEQ ID NO: 253 £ £ 5|4y HVR-
H2 ; (c)f.&SEQ ID NO: 254~ g A Fr #IHYHVR-H3  (d)fL& SEQ
ID NO: 2557 B EM FESIHVR-L1 ; (e)@ 4 SEQ ID NO: 2567 fF £t
M FF ZIBYHVR-L2 ;K (f)E & SEQ ID NO: 257 & B % Fr 7 Y HVR-
L3 o

E—SEHG F > Hi-Taudi#8 6 & (a)E & SEQ ID NO: 262 7 i &
B % HVR-H1 ; (b)& £ SEQ ID NO: 263 £ 1 £ 5|4y HVR-
H2 ; (c)f.&SEQ ID NO: 264 ~ & W FF #IHYHVR-H3  (d)fL& SEQ
ID NO: 2657 BFEMFESIHVR-L1 ; (e)@ 4 SEQ ID NO: 2667 fF £

Bz P ¥1EYHVR-L2 © R (HE 2 SEQ ID NO: 2672 fig £ B% Fr 5By HVR-
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L3 o

fE— S F - Hi-Taufii B8 E & (a)BE 2 SEQ ID NO: 272 7 i A&
B /7 71 HVR-H1 ; (b)fl & SEQ ID NO: 273 7 Ji £ % Fr 51 Ay HVR-
H2 5 (¢)B&SEQ ID NO: 274 2 jz BB Fp 7IHYHVR-H3 ; (d)HL& SEQ
ID NO: 2757 B EM FESIFHVR-L1 ; (e)@ 4 SEQ ID NO: 2767 fF £
M FF ZIEYHVR-L2 ; K (f)E & SEQ ID NO: 277 j# B Fr 7 fY HVR-
L3 o

fE— L F - $Hi-Taufii B8 E & (a)E 2 SEQ ID NO: 2827 i A&
B /7 71 HVR-H1 ; (b)fl & SEQ ID NO: 283 7 i £ i Fr 51 Ay HVR-
H2 5 (¢)B&SEQ ID NO: 284 7 j BB FF IHYHVR-H3 ; (d)HL& SEQ
ID NO: 2857 B EM FESIMHVR-L1 ; (e)@ 4 SEQ ID NO: 286 f# £t
M FF ZIEYHVR-L2 ;K (f)E & SEQ ID NO: 287 B % Fr 7 A HVR-
L3 o

£ — L F - $i-Taufii B8 E & (a)E 2 SEQ ID NO: 292 7 i A&
B /7 71 HVR-H1 ; (b)fl & SEQ ID NO: 293 7 Ji £ % F¢ 51 #Y HVR-
H2 5 (¢)&&SEQ ID NO: 294~ j BB Fp 7IHYHVR-H3 ; (d)fL& SEQ
ID NO: 2957 BFEM FESIFHVR-L1 ; (e)@ 4 SEQ ID NO: 2967 f# £
M FF ZIBYHVR-L2 ;K (f)E & SEQ ID NO: 297 B % Fr 7 i HVR-
L3 o

£ — L F - $Hi-Taufii B8 E & (a)E 2 SEQ ID NO: 3027 f A&
% /% %1 9 HVR-H1 ; (b)f & SEQ ID NO: 303> i £ % & 51l 89 HVR-
H2 5 (¢)&&SEQ ID NO: 304 2 jz BB FF 7IHYHVR-H3 ; (d)fL& SEQ

ID NO: 3057 fF R 7 5IAYHVR-L1 : (e) & SEQ ID NO: 3067 i K&
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M FF ZIBYHVR-L2 ;K (f)E & SEQ ID NO: 307 & B % Fr 7 FY HVR-
L3 o

fE— L F - Hi-Taufii B8 E & (a)E 2 SEQ ID NO: 3127 A
B % HVR-H1 ; (b)& £ SEQ ID NO: 313l £ 1 £ 54y HVR-
H2 5 (¢)B&SEQ ID NO: 314 2 kg BB 7IHYHVR-H3 ; (d)HL& SEQ
ID NO: 3157 B EFE FEFIEYHVR-L1 ; (e)8 & SEQ ID NO: 316 fi &
M FF ZIEYHVR-L2 ;K (f)E & SEQ ID NO: 317 j# B % Fr 7 fY HVR-
L3 o

fE— L F - #i-Taufii B8 E & (a)E 2 SEQ ID NO: 3227 i A&
B % HVR-H1 ; (b)& £ SEQ ID NO: 323 £ 1 £ 5|5y HVR-
H2 5 (¢)B&SEQ ID NO: 324~ j BB Fp 7IHYHVR-H3 ; (d)HL& SEQ
ID NO: 3257 B EFE FEFIHYHVR-L1 ; (e)8 & SEQ ID NO: 326 fir &
M FF ZIBYHVR-L2 ;K (f)E & SEQ ID NO: 327 & B % Fr 7 fY HVR-
L3 o

fE— L F - $#i-Taufii B8 E & (a)E 2 SEQ ID NO: 3327 i A&
B % HVR-H1 ; (b)& £ SEQ ID NO: 333 £ £ 5|5y HVR-
H2 5 (¢)B&SEQ ID NO: 334 2 j BB FF 7IHYHVR-H3 ; (d)HL& SEQ
ID NO: 3357l EF FEFIHYHVR-L1 ; (e)8 & SEQ ID NO: 336 fir &
M FF ZIEYHVR-L2 ;K (f)E & SEQ ID NO: 337 & B % Fr 7 i HVR-
L3 o

HAE— FEREE G o fi-Taudi 88 B A BB EE - £ — {5
o fi-Tauii @B E S WE— LM ER G- 2 HVR A — S & # 288

NERE - Pl AR REIREGBERRAFHLERESR -

Lo

=
i

i
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R —gEED > Jr-Tandr A 4 P SEQ ID NO: 10 ~ 20 ~ 30 -
40 ~ 50 ~ 60 ~ 70 ~ 80 ~ 90 ~ 100 ~ 110 ~ 120 ~ 130 ~ 140 ~ 150 ~ 160 -
170 ~ 180 ~ 190 ~ 200 ~ 210 ~ 220 ~ 230 ~ 240 ~ 250 ~ 260 ~ 270 ~ 280 -
290 ~ 300 ~ 310 ~ 320 ~ 330340 B EMFEHIEH £/090% ~ 91% -
92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99%TK 100% ¥ 51| — &4 14
FVEE TS (VI FA - EEEFHOF > EHE/090% -~ 91% -
92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98%EK99% — F M 2 VHFE 5| &
HHEE K25 P 2 B0 i sF R ~ i ABER S BE &%
ol Z fi-Taufi e fr & Bl TaudE & 2B 1) - LR F A+ » £ SEQ
ID NO: 10 ~20~30 405060~ 7080~ 90~ 100~ 110 ~ 120 -
130 ~ 140 ~ 150 ~ 160 ~ 170 ~ 180 ~ 190 ~ 200 ~ 210 ~ 220 ~ 230 ~ 240 -
250 ~ 260 ~ 270 ~ 280 ~ 290 ~ 300 ~ 310 ~ 320 ~ 330= 340 442+ 1£E 10
{8 B L B 2 &S AR~ A R /BB AR o AR FEEEE ] o B - A
Bk K 2 AEEHVRAMI 2 & F JRBEIFEFR A1) 7150 - i-Taufi#8 &
4SEQ ID NO: 10~20-~30-~40-~50+60~70-~80~90- 100~ 110 -
120 ~ 130 ~ 140 ~ 150 ~ 160 ~ 170 ~ 180 ~ 190 ~ 200 ~ 210 ~ 220 ~ 230 -
240 ~ 250 ~ 260 ~ 270 ~ 280 ~ 290 ~ 300 ~ 310 ~ 320 ~ 33083404 2 VH
PPl Bz cEFRE T —EFEE/MF - VHE
@~ ZExX=(A#E LT 2HVR : ()8 &SEQ ID NO: 12 ~22 32~
42 ~52~62~72-~ 8292102~ 112122~ 132~ 142~ 152 ~ 162 -
172 ~ 182~ 192 ~ 202 ~ 212 ~ 222 ~ 232 ~ 242 ~ 252 ~ 262 ~ 272 ~ 282 -
292 ~ 302 ~ 312 ~ 322 ~ 3328342 B E B FF FIAYHVR-HI - (b)f

SEQ ID NO: 13 ~ 23 ~33~43~53~63~73~83~93~100~113-
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123~ 133 ~ 143 ~ 153~ 163~ 173~ 183 ~ 193 ~ 203 ~ 213 ~ 223 ~ 233 -
243 ~ 253 ~ 263 ~ 273 ~ 283 ~ 293~ 303 ~ 313 ~ 323 -~ 3338343 7 B &
f% 5 5B HVR-H2 > K (c)fL & SEQ ID NO: 14 - 24 ~ 34 ~ 44 ~ 54 ~
64 ~ 74 ~ 84 ~ 94 ~ 104 ~ 114 ~ 124 ~ 134 ~ 144 ~ 154 ~ 164 ~ 174 ~
184 ~ 194 ~ 204 ~ 214 ~ 224 ~ 234 ~ 244 ~ 254 ~ 264 ~ 274 ~ 284 ~ 294 -
304 ~ 314 ~ 324 ~ 33480344 FE BB IR FIIAYHVR-H3 -

EHE—gEEF > -Taudi A 2 BSEQ ID NO: 11 ~ 21~ 31 -
41 ~51~61~71~81~91~ 101~ 111~ 121~ 131~ 141 ~ 151 ~ 161 ~
171 ~ 181 ~ 191 ~ 201 ~ 211 ~ 221 ~ 231 ~ 241 ~ 251 ~ 261 ~ 271 ~ 281 -
291 ~ 301 ~ 311 ~ 321 ~ 331341 2 EBFEIEA £/090% ~ 91% -
92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99%35X 100% /5 5l — F 14
HYEE g i B (VL) P %] - E R EFmAIF - BEHZED90% ~ 91% ~
92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98%E99% — F M VLEFI &
AT 255 Fp Al 2 B (0 Or <7 M ECG) ~ # A BGHR R - HE & 3%
FPil Z fi-TauPi e e Bl Taudd & 2 AE /7 - AL L E I+ - £ SEQ
ID NO: 11 ~21-~31~41~51~61~71~81-~91-~101~111-121-
131 ~ 141 ~ 151 ~ 161 ~ 171 ~ 181 ~ 191 ~ 201 ~ 211 ~ 221 ~ 231 ~ 241 -
251 ~ 261 ~ 271 ~ 281 ~ 291 ~ 301 ~ 311 ~ 321 ~ 331=341F 485 1% 10
8] P B B L aS HUAC ~ fl A R /EGERRER SRR F A o B - A
Bk 5 2 AE AL HVRAMI 2 & F (JRBEIAEFR A1) » 17150 - $i-Taudi g &
4SEQ ID NO: 11 ~21~31-~41~51~61~71~81-~91-~101~111-
121~ 131 ~ 141 ~ 151 ~ 161 ~ 171 ~ 181 ~ 191 ~ 201 ~ 211 ~ 221 ~ 231 -

241 ~ 251 ~ 261 ~ 271 ~ 281 ~ 291 ~ 301 ~ 311 ~ 321 ~ 33183414 2 VL

% 88 H(EUEHE)
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Feoll - BfEZ Pl EEREH - F—HFEEmAI+ » VLE
@~ ZExX=(A#E LT 2HVR : ()8 &SEQ ID NO: 15+ 25~ 35~
45~ 55+ 65~75~85~95+ 105~ 115~ 125~ 135 ~ 145 ~ 155 ~ 165 -
175 ~ 185~ 195 ~ 205 ~ 215 ~ 225 ~ 235 ~ 245 ~ 255 ~ 265 ~ 275 ~ 285 ~
295 ~ 305 ~ 315 ~ 325 ~ 3358345 B EEE FFIAYHVR-L1 - (b) &
SEQ ID NO: 16 ~ 26 ~ 36~ 46 ~ 56 ~ 66 ~ 76 ~ 86 ~ 96 ~ 106 ~ 116
126 ~ 136 ~ 146 ~ 156 ~ 166 ~ 176 ~ 186 ~ 196 ~ 206 ~ 216 ~ 226 ~ 236 -
246 ~ 266 ~ 266 ~ 276 ~ 286 ~ 296 ~ 306 ~ 316 ~ 326 ~ 33653467 fr &
B 5 HYHVR-L2 » K (c)f & SEQ ID NO: 17 ~ 27 ~ 37 ~ 47 ~ 57 ~ 67 ~
77 ~ 87 ~ 97 ~ 107 ~ 117 ~ 127 ~ 137 ~ 147 ~ 157 ~ 167 ~ 177 ~ 187 ~
197 ~ 207 ~ 217 ~ 227 ~ 237 ~ 247 ~ 267 ~ 277 ~ 277 ~ 287 ~ 297 ~ 307 -
317 ~ 327 ~ 3378347 2 Bz F B FF Y AJHVR-L3 o

S —REET o B -Taudi e HPZMBa 200
REZE—ERA VAR R E—ERO A VL - £
— L E A > FEE S5 RIESEQ ID NO: 280 K SEQ ID NO: 281
ZVHE VLA » GENERI 2 EEREH T — S A+ - i
B8 A1 <4 43 BIAESEQ ID NO: 290 K% SEQ ID NO: 2915 > VHE VLF %] »
BIENRERFY 2 EEREH - £ —SEHEHF - JIiEE &7 /L SEQ
ID NO: 300% SEQ ID NO: 3015 > VHE VLY » BN S FY| > iHE
BB o —EERAF - HiEE S 2 hI{ESEQ ID NO: 310 & SEQ
ID NO: 3115 2 VHEVLFY] » BFEEEFY] 2 EEEEM - £ 5%
B F o FiEEEE S BIAESEQ ID NO: 320%SEQ ID NO: 3214 >
VHR VLS » GfFEEEFI CEBEREH  E—SFHAF - e

% 89 HEYEHE)
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4 4 BI{ESEQ ID NO: 330 % SEQ ID NO: 331912 VHE VLF 5] »
MEREFRI 2 EEREHM - £ SFROHF > 8 E S 75 H{ESEQ
ID NO: 340K SEQ ID NO: 341H 2 VAR VLFFH - BTE K ZF P 2
RETREEf -

fE—SEHE T > Rt —fEf-TaufiBE > HPZRBEE2FESE
SEQ ID NO: 3485 SEQ ID NO: 602 M E: s 7 5 Ay & ## &% 814 SEQ ID
NO: 3497 R EL B P P AV ES 8 o (X — L EHE G+ » Rt —fEH1-Taud
i 0 HP sz s &2 M SEQ ID NO: 3485(SEQ ID NO: 602~ iz £ Fr
%I 4H Bk B B2 $ K (I SEQ 1D NO: 3492 fip B: % Fe 71 4H % B 6 4 o

fES—REET » KEFRA —TEEASHRE ZH-Tavhi RS
PRMEE DA EENDRE - BONS - EFREERO$ > REEEE
94B2-C1 ~ 125B11-H3 ~ 37D3-H9 K hu37D3-H9.v28.Ad .~ i 82 45 & A M
FEfEAE R A FEEEHA T - REE SN Taul EEA M
SEQ ID NO: 27 i B 2-244H B 2 #L IR R E BBV BLAS o 11 - 2 F i 3l
1o RS & Tau/ RN HISEQ ID NO: 22 B AL 7-2440 1k & T R
REEARE A EEFHAF - REE SN Tauk EEAHSEQ ID
NO: 27 B EEE7-204H 2 LR A E BRI - (E R EEHH + - 2
&G G Taus RN HISEQ ID NO: 2.7 R B % 10-244H pl = 41 R 8 8 A
WPLRE - AEFEEF A+ - REE 45 G Tauk BN HISEQ ID NO: 22
M BLBE T-214H gk 2 H R A E AR BLRE - (e R EHE WA+ - IRESE SN
Tauf5 EZA HISEQ ID NO: 27 fir Bl 8-224H . 2 i [ 7 & BRHIHiLAS ©
FEFEF i fl o - A& &5 Tau/ BN HISEQ 1D NO: 27 Fr AR 11-
SEHPZHUR A EEAIGURE c R EE O T o RASE S LUT Tau
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FE Y —s % ZE 2 A hiEE © 2-24 ~ 7-24 ~ 7-20 ~ 10-24 ~ 7-21 ~
8-22 ¢ 11-25 « fE—EF il & » R AL&E SN EFASEQ ID NO: 5937 F¢
I Z BKEAR & &7 EASEQ ID NO: 5965(SEQ ID NO: 597 2 Fp 51 2 ik
Yy BLAE

EARFEHZ S—EET > BEBE— R ERE 2 Hi-Tauhi e & B
tRindg > BE®ESHE  ABLCHBXAED®E - —-EER+
Hi-Taudi B8 B i B E % > fl40Fv - Fab ~ Fab' ~ scFv ~ I Hi B8 ¢
Fab )R - i —WEERAIF - il 2RI - Pl IgGlE
Tg G447 /8 B0 A ST 8 5 2 Hofh i A8 B il s[5 A

fEs—REEF  BEBEE— R ERA < H-Tahi BB &AL T
o1 E2TH Tl 2 B - s 2 P E—F -
1. ZiAEB T

T2 B S > AR SCATIR 2 H AR HY R B B(Ko) /<1 uM -
<100 nM ~ <10 nM ~ <1 nM ~ <0.1 nM ~ <0.01 nME{<0.001 nM ({40
10 ME 10 MEL TR » #2010 MZE103 M » f#0107° MZE 10713 M) -

fE— S F G - fE RSN ERERL 2RSS & i (RIA) & M
Kp o ff — L& i ] F1 » RIAF FabZl =0 2 FrBAE i e R Hofi R 4
BOIME - FabH PR 2B RESRM DT RKEMN © fERFEL
PR < € R IV AL T (EFabBl i OB 2 (DR R T - FER
A& iFabiife B 2 B EBHIEGE G HFE(ZE ML - ChenP A, J.
Mol. Biol. 293:865-881(1999)) o & T HETT 5 HT{& 4 » ¥¥MICROTITER®

% fL 5% & # (Thermo Scientific) /] & 5 pg/mlff 4T #7i Fab #7 #& (Cappel

Labs) 2 50 mMUu Bz $f5 (pH 9.6) & MR - HFE®& L Z R (KE23C)H)T

591 HEYEHE)
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HE&2% (w/v)FIME B &S Z PBSIHET W /NEF 2 T /NBF o A 9% 0 B 25
bz 243 (Nunc #269620)F » %100 pMEZ26 pM ['25T14i B 51 F B ;3 Fab
(9] 40 75 & #t VEGF #% % Fab-12 2 5F {£ > PrestaZ A, Cancer Res.
57:4593-4599 (1997) 2 HEMBIRE G - 125 S P/ EFabfR 1k
PRI » 528 0] F7 B & 0 T8 R (B30 65/ N0 ) AT PR 7222 227 fr » Bh % o
=R PR EEYEEEMEEERPLLANEE (W OFRE— /I
) - BEEBEREAK  AREEEMHE0.1%2F LA ER20 (TWEEN-
20°) Z PBSE MR /AR - BERERCHZER » RS0 FA/FL 2 PR
(MICROSCINT-20™ : Packard) » [ fE TOPCOUNT™ yf 8 2% (Packard)
FHEERE B0, o EERMA/NNEEFEN20% K K4S G 2 & Fab
AR EE R N s F R4S & o i o
RES—EEMP - FHBIACORE YR HE 4 T LR 72K E M
Kp - % fi|ifi = > {# F§ BIACORE®-2000 5{ BIACORE®-3000 (BIAcore,
Inc., Piscataway, NJI) - {£25C T HEEHLE CMS &/ L&Y 104 4R B 17
RUYETH - E—EEHAF > RIBMAER ZHHE - AN-LE-
N'-(3- Z H B BL N B -tk {b oo B BR R BE (EDC) e N-3R B T R oo 7
(NHS) 2K 75 {b #& A B B b Ay B 0 4 9 RO 25 & /' (CMS5 » BIACORE,
Inc.)  FH10 mMZ EL#/ (pH 4.8)K i R EE £S5 pg/ml (£90.2 uM) > g
B LASTT /8 2 RE)ERTENUBERGVI0EIREA RU) 2B EE
HE - EHPEE > F5H1 MABERDEE RRIE 2 EEH - HRH)
NEEM - A£25CF - PLRE25 pl/min Z i 8 28 5% Hf Fabft & 0.05
%% AL EE 520 (TWEEN-20™) 5% [ )& M & 2 PBS (PBST) 9 #Y [ (& 2
MK (0.78 nME500 nM) » EHHEN —E—IREFESELY
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(one-to-one Langmuir binding model) (BIACORE®: (L& i3 20k) » #
F [E] B 3t & 4 & S R i BRI B 58 2K 5t B 4 & R R (kon) R iR HE 2R R
(koer) © ~F- 187 i it 5 B (Kp) PAEE Fkor/kon KETH © 2 R4 » Chen¥E A,
J. Mol. Biol. 293:865-881 (1999) « & #& I it 75 1| & 4% + 2L 1R 70 #7 1k
TE G E R EE 100 M st BINGR & 2 AR 0] 75 oh (58 A B O AR R i
KUEE » R MR LRGN R AR 2 kR 5 E 8
S Y FE 5 (Aviv Instruments) 5% 8000- Z %] SLM-AMINCO™ 43 ¢ 3¢ £ &
(ThermoSpectronic)) F FT EHAVBE M II 2 LR FAET - f£25C T &
A& 20 nMEL-FL R HLAS (FabfP 20) 2 PBS (pH 7.2)HY & >t 3 51 58 & OB %
=295 nm ; 5= 340 nm - 16 nm7y 3#) 2 B O ECRD
2. A B

FEHEETEROF » AR EARERE - iEBREA
fE({HABREY) Fab ~ Fab' ~ Fab'-SH ~ F(ab'), ~ FvJscFvh B > X
Pl o HA R B - BN R EHiae R B 240 - 2 R HudsonZ A,
Nat. Med. 9:129-134 (2003) - B scFv R EX 2 423k » £ B 40 Pluckthii
n > The Pharmacology of Monoclonal Antibodies, 11335, Rosenburg
F Moore4s, (Springer-Verlag, New York), #269-315H (1994); 75
HWO 93/16185 5 K E B % F|555,571,894%5 1 5,587,458%% - BN A 4
M ZEEenRATERERERAER 2 ER N EI 2 Fab ik
F(ab"). /1 Bz HVEm L - 22 ALE B E 55 5,869,0465% -

Y EMEAWENREESM 2B RE » Ho &
B R MBI R o & R A EP 404,097 5 WO 1993/01161 ;

HudsonZ A, Nat. Med. 9:129-134 (2003) ; J HollingerZ A, Proc.

5 93 HEYEHE)
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Natl. Acad. Sci. USA 90: 6444-6448 (1993) o = THAE i B2 K I THAE $i Al
JR A 3 7 Hudson®E A, Nat. Med. 9:129-134 (2003) -

HEIEPUAR AR E DLEE < B 8 A 8 B0 50— & o SRS g A 8 I
B —E PR R B c EHEREEHA T - HELE B AEEEDL
& (Domantis, Inc., Waltham, MA : £ F {540 2% B % 7 556,248,516 Bl
) °

MR EEOSERNHESE > GFEWEARES 7 8IHLT
BUBUAEDHEHRBE THBEGIORBEEE coli)BiE H #2 ) E
A ARSI AL -

3. HKERANEIELE

EFREFGmAT  KXREEZIEERGDE -  RE&REH
B 1t 7N (91 40 25 B 25 FI 55 4,816,567%F ¢ K Morrison® A, Proc. Natl.
Acad. Sci. USA, 81:6851-6855 (1984))d1 - £ —(HEHIF > il
IR AN EE W > RKER/NE - RE - BE - RNIEABRERK
HEaEOR B8 E@) K A NBEEEE - 5 —8WH > maiiih
"R e P EREFENC ERATE 2R BT R
WE - e EEENFESE SR B -

EFREFEmAT - kel s ABLTE - BF » HIEAHEN
RET ABECIEREH ABE REFRME - FRRRERAFEANEIERZ
FEEFEMT] - —fims @ ANELIEEE —2E ] 85 » Hf
HVR - f#0CDR (ECH & 7)) 2K E Y FE AN ERHiAE » HFR (BCH & 7)) 2K
FNANBEDERY - N REN Iae NEEER 2 £ /0—&)
oo AF—HLEFE T o ABEREF 2 —EFREALKEIEAEIL

5 94 HEYEHE)

C261061PA docx

112144454 FEESE A0101 1122063558-0



202428606

Az (B0 > HVREEZ B 2R 2 Gifg ) < AH fE 58 Ak B A LA B 40 1 45 B4R =
MR REMEICR T -

ANF AL 88 &8s H 2 J7 0% &5 7t 7 9 40 Almagro & Fransson,
Front. Biosci. 13:1619-1633 (2008) b - H # — 2 # it # # 40
Riechmann® A, Nature 332:323-329 (1988) ; QueenZ A, Proc. Nat'l
Acad. Sci. USA 86:10029-10033 (1989) ; FE[E = F]555,821,3375%% ~ &
7,527,791%% ~ 556,982,321%E & 557,087,409%% ; Kashmiri% A, Methods
36:25-34 (2005) (fi #t Ff 2 ¥ b E & (SDR) % 16 ) ; Padlan, Mol.
Immunol. 28:489-498 (1991) (i " £ B ¥ | ) Dall'AcquaZ A,
Methods 36:43-60 (2005) (}iii " FRE4H | ) : F Osbourn® A, Methods
36:61-68 (2005) & Klimka% A, Br. J. Cancer, 83:252-260 (2000) (i
FREUEH 2 " E5[ 8 ) J775)F -

AN ABEZ  ABEBEEGFEERRD) 8 " REERE
(best-fit) | 282 > REZE (@ (2 BB Sims S A, J. Immunol. 151:2296
(1993)) ;s KFEPEAKENERTEZERNE FH2 NERBNLEF

%l 2L (& (2 R4 Carter® A, Proc. Natl. Acad. Sci. USA, 89:4285
(1992) ; FPrestas A, J. Immunol., 151:2623 (1993)) ; A KE Bk 21 (B2 4
SV AEERANEEE 2 ZEE (2 B F 40 Almagro } Fransson,
Front. Biosci. 13:1619-1633 (2008)) ; K % JF A BT BEFRCE V&2 &
(2 R Bl Baca%s A, J. Biol. Chem. 272:10678-10684 (1997) K Rosok %
A, J. Biol. Chem. 271:22611-22618 (1996)) ©
4. ANFUi#

EHREFEHmOI S - AR E TR ASIRE o o] 51t HE

5 95 HEYEHE)
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Rt RS BRMAKESE NBETLE - ABEPUE — 2 50 van
Dijk } van de Winkel, Curr. Opin. Pharmacol. 5: 368-74 (2001)F
Lonberg, Curr. Opin. Immunol. 20:450-459 (2008)F o
ANEHEMENRCERE L EBENTUR B E £ 552 ANH
MEEREA NEEE 2B IR EIE AR B)Y) % B [F 2k &8
- IWHEYEREE A A NERRKEOERE Z 28— 7r  HE
BNEME R ERESERE  NELRLEORIINNERES 284
e - LI EEEARDETF - NEMERRKEDERE —KEER
e BN EEIEERYIES NEIE Z A2 &I - 2 R Lonberg,
Nat. Biotech. 23:1117-1125 (2005) 7k £ B {40 #t XENOMOUSE™

R Y 3= B H H 556,075,181 5% K 556,150,5845% ; fif 2t HUMAB® ¥ fi
Y 5= B & H 55 5,770,429 5% 5 fi 7t K-M MOUSE® 3 fiy #Y 35 B & F1] 55

7,041,8705% : R f it VELOCIMOUSE® ¥ iif Y 25 B & Fi| H1 35 40 B 2 28
US 2007/00619005% - b Eh ) E £ 2 e B HiAe oY A E 1] 8 (& 0] i
—Z s - Pl mEAE AL EEHS -
NBERBAELRENMEB L ARG - CHEHRESE A
HHENRPBZ NS SREENE-ANHMEFEEAEtk - (27260
Kozbor J. Immunol., 133: 3001 (1984) ; BrodeurZ A, Monoclonal
Antibody Production Techniques and Applications, Z551-63F (Marcel
Dekker, Inc., New York, 1987) ; KxBoernerZ A, J. Immunol., 147: 86
(1991) - H&E i AFBANAERE &R ilo £ Z ABI R /R 2R Ligg A,
Proc. Natl. Acad. Sci. USA, 103:3557-3562 (2006)h - Al 75 /A 8 FE {31
40 3= B 5 A 557,189,826 5% (i 4 B Rl & 8 4l B AR 2 A& B vk A B IgMin

5 96 HEYERHE)
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B2 ) Ni, Xiandai Mianyixue, 26(4):265-268 (2006) (&7t A\ F5- A\ JH gt &
FE) T A 2 T A o N RSB Ul (= IR Bl & 8 £ty (Trioma
technology)) 7N f# #t > Vollmers K Brandlein, Histology and
Histopathology, 20(3):927-937 (2005) &z Vollmers 5z Brandlein, Methods
and Findings in Experimental and Clinical Pharmacology, 27(3):185-91
(2005)F o

NEDLAG 7R vl 75 i oo B 88 B AN R U R AS 2 36 SJE 2 Fvall & o]
B YIES - WA BHFA A BEREARTE ABHEERMES - T
A Y B DUAe SO B AR DUAS 2 B ig -
5. XEFIE

AREH e Rt B AMEEN G Er B H e CEK
JriE - BN E > WEEWMFENZE AN ELARER ZH E
KEHEAMTE R EZ AN BEIE I SCE - B G RGO f 40
HoogenboomZ A Methods in Molecular Biology 178:1-37 (O'BrienZs
A 4%, Human Press, Totowa, NJ, 2001) = » H # — 2§ 7t ¥ ¥ 40
McCaffertyZ A, Nature 348:552-554 ; ClacksonZf A, Nature 352: 624-
628 (1991) ; MarksZE A, J. Mol. Biol. 222: 581-597 (1992) ; Marks}z
Bradbury, Methods in Molecular Biology 248:161-175 (Lo#4g, Human
Press, Totowa, NJ, 2003) ; SidhuZE A, J. Mol. Biol. 338(2): 299-310
(2004) ; LeeZ A, J. Mol. Biol. 340(5): 1073-1093 (2004) ; Fellouse,
Proc. Natl. Acad. Sci. USA 101(34): 12467-12472 (2004) ; K LeeZE A,

J. Immunol. Methods 284(1-2): 119-132(2004)F -
RSB EGEH AT VHRVLERZE LD HIEEE S

55 97 HEYEHHE)
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# S fE (PCR)ZETE HE W W A LR R B E 4H - BB 1% 7] W0 Winter S A,
Ann. Rev. Immunol. 12: 433-455 (1994)hApfdit » st MRS SR EH
FRETTERZE - WRN A B H LB H#EFY (scFv) /7 EREiFabf B2 TP S E B IL
BE R B - KE REAKR  CERM T 2% FE 2S5 IS i im &
SRLEHE o BE 0 WEERAE AWk 8 N DR ## H E T &
B IFE BRI R H R DL & B — A8 sk i i 7 (] R R tE
4 GriffithsZ A, EMBO J, 12: 725-734 (1993)Ff#5i - 4% - [E4A
MREDLam FAEH e EEREES O VERER  HEHE
A E 5 DL 4R i = FE 0] 8 CDR3 & K & 3R G f8 4 E HE 2 PCR5[ F 2K
#1115 > N Hoogenboom &z Winter, J. Mol. Biol., 227: 381-388 (1992)F
g o Wl NI EE ECEMNAREARFENN - EEEFE
5,750,373 58 & £ B 5 Fl] /> B ZE 55 2005/0079574 9% ~ 552005/0119455
g8 ~ 2£2005/02660005% -~ 552007/01171265%F ~ 5£52007/01605985% -~ =
2007/02377645% ~ 552007/02929365% K 5£2009/00023605% -

HABEIIBCE T ERIIEBREEAXHHEANEIE
EWNECEN: - Sl A
6. ZIFEMLIE

EHEEFEHA S  AXHEEINERZFEEIE > il
FEMEDE ZFEUMTEREZVPHEAFMEEFESFEME 2
HEkDE  TEEERIF S ENF L —F G HTanH 5 —
EBixet R HM R X EERAF - G/ REMEF 2 —F G
HTauH S —F G HROEEOR - A X EEHAIF - CREMEHE
Al &5 G F Tau Z W A B PUR AR E & « R E MBS N 8] A (84 i

% 98 H(EYEHHE)
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FHEIEAM N RFTan 2 il F - R EMEFE T U2 RIIERE
R -

AREEZHREEE KT F(EAROEBHLERRTEERA
5] % 2 M 2 W R BK & O OE - B8 B (2 A Milstein & Cuello,
Nature 305: 537 (1983)) > WO 93/08829 » J Traunecker® A, EMBO J.
10: 3655 (1991)) > K " #-F(knob-in-hole) ;, T2 i & (£ R {40 =< EX
BEAIES,731,1685%) « R EMIIRB/N RO T 8IS - N8 HR
FEFc-FE T+ 2 THEAFEZE [ NE(WO 2009/089004A1) 5 {H K
fl B A DL B AR BOR Br Sl (2 A B 40 35 B B R 55 4,676,980 5% K
Brennan¥ A, Science, 229: 81 (1985)) + {H i (1 & B& 411 # & £ %8 7 SR 1k
piig (2 A plaKostelnyZE A, J. Immunol., 148(5):1547-1553 (1992)) ;
fERAREEEEREMHER B " B EhiE ) it R0
Hollinger% A, Proc. Natl. Acad. Sci. USA, 90:6444-6448 (1993)) ; R {#
FIEE$8 Fv (sFv) " B B% (2 B (il 40 Gruber® A, J. Immunol., 152:5368
(1994)) 5 R 4n@an TuttE A, J. Immunol. 147: 60 (1991)H fi7 ## it %4 (#
=R R

AXHFTREFEEA=ZFAK =N LEEREe BN E T
g Zfile > 815 " EAPIE (Octopus antibodies) ; (2 BB ATUS
2006/0025576A1) o

KL s R B ETE g Fab, 5 " DAF > HAE&EERN
Tawu L R 55 — AR HRE 2 H FH & & i B (2 5 6@ US
2008/0069820) -
7. DB ERE

599 HEYEHE)
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EEREERA T  HEALRER B ZIEEARFIER
ie o BOIME > WTREFENBRNEZEE S K/EC AL £ )
M- iR ZEERFIEREEBIREODKEE B AZH®BZIIERZ
% H B2 Fe 51 o BORE IR & Rl 2k B AR o IG5 ) 40 A SRS 2 B
B2 B 51 A B B A 2 iR Ok R /B A R JECHLAR o AT E AT Bk O~ fE A R HY
RZEMEEUESEEERE > ERHEREMREBEREEANT
R BIabiR&G S -

a) BN BARBRKBERE

EREREERA S  RHREA NI EEEBINAZARER
AE o RS EU I Ze B 5% 4~ BT RAE L BE A FEHVR KL FR - fr 57 M LA
Borpc g T ERMN FET c FEEHUEBRRERKIPE-E
CPURTERCR S R o HADTN 302 e AR W (U SR M — D R o B A
Be LRSI AERRERET - Bt H O THFESEEEEY - fl0
PRE/MBE ZPRE S » BERZ2EREMEEM E ZADCCECDC -

%1
JRAERE BIRMERUR BREERNMR

Ala (A) Val ; Leu ; Ile Val
Arg (R) Lys ; Gln ; Asn Lys
Asn (N) GlIn ; His ; Asp, Lys ; Arg Gln
Asp (D) Glu ; Asn Glu
Cys (O) Ser ; Ala Ser
GIn (Q) Asn ; Glu Asn
Glu (E) Asp ; Gln Asp
Gly (G) Ala Ala
His (H) Asn ; Gln ; Lys ; Arg Arg
Ile (I) Leu ; Val ; Met ; Ala; Phe s IEEI#£ | Leu
Leu (L) IEEWERE © Tle s Val » Met » Ala ; Phe Ile

Lys (K) Arg ; Gln ; Asn Arg

%5 100 H(EWHRHAE)
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b2 S BURMERA BREEENMY
Met (M) Leu ; Phe ; Ile Leu
Phe (F) Trp 5 Leu; Val ; Ile ; Ala; Tyr Tyr
Pro (P) Ala Ala
Ser (S) Thr Thr
Thr (T) Val ; Ser Ser
Trp (W) Tyr ; Phe Tyr
Tyr (Y) Trp ; Phe ; Thr ; Ser Phe
Val (V) Ile ; Leu ; Met : Phe ; Ala: [FH IS Leu

M W ] AR IR A (B g M 1T oy 4l

(1)  #KM @ FEEEE - Met ~ Ala~ Val ~ Leu ~ Ile ;

(2)  FHFAKM © Cys > Ser » Thr ~ Asn ~ Gln ;

(3) Mt : Asp ~ Glu;

(4) f@M: - His ~ Lys ~ Arg ;

(5) SEHEHREE  Gly ~ Pro;

(6) J5J& * Trp » Tyr » Phe e

FEPRSF IR R A AR FE R T 2 — & 2B k55—
{E A -

— MR A 2 AU 2 B A OB R B A AS (140 AR AE Bt 88 =
ANEHER ) —HZEeBEEE - —fKms > BERARE-FHFT
P RaEAEENE AR AL S ARV R A Baf (B
) (BIaR AR5 ~ & R M R R /B0R B A R AT Z
FEL A YRR o — T B R M AU AY B SRS RO A0 Sy AL AR - EmT
Y0 {55 FH A 5L W B RS B B 2R A 0 B SN AT (B8 0 AR SR I 2 I S
Mt ES - B5 L NS EHVREAZEE » AiEKEE L
ERERTE A HEEEYEME (BI04 SR J7)#E 1T E -

% 101 HEEWRHASE)

C261061PA docx

112144454 FEESE A0101 1122063558-0



202428606

oS (P B AT AEHVR A AT AP0 e R UL R 7 « IR
SO EHVR T 2EBE | (IR R A AL BS 4 A Bl 24 28 12 1T ] 45 IR 15 AR R 22 38
L ENE P 4R S 2 B A (2 ALl W0 Chowdhury, Methods Mol. Biol.
207:179-196 (2008)) » K/ BILFE < BE)F #1T - Hp &
SR VHE VL GG T] - FEMMEEE R OCE k8 4R O fE 5 5
$ #f¢ 5 B 35 R 7 B BNEL 4 7 Hoogenboom % A Methods in Molecular
Biology 178:1-37 (O'Brien A 4, Human Press, Totowa, NJ, (2001)) «
R TR 2 — S o - #5285 05 (0140 5 85 PCR ~ ## 4
HENBEZHBSI B EZEF P L E—BRSEMESIAZREAR
e a ARG - R ELE R OE - EREm R EEN R
FRBEBRM N2 EMEERE - 5—E5| AZEM 2 J77A8 KHVRE]
BJiE - HpREFHVREAE(PI » —X4-6fE 7B E)E T4 - 05
UM ERNPURE SIS K 2 HVREEE > FI40{5 F N L i 22 8 5%

FEEAEAKER - FES Z 0 F % # |7 CDR-H3 ), CDR-L3 -
1F B S F A B~ f A ECER 2R B 3 A A — B0 & (i HVR

N HEEBNEAEE EREREBE R Ze DRIH - 2400
= WAEHVRIEETAEE FREEEEHRMN T Z Aoz

WA SCATIR i 2 PRSP PEHUAY) o PR AR 0 ] B a0 A HVR o 3 il H1 )R &

FRERIINAL - A BRIt 2 B BB VHE VLFS Z R EE M A+

FZHVRARME A AEE —(F - (f 20 = (B B BRI -
—EEANENEEFR TR IR RENEN H AW

"INBERE TR G 22 ¥ 55 4 | 40 Cunningham & Wells (1989) Science,
244:1081-1085Fr# I » AL BE 5 A » o Al A 8l 08 B 2 58 5L BC BT ({9 20
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T A 0 5fWarg ~ asp ~ his ~ lys R glu) 0 &€ i P 807 & & fig B (]
MR RFENERB)ERUEENRAENRZHEFERES 2
Z o JEHRIARER SR EERUERSI A LM -
NS MR- E eV RBEGSRAREN R R Z
] Y 22 M R o JbL R 3 Ml 52 Rk R A AT B Rk ] R B (% 5 1) AR B i R
PRI ZEY) 250 - ATER B2 AR I ELE RS A F T

pERFIHEAMERENR —HEEEEEH — 02— o {#
LUE R 2 2 IR &0 [ A B i B e fe /BFR B i B e > DA R =0 %
{6 B B BE J A 2 P N f A - SR U £ A 2 & B #5 B3 N B BT B2 i
BERE PR - PUism T 2 HAl i A28 B 8 & PLs < N 2 Cli
EAfg (P A R ADEPTM ) NELE RMB ZMBF V=W Z XM &
T
b) EE(IBER

LR EHE B o B SCAT I I 2 DUAS 2B 1T U8 DUYE D B 1
A E L ZEE - MR T RIIER (LR E R, R (LA
i H R T A0 e L R P 1) DA 2 AR BUORS Br — B2 (1A B A L iz B 2k 3 A

HE -
B EFc® BN T > AR ERZRE EZRKEEY -
MW ASVARELE CRENRBET B S HEEMHE - L —&

#& M NGE B 2 X Fel& 2 CH238K By Asn297 F - 2 AL ] 41 Wright % A
TIBTECH 15:26-32 (1997) - HEEE ]G fE S KLY > flaOH &
M~ N- £ B2k ] 1 B (G1eNAc) ~ -~ FL i Rk /iR B - DAK IS P2 72 B il
EfESEHE S T ER ) P 2GIeNAc LR - £ —SFHEHF > o
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HAZEH IBPTWERBETENUEEEERFEERRE ZFENR
AR -

E—SEmAF - REEAGRZ W (ERKEENFE F2E
EME KL EYEBNTIEERE - B0lns - LWERES BE
MEY R T B 1% 80% ~ 1%%65% ~ 5% % 65%20% % 40% - 5 5 h >
B FE B ET EOM B N Asn297 i 2 R S R A ¥ 7 W0 F8 FHMALDI-TOF & &%
SITETE A Y Asn 297 E T ABEEBWBIOES - X kEH
B  BMRFEERKEE » WHMWO 2008/077546 H A7 fh
gt o Asn2974 5L A Fel@E AL B 297/R 2 R X B i & (FeE@ iR &
Eudg5%) : 281 - BRERNPLEE T N 1810 - Asn297 R Al fu N &
2972 bR ECT Y38 R A B R 0 IR BRI AL i (i B 29481300 fF o I

MG EME(LBRE T EANE ZADCCIAE - 2 B 44135 B H F A
FHZE S US 2003/01571085% (Presta, L.) ; Z5US 2004/00936215% (Kyowa
Hakko Kogyo Co., Ltd) - B " BB M EAL , 30 " §A= 08780 | 1
B R NBHZE B HAEE 0 US 2003/0157108 ;5 WO 2000/61739 ;
WO 2001/29246 ; US 2003/0115614 : US 2002/0164328 : US
2004/0093621 ; US 2004/0132140 ; US 2004/0110704 : US
2004/0110282 ; US 2004/0109865 : WO 2003/085119 ; WO
2003/084570 ;WO  2005/035586 ; WO  2005/035778
W02005/053742 5 WO02002/031140 ; Okazaki & A J. Mol. Biol.
336:1239-1249 (2004) ; Yamane-OhnukiZ A Biotech. Bioeng. 87: 614
(2004) - gESE ERGEERE LB @K 2 EPEEHR=ZEOE
7 HE BB 2 Lecl3 CHO#H I (RipkaZE N, Arch. Biochem. Biophys.
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249:533-545 (1986) ; % F & Fi| HH 35 Z 5% US 2003/0157108 Al%% -
Presta, L ; EWO 2004/056312 Al » AdamsZ A » LHBEH11) > K
R A B 4l B Pk > 58 40 a-1,6-75 % Bl AR B A N (FPUT8) & K 4 Fr CHO
40 B (£ 5540 Yamane-Ohnuki%E A, Biotech. Bioeng. 87: 614 (2004) ;
Kanda, Y. % A, Biotechnol. Bioeng., 94(4):680-688 (2006) ;: &
W02003/085107) «

MEZBEAEARE-FPERVPOERE > PIOEFHRERIIE ZFcE
FHEEAEEEEME N GIcNACT 7 - IWHENMEERETREFRD ZE
bl AL R/ B 2 ADCCYjfE  ILAADLAS 2 A8 2 & FIHE 70 i f1] 40
WO 2003/011878 (Jean-MairetZ A ) ; 2 [E #H 75 6,602,684%% (Umana
% k) s KUS 2005/0123546 (Umanas A) - IRt & fEF > E /0 —(H
PH R AN R Fela PR E AR - WENEEREBTEARER
ZCDCIjfe « WEMBEZSERERH AN H WU WO 1997/30087 (Patel %
A) 5 WO 1998/58964 (Raju, S.) ; & WO 1999/22764 (Raju, S.)5 -
¢) FcE®AEE

LA F - o — s AR Eas] A2 AR SR
ZYULAEWIFcla s - fEMEAFEB ARG - Fc@BRE TS AHFcE
FEA (a0 N 1gGl ~ 1gG2 ~ 1gG381gG4 Feli ) » H AL — B0 % (i Bz A
% B e B & b A BE (2 i (B30 B AR -

EREEROIS - KEHWEREAR —SimIERAKE E T
SRR hEEzERAEENHPEEAVNSIFEN 2/ EE
M EREDfEGEN IS R ADCO) AL EN T EWNIEHNEFEE
ZARBEY) o m]EATIE RSN R/BOE RS N Al i = M o B DAk B2 CDC K /=X

W
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ADCC/EM: 2 [F(R/JHFE - 2P TF » #] E{TFcZ S (FeR)&E & 70 A LA
i Pr PL S 1 = FeyR&E & (R L "] g dik = ADCCIE M) » {H fr B FcRn&h &

A 77 - AN/ & ADCC Z ¢ £ 4ff B NK 4 At (€ 5% 3 FeyRIIT » i B2 #% BK
2 3 FoyRI ~ FeyRID R FeyRIL » FeRAE 35 i 4 B b 2 2% 35 M 4 7t
Ravetch & Kinet, Annu. Rev. Immunol. 9:457-492 (1991)7 464 H 2 %3
o o B DLEREAE AT R X 4 T 2 ADCCIE M By U5 B8 41 43 M1 2 JE TR 1 M & B
ol Y 2 B B R 55 5,500,362 98 (2 L il 4 Hellstrom, 1.5 A Proc. Nat'l
Acad. Sci. USA 83:7059-7063 (1986)) K Hellstrom, 15 A, Proc. Nat'l
Acad. Sci. USA 82:1499-1502 (1985) : 455,821,337%% (£ H Bruggemann,
M.5 A, J. Exp. Med. 166:1351-1361 (1987))d - 5% » 0] £ F3 9k i 4
M o0 B 05 A (2 5040 O @) =X 4l B & R s 2 ACTI™JE iz 59 14 4 Bl & 1
43 # (CellTechnology, Inc. Mountain View, CA) : K CytoTox 96®JF ji &f
M 4 A 52 M: 57 #7 (Promega, Madison, WI)) - 48 F J* IHE 58 53 #r .2 500 4
A B FE & MR B % 4 B (PBMC) K R 28 #x T (NK) A A - 20 2 5
Ah o H)SERE N EEAE AT R Y 4 T 2 ADCCIEYE » BlalfE g a > 2%
#Clynes® A Proc. Nat'l Acad. Sci. USA  95:652-656 (1998)F Ff 181
ZEYEL o IR T Cla e o th AR A4S 5 ClqHR I
B = CDCSEME - 2 RBI4 WO 2006/029879 K WO 2005/1004025 7 Clq
K C3c4i & ELISA - B 7 §F i fs S (L - A BT CDCo i (& A fl 4
Gazzano-Santoro® A, J. Immunol. Methods 202:163 (1996) : Cragg,
M.S.% A, Blood 101:1045-1052 (2003) : K Cragg, M.S. &z M.J. Glennie,
Blood 103:2738-2743 (2004)) « JRu[{E L HK s F ER 2 A (2 R
{5 4 Petkova, S.B.S A, Int. Immunol. 18(12):1759-1769 (2006))# T
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FeRn&h & KOER N EBRF/EZIHE -

WIEDRE /N PLAS B iE B A Felid 7 B 238 ~ 265 ~ 269 ~ 270 -
297 ~ 327329 2 — B H B ZHUREI K F e (FZ B HE F]556,737,056
%) o IEEAFcE SR EE R A M ERL E265 ~ 269 ~ 270 ~ 297 K 327
W BB E L E B Fe s A » B AR 265 R 29T K N I
BZEYFATEE ' DANA ) FeZe 8B 88 G2 HE 55 7,332,5815%) -

B A A BB 2 BIFCRZ G RERBERRE - (2 A
B4 E B B F]5E6,737,0569% 5 WO 2004/056312 F ShieldsSE A, J. Biol.
Chem. 9(2): 6591-6604 (2001)) -

EFREEHM T HREREBEEEEA —HNZEN RADCCL K
BB AU - Pl aiFclE ~ iz B298 ~ 333 R /E(334 5% (5 ~ EU4R %) < A
RAEYFcl& -

FE— g fI o - fEFcl@ T E » S[EClqsh & K /B S ik
&1 4 B B2 1M (CDO) B & (R B e R BB 55) @ Bl 40 > 40 3= B 5 H 25
6,194,5515% - WO 99/51642 } Idusogie® A J. Immunol. 164: 4178-
4184 (2000) 0 7 it

FTELEIRAAEEHERICER 2R E 2 £ W FcZ i
(FcRn) (GuyerZ A, J. Immunol. 117:587 (1976) X KimZ A , J. Immunol.
24:249 (1994)) 7 45 & o B AV $1 8% 45 4 72 US 2005/0014934A1 (Hinton s
NF - KEFREEHPTREA NS EMA ZFcE » ZFMAHE
Fcl@BlFcRn 2 &5 & - IhWERFcBRAB OB TFc@BEET Z —NE
ERAEFI S B 0 238 256 ~ 265 ~ 272 ~ 286 ~ 303 -
305~ 307 ~ 311 ~ 312~ 317 ~ 340 ~ 356 ~ 360 ~ 362 ~ 376 ~ 378 ~ 380 -
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382 ~ 413 - 42454434 > FlA0Fcl@ i 434 7 By {4 (B H F] 57,371,826
i) °

FANRFc@EREE ~ KM EFEH > J8 2 & Duncan & Winter, Nature
322:738-40 (1988) ; 3 [ 5 Fi| 55 5,648,260 9% ; 25 5] & | 55 5,624,821
5% 5 R WO 94/29351 -
d) ¥ TIREIEZHEERE

EHEEFEHAHF - TREFEEELCLRERE TENE ZHE
@4 " thioMAb | » H 1 5 f8 2 — B0 2 {Ifl 558 Bk 45 2 b e B 78 L FL AR -
TEREE RO T » S EEFAENTIE ] Z A B - #&hA -
B R B B AU S A > BB R E M EM N Iiie < vl 2 L 25 B
AT E ST AS B A B oy GE W B EL oy BB B T - Y B & S LE
AR S o — 2 RS EY) c EREREFERA T > DLTNEAS
AT — B0 % T 4K S B B B B ¢ R #E 2 V205 (KabatéR5k) 5 E#E
A118 (EU4R%E) ; R EHFCIE 2 S400 (EU4RYE) « o 40 9 40 35 5 5 F1] &6
7,521,541 5% o f7 # f AR AKX CERERE B TAE oS 2 RS -
e) PLRTTEY

FEREE A F - T A PARAE R ETE B
SHBEEMFCHNAE TSN ER 2B EEQET 7 - BaRie
CTHEERZE > EFEARRN)KITEEEY - KA EEEY ZIER
HIMEMEE(EARR)E L ZE(PEG) ~ L /W _EBHLEY - &
HESER  wEHE - F2RE - BE2MUIRoel « 3-1,3- A 5k E
TKbe ~ B-1,3,6-Z18 5 ~ ZW%/MET W% B LEY - BEREBRGIE
VIS LB Y R G ERERE (-2 IF IS ERDE 2 8 - BTN
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HEY - ZRLENE/ ELELEEEY - BE LG ZcBEWw - o
H) - BOBEREREY - B ZBENEBERE R /KS 258 E Wi
EHEFEHES TEVITREARMSFE > AW B LERDT L
Ay - iRl b BEawrBE T8t BENE-FENLEES
Yo RIHA BMEESAE S F - —fmE - ARCTEERZEEYH
8 H R /BRI A B EEE (B R R PO I R il 2 R iR R M B g
MBTTEYESRANEERE T R EASFSREREEKEE

1 55— {8 B i B o - $2 B 408G B AT RE of 2R BR PO BE AT i BEAE A
MM EEOEE TS EY c - R ERAT  FEOEH TR
I Z5 ok % (Kam % A, Proc. Natl. Acad. Sci. USA 102: 11600-11605
(2005)) - EEH T E A EF K E » BBEFEWEARR)AEE L @480 E
KIEEOBEE » B 2R E-EEOEE oA 2 A 2R R
M o
B. EETAEKREEY

B {5 (5 40 40 25 B 25 I 55 4,816,567 55 R A i > S 4H )7 E R 4E
EYEAETRE - AL —HEEO F o A —fE R A AT 2 BT -Tau
MK oM B - WERE RIS SIS 2 VL AR 75
RSB & Dile < VH L B A B Fe 7 (B a Hi8e < B8 o Je /B0 ) - 1255
—(EEmAI S - RE— S EE S AR SR (P mREERE)
fES—(HERAF - R EE AR 218 W - £ — @R E
i - B EHEEEEWOEELTELY)  (HDEaEEaEE R VL
REEFIIREENRVHIZ BMERFY 2 MERER S NQEE
EEALEMBVLZEERFII MBS —SRBREBaEHEEEN

+
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REVHZ FE A B P 2 M EBEHE e - fE—SLFPIF - 75 F A
Ry B A - fla § B2 Y S (CHO) 4H A =46tk B2 4 B (B 20 YO ~
NSO - Sp20dHifed) - fE—ELFH M+ > Bt —EHEH-Tauiiflg 2 5
S HPZ BT AEEEEENRENE Z KRG TEED LR ERN
BEmBZMEB I KENE TR > KEENE&ZE T EEE
A AE B ' B AU sz Hi ks o

HNPL-Tavhi e < HAAEAE - BRSO W0 E SR 2 fi e
Nl > HRFEEAZ - EEE PR NS EHAgf & — 05
VA R IR IR o PLARRR I O] B i (R E R e (P40 - #E 5 A S
EMMESNGEINBERLAKHEH A ERNERZTBRERS) TR E
Ez‘ o

BERANEESNREAGETRE &S EE T MR A AT
s FZECE A - BEIME > iR RNHEFESL > EAFER
BEAL K FeRUE ge i T H M - R IIER BERZRNTEHEF 2=
B > 2 40 25 B B R 45 5,648,237 - 555,789,199%8 K 55 5,840,523
58 o (JF £ B Charlton, Methods in Molecular Biology, $248% (B.XK.C.
Lo%, Humana Press, Totowa, NJ, 2003), $5245-254F - LL# it i 58 H
BAERBREF ZRE - VERE 2% - qJ LA M& s B E 4R
MR o EELAE B H R — 2P & 4k -

SR A FOHGRERKEN 2 BEZMEY BEBEERRN
I BB EENERRET  BEBELCKEEE " AH
B MESHEEZIEREAS e NEBELLE BN EE
R BB E # o 2 HGerngross, Nat. Biotech. 22:1409-1414 (2004) K Li%
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A, Nat. Biotech. 24:210-215 (2006) o

o RN REEELTE B TR AR N 2 4 A& Y8 (R
HEBYRBEREEY) BERGVELECEHEFEEY R E & 4
B - BN TR T E SIS IR - CHE AR AR R
(Spodoptera frugiperda)di il 2 #75R 97 2 Pk

Y EEY R TRERE - 2 R010EBEHF 55,959,177
BE . 556,040,498%E - 556,420,548%F « 557,125,978%E I 556,417,429%¢
(Feh 7t FE A A B 78 A RAE ) R 2 A DU RS Y PLANTIBODIES ™% ffir )

HHEBYVHERTTEESRE BOlNs  BRERZIEFER
< WE L, ) ) A P AR BT s i Y o 28 R FL B TS 4 R R 2 oAt
R 88 SV40 (COS-T iR 7 R B CVIARAT Ik © A B IE B 4 AR ik (0 1) 40
1£ GrahamZ A, J. Gen Virol. 36:59 (1977)2 Fip 4t 2 2938 2934/ AfT)
48 BB 4T (BHK) ;5 /N B 28 R Fl IR 48 A (mouse sertoli cell) (414140
#£ Mather, Biol. Reprod. 23:243-251 (1980)7F F#&i#i > TMA4H ) ; &
B4R (CVL) 5 JEM & f& B 4l fi (VERO-76) : N ME 7 & S 4l A
(HELA) ; KB4 (MDCK) ; #i % 8 K BB 41 (buffalo rat liver cell)
(BRL 3A) : NHA4HAR(WI138) ; NEAF4HAT (Hep G2) 5 /L AR HE 8
(MMT 060562) 5 #0404 Mather A, Annals N.Y. Acad. Sci. 383:44-
68 (1982)Hr A fish it 2 TRIZHAT ; MRC SHHHE R FSA4HAT o HoAth 2 I H
AL B Y15 £ 40 vk B AR B8 B O S (CHO)4H A - B #E DHFR- CHO4H
B (Urlaub% A, Proc. Natl. Acad. Sci. USA 77:4216 (1980)) ; K ‘& 8558
AAE R > FEA0YO0 ~ NSO K Sp2/0 - BRI & 0 2 A4 Hi g < J b I 3L &)
)75 F AR B AR Y 4k 0 2 B4 Yazaki &z Wu, Methods in Molecular
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Biology, 45248% (B.K.C. Lo4%, Humana Press, Totowa, NJ), &5255-
268 (2003) -
C. 531

A]F5 i BETE Rl 2 2R & Rl o A A ST IR i 2 $ - Tau Pt 88 £
HEYHENCER MR /EEY) MR ETE - BiEECRE -

1. EE5REMSIT

E—ERERET » M AZFH B EEa S - PloFEh
ELF1 5% > GEMELISA ~ 7y 7 BB ESE -

L —RefR R - o] F 3 3 o0 A 2K 8 il Bl AN SO P 1 0 2 B RS R
FaE R Tal e - L EEFE/O G - ILEZREFIESE SN FL4B2-
Cl ~ 125B11-H3 ~ 37D3-H95{ hu37D3-H9.v28. A4 Ff 4 & fH [F] 2 Bt B 1
EEWINGHEEEERFERATEE) HRNEIEMRES ZRAE A
AT E L BY EF 41 ) o M )7 04 2 i 72 Morris (1996) T Epitope Mapping
Protocols | , §AMethods in Molecular Biology 45663 (Humana Press,
Totowa, NJ)F1 o

EPIRMEEFE T EEEE SN Tan L 55— L PLiE (Pl aA
NPT 2 AR PLAS 0 58 W hu37D3-H9.v28 Ad) K 1 HI & Bl 3% 55 — $ii
R PEENTauZ B8 N2 F  RIEL B AR T BB B E L Tau
(BB HEEETan) - E B EFELENMEaR LFRYT - /F LR
FTHEE - ELBEmE _ RIECHE 2B KT EE E E{LTau -
EastE—iBEaNTaLEKETEELE  BREBERG SN
g8 0 H = W [E E L Tavdf & 2L E o 5 MG A F BLE E {k Tau

o ZIRASHVEMB RN REATEE BB/ - QRS i
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E—PViEW F 45 &5 Tau - £ FLHarlow Jz Lane (1988) Antibodies: A
Laboratory Manual % 14% (Cold Spring Harbor Laboratory, Cold
Spring Harbor, NY) -
2. BT

fE—EEES  REMRENEAEYEMZI1-Taw (F1417Z
Tau) i fe 0Y 7 A1 o AE 005 1 m] B0 15 6 40t 33 $1 88 B 25 8 P =0 2 Tau (B
415 88 Tau ~ B %% Tau ~ JEBE S (L Tau & 85 B8 (£ Taw) A9 45 & K [% (K Tau 2B
B RIS H o a0 oK RS 8 /OB E & T 2 48 Tau ~ 480 A M

Tau ~ wJEMEJE W BE (L Tau ~ 0] A ME#EBL {ETaw ~ A W[ JF Tau ~ £ 9 7F

JE bk B (B Tau ~ A 9] 5 W B2 (b Tau ~ B0 B2 (£ Tausk & A B bk B (L Tau
IR RS AR 2 2 B - IR EAER N R/EUERIIN R T EEY)E
M2 Pise -

FEREERA T - MR AZHZ eI BREYENE - 840
= tauE HIE 2 EWIE R > 540 Taul# i 2 R/ B (F40P301L) A A
HAH-Tau IR R RBG VI R 265 & - e (o1 40 B2 08 3 B TR /)N B K B o
MRS G o A > tauE IR Z B AL > 58 40 Tauf® JH A
RV/NE (B0 P30IL) Al i fi-Taufi iR T B > HIEHEN M FERNE
B 12 9l BT A S R AT I 2R UE RS A T (B /N BRUORRE o (40 K R B R S EK
G ) TaudE B (B 20 48 Tau ~ 48 7] 75 14 Tau ~ A 75 ME 8 B2 (£ Tau ~ ]
A MR b B (b Tau ~ &84 0] )5 Tau ~ A 8] 75 b B2 (b Tau ~ A 5] 75 JF b B2
{ETau ~ W (L Tausl & A B R (L Tan Z (BRI ER) 2 2 & -
D. BELEEY

A& R A & AR S 2 B -Taubi #8 B — B0 2% 1 H At 06 R I 50
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HUFRLRESCNRESEESY -

fEE—EEROF - REEEYEE BN MEF& S P K
TG VR4S S VB IR SC Rl 2 SRS o 25 RE IR ME 5] fir 22 ATk R
S EY o B EREACT TP 112 0 770 - Rel!® ~ Re'® -
Sm'>? ~ Bi*'? ~ P? - PO R Lo A HEEIL & - &R EE ST AR
HHE - HTaasRARMAERE R R+ flaTCP 5
11235 B S A% i 3k 3k (NMR) B4 {8 (78 # i L IR B 82 » MRT) 2 & JE fF
300 N EEAmh-123 ~ m-131 ~ gR-111 - 19 ~ B%-13 ~ H-15~ F-17 »
2L~ SR -

AERZEEERECEREREGHB L&Y Z58%E

REECEMBAE HEEWON-T " iEos ke & -3--Mhne & W E) W BB
(SPDP) ~ T P ae B B -4-(N-IE T /b " Baoc e BE AR C e -1-H R
FE(SMCC) ~ mifg B bR e (IT) ~ Bl ~ B EETEVGEL
oA I HERERE)  EMEGEN T Mo A
Be) - BEGGEOR ) 2R ALY EENE SR E X HEk
Ok BEETAYVEONESEEREHTRE)-2 ) -
BeBR(FE MR- _ EEREBE) R EEERLEYEEWL,5- &2,
TWEE) - BUIME 0 EMEERSESE R O A VitettaSE A, Science
238:1098 (1987)F Ff # i ok B (8 o B2 14420 > 1- i S AL %6 H AL -3 -1
BEOML=KALBEMX-DTPA) B AN ERHN It HRAGE S

PITRIEZE G/ - 2 HWO094/11026 - 7 3 + 0] Ky 2 A i 35 M B W 1
WA R TR EE T BOIME 0 AI{EABENRE T E
T RIS R T AR EER T - CHEEE TSR M

w@ﬂ%

N~
1
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Y1~ UEEAE ~ BEM®  $R 75 (Ginkgo biloba) ~ ZBEE-L-Wim ~ SO ER
(idebenone) ~ P % 7 i (propentofylline) B &5 IR I T £ ¥7) - ELIR 2 A
S ZEER(EETRE  CEEREREENER BR)—®E > BHRE
LB B R bW P OB R /R R A R BRI R > R R R R

i

B ZEHE
E—SEHEA T - AFH IR E Y EH GRS - L

HEE YR (EARP T REE SN EE LT ZEEHY Fife s A
SeoTEB\EEARK N T K BRHEMESESEEGT) B

TR BEER BROHREARNBEANEI T - BHEEHBK
HEFFEVBONEGE - StT 26 (DR6) ~ S AR L& EY 2
(RAGE) ~ < & H (parkin) }z 5 32 H £ H (huntingtin) : NMDAZ #g§&
TR (75 Bl 35 & W] (memantine)) ~ B8 g J8 #E  (JK B PU 2 & 0% (DU 2 4
%)) ¢ FH Be G 8 58 A 55 (ergoloid mesylate) 7T BE fg BUE ME 40 0 <2 A&
7 B (71 BI) Y 38 %E (procyclidine) ~ %X J& 1l B (diphenhydramine) ~ 7 &
Z (trihexylphenidyl) ~ % %2 1. it (benztropine) ~ [E Ok 17 % (biperiden) &z
= % @ (trihexyphenidyl)) ; 2% 5 R B8 M HT0H 2 Ak 9 &85 (7 B BT
K A (entacapone) ~ ] 5K &5 [ (selegiline) ~ ¥ fIl 5 2 (pramipexole) ~ /&
% A 3 ik (bromocriptine) - ZE & X JT (rotigotine) ~ F 2 i
(selegiline) ~ ZE UL J& )% (ropinirole) ~ 8 /b &5 [ (rasagiline) ~ o] £ 1 Wk
(apomorphine) ~  [L % B (carbidopa) ~ 7EJjg % B2 (Ievodopa) ~ £ 5 ]
i (pergolide) ~ LK il (tolcapone) k2 <& Ml %) © PUZRGIIR & I8 R B (L&
(B A PR Y ) JE 25 & B5 08 3k &2 9 () B i5] 0% 35 3% (indomethicin) K | SC A
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Il HAt AL &) BECREIMEM E ~ 228 & 72 N 3 M (leuprolide))
A E R (N EDTE B B R % e B ) 0 35 K MR (dimebolin) i A b B2
(homotaurine) (JREI3-FEk Nt L - 3APS) 5 [M)E & 2B S M S &I K
(75 BB FI| 28 5 (xaliproden)) ; 18 R Kot 57 B B R 207 H I E R - i
rg | HEBEER ) SFEEARR)EE KR (fluticasone) (BLFE A BE &
& RAR(FP)) ~ & &K 2 (beclometasone) ~ 4 #f 5% 1 (budesonide) ~ ¥R
2 25 /8 (ciclesonide) ~ B K fA (mometasone) ~ 7, fE 45 24 (flunisolide)
f& fth oK #2 (betamethasone) K if % 5 B (triamcinolone) < " B A £Z 'H ¥
EAF, BB MR AEIE L EREER - Pt e R A R E
EESEE RN - CHNEBEEERD - MM - BMEE RN - BER
& gEdin Rt ZxRE -

FE—SField  —REEHRHEEOR (PI-ARTLAE 1 B A
SRR i-Taupi e — @B - ILEHIABTLES < JRIR G E O & 1E
5o PR ER B P1 (crenezumab) ~ &K I Bk B 51 (solanezumab) ~ H JH Ef B 1
(bapineuzumab) -~ [ 1 £ E #i (aducanumab) - H % A B 1
(gantenerumab) & BAN-2401 (Biogen, Eisai Co., Ltd.) o ff — & & Jif {4
droo — B 2 R B- M B 2B 3 AR AR T B A S P B R 2 B -Tau S
— L B o JE PR &M B o 1 B- Ry Bk 2B B AR S A B BL #E ELND-00S
(78 H {F AZD-103 ¢ & AL BF ) ~ #F # oK %F (tramiprosate) &z PTI-80
(Exebryl-1% ; ProteoTech) o i — 2t & Jifi 5] 2 » — 5 2 7 BACEHI ] &
A BUA S FTiR f Z H-Tau i e — 2 F Bl - HH A BACEHI &1 & 2 JF IR 1
M 2 ] & #E E-2609 (Biogen, Eisai Co., Ltd.) - AZD3293 (/8% &

LY3314814 ; AstraZeneca, Eli Lilly & Co.) - MK-8931 (& & H /b
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(verubecestat)) 5z JNJ-54861911 (Janssen, Shionogi Pharma) o {f — &5 &
he B R — B2 fE Tau ) 1) AR o] BLA S 38 i 2 P -Tau i 48 — 2 7%
Bl o PEAR Taufll A < JEPR R M B PR HEE ~ LMTX (R Al e
85 B BZ 5 Trx-0237 : TauRx Therapeutics Ltd.) + Rember™ (85 H 5t B 5t
2 (L85 B BZ [MTC] : Trx-0014 ; TauRx Therapeutics Ltd) + PBT2 (Prana
Biotechnology) & PTI-51-CH3 (TauPro™ : ProteoTech) o i — % B Jii {4
o — B H At f-Taufi fS 0] BLAR SCAT 2 2 P -Tau Pl e —# 7%

o b AR H A $0 -Tau i 48 < JE R 1 14 & 1 £ 5 BMS-986168 (Bristol-
Myers Squibb) C2N-8E12 (AbbVie, C2N Diagnostics, LLC)  {f — &
g e g o B A #8 5R 5B 2 HI & A (3% %0 NPTO088 (NeuroPhage
Pharmaceuticals)) 8] B A S Fr$E it 2 §i-Taufi fis —#E B -

HE—EFiA G - RBAZH ZHEY 7] E bz 2= & Ml
HRBEASH RGN EABRLIE(EEDE > CHERIE X
HEMRE)—E  HAEBEILE S B HEE F a2 2 508 K /200 8 A
Ko BT B o

E—EgmMF - Bitas T RS HER (BUAR
o~ PRI PR~ R ESEE - PR O7 UK MR EG B CECP ) BLAR IR AR S B ik S
R A LB EERE—EHEAR LS EEEE F e 2 &
Pl Jz /B M RE T Je /BT BV 4H & W) » % 55 IR B B BT RS 1R B R
BEE M R e R EAR - A48 - =8 - BEmiE(RHESR
HE - W BEERR T EREATSA  LMEBREEHZ - BFRR
i (flattened affect) ~ 5 & i J #E 3T R 4 -

PRIRIBEAZFIH ke Pl AR RRASN - B3 &3 i 4
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a2 HM e BB WO 2004/058258 (LH2 FAB16K1TH)
TR R ZMEFELEY) > BIEEFEYIRL(536-39H) ~ bitkfg &b
At {2 (5539-51 ) ~ IEdeBslg fll H1& (5551-56 H) ~ NMDARZ 5535 Hi Al
(3556-58F) ~ WER R (F58-59H) ~ JEHEBFH R EEPI(H60-61H)
AL (5F61-62H) ~ i & (b A% ¥ JE B UE (L2 #2 (PPAR) fig 28U A (55 63-
67H) - HEME B AR (H68-75H) ~ Bk EL MBI M (FHT5-T7TH)
B R EABRMFE(E77-78H) ~ £BEGE(FT8-79H) ~ JiiE
HO7 B R #7412 B0 (55 80-82H ) ~ = & 1/ 7t b (5B 83-89 H ) K A£ K i
WinAgYE EEEYE Z IS e (2 R 889-93H) K Al &4F
(BI93RIAE) > Z XA A Z H A AR F - BRHEAE ESCATTE
N HEGE R EEY) -

ORI R 2 MR AR AH & R A e AH e 1 B (L o W A G R DL B
AR AR - ERHEIY T R ERRE - fEER T o A%
W PUAG & 1 B A AL R BR BN S DG JE B 2 A~ [A] ey R /B Z R EAT © AE—
L6 E i ) 0 $i-TauPife &2 1 B2 R ZR SN G R A 2 16 B2 b A &9 — (E H
N EAES— 8 WA Z=ZBN P eI —R WA =K~ TR
A RBEN KW HEAT

A Z Ui (AR EINEEED AR EME G 2 TR
IR - AN R ENKRE - B BRERFHIEE > BfEEEN
ol o RIS EEBEENAN ~ FIRN - B1IRN ~ RN T &
BL o B oy ith A e Bt 2 F B B/ B T E > RIS R & L AR ()
WA TS > SEWRFAR A 20K NIEST )& 82 - Ak & J 4G 5T

T2 o BLHE ([H A PR FY) BE IR A% B B R & 5 (18] By ) G 280 TR B ~ R 2R 9% B
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5 P T = % -

ABHH B UHEBGBERERE -~ 2 Ak - S8ERRK

AR THERE L RNEZBEERE R ERE - FTEE 2 EH
A B~ ER BB ZERIRAR - WIERER - SERE IR B - R8T
A WENEREEREZCHN 2 HMHEE - B WIELA  MEW
1 o B — B 2 FE & i A 7S TH B BB P AUR E < BE R — LS EC o R
HAMEER o ARERFALNFALY T BN E - FESUEE 2 EH
K B AT R 2 HoA PRI 0 E o B S S R — A% DA SO i A R
Bl & B R aA SCHT i 2 & SR E A - BCBUA SCPTHE I 2 B 8 HY &Y
1% %2 99%(F 7 > SLUR K B/ IR FiETE R B E 2 (T B & K AR &
M -

B T BUERER  ARAZHBNEER 8 (8 EEH—
5% MBI INERBIH & AR RAFERER BEY - il
R~ R 2 BB T R E R TEPE R AR H By B
B~ JoRIROE - BE KRR S KBRS 2 B e K £ IA B BN 2 AT T
E o —AMEBELE—2TEFRABEBERBAGE - SRR B R

BREMEME » APl 0FEh — 22 R E B s i E &m0 - g1
ug/kg® 15 mg/kg (F200.1 mg/kg-10 mg/kg)TLfs A] Ky H 7° [A] B & 1% B
ZANMREEEEIE o Rk CHRERME - —EAAE K &1
91 pg/kgZE 100 mg/kg #E N B R Y100 me/kg » ¥ R FELL R H=0E
R EEGEE > URRME  —RBREEFEE2ERENREE
FREEHN GRS B ik 4188 ~ — 18 Bl R M B & KF /£ £90.05 mg/kg % 4710

mg/kg# BN - AL > o] m B FHEEL0.5 mgkg ~ 2.0 mg/kg ~ 4.0
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mg/kgE( 10 mg/kg (BREALMMEE) L KNS EHE - ILHH & 7] & &
sl > Pl EgEE = BKEGIOUESEEREZN 22+
P AIE ANE PLRR) - T RBEIREESERTE  BEIKRE K%
Bl A& - A0 > HMsGESETRER - WRAZERFNEH
BRI R o3 A 2 B A

EHE  E— FRREYECEE T EAETERAZHREE S
YV AR A D -Taufii B8 BN INAE i -Taufife B K EAT
H. 85

EARFEHZ Z—EET > RESHFEARGE - M1 R/EEE
B 2 mE 2R ZEREE TS ARG EREE
aslff B 2B ELRAE - B LB SEMNOMRT - R 2R
g5~ IVIEIRRE - B AZEM R GEORBREB)PK - FEF
WEBHGYREFREHE ~ THIGR/ERZEIRRZ S —EE s d
G EY  BAEAMERNOWOER T EERTHE T IESH
FTRE 2 ETHFIRN B RERECUNMR) - Ea¥d 2 2/ — 8 & M
Ry RS Z P8 - R LRHEE REHEYH R IBRATERIR -
i g EsE@ETesadae T —Fa  HPzdaVa
aARFEH AR kOHEFTEHEEYZE _Fé > HPZEEY
BEn Al S R s e B - A 2 IE A Ay RS
HE—TEESETNHEYTHREERFERRZELHFAST - EHS
b ZE G E-TEEE (NE)FS > HESBEEE e
LGB e RS A AR K (BWFL) ~ B iz B3 &% B B K - MASIRTE
/R (Ringer's solution) X G lEfE/E R - Hul#E— P HEMEREKERE

/

wi'
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BEMEmE KM - amEMmEmEmE - mEL - BIEdS - st
BT E

FEAE > (REP-Tauhi BB R PU-Taubi 88 2 9h » FARBL S 2 {F
—HOEEARH L BEEESY -
1L 5

AT EARFERHZ HEKBEEYRIED - EMRE - BN E X
i 2 — M i - W] E S TR A E R
BO: EEAREREEELZ Tau
E A B Tau

KB4 A\ SH Taukig 2255 - 2NAR[E o 2 AIY) (2 BB 2-441) BN His
ZEMaUERAERELE - 22 0W0ELS - KR eEREBEES
pETS52b#f #5 (Novagen) - HAE RIGRE F R - SREMAM - HAE4TC
TNHERHE T MR T TMEAL S H AR © 1£40,000 rpm |
G 1N (E QR I R BB AL o #E SR AR A JE AT (NI Sepharose excel#i Al
fef B5 © GE Healthcare Life Sciences) - #& ifi #& i1 K~ £k [H &
(Superdex 200fgf fi5 » GE Healthcare Life Sciences){F & M5 {4 ~ o fE =
HAVEHISIEER B cECE - AR 2 EGE AN £pH 6.8
Z20 mM MES ~ 50 mM NaClj 1 mM TCEPH KB FrEA LN - FElR(E
MTEVE 0BG Br HistE 4 - 4 1 (58 /5 Bt + 3¢ i J@ 1 (Mono S f
GE Healthcare Life Sciences)i 1T i & &L DI bR 2 ~ HistE & - 4
L& ER=H0.1% Tritonx-114 (vIiV)LIERWNER - HREG{EZEG
BX#E A1 mM TCEPZPBSH - #£H SDS-PAGE &z SEC-MALLS%Y

e e R EAeIRRE - B EEERE 5 57 - #H280 nmpa Z UV U
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EEHERE - WM 028 S WIS KRLAL) s AT HE -
WA EV A EWNEFERE0S EU/mg) -
E 4w e E Tau

{56 | b SR i A 2 U7 A B Y Tau2-441 8% 32 8 & A bk % (b
Tau - {£/0.5 pM PKAFE§ (Life Technologies)¥f & 0 5 i 22 f8 4 17
Bz At - A H AR A E & - ZPKABES (8 45l BE 4090k B2 b - K I R
Y81 mM ATP ~ 5 mM MgClL— e =R T EE 72/ - #&hE sk
fifg 50 bk % {6 - (A RO~) FEPH /& A (Superdex 75 » GE Healthcare Life
Sciences) IS FRig M o A A B0 B SCHT A o M A B i < iR (EE B E
EE - BEiRRERRANBERSE -
Higlan 2 ) g B &

fEHERTa2-M41BRBESLAFEF Tau s HEREKEBEOGE XK
£20 mM N, N-%8 (258 £ B )-2- i Bk Z fe hed B (BES) ~ 25 mM NaCl (pH
7.0 > BimAL37C FEMTS pM 465 VU i% B (Cayman Chemicals) K
PEOEFZHRE 218 kDajf & (Sigma Aldrich) E{THEE FE3X -
W AREERTEC DM - BIRROSLEST (DLS) & 73 M 84 K ~F HEFH f& #r

4#

ERER - £ —EBRT > B Taufl " HTau, -
BH2 : EED-Taubifl

05k

Vool sy o =

JE 15 938 8 2 I 1 C57BL/6JOlaHsd (C57BL/6) & BALB/c OlaHsd
(Balb/c) ¥y 4 B /N g8 (Harlan, USA) - E156 & 9 # & Tauk: R 7 Fx /)N &,

(B6.129-Mapttm1Hnd/J ; The Jackson Laboratory, USA) o f£12% 153
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BRI E R - HEE N ETall/ NG ETESHE - A6 FEE
ZH K ETawBA AR A REER S 2 —FEE  50% vivy
Ribi {£ | % %5 (Ribi ; Sigma-Aldrich, Switzerland) > 5 CpG B j% &
DNAZL il 5, #% £ B4 (CpG ; Microsynth, Switzerland) B & &, {5 35 (Al ;
Brenntag, Switzerland) 2 4H & - Ribi B fE A & & H ~ 0.2% Tween-80 &
K& HFHBEGHEREEA (BHE&Z P FIK E (Salmonella minnesota)
T Bl ) Fe & B R R EE A IR B B B (B 45 A AR B (Tubercle bacillus)
IR A T (cord factor) 73 B ) HY 2% /K 61 5 2 5%l FLR -

b T HEZREFE N (p) R E T B 2 HEHED KRG 24 » #5h
RN ES (s.e) B/ NEETTRE R o MEDHZ/NEIp EHLS0 ng H
Tau H DLE UL ST Ui B2 10 pgH Tau » [0 G Z/NEIp 2 HE8 pg
HTau H A& UL R P AL B2 pgHF Tau - 2 7 K2

B2 H CpG K Al (CpG/ANE Ry e Bl 2 JE v BEFE > %200 pl)% &
2460 pg (30 nmol) CpG ~ 1 mg ALK 50 pgETau » ¥ FTAHIFEH >
EEO -~ 14 - 35RS6RH/PEETIEHN  -HANRNFTHEERE R
(Nanotools, Germany).Z /g 5 4b F = TR IR INE R < & H 5 Taufd 58
E B (B R1p R E 50 pg) 1T v fE7E -

R2. NEEHBEETE

HETaufl &
W% /NEm R (e ES) el | EEEERR
A C57BL/6 50 CpG/Al s.C.
B C57BL/6 50 Ribi S.C.
C Balb/c 50 CpG/Al s.C.
D Balb/c 60 CpG/Al B\ H.p.
E Balb/c 5 CpG/Al s.C.

5 136 H(EWRHSH)

C261061PA docx

112144454 FEESE A0101 1122063558-0



202428606

Balb/c 50 Ribi S.C.

G TauE: [R5 10 Ribi BT\ .p.

E=ZRERENRE R B—K - H/ONEMM&ESE - I H
(ERRdRE L B B R AR S AR R EE B & -
BEFE N BETE 2 i &

iR G - R/ o B = 8 4H S 48 5T 1046 Bt & (FF — 43 7 2 ([ Rt

CFEFE AP UERE  BEFEZHFPNERE) 0 EE29FEBMS
cHHEMEY EEREEMEMABAER  HBEB O T XA
At H 2R A B Tau kB Tauds & > I ELISA 7y #r 8 22 ) i X 8 JE
JHEREMER ARG ERZ  BREGKBEBLRDEEEET
AR HEHRBEREZWERBEENNTUGE 2R EERE -
ELISA B 2 57 17

HREMASBRERDE LER - BEFEHELISAD & EESH
FRB AR . EERUEBRBIEBHEEREZEHANE— T HE ZHE -
ELISAZy fr A M E AT ¢ Bl & & A M Tau (flTau ; SignalChem,
Canada)” 45 & » BB RS (L flTau (Genentech, USA).” 454 » HiflTau
EFRHUNHEERHEN 2 &E  RBEEEHRE TadlFRE A 24
G -BEZ HURIFHRZERF 2 —F 2 i 96 f, MaxiSorp
ELISA$Z# # (Nunc, Denmark) o

R3. FAFELISAGR oy i 2 R 8
ALl ELISAZYE |
$ifiTauz 56 | EBEELISA | DU ng/mLE& {2 28 AfHTau (fITau)

BlpTauZ &5 | ELFZELISA |&E&{L H DA1 pg/mL ZE f5 B9 {35 A 472 3 g (GSK3P
Cdk5 ~ PKA K CK10 ; ##5[% {L TauskpTau) G #E 7 Mek ik
bz =R AfHTau

oy

B
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PUIR R € £ | EFELISA | LI10 ng/mLZEf{EDTIE s H #E R oL ER EAVES
fir NS Tau 2 441 {EHZ A (aa) B 9Haalmis e 6 (Haa B 2
MYV RR L Z ISR

BiETauZ 455 | FFEELISA |5 ATl Z DilgGlE B LI A A R T T AYAVIER
B LRSI SR e Tau

FE4°C Nt BR B <% T B K (PBS) P #E (T B i PR 7 - FH 0.05%
Tween-20/PBST 7y LIRS B R - HBE®RA3ITC THE1% FTMEHE
H(BSA)Z0.05% Tween-20/PBS¥f EL[H By 1/NBF - [ 18 DUTE € 6 B R
iFk&E FERTRaR LM » AE3TC M EE2NT » Higak
Al BT i A e R B B A o

¥ H #EELISA » f£37°C T L 1/6000 %5 ¥ E #£ 0.05% Tween-
20/PBSH A IIAPEGE & 2 i/ 8B I1gG gk #ii f8 (Jackson ImmunoResearch
Laboratories, United Kingdom)#fE2/NiF - FE &R K 2 & > BigE
BUE B B BT 8 A K & 9 (pNPP ¢ Sigma-Aldrich,
Switzerland)®; G e <2 B /3R — S » B 1405 nmfzE (£ FHELISAE &
a8 HU 45 (Tecan, Switzerland) £ {THEH - &f R B R B KB HE
(O.D.)

¥ 72 & Tau K B Taufiff $TL ELISA - LLS00{% % 8 [ i 4 0% 4 & @
EREBERFTEA R EEE&ETIGEMZEER I BifE
BHTaus B Tau - HWEHH L HAVIIER B A U B ZETEEYRERL
fEH - B F LS pg/mLE - HEEMEIE16(E - A EL#E
Z -HRP X ABTS /B AN £ & 8 58 Bl 25 (Tecan, Switzerland) & # {7
BHREE - &ERERHOD. -

I 15 B

{88 FBiacore T-1004% 23 (GE Healthcare, United Kingdom)#& [ 2= &
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B FLRMGERMEMSE LBERFREHA(L BRI - &
MEEE2HMIeCEY R M &R & - H{E HflTau (SignalChem,
Canada)fF B fZ8 4 e - AR EFERSENETH HE2 S
T e
SDS-PAGE & 7 77 28 %5 77 17

FEVE 7 2 BA(WB) A F 2K 5 = (A ADE 88 K Wi (8 &5 % IS >~ 3
AD ¥} I8 L A8 1Y R BSOS g ) (Tissue Solutions, United Kingdom)fil 5 Ft
BT TaufifE Bl A RS R Tau 2 45 & - I LAY DU S w05 B A 2
Al A METaudk o - B &I T 2 B Y & & £ 4%-12% bis-tris & B
(Novex » Life Technologies, Switzerland) I H # % % Immobilon PVDF
BE B B A BT ANE 2 #1188 K IRDye 800CW LU 5= Ht /)N B8, — &K $it #ig (Li-
Cor, USA) 1T EEE -
(& N FEA NGB ) <~ ELISA 777

By 1 aFAh AT BE DL AS BLAD R W IR B E BT R B M A B Tau 2 45
& W RSP A EK B B AR R R 2 B BB B e M R IS 1 IR A
& E AF 96 FLIE B b - P 1& 1 42 2K B ADECHF e UL fic ¥ B (i 88 2 v 0%
M N KRS EREY1(400 ng/mLZE H'E + ¥972K 5 Tissue Solutions, United
Kingdom) o & Tau » H i F % # % ;¥ Tau $i 2 (AbCam, United
Kingdom) - #& ifi £ H Fe-y i Bz f5 &2 1 51 & 1gG-AP  (Jackson
ImmunoResearch, USA)#E 1T {H M - { H 5K B Taukk K 5 B /) L 2 K H&
BRI E Bl M A Y B 4H - i 55 B BR B pNPP (Sigma-Aldrich) ik i
Bz B xR —EREE - A1E405 nmjg (5 FELISARS B #% 38 A &5 (Tecan,

Switzerland) #{TEE AL - R TR BILEHEE(OD.) -
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T HE = B TE S

5 il 96 40 B 5 47 B2 3 45 Antitope (Antitope, United Kingdom)
AR B2EERERF B2 CHANRERERFI 2@+
(degenerate primer)tl B 2 [gGR] 2 E §# (VH) ~ IgM VH#f ~ Igxd] &
S (KVL) R Igh VLggER 2 F—FNEEES|F—E{TRT-PCR -
H—EHHE VHERFIAEAREME 2 ANFEE N5+ (HAZHF) B 1gM
RIgGRHEMEEEE s F—EHEE VIEmMRNABETEE - (FH—4/\
B (E Ry REEM s F B EKAZKG) KA ERE— ([
(LABIxEAME EE G| F— i HE#EH VEmRNAETIENE - HH I #E
WIER ZPCREYETHL  BHEEZSZ "TTA, ZEEEHE (PGEM-T
Easy » Promega)d - @A 2 RIS+ HE#E B2 E P - H27{E$t
B aHE o FIEEDRBVHEVLE 2 %k kAR P -
&R
BERE R T e

mUl e =waedt 2B —FEENRSE RN T # &
ZHEET299{F Rt & g ) B flTaud &5 & > H 5590 o0 M P 25 it & &8 Bl p Tau K¢
HEB Tau 454 - HIZ BB B Tau I 48 B8 3 12 (2 6~ Tau (G085 L (b
NEFTa)EZERFECHTE - Bt HeiaEETOWUESERL
EZTanfF i - BT HEENBECE RFEETal AL EE > H5lE
FAAETauR/ B - HE®EHEB & & AETauF ) Z21Y) 2 2 5044 11{F
W Bl (aa) P 7l 2 15 EH B Taufil LEAKEES S E - HEH R —HE
& FA THE Taul® 2 $i #8 DA E (5 81 Tau 2 A B 2 R B 6 2 A8 &5 & & B
N FEALE 2B A NHEARE A E TaulE oh BV & & & KMk -
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=SB E LV E B E A 133 (F K W B ER & #E H
02 Taufg i o A [F] & 288 70 #fr 2 40 & H I B2 Taudin 38 B A B
MM EeBHEH « & 7 b flTau kpTauss & - H90{H Rl & &
BTt Hp24ERER & RERPRE1A-Fd < [ E M Tau
F B 3 1T 1] 44 B 258 DA E 0 358 R B Tau ih B 40 B = % 8 A 11 FF 2408 R
KW (AD) Kk HfthtauEE B F i i (b 2 M E B &S S HHiaE - B h
FEELISAFTHIE » RZ B 2 PLae LU DI4E &R & & it flTau &
pTau ©

FE—EgiHF » FEZTaufiie s &N Taur BHiE R BRI W
BiMABIREHFT —FE - st BEMICELISALIMEIRESE SN
flTau G M BEFIP AW E - ELIEHFELISAZ . (H PR E# E 2
FELISARE &R F)ETRELL - DUHIEE =UE T 2 ELISAR (& i (R
BEE A Tan BEEYIEE K B Taur BEEGINEE -

& M B #% PE B W A Tau i =0 BT A 9078 B BT 34 & HiAS HY &5 & 2 i
T M - EARTEEEPME — & Tausd 47 W 78 TaufP 20 2 [ 48 & F1 HY
MBS HIEE IR - 18Hpt &8 L &R B RINE2A-EF -

EMNTEREEAHNEZEREFRFZTasR M 2B 2 EE
IR By o] & 0 B B = % FE VB fE pTaudE £ (Ser ~ Thr K Tyr) 2 [& 45 & Y Pt
g o LA HTavZ FrA NHEE D EBY) 248 &7 AE)Z Taufife & B
fEAE o 5 I A9FH IR & S AT B 2 K5 il 5 A B S il o8 A #) BE 122 2 HAS
oz Tandi [ RORELE » ZFERBE A HTane R & H BEH IS# EE K
(aa) » HAofflaalZ B EE H9Haalmts - BARFHEN ABTaur &
REINRYY)(441{#aa) - B L ARG ENF A - LLE S 1/1057 8 & £
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ARGtz UieRE s - BAAA B MELISABE Z 112{0 8 &

B EEDURS HE o~ B 20 K [H Taui Rk E B4 & (R4) -

%4 :

$1 ¥ DU RS~ Taufi R E £

TauPiJFR;
14F5-D9 1-15
94B2-B12 1-15
94B2-C1 1-15
10A1-A6 10-24
10A1-D8 10-24
11E10-B8 10-24
17G12-C11 10-24
17G12-D5 10-24
19H6-A1 10-24
19H6-F7 10-24
19H6-G8 10-24
37D3-H12 10-24
37D3-H9 10-24
37E8-B4 10-24
37E8-C2 10-24
3A4-H4 10-24
3H10-E12(A) 10-24
3H10-G12 10-24
44B7-A9 10-24
44B7-B1 10-24
54C1-H11 10-24
61E7-B11 10-24
61H10-B4 10-24
61H10-H3 10-24
127G7-A5 10-24
127G7-E7 10-24
115A4-A3 10-24
115A4-B1 10-24
125B11-B6 10-24
73C8-A5 10-24
73C8-G4 10-24
76B4-D9 10-24

C261061PA docx

112144454

. Taugﬁijkﬁ
(aa)
30A1-C9 73-87
30A1-D11 73-87
28F5-G8 82-96
28F5-H8 82-96
33G9-All 100-114
33G9-B9 100-114
52F2-E12 100-114
52F2-E8 100-114
52F6-B3 100-114
52F6-F11 100-114
56D3-C8 100-114
56D3-E9 100-114
70B10-B6B2 100-114
70B10-B6G12 100-114
78E4-D11 100-114
78E4-G4 100-114
30G1-B2 109-123
30GI-Cl11 109-123
49G10-F4 109-123
49G10-HI 109-123
65B1-A2 109-123
65B1-A7 109-123
73H6-B8 109-123
113F5-A8 109-123
113F5-F7 109-123
125B11-H3 109-123
26C1-B11 118-132
26C1-C8 118-132
74H10-A3 118-132
74H10-C3 118-132
78F3-B2 118-132
78F3-E7C6 118-132

55 142 HEEWRHAS)

FEESE A0101

1122063558-0



202428606

76B4-H7 10-24 78F3-E7TH7 118-132
123E9-B3 19-33 126H12-G6 136-150
15C6-A7 19-33 126H12-H7 136-150
19F8-B1 19-33 22G7-C9 154-168
24A11-D5 19-33 22G7-GY 154-168
63H3-B2 19-33 111B8-C4 163-177
63H3-D8 19-33 111B8-F10 163-177
64B9-E11 19-33 66F5-A1 172-177
64B9-F12 19-33 66F5-F2 172-177
45D2-C9 19-33 71H8-A1 190-204
45D2-F4 19-33 71H8-D6 190-204
72E12-B2 19-33 83E10-D10 190-204
72G10-A7 19-33 83E10-D6 190-204
72G10-B6 19-33 126F11-B3 217-231
123E9-Al 19-42 126F11-G11 217-231
19F8-Cl11 19-42 93A8-C9 397-411
7A11-C12 19-42 93A8-D2 397-411
89F4-A2 28-42
89F4-Al 28-44
12A10-E8 37-51
55E7-B12 37-51
72E12-H9 37-51
55E7-F11 37-51
30D12-B5 64-78
21C1-D8 64-78
21C1-G6 64-78
30D12-F6 64-78
31A3-A4 64-78
31A3-A7 64-78
77D1-D2 64-78
77D1-E6 64-78

¥ B fl1Tau 2 #8 #0 7 2 ) - f£ Biacore & &5 I (£ FJ SPRE M 461F
fife » HAUHIE Ky » #8 iik buas & E £ 5ilegGhh A b B A f1Taufk 5
TR S oy M W 2K #E 17 Biacore A M ST E Ml - 32FEH1 A8 2 &5 R BRI KS
oo Hor AR B flTau Z 78 M 7 B JU 88 7 &) - £ & A f1Taw 2 3R A0 )
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FIHLRS o 22FE B AR 2 BRI (B R 20 nM > o 14TE B 2 KofE A S
nM > £ b 7 B8 37D3-H9. Kp (71 7)1 nM -
%5 1 B flTau BA1IH

Kbp Ko
1N (nM) bike (nM)
37D3-H9 1 3A4-H4 7.8
54C1-H11 1.5 52F6-F11 8.4
123E9-Al 1.8 3A4-A12 10.1
94B2-C1 1.9 44B7-B1 14.7
D4A11-D5 2 3H10-E12 19.4
113F5-F7 2.4 10A1-D8 19.6
89F4-A1 2.9 52F2-E8 26
19F8-B1 2.9 19H6-F7 39
61E7-C4 3.3 34H4-F5 43
126F11-G11 42 19H6-A1 56
26C1-C8 43 34H4-B10 69
93A8-D2 43 17G12-C11 118
37E8-B4 4.4 45H12-C4 139
61E7-B11 4.8 17G12-D5 161
125B11-H3 6 61H10-H3 177
54C1-C3 6.8 11E10-C3 399

B TS A Tan FT A ANEE Y BEVES
SHMANEE Y EEY) 2 B4 Taufp 5 16 ## 7 SDS-PAGE » H{EH =
FEATE Taufi A BT T ERIA(WB) - T = ZTaui B GG S AT
ANTETau[F Dy RAEYI(E3) o $LAh > FEFET 2K B = (# AD K {5
VCAC ¥ e 4l 2 RES S B Y LA B PR - 1A FEHH H &0 A 2 L Z it R
REER ALt AT IS YT A =M SRR Y R BT A /N Tau[H
DEBYZET - £ ANHADE S IR 4G 2 R B 5 o A M B Ay =
B A] R oK Bk B2 b R /BCTE B AL Y AD (iR 3% 1 Z SDSFE JE Tau 4%
i
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S AME FE E M ELIS Af ¥ 70 A o 3 17 A 2R [ 22 78 BRI 9 (AD) e ¥
A NERIEF Tanz 454 - USEMBEETHHKEM
[l AD k% W {6l FFE AD A e UL fic 3 02 (i §8 =~ =] 74 14 Tau i 17 10 T HY B A OA
A > femAlEt =i (E4A-C) -

AE 276 Bt & 88 < s 9] & 4 7 51 (Antitope, United Kingdom) -
EEE@EREREERESEERMVR) ZEHERFIERRFIER
EFI o
BEHI3 : REBPL-Taudi il

K ARG K F TS DNARETE 2 B fH1gG2a (E#l) K ek
(RS g ) LB ) R IA RS T AR SR DU AS B o S S o - 75 i g I SR o
BB R 0SB R 2K AE CHO 293 Tl Ay R R B F1 88 - H R ¥R A0 5
MabSelectSure (GE Healthcare Life Sciences)s4li{L  {£Biacore T200
REERE FLEIRES LA/ NEReGRITEEH K SHRIICMS & H §f ¥ 6l
TanE R EH &G BEKH L 2 BEHRE - E/H10 wl/min 2 i 8 28
Foofifel pg/mlZ R ERY imlgG2afy F#5 B 2 10 mM HEPES (pH
7.4) ~ 150 mM NaCl + 0.05% Tween 20 (3 {E4E &% > HBSP)r 2 Hi 4%
B30 B 45F) (3182 26C1 ~ 94B2-C1 ~ 52F6-F11.vl ~ 52F6-F11.v2 -
11E10-B8 + 55E7-F11 - 125B11-H3 - 123E9-Al - 30G1-B2 - 66F5-
Al ~ 89F4-Al ~ 93A8-D2F 126F11-G11) » siffi#20.1 pg/ml> &R H i
B 1% 708 1 50F) (48 19H6-F7 ~ 3A4-H4 ~ 54C1-H11 & 37D3-H9) » {E
25C MEM30 pl/min 2 g 8 28 3 K LT R E B M Tau s 8 £ HBSPH 2
GE L BB BE26C1 2 94B2 0 16 ~ 31 ~ 63 ~ 125 ~ 125 ~ 250 F 500

nM ; BRI AES2F6-F11.v1 K S5S2F6-F11.v2 » 16 ~ 31 ~ 63 ~ 125 ~ 125 ~
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250 ~ 500 521000 nM ; ¥ A B 11E10-B8 ~ 55E7-F11 & 125B11-H3 -
6~ 19~ 56~ 56~ 167 & 500 nM ; ¥f 7 57 8% 123E9-A1 ~ 30G1-B2 -
66F5-A1 ~ 89F4-Al + 93A8-D2 K, 126F11-G11 > 5 ~ 16 ~ 49 ~ 148 -
148 ~ 444 ~ 1333 %4000 nM ; ¥ 2 19H6-F7 > 0.4~ 1.6 ~ 6.3 ~ 2.5~ 100
k2400 nM ; Kz #fjA3A4-H4 ~ 54C1-H11 K 37D3-H9 > 0.2~ 0.8 ~ 4~ 4 -
2052100 nM - &5 &7 & K 2 il B ] 73 il 155 4 180-480%) K2 300-600F) -
i RBS = B A0 7 (3% 6) R AE CDR A A TR AENXS/ T B (b & U i 28 U AS
37D3-HI R 1L i — 20 73 A7 -

x6: BHEHE ABTaEE ZKp (01M) - FImBER R R LIGE HE

2B e
bikis Kp (nM) kon (1/Ms) kotr (1/5)
4 -4
26C1 17 4% 10 7% 10
4 -4
94B2-C1 6 5% 10 3% 10
54C1-H11 0.6 3% 10° 7 %10
3A4-H4 12 3 x 104 3 x 10'4
37D3-H9 1.6 1x10° 1x10"
19H6-F7 10 2% 10° 2% 10"
11E10-B8 108 2% 10° 2% 107
55E7-F11 171 2% 10° 4 %107
125B11-H3 5 5% 10" 3x10"
123E9-A1 52 4%10° 2%x10°
30G1-B2 20 4x%10° 8 x 10"
66F5-A1 105 8 x 10" 8 x 10"
89F4-A1 27 3% 10° 7%10°
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93A8-D2 6 3% 10° ” 107
126F11-G11 3 2 x 10° 45107
52F6-F11.v1 15 s 10" 7% 107
52F6-F11.v2 5 7% 10" 410"

37D3-HY {45 & )i Tau 25 [ 55 R 24 B &5 77

{85 F Biacore & {ff & &= 4H (GE Life Sciences)fii A #H B 48 TaudE H B
Biacore SHFICMS &/ L EE G - (EZLAKE128 RUZ — ([ EE - (£
HEERY NEERENGEHFabkIgGP A Z37D3-HORY B f# & &
Hh A& aEE S8 B300s> A@ERE K124 8K16 nM
(IgG)ECS ~ 10 ~ 20 ~ 40580 nM (Fab) - B HI f& ¥ 37 48 7200 %) (Fab) 5
1440070 (IgG) - A 1E BB oER Kt BEREBERRE - frstBZ
R B A R B 37D3-H9 Fab 5.0 x 10 H %f37D3-H9 [gG A& 1.1 x 107 > #H
24515 o BSEHFab (28 )R 1eG CEE)F R E R 2 2= 58 > f57/R37D3-
HY IgGEIR A& T -
B'HI4 : pi-TauhiBZ AB ML

HHHMECDREMENEEEREEABHEE NEFIELEER
FARA{EFAE37D3-H9 A #H5{E (Dennis, M.S. (2010). CDR repair: A novel
approach to antibody humanization. Current Trends in Monoclonal
Antibody Development and Manufacturing, S.J. Shire, W. Gombotz, K.
Bechtold-Peters 5z J. Andya,4 (Springer, New York), 289-28F) o &F (&
[ 4L [F VH3 ~ V2 e VeI iEAR B 281 - BB EYE L BE49 (Kabat
WA EFEERREE - VOBEYHEBEEM B2 4T EEEEE
B oo VKIBHEYERBRLUE? 4SBT EMFBEREARE - BHERG K

5 147 HEEWRAS)

C261061PA docx

112144454 FEESE A0101 1122063558-0



202428606

Fe REETE 2 N R 1gG1E 1gGa Fe v IR FLEh ) R 3R e 2k 2 A B (b
SEERES o 350K B R RS g e Ay dh i 2 CHOM M R 2K R B PLAE - H
FH 3 A0 fet H5 MabSelect SurezK @b - {ii I Biacore A #HIgGHfift E4H ~ S
ZHICMS5 & /7 K Biacore T20014% 25 $1 % B A\ 23 Tau B 58 2 R A0 77 & 58 A
HULBER - MR WEEL2 pg/ml > HAET0 pl/min FHHITISF © 1E
30 pl/min2 SRBYER T > BH100 ~ 33~ 11 53.7 nMASETauBE 88 52 10
mM HEPES (pH 7.4) ~ 150 mM NaCl ~ 0.05% Tween 20 (#{E4#RK

HBSP) 2 & & Ko 8 Bt 77 5 15 48 180F) 2 600F) - ¥ &G RIE A 1165 =13

HBERT) -
K7 st EE A Tauz A SHAE S R ESH A ] &R B
DiAeE HAg R Kp (nM)

hu37D3-H9.v1 k1l 4.1
hu37D3-H9.v2 k1l 5.6
hu37D3-H9.v3 k1l 8.8
hu37D3-H9.v4 k1l 82
hu37D3-H9.v5 K2 1.9
hu37D3-H9.v6 K2 3.5
hu37D3-H9.v7 K2 270
hu37D3-H9.v8 K2 10.2
hu37D3-H9.v9 K2 13.2
hu37D3-H9.v10 K2 14.3
hu37D3-H9.v11 K2 74.8
hu37D3-H9.v12 K2 216
hu37D3-H9.v13 K2 9.0
hu37D3-H9.v14 K2 10.8
hu37D3-H9.v15 K2 19.0
hu37D3-H9.v16 K2 272
hu37D3-H9.v17 K2 8.1
hu37D3-H9.v18 K2 134
hu37D3-H9.v19 K2 55.7
hu37D3-H9.v20 K2 369
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hu37D3-H9.v21 K2 38.1
hu37D3-H9.v22 K2 36.6
hu37D3-H9.v23 K2 81.1
hu37D3-H9.v24 K2 56.6

FEM R EERE FEIRA LMD RE &4 &/ E v E
MTE—FTFREH RS EEhu37D3-H9.v1l ~ hu37D3-H9.v2 ~ hu37D3-
H9.v5 Fz hu37D3-H9.v6 - H F H&n B 2 AN TauE B EE (1.2 ~ 3.7 ~
111~ 11.1~33.3 ~ 100 nM)J& 5 fill 2 %5 & (300Fh ) & fié B (1200 )ik 75
BEoMEESEER  HEREMNLIGSERGRS) -
K8EFENMTHER FHLIRFH MM ESEZGE A HTanZ & &8 7]

B

B
DR FAS SR AR Ko (nM)
hu37D3-H9.v1 Kl 1.1nM > 1.0nM
hu37D3-H9.v2 Kl 1.2nM
hu37D3-H9.v5 K2 0.8 nM
hu37D3-H9.v6 K2 1.4nM

YLYTE (M252Y/S254T/T256E) %8 8 ff A % B b [pGABi B b « U4
Al F & Fe~z 88 (FeRn) &5 & &5 18 18 28 8 (58 WA M252Y - S254T K T256E
(YTE))LA3E hnFeRnéh & H R MM i a8 P =8 - 2 A EE A EF]H
% 22 5 2003/01903 1158 % Dall'Acqua A, J. Biol. Chem. 281:23514-
23524 (2006) -

B P RS 125B11-H3 A {2 VH3 e Vel L G fE 22 | - EEEBE Y
L E 78 (Kabatég 5% 24 ) B BB R EERE - VKIREYILEEIE43
K 8TH EIEEEERE - N 113F5-FIo & N2 VIR - H
THREMEBRSTEE FHAINBEERE - H ANHFE (L8 2B HHE

(125B11) R 88 4% (125B11 R 113F5-F7) L % 48 & 0 2t 2L 03 » H {29671
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PRSP 40 SR i A AT SR - [ 1% 5 ] Biacore N IgGilifE E4H -
SZHICMS &/ K Biacore T200 4 45 $ ¥ 81 A %8 Tau BE #5 2 37 A0 ] A 2858
ANBEERERE - HEHREZ2 pg/ml - HAE10 pl/min FHE1ISF -
£40 pl/minZ JREYFEZERT > GO0 ~ 100 %500 nM A $H TauEE #5 /X HBSP
2 G G R BREE O AR @ 180s k2 300s o HGGRE M L1 o HE B (R
9) o

RO HMAREERE T I REEE125B11-H3 R 113F5-F7 AL £

125B11 8 AR L2 AT
&fi Ko (nM)
HCI HC2 | HC3 HC4 | HCS HC6

LC1 16, 19 18 18 15 85
125811 4 A |LC2 20 20 19 14 -* NT
HLERRE | Lc3 21 23 20 15

LC4 23 22 20 17 >100 | >100

LC1 57 61 54 44
113F5-F7 i g |LC2 67 68 55 47
NRULEREE |3 61 64 54 47 >100

LC4 71 77 65 51

* PlTauBife 2 /NG &
NT > RAHE -

EL BN B OFD AR S (2 10) BEFE & A f hul25B11.v17 (HC3+LCl) -
hul25B11.v26 (HC4+LC2) K hul25B11.v28 (HCA+LC4)FH 1A & B #F7 X 8
T8 - KHiAE94B2-C1 AL £ VHI R V2 E - E#EBHEY)
FEALE28 ~ 29 ~ 67 ~ 69 ~ 71 K73 (Kabatf 3% & &t) fid /8 & & B3 5%

c VRRBHEVERAELE? - 36 R46T N EEEBREE - LH/H
R \EESHE 2 e o A0 ESCE B I25BIIRTE AL - #E R E B T
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PR (SPRYZE AT &li(E R B 28 © SPREFEE &G RN R 1IF - HFEE
F A hu94B2.v105 (B 4% EEE94B2. HCI » HE 8 B A2 94B2.LCI13)

SEEAISPREF (R 1) -
F10 : FrBE NFR(E-TaupiaiG B2 2 8 T2 B R
I I (111(1\]2) (1123}@ (I;jfsf)
hul25B11v17  |hIgGl 10.5 0.8 x 10° 0.8 x 107
hul25B11.v26  |hIgGl 9.5 0.7 x 10° 0.7 x 107
hul25B11.v28  |hIgGl 10.2 0.7 x 10° 0.7 x 107
hu94B2 v105 hlgG1 3.7 0.8 x 10° 03 x 107

R MR EERE T IRETBEIB2 AL R

. 04AB2eg gl N\ FRLREE FAT ¢
Ko (nM)
LCY9 | LC10 | LC11 | LCI12 | LC13 | LC14 | LC15 | LC16

HC1 3.8% § 915 § 411 § 104.0 §
HC2 57 § 89.6 § 7.4 NT 99 6 §
HC3 2.0 § 693 § 3.8 § 64.1 §

94B2 E i A | HC4 61.9 s s s 64.1 s s s

ML &g R : : : :

B HC5 2.7 § 62.6 § 4.0 § 72.6 §
HC6 0.9 § 70.1 § 3.0 § 741 §
HC7 529 § § § 57.8 § § §
HCS 1.0 § 443 § 2.4 § 51.5 §

*n=3REM LTI -
Thu94B2.v105 -
S BLAIE A Ta R Y RN
NT > I -
BHIS B A LH- Taubi B8 B85 14 53 #7
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EEETEE N

HEEAETIENUEBREEY FIIHN ZBENE - ik
A B2 220 mM R B 4% B (pH 5.5) =2 o % B8 4% 870 (pH 7.4)
Fo BB E] mg/mlZ BT - (E—2 5 AL40C TEZ M FFE?2
o BB HBEAFEAL-70C TERA A - &R & A9 E R
B E B B AT (L DLE IR > a] i F RO & A (LO)-E 58 (MS) 73 A #
2 FRET N - HREAT ZEK > AEMS I 5047 & i i8] (5 LC)
ks @ EFEwEE RS TER EEREERFIEN) - £
+10 ppm Z B LT - IRIBERE - $tEPBE ZIRIRE REEER 2K
1) JE 15 B £ BB & A [ (XIC) B ¥ g s 1T Am o LU E E f - #&
i (&2 8 2 K 2 f8) Br DA (SE 2 B 2 K 2 TE AR D0 TR 4R K .2 T 18D 2fe 2A
1007 5 H & B A By MH B E &8 B 77 Eb o B & 1 ¥ 8 (6=0) 5 A BT Jige 3
(=2 ) A ZE B FMHEE T ok - Fron 8 o B RoR e R (t=28)
BB A B R (1=0){E - & PTiAghu37D3-H9.v1 &z hu37D3-H9.v5 Z jii B Bz 1t
o3 A B 2 A 4L ## CDR-1 4 Z Fp JIN**G?NY (Kabat4g 5% ) 2 7Y B B
Bt o 3 3R R B B N2° GNP Z 3 N B Y hu37D3-H9.v1 £ 16.5% H # it
hu37D3-H9.vS B 11% -
IR 1L 2 D e AT IR < a5 e Y 2 2

BEF NP EH S A EHTaa 2 A DWW EE > FEEENS
R B B b AR B8 R PR 0 | Ay W (R B A o £ 40°C T KF Hu37D3-H9.v5
hlgG4.8228P LA 1 mg/ml 2 & & AE bt B2 B8 &% 1 B0 K (pH 7.4) P 85 B W
8 o EHLC-MS/MSE RIN**G &t Z Bl bz (b o TH ¥ 7 t=0R JE R
A =2 JE R 2 AR RE B B (B3 0 43.1% o {£ F GE Biacore A3
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IgGi e E4H R SR FICMS & | #5 i 2 | & 4+ 1L Rk (Biacore) 77 17 JE %
B FE 8 2 b BB gy Tauss & o ¥ higGfE10 mM HEPES (pH 7.4) ~ 150
mM NaCl + 0.05% Tween 20 (¥E{E4EK » HBSP)H#EE2 pg/ml >

HAETO pl/min Z R B 2R T L 1570 (108 A) B 1 7RD (128 A) {3 30

wl//Z R B2 ~ 300 s&h & P8 B K 1800 sAEBEFS EE > WX & LA HBSPH
0~31~63~12.5~25- ~ 50K 100 nM2Z B 5 2 A FETauEE 52

B NEER - fEERZHE > LI10 pl/minf# f3ME (b #E 2 308D /£ &
fEREAELE - EHESBRE 28 (EE "R 28 ZFHEEHG)IA1:14
EREURGERN BORKRIR2PA RIGRENR  BELLERT
FERDiAe AT R I P e K 2 /KB E E - (HTaudE & 5 5t < & &k (A
Z B Rmax 7 B L) BEBAR o fL 8t ¥ e K2 2% Z H Rmax{H#
{TIEMAL Z1& > e R (=28 ) B A B 7R Ry R JE U A 48 Tauds & AE
NZRE—F(HEEHRE ZRmax[FKS56%FTTE ) « Frat & 277
PP b - fEE Mo =082 t=23 2 B A Z EHYKp 7= £ /N 2%
(B =0/ t=23 - Kp= 0.7 nM) » R 5 —2H) > HPt=2 G A S
B E DB R A ) LR LB

R12 M REE S T ILRE 2 AV FE B K R B hu37D3-H9 v A

HigTauZ HEGE G

hu37D3-H9.v5 Bofir g/K Rmax &KIEHEZ Rmax KIEHEZ
hlgG4.S228P 7 #(RU) (RU) (=Rmax/fe{ir f&/K#) RmaxHy&E(L

ETHELH (t=0) 102.9 477 0.46 N/A
1. JFEH(t=21) 146.8 30.2 021 - 56%

IR (EH DI AE AT IR Z 85 e Y BER T MEIEA 16 Z Rmax  HY51 H
ENTERREXEEREREEERLEREERZEREY
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(Bischoff R. fz Kolbe H.V.J. (1994). J. Chromat. 5, 662, Z5261-278FH) >
TATRENE i D (B R 5 hu37D3-H9.v5 N28D) ¥ Bl A\ fH Tau B #5
A Ay & - {£25°C N {Hi FgBiacore T200{#% 28 - GE Biacore A #E1gG
MICEH K CMS SEHI& & PR A JT - KihlgG{£10 mM HEPES (pH
7.4) ~ 150 mM NaCl ~ 0.05% Tween 20 (E{E4ZE )18 » HBSP)T #ffE £2
ug/ml > HAETO0 pl/min 25 B R T HE 228 o EH30 pl/min 2 fi
AR~ 3000 & & I B S 600F) A BEPE EZ - U B LLFRHBSPHI0 ~ 6.3 »
12.5~25+~25~50~ 100~ 2005400 nM 7 EFE X5 2 A TauEE EE2 1Y
BORER - AEERZE - LL10 pl/minfE FH3MEA b # 2 3070 71 4F
KEFE - HLIGEEMEeER - BERB 20 st Ehu37D3-
H9.v5 K hu37D3-H9.v5.3 (FE A X F 78 FE Bhu37D3-H9.v5 N28D) 7 i F
e ARLIEEeEZ28EE "R, 28 2 HEEGVES RS
8 ERETRRETREI3G -

FLAEAE S T 9 B FAYhu37D3-H9 .v5 Kpit EfE1.5 x 10° M (°F
HE 0 n =4XE B WNAE)MEEEE - hu37D3-H9.v5 N28D%: £ 5 ~ Kpat
BER/160 x 10° M - FIE - N** (L D& p A T k> 10065 o
22 7y hu37D3-H9.vS N28D% 35 7 A0 ¥ i KGR F0 70 ;e tH e 8 )
2 BEHEH > HNPRDPEREBIECGY 28 18 0 i i 28 & s A
DR ES 0 DA 78 R 2 F £ 5] f & IE R AL Z RmaxHy [#
R ML » & 7 Ep S8 bb#E B - Rs £ 78 %5 2 55 hu37D3-H9.v5 f hu37D3-
H9.v5 N28D ” Tau&di & il B fd T 471 A8 5 B R & £ — i Z Taudd & i
tfE b o Bl EE )& hu37D3-HO.v5 M EL 8 > hu37D3-H9.v5 B hu37D3-

H9.vS N28DZ 'R &5 & IEH AL < Rmax[F{&45% (£13) - B
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B4R - CEMREZRmaxE B E R ENE(E B RNELELAT S

MM RERD - EFEWHE > L FEHE 2 Rmaxfy & (LA 0 H

A B BE S B M B AYhu37D3-H9 . S A EE -

213 : f£hu37D3-H9.v5 2 Z4 ) 8 1% K AEhu37D3-H9 v 5 8 7H 8 iR B i (b

7 P)hu37D3-H9.v5 N28DE & 1% A ¥ M 21 /Y 48 1TF #7 {b 2 Rmax#y & (k£

Kb Rmax &ZIFHR{bEZ RmaxEd -

LS aM) | (RU) | SEiEHEREE R

hu37D3-HO.vS - PUEE SRS T

b1aG1 15402 | 76.1+04 5% iyl

hu37D3-H9.v5 N28D .

b1aG1 160 81.0 4%

hu37D3-HO.v5 - _ :

hu37D3-H9.v5 N28D 20 46.4 45% RIERE a2 M
TEPLAS

hlgG1

h _HO.

h?;é?é;z; 5 =0 1.5 68.8 3% e A 2 ¥HEZE

hu37D3-HO.v5

hlIlgG4.S2281;, =23 L3 33.4 54% TESEA

*EIEM (L ZRmax = Rmax (RU) / FC{rf87K#E(RU) - 25 HifgHy

IR (E ZRmax = 0.33 (UEEBRANNE 2 THEE > EEE<0.01) -

AR E 1L R ZEFE

& 1 Biacore ¥ {H 90fE37D3-H9%: 4G DIEL i
RS EERY B O T Z T AE

HILZ KRB HE—=E -

@-4 C/\\\l

{1 408 PR R 46 R T
Bl - BREA

SHG2IAZEE S B ZEEFE - Asn-28 Fz Tyr-

Tﬁ N28G29N30T31

NrEBERBOIEYE LRESFEEER HAQEBE CBE U RERE
2433193 (ERFMARIRHBITDI-HIFE M ELE A EE SR
A A Z AT HTREHRS o HAh > AERE 1 B AspE GluZ B T M
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e H A E A28 E C M TSR EM

& M AE 96 FL Ml A8 o 1B B 8 A Expi2 O34 A 2K L Hi e - HAER A
500 uL MCA965H ~ Tecan freedom EVO 200K 8 iz B 2.4 F 1T H &)
aift - 5 EHERETAH20 pL MabSelect SuRefs! 5 2 JA G E
£ (Glygen Corp&GE Healthcare)ffi#t 1 mLEEZE Y 2 1gG » {£ H 1x
PBS (pH 7.4)% Mk 2 1% » #1gG/EHEE £ 160 nL 50 mM#BEEE (pH 3)9 A
12 uL 20x PBS (pH 11)$#1 - £0.1 M NaOH }5 £ MabSelect SuReH
e A > HA 1< PBS (pH 74)HADIEEMERH ZZEISK - £H
Hamilton Star)& 5 fz FE 1% 25 A RKFO6FLIR S T &8 4k 2 i IE (L £ 0.1
mg/ml - & " JER AT ) RARFIAERL4C T - AAEPCREEES R T JiE
BWie ) MAEAOC THEEWHAE - F#Eh A " ERA, & T ERE R
HEETREEE T LIRS N2 ER AR SR 2R EN - (£
A H1GE Biacore IgGHift E4HE L 2 AR IECMS SRI&E R Kk
Biacore T200# &5 K &P (L Hife o (€ A 1SFIESFIG ] /2 10 pl/min it 8 28
REMBELE2 pg/ml ZHEBEE - EH40 ul/min ZRE IR > ££25C
TEHEL0 nM ~ 26.5 nM K265 nMZ TauB f5 Y 45 & 157 88 1801 4% & [
Bz M 300F0 AR EEPS EZ - B 2B N2 A /£ 10 mM HEPES
(pH7.4) ~ 150 mM NaCl ~ 0.05% Tween 20 (HBSP)FiE{FTIEA - {fi F
BlAevaluation®X 73 #r & FF » & 11 S HEM - FTEHR AT (Ko)E
BRI ESA-DF - JRERLTEAFRHGTERE®ER - HIDEA
T152 18 2 B ag (BF R 7L 01 0 BH o 53 A 2 W i e (b)) B Te G4 K2 (T fic
firfg /K2 | YEREE - (R E N 2 Tauds & FRUE/DN - H LR 2wt
MRARBRRERE <Rmax@Bd - B 7 HFEAMES iR L2098 (L > K
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Rmax g+ ¥ 188 il fT K & (a0 i1 " Fic iz 88 /K 2& | - 7 B8 97 4 W 18] &1 JE (B
ZIIEBE A EAD#ETIERE - Hitb - &IEM(E ZRmaxLIRmax & 5
{E (B fr=RU)ERLL " FC A A8 7K 2 | (FRonAEhIgGHili i 2 B i fE] P 2 2
RURYEF(E g it - B =RU)stHE > HIBEMHE B LR L& IER X
Rmax JEH&)Er L IE AR (£ Z Rmax (JEFAT)ETHE -

B S CHOM M AR R piae - HE H T - &
®{EMARCMIREBBEILEM - AEDTTER - IAAE Iy & pH 8.2 LAY
BT > £ mg/mlI N EHPURETIENTFERE - HFEHLC-MS/MSSy
iz b - &ERCGR14)ER > B REABhu37D3-H9.v28 A4¥ N> G*N°
BT bR B R b 2 BURME R (R » hu37D3-H9.v28. A4 2 i i B B T 8
ANER > REBEEREMR Asn-28 AR EH T (E9) - HAFR
F33L 28 & 401 fa] 0] 5 Asn-28f8 7€ -

B

714 : hu37D3-H9.v28. A4 5 5 a5 {¢ E BON 5t 1 5 iR Bl B (b 2 A2 ZE 1k

28 29 30

N #N G N
b BB *‘ﬁ%ﬁ by %jﬂ
=
40°C - £ 7.0 B 4 0
hu37D3-H9.v1 hlgG1 (pH 5.5) 16.5%
40°C - £ 7.0 B 4 0
hu37D3-H9.v5 hlgG1 (pH 5.5) 11%

0C  EZBEEET| N 128%

(pH 5.5) N 0.2%
hlgG1
N 53%
37°C » 4£PBS (pH 7.4)5 o ND
hu37D3- ;
HO.v28.A4 ] — ”
40°C » 1£ £ I B8 4% B R N 0%
(pH 5.5) N30 S 0%
hlgG4.S228P.YTE -
N~ @ 10.4%
37°C > {£PBS (pH 7.4)F “ °
N & 2.0%
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6 ANED-Tauhi BREBEREH
VA EFER L - A TauiE F 245 &

{£25°C T {# FBiacore T2004#% 25 - GE Biacore A FHIgGHi It E4H &
CMS SEFI &R P b AT BEHLAS < ¥ A7) « #FhIgG{E10 mM HEPES (pH
7.4)~ 150 mM NaCl ~ 0.05% Tween 20 (i E4E &% - HBSP) A%
0.25 pg/ml » HAE10 pl/min 2 7 E R A N 42 150%) - H30 pl/minZ
ST B R AR - 300D 4 & I BE K 600 7 fil i BE EE 0 U B DLHBSPH10 -
0.4~12~37~11~ 11~ 338100 nM_” R ¥ G 2 A %86 Tau B8 52 (Y )
NEER - fEfEE ZE > LI10 pl/minfE H R/l R3IMEAL$E 2308
ERERERE - BERESIGEEEMGERLS) -

F=15 FrEE NBELi-Taufi B E BB 2B NEEH

e I an | ame e

hu37D3-H9.v28.A4 |hlgGl 15 6.9 % 10° 11 x10°
hu37D3-H9.v5 hIgG1 1.0 75%10° 08 x10°
hu37D3-H9.v5 higG4.S228P 1.3 71x10° 09x10"
hu37D3-H9.v1 higG4.S228P 2.0 6.7 % 10° 13 %10

Vidg 2t - LAhIgG4.S228P.YTE B AN R Tau ik H 2 45 &

1£25°C N {#E FHBiacore T200 2% -~ GE Biacore A JEFAbFIE E4H &
CM5 S5 R SE{E A 7 - #HhlgGfE10 mM HEPES (pH 7.4) ~ 150
mM NaCl ~ 0.05% Tween 20 (¥ fE&% # )& > HBSPYH #FHE £ 0.5
ug/ml > HAE10 pl/min 2R B 2R T L 180F) o (E 30 ul/minZ )it &
IR~ 300F) & & P Bz e 600 F) fi# i P B - U S5 LLHBSPHRO ~ 0.4 »
1.2 3.7~ 11~ 11~ 33100 nMZRETEH 2 NETauE g ie) 2 E
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FF o AETEER 2 o (AR W K10 mMH BE Bz (pH 2.1).Z 60Fb £ & (£

REFAE - HEABRGLIGEEY - B2 5/ ERIRIOE -

Fl6 HEHFEFEEBEH T LIEE R hu37D3-H9.v28. A4 hlgG4.S228P.YTE

FLEERE A\ HiTau 2 508 122

T y—s g KD kon koff
sy _.ﬁ.?ljm'ﬁ[
?ﬂﬁg j{ﬂﬁgﬁ}qj (nM) (l/Ms) (l/s)
G 5 -4
hu37D3-HOv28 Ad | 2eAl 1.4 6 x 10 9 % 10
hIgG4.S228P YTE — L A .

VgL - P EERETaulE [ 255

{£25°C T {# FBiacore T2004#% 25 - GE Biacore A FHIgGHi It E4H &
CMS S5 R #F (S8R A0 7 - #HhigGfE10 mM HEPES (pH 7.4) ~ 150
mM NaCl ~ 0.05% Tween 20 (I {E 4 &% » HBSP)F FAEEE 2 ng/ml -
HAE10 pl/min 2 8RR THFIE 158 « LEBELI/P Y 1.28B1100 nM [
NPV AMEAREFEEREHFERA -FEEERE)EHN Z A HETaukE
BRRVE JEER o (EFH30 ul/minZ JTE) R - 3008 & & S B K 60015
PSS EE eV AR B 722 - AETEIR 2 » PA10 pl/min 2 0 8)) 2R 1T 3M
FALEE 30N EATHN - HERBEGLIEEELY - B HEERER
PRFR1TH o
217 ABEPL-Taufi i M i & E B Tau 2 3 A )

hu37D3 v28.A4 113.9 62.6 0.7 17 x 10° 1x1073
hu37D3 v28 F1 126.9 61.2 1.3 12 x 10° 2 %1073
hu37D3 v28.A12 162.6 852 1.0 17 x 10° 2 %1073
hu37D3.v29.2 168.6 86.0 1.4 17 x 10° 2 %1073
5159 HEEHRAE)
C261061PA docx
FERESE A0101 1122063558-0
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hu37D3-H9.v5 125.1 55.5 0.6 15 x 103 1x1073

hu37D3-H9.v1 130.2 51.7 0.8 20 x 103 1x1073

NEEAE i B hu37D3.v28.A4 K hu37D3.v28.F1 7K 45 & 72 B % L Tau
(pTau) -

BH7: bi-TawhiB 2 EYE 1 28

By T EFAL$1-Tau 37D3-H9 mlgG2afife 2 & s NV E) L - [
AE#HZ/NELIT0 meg/kg 2 & & B EF AR N (IV)ECHE BE AN (IP) 1R 21
TR BELICSTBL/6/NER - {45 818 22 2% 28 K 2 & (B 5 fE BA AT - YR & i
HERE A LU E 51 -Taufi B8R E -

/INERIM AR AT 4E T 2 DA WY R B FHELISA#Z DL R 2K & AN «
H/NEfimulgGati B &g - LM I B 1100568 E 2 i 4F £
A HAERERP RN B mulgGa-4 ¥ £ 45 &) K BE 1% 7R 0 A 7 (E
R BELBEa MAEO#HEERE - oM IEEHGEHE L
1.56-200 ng/mL » HAHMIR 50.16 ng/mL - (K50 EMIR 2 &5 R 5 &
Ry /N o] # EAH (LTR) »

& 10 /R §ii-Tauw 37D3-H9 mlgG2aZ B9 ) JJ 2 7y T & 2R - -
Tau 37D3-H9 mlgGaff By 4 AICSTBL/6/N G H 7 52 58 K 0% e 2R Bl (5] AU
HIEWEBEM  HPFREBEROIIZA/R/AT -

BT 8P 5 fi-Tau 94B2-C1 mlIgG2af fi-tau 125B11-H3 mlIgG2a~
ERRNEYE)JIE - DI10 mg/kg 2 Bl & 1A 2 # 2 CSTBL/6/)N & 3% Hl
DLRE C HIPTRIEEH - {L4a 8818 2 228K 2 & T BT » Y& i
HERE A LU E 51 -Taufi B8R E -

/INERIM AR AT 4E T 2 DA WY R B FHELISA#Z DL R 2K & AN «
H/NEfimulgGati B &g - LM I B 1100568 E 2 i 4F £

% 160 H(EWHRHAE)
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A > HEEERI/NE i mulgG2a-4: ) & 45 & W) K BB 1% 7% h Ay B SR AR
BELBE G CMEEO#EER - o2 EAE &G H E 5 0.78-100
ng/mL > H{ERI[R %0.078 pg/mL - EEINH RS EZMEELISAE LT K E
Bl fEFEHTaulE Bk g > BWMRMER 11052 E 2 3 &
Ao HEFRWAMABRENWHEERBARLBE S 2 LUFER
mlgG2a o oM 2 FEAE il 4 i (B £50.078-10 ng/mL - H = MR £50.0008
ug/mL o {7 FEEHIR 2 45 R & B /NA v B E (LTR) -

HEERBRCERBRPNEI6R17F o E {5 HEA KSR
Bf > $i-Tau 94B2 mlgGaff By A RICSTBL/6/NE HF 2 Z B R IE KRR
HE BB BEEASEE MR EER » HREBER
B BRI - 25816 - FEH @S HIE 2 ERFEE406ZEF/K
15 BEBREMSIHIE ZEBERERETSB3ZAH/IRINT - LEE
RERPHMETERESEERAZL 2SS LBELBNLEE
BEST o FamfolfE T E A B E » $it-Tau 125B11-H3 mlgG2afy ¥5 4= Y
CSTBL/6/NE R 2 # B L BRRAG MK RBHEL - 2REH17 - 5
R E 2 BRERIICEF/IR/IANT » B A FF 8215 i
E BB RAIOZEF/IRINT -

F18/E R i -Taudr B237D3-H9 ~ 94B2-C1 % 125B11-H3E /N 2

BEYE) SIS -
18 fi-Taufii8 2 BEVE N2 2B

PEORR | 43T Cmax | AUCinf (8%% | CLECL/F (&
(ng/mL) [EFXR) FHRIAFT)

K

37D3-H9 v i 185 1590 6.31
IP R 107 1680 6.76
94B2-C1 IP 8 A 151 2460 4.06
IP L 141 1330 4.91

% 161 H(EWREHAE)
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125B11-H3 3 127 2020 4.96

L 151 2040 4.90

=

1P
1P

B 7 5F{5hu37D3.v28.A4 hlgG4.S228P K hu37D3.v28.A4 hlgG4-
S228PYTEJLAE X /ERENEY B I > A EFH ZBELL] meg/kg 2 FE
G BRIV E T W& BBk (8B iEW(Macaca fascicularis)) - 1£43

ES

GEl% £ % A9R 2 & (i B ] BE B - Bk i A% A A LU ZE BT -Tau i 88 R

&R

g

o

K

BFmAE TG T ZRRE A EHELISAZ DI T KEM - (M
AFEP ARG EE - B IAINEEGR 11004 12 & 2 m AT A
HEE R R IAE R EM R RR A A/l & Z WF i NEIgG - 77
B2 B2 i &R 0 [E £50.156-20 ng/mL - HEHMRA0.02 pg/mL - K
EARUHIBR 2 &5 R B Ry /Nt BT S E (LTR) -

B 11 % 5~ hu37D3.v28.A4 hlgG4.S228P K hu37D3.v28.A4 hlgG4-
S228P.YTEZ #W B N2 A& R - AEE 11 > SHEMERR &
By HE&EBRrBRSTMEFTHAINY ZFHEE - RIIETW
hu37D3.v28.A4 hIgG4.8228P K hu37D3.v28.A4 higG4-S228P.YTEFE &
BT 2 VB NSRS -

7% 19 @ hu37D3.v28.A4 hIgG4.S228P K hu37D3.v28.A4 hIgG4-
S228P.YTEfE BEHIE T 2 VB 122 H

bikis gaxill Cmax | AUCinf (Kx CL Vss
(ug/mL) | REw/=TF) | (FEIVR/AT) | (mL/kg)
$igD hlgG4 i 34.6 386 2.66 55.5
hu37D3.v28.A4 MR | 35.7+£2.59 | 5594209 1.97+0.743 | 71.9+16.0
hIgG4.8228P Mm g | 3544137 | 419+89.9 | 247+0581 | 60.8+3.49
hu37D3.v28.A4 WBF | 345+523 | 578+435 | 1.74+0.125 | 60.5+1.87

hlgG4.S228P.YTE 3354272 | 520+39.0 1.93+0.139 56.5 + 4.90

i
\|
/|
o

HHI8: hi-TauhiB 2 E—F HIRAEERH
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FEEE X 37D3-HOB &8 £ V) R AR50 2 Tau 38 R A ¥ = 2 50 K
(MAPT_10-24)1% > JR&F(h37D3-HOB H AT AV RIRFC K Z &G & » £4TC
NHAES0 mMibk B #14% BUR (pH 9.6) MR £2 ne/mlZ FHEEYIR
% H Z #fii Nunc maxisorp 96 LML ERFTE> 12/NF - FTHRER
B R NEAT o fEZEM Z 1% A Superblock™ (PBS)[H B 4% 81/
(Thermo Fisher Scientific)[HErtz &8 W/ NiF - B & FHPBS ~ 0.05%%
WFL A F5 2078 o7 ek - BRI R LR BRI ] ne/mIpy & A Y RIZ A Z Tau
IR(R20)ECAVIIE B 88 A Y R IE S0 Z Tau B3 17 88 — /N - H a0 Je A1
ek o i AR HE [ A Fmoc (b 22 & B Ik (2 A # @ Fmoc solid phase
peptide synthesis: A practical approach; Chan, W. C., White, P. D.45;
Oxford University Press: New York, 2000) o {# f£90% Superblock™
(PBS) [H B 4% /&K & & 500 nMZH 45 % £ £ 50 pM Z 1 #8 37D3-H9
mlgG2afhu37D3-H9.v5 hlgGl&E & A& £ V) &= R 50 £ TauZE i BY L5
489077 $8 - 40 5% AU 28 R & FL > H A AE Superblock™ [H B 4% & )&
1/1000%5 F2 @ S bl 45 & — gk B 88 (Invitrogen/Life Technologies){H
&S & 2 Pias (o Bl A R Pr/h B 1gGE I =F 5T A #1gG (H+L)) < ££20
T8 1% WMAHEIRRS L 0 A TMBRLFL ¥ 4H 77 <2 B (KPL)E 4 {8
5t o R AN Mgk BE A o 1B S BE > H O SpectraMax M2 2 48 2K & M

450 nmfgm < W E

%20 KR53
MAPT| | RRF% SEQ ID NO:
MAPT(10-24) | VMEDHAGTYGLGDRK 592
MAPT(2-24) | AEPRQEFEVMEDHAGTYGLGDRK 593
MAPT(2-34) | AEPRQEFEVMEDHAGTYGLGDRKDQGGYTMHQD 594
MAPT(10-44) | VMEDHAGTYGLGDRKDQGGYTMHQDQEGDTDAGLK | 595
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ZERZGRERRELRT - BRABREEMRT I —&FH
fEEMR Z&E T - FiRE37D3-HI R 94B2-CIf B~ Z BT MG &
B Ee10-24 > H HiAe94B2-Cl1JR B R84S & A B2 1-15 » Hia% 19F8-
Cl1 & 123E9-AlE R58&E & 10 R B2 19-33 » (i AR 89F4-Al R &5 &
R E28-42 K 37-51 - 22 RE12A - i #837D3-H9 mlIgG2afzhu37D3-
H9.v5 hlgGl W & B n5a&E & it Taufs BR2-24 K 2-34 > H55&E &R &
10-24 - 2 H B 12B K 12C o I FE4E R FHH - Hi 8 37D3-H9 migG2a &
hu37D3-H9.v5 hlgGl4E & Tau 1 pli 28 B B g B BE 2-24 N Z SR 1 E
£ o

AR R EEIAERT > #HEBYIBARL20ATNIR EH IR
37D3-H9¥f Tau g Bx (R ER2-2D) 2 & & > RPPIR EE L F TavE A -
B —Z2AISERBIK > 2R E R TAE3TDI-HIE A UE =N A &
9-23817 F210-24 > HIRE R GG R B&7-21 ~ 8-22 K 11-25 -
BHI9 : 37D3-HI AL AR MR RZR&

ARz
ARG B R il 1 3 B Sl 25 B R G A% B - [ 7 38 I & e S 2
=

P B B BA 58 16-17 K 87 4= % CS7TBL/6N /)N B, B {5 AR e 780 4] (0 6 &
HEETT - K AHAE LL25,000(H 40 A/ FL P2 FE £ &K PDL/f@ £ B 0 B 7Y 8
fL B = & /5 (Biocoat - 354688 Corning) [ - i dl B £ fE K & £ 1E
NbActiv4 (BrainBits)H » H —BEWXEBR —PHEEE - {L18MM D
2F - K EMHTauR B ANEEY + -

BN B EAmEE  EREERSE] -2RCSTBL/ON/ E
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ZIE RS & EEE > HAE225 mm’ i EEMR P& 10% FBSZ
DMEM A R 10-12°K - E 4 i 7= 25 85 B o i DA S5 1ol 1o 45 B2 55 ] A R
HE - Hi210% FBS Z DMEM1 B AE LA30,000(F 4H A/ FL 7 f2 1l 22 &%
PDL/JERi#E E B £ M Z 8FLAEE & R E LA B 58 B LA 100,000 &1 AR
IFLFE M 2R B 248l B &R (3548 » By %) ELIAH Al BE B R 7
fir o AL FERE 2 1R 4-5/NHF B - i T B 2 A %2 dE 1T R (K ) & i DMEM o
H#ERBR > BRAEHTauk iR -

5 FE T - P i 4K BB B A e L B W A8 TR B 225 mm B R AR AR
B E MR E T E8fLE R E=E T 18 DIVIIUBE &M &I
AR B (B — FL 12,500 {8 £ 14 &% B2 E 4 AE K2 25,000 14 &L yT) © ££
HE B E ATl 2 R 4/ e by > I EH Tau R RS fa B LB EY) -
Hifltau R 1T fe <~ F e S e P

HHN18 DIV BEEY VB B-MHEBEAELERY -
FE37C MR EHE AN FHE R tau R HiAG (LA 1EER % 5 500 nM)E#f B 240
FEMEE T BEACKE 111 2 18DIVIE K & & Y) 7 & NbActiv4 iy fi (4
BERE)THHEE UM - &AM 2T o F i tau i 58 R
YA R BB E T ET12/NG(BE BB EY)) 48/ (F
BE- BRI IEREY) - APBSRREMAE =X BEREE

HRMMEBEAmEE  £37C TREHABRZE R tau i
ECHHRH LI F B 125 oM (REAIA(E S /BB )ECE BH250 oM (AR
RO FAEME & K& & DMEMO JHES 5 VNS > &R0 E
A - BN e EMEER /& o HAEEtau iR )R &Y 2 IH Al
—iEEE107# - HAEPBSEK = BREZE HIRWAKRBES

% 165 H(EWRHAE)
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o K 4H AT B tau B AR OR G V) B R4 — e H 2400 - HUW&E & 1L
ZEBEERPHEMESRES -
FRRMHEIEE - KRR E L

H&4% % E HEE 2 PBSIEAAEE E 157788 - HH &0.1% Triton
X-100 2 PBS;2E 1057 4 - {H I 10%58 %5 £ 1T HE - HAE4C T K4
BBl & )R PR < PBS— B HIRK » EMEAHHETELE L BEY
H Y &L Alexass )6 EE 50 Z 4k JUAG (Invitrogen) — L85 5 » AT F 47 &k
B8 By Pi-tau (Dako) ~ M B EERE AL 11-24 2 A Fitau NIGIE B #0609 %
i A\ tau ~ FiMAP2 (ab5392 > Abcam) K #iIba-1 (ab5076 > Abcam) o
Fi Prolong Gold DAPI (P36935 » Invitrogen) & 195 5 3% B ZZ 45 & F -

FILSM780 (Carl Zeiss, Inc.){# I Zen 2010882 (Carl Zeiss, Inc.)#E
TIERELKG HNEBEEEBEYREREE - &R E @it
BY) 2 ik > {# A Plan Apochromat 20x/0.8 M274 48 Ux &R [%0.98 pm
ZS5EzHE B G - HINMAP2R (bt » EERARBE LN AR
{4 & > [ {# F§ Metamorph (Molecular Devices, Sunnyvale, CA)45 #7 ©
{52 FA o R 8 K 25 (filter) Fo i A8 4T 2 4 18 (deconvolution) DA {5 1 2 Jik
/o {22 A R AH 48 1 5E R I R R B K o A 1 4K 28 R AR R
& o /NN 15BZE(6.225 pm)Z | EREB N SEEREEIEHALUES
MAP2/ B2t Z EHIE -

M a-Plan Apochromat 100x/1.46 M274%)§5 {5 o 1 45 2 & 4 A ke
{5 o FHImage J (1.43u, 64-bit, =[] 17 % 4 i 92 bt (National Institute
of Health))# 1T 4fE B4 taul U 2 &ML - LA Iba-1{E5R1E B2 F A
Tt 25 H 4T A & 38k 2 ROT » 8 HIROI . tau G i K7 e 1 B T F R 8 47 58

~
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FE DUJE 15 4H 3B A T FE I AR AL 2 tau e & L HE M © BT A 3 AT 39 12 R &1
B R FEVE N N ET -
&R

ERERETRREI3T - WE13AF R - BEA 2 WED s
ORI A& TS BE AR LB EY T 2 Taug Y IR &
M - B 13BJE o~ B35 5 Tau e 41 8 2 il 1 45 T - Bl 1o 48 BB S i IL 1
BV G (REE) - &= W EDIEE 2 P18 37D3-H9 hlgG4 fzhu37D3-
H9 higGl (N297G)E. G4t % Taud M 2 {314 > fj37D3-H9 higGl;4
10 : $EEA37D3-H9 [gG2aE37D3-H9 IgG2a DANGZ Tau Tg/)\
B8, B Tauyps 88 0 7 & <58 1% B 2D

FECSTBL/6N (Charles River)® & E4EHf £ Thy 1 BLE) + F R E| A
i Tau P301L . B 58 £ K /N B (Tau P301L-Tg) o ¥ Tau P301L-Tgk ¥ 4
HMEENE T ABRBHEEF > HEHE - REEANGDP)E T30 mgkg
IgG2a ¥f B8 40 (H{ gp120) : 3 ~ 105 30 mg/kg It -tau 37D3-H9 WT
IgG2a; 3 ~ 10830 mg/kg $i-tau 37D3-H9 DANG IgG2a - DANG/4#5
IgG2a 2 D265A/N297GZe % » HOHFERAEYIEE - {£10 mM&H f# B2 (pH
5.8) ~ 6%FEHE ~ 0.02% Tween 2091 DL10 mg/ml 2 R EFFHR AL
RN o VBEAL13IBEBG - HERANH R O/ NRAA R - B
77 Ry 3{EEERG o 5540 - AE3 H W HF R E R AT {7 ¥ 2 38 TauP301L-
To/|N B DA Tl T8 AE 08 AL 1R I o~ B 48 s B /K 8 o

B VIR > A2.5% =8 2 (25 g EO0.5 ml)ff /e ik
B H&L B EPBS « RE KRG HF 7 - 4C T A FIREELE
A% ZHBETRERE BRrESEHREEEE KT > BEET

% 167 H(EWHRHASE)
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IR LA FR B G AR AL B e BRAE K B D BIRE /N » (R E-80°C
AR AR LY (LB AT [ AN B 19 R B A b T 3R 45 R
H o

&£ F§ MultiBrain® #f§ (NeuroScience Associates, Knoxville, TN) &
B I IR P 0 HL DS umELE R B ETA - AR S B - B
i AR 1 R R U o 0 4 4 0 B
MultiBrain® g 2 5 HHZE 3 U 5 # 74 & (Le PichonZ A, 2013, PLoS
One, 8(4): 62342) » (A FiJ £ PBS e i i (& 1 £ Tris 8 8 5 K o o e L
KRN EIC THERBEZRTHE - ARBA RN
pTau212/214 (WERE  0.01 we/ml) - Jy 7 o R Ae B - f£ 9L
R SV /N BR D AR B A T o T S A R R A
(P40 48 £ ) % 152 2 /1N B 12G3 > Bethyl A90-111B) -

{if FiLeica SCN400 (Leica Microsystems; Buffalo Grove, IL)% &
R 1 % 45 DL 200 A FIO0.5 )/ {5 38 7 R I FE 5 2 1 46 4 1 2
EEH PG - S EH YA TR 285 BKE LA T % R
(ROT) » {8 Y T ¢t 2 3 35 5 B 5 9 (17 50 A b S ROTep
e B o A B 5 AT 4 TR A PR R T AL 0 AT -
B THC e fo i 5 2 T 19 38 8 53 A » 400 A 60 0 53 A7 460 7 8 R 32
KU A BB (% (Le PichonF A, 2013) » F 4§48 IF (% 2 fA B 1%
GAROIGEAMER(CA HACERG S - BHREGEER -
(5 FE L - 1 {6195 7 (2 (Beer-Lambert law) » JB S -log( /B 4/ 6 #4 /%
A B H ) AR BIE

ZE B ERERNE 147 - & ELi-tau 37D3-H9 WT IgG2azk

% 168 H(HEWHHAEH)
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}i-tau 37D3-H9 DANG IgGRag[#/8E & FpTau2l2/214 7 F| & {¢ #8114
Wb -
BHIIL: AS{E37D3-HO1%E B

0365 B 5 LA <L BE g 2 hu37D3-HO.v 1 i A K (B 37 B8 L34 20N
FEEME - B M3 = 58 4 T % (8 B1hu37D3-HO v | Y LE B 2 77
OB 18 o = A A T B E P 4 L R ¢ hu37D3.v39 4 1 2
8 F33L > hu37D3.v40&H 228 G29T » Hhu37D3.v4lEH ZZE,N30Q -

U0 S BB A HE 17 B M o B B 16 5 9 520 mMZL B 4
B - 240 mMREEHE(PH 5.5)% RS me/ml2 B - [ — %A
AAL40C T T HEOFF @2 - B (A A BEEE-70C T {5 B H I
A - B G 10 15 (85 I B 26 £ 6 17 9 {6 DUEE 2R K+ 5T {55 R 1 A
BT (LC)-EE 38 (MS) 4 47 4 % S5 KO 1T 4347 » RO BE AR 2 &k » fEMS
o J 19 6 B P (/5 LO) L R 7 7 1 S OB R B T 0 (B R
(B EB AR « 410 ppm 2 &0 F » I ERIE o 8T
7 ik R 2 R 40 16 22 ok B ) 96 15 7 42 00 B - 0 7 [ (X1C) L i o 77
5 LUH S TR = 6 P (M B 22 B W B (A A 6 2 B 2 T 7
0 2 k2 T )3 LA 1005 5 52 45 A% 0 FiT 4 B 17 40 L = B 1 3
A (1=0) B A L (1=2 40 ) B 2 P LE B B S A S T b B - PR
b 7 7% HE i (=23 (R 22 B B (-0) B - G RB RN B2 o ERIE
70 331288 20UR/D kLA S (LG o 2 B B B A -
%21 -hu37D3-HO.v 1 5 5 B8 15 bt 3 1B B (5 2 FES80 B 34 5 69 BB 14

e ERGENDG2ON R LA i
hu37D3.v39 hleG4.S228PYTE N*®:2.7%
u V . .
8 NP0 & (eI B

% 169 HEEWRHE)

C261061PA docx

112144454 FEESE A0101 1122063558-0



202428606

N2 :12.1%
hu37D3 v40 hIgG4. S228P.YTE 30
N°*Y:139%
hu37D3.v41 hIeG4.S228P.YTE N*®:6.0%
u v . : . -
8 N : BEEL ARG B

{£25°C T {# HBiacore T200{% 25 + GE Biacore A HFAbIHIE E4H &
CMS5 S ER EM ANBEEEESEER 2RI - KR EHBSP (10
mM HEPES(pH 7.4) ~ 150 mM NaCl -~ 0.05% Tween 20)F 5B % 1
pg/ml - HAE10 pl/min Z 5t By 2R NS 180F) - (E I EAGR B S22 5
5 30 pl/min 2 R B R ULE A HBSPHF 1.2 ~ 3.7~ 11~ 33 %100 nM
AR 2 NETa B EBE TEER - EHSRE 2 TauH B &3 #
JHFEY > HEs MMM E T o8 - ER2H > AIRFPHXR10 mME
Wz (pH 2.1) 2 —r g F S R EmH 4 o ) BIAEvaluation¥L#8 K &
Bt LIEEHEY - SHEEEERN MBI R 0 225 2 &R E
N F P EEE -

722 hu37D3-HO.v1 & E R H EHE Tau 2 AT

Kp (nM) kon (1/Ms) Kot (1/5)
hu37D3.v1 higGl 23£03 6+05 xI10° 1+0.1x10°
hu37D3.v1 higG4 23£03 6+02 xI10° 1+0.1x10°
hu37D3.v39 higG4.YTE 19402 6+06 xI10° 1+0.02x107
hu37D3.v40 higG4.YTE 44405 8+£09 xI10° 3+£0.02x107
hu37D3.v41 higG4. YTE 54403 9+12 xI10° 5+0.3x107

H i 12 : hu37D3.v28.A4 hlIgG4-S228P K hu37D3.v28.A4 hlIgG4-

S228P.YTEEREMBET L ENE N ERENE

B T 87t hu37D3.v28.A4 hlgG4.S228P F hu37D3.v28.A4 hlgG4-
S228P.YTEHI#8 2GR N EEY B I B2 R B8 - 5 — PR B BLSO
mgkgZ MBHRFETHERAEHR L BERG(BER) KA ERIVER

LS o (EF gD hlgGaE ¥ IE4H » HJRLIS0 meg/kg 2 M EEA -

5 170 H(EWHRHAE)
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L&A BE 1R £ 235 R 2 & (il ey ) G ep > U5 I A% Kt CSFAR A LIUHTRE 471 -
Tauffi G RE - EREBEAREZR > FEHPIKE63-64K > BEERIEL
FPEEE o A2 PSR T - HARKEE —IEER ZISEFHYIN3EHI T
oy R WA 4H 5 1m 58— 4H (n=9) & EL Hi A& hu37D3.v28.A4 hlgG4.S228P H
o] 58 " 4H (n=9)#: B1hu37D3.v28.A4 hlgG4-S228P.YTEHi 8 - HHLL50
mg/kgfE Bl - {ELEEEIR B2R K B I0OREF PR EFHINSEHY Z KIS -

BEMFEMAE - CSFRAMEHEYI(CT CAT#E )+ 2 A IgGait
A2 FHELISAfZLL T2k E M - (ER&FI ANBEIgCRENEERE - &
TARDIEELE Y 1: 10076 R 2 M AT A A ~ EIRFY 1208 R 8 Z CSFAR A
SGEE AR L 10FG R Z RIS B WA - HL &5 S0 74 i &8 4% BB DU A
FARCRTEY BLER AR 8 S b B & & 2 W A 1gGhige - (EH3.,3.5,5'
VU R R pr B e > HEA 1 MBg g TP A0 - ££450/620 nmfid 58 HI 5%
Ao T ZAREE R GREEE 55 0.156-20 ng/mL > H EHMR &K M &
0.02 pg/mL » ¥ j* CSF /% 0.003 pg/mL > H ¥ 5 K& 39 H ¥) £ 0.002
pg/mL o R IERE Z &R wE K/ NR A H EE (LTR) -

BB Ny ZERE RN E 19A (M%) K 19B (CSF) R %23
k24 o HoathikbrEe O B ila B G IE(ATAD) 2817 - LE &
FBHE R > f£hu37D3.v28.A4 higG4.S228P 7 FelEm Hr 5] A YTEZE & (f {i #&
Z JE ¥ 5 CSFE B R &% & W 15
223 ¢ ERIVIR &G 1% 2 139 (+SD) I 425 PR ] K Coaxfili B H

. IMBLERZBETIRATT) | Cmax (ng/mL)
HigD hlgG4 1.67+0.415 1950 + 174
hu37D3.v28.A4 higG4.5228P 2.09 £ 0.229 1970 + 144
hu37D3.v28.A4 higG4-S228P.YTE | 1.12 + 0.233 1850 + 156

724 ERIVIRIRG 8E1% 2 P35 (£SD)CSF Craxfli HH
171 HEIRHEE)
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E1: = Crmax (ng/mL)
HigD hlgG4 139+0751
hu37D3.v28. A4 higG4.S228P 0.910+0.552
hu37D3.v28 A4 higG4-S228P.YTE 2.51+1.93

WMTMEEREE2RKBIOREG Z RIS BE o B KM &
#ITHE > HE®E S A cOmplete™ ~ Mini ~ IEEDTAZE H 8 Il ] 7
RERIERIHIE 1% NP-40 2 B M M K H198 1L - BEERA4TCT
&8 39 B b 2 KBS A e 1/NEG > BE 1% DL14,000 rpm fE #2057 $& o
T HE BRI B AT RS I ELISAEIT RIS EMN - 2 F
B GE R BRI E21A-DF o HiEhu37D3.v28. A4 higG4-S228P.YTEZL
FES o R R 82 hu37D3.v28.A4 higG4-S228P.YTE . A B : ffn #F 2
FE R % 1) A = A i B2 hu37D3.v28.A4 higG4.S228P -

IR E M 8E p 2 BER R B e o i R B (L2 % R (ECL) %% 47 i
(Roche Professional Diagnostics (RPD), Penzberg, Germany) 5K I &
KLEDTAM#E B0 7 48 Tau) 2 FE - % A S CSFH 48 Tau” & L B 55 Elecsys®
I T 0 B R B A B R 5 O Tau 2 R AV AE (UM > K Elecsys®
T oy B 15 By 5 CSF R 1M 2% of & % 1 & Tau 2 & 0 0] 8252 /Y - BB % (L
KRB AR RE - 5% o0 A i A B2 ROE B R & B8 @ R Tau 2 B AR B2 159-

D24 (FENRFACARFEEZEEY R Z&) » %o 2t T [R(LDL) &
1.01 pg/mL ° 2% % #F fif 52 15.0 mg/mL hu37D3.v28.A4 hIgG4-
S228P.YTE -

BBt L& RBERINE20F o 1L EERR S 5 ATA+ Z 1Y) K
H—ERRVERE Y 1% BHEHFMEIEHY - HFERM - 1F
GES—RN THYTEEEREEE 2 #HYF > MFETazZE AR
EEFJEYTERREREE R ZEE - 4 MR RIS EE - 2
FHE L BIAVPKERML » ez &S R MM &Y E) 12 2 e (B 20) TN - 1F

5 172 HEEWRHASE)
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FAYTEERRGRE 2P+ > HiRE 2 BIEGE R E IR SRR -
EHI13 : hu37D3.v28.A4 higG4-S228P.YTEE REWBE RIS T > &Y

BNRRENE
B TS RIS Z IR ZEY8) 118 - LL50 me/kg 2 HI & A &4
T_EAERZIBEERE (8 EE)KHE h37D3.v28 A4 higG4-

S228P.YTE Z B R IVIRE LT - (£ higD hlgGAfE K ¥ IEH - HIRLL
50 mg/kg Z B EEM - G KR E L I2R 2 S (HRGHERE - 8 maE
BRA LU E i -Tauffi AR IRTE © S50 - AL ZE B 42K 2 & (W 5 FE BBy > #%
28 MR > HOHIE K& K CSFHiiG R E

EA EmEPI12F Frid i Ml 2 e R -

[ 22A-B @~ DUB B (A) Fe R 1 (B)TR L 48 Ry - 245 88 1% &5 (H B

B ERERERKEFT ZHERE - RSETRKIEEESE -
7225 ¢ HRIVIR &S B2 1% 2 P19 (=SD) RS PK 2 B (E BB
Cmax GEAUC
&H (ug/ml) (Kxpg/ml)
PreD higG4 0.175+0.02 4.26+0.35
hu37D3.v28.A4 hIgG4-S228P.YTE 0.12.40.03 3.88+0.89

B2 47 gDAH EE % > hu37D3.v28.A4 hlgG4-S228P.YTE i B& 1L f 4% B
[ 3 By J2 o AR R FE YR 0 -

MRHEXRES & (BEEBEE - NERERE T ZURRE - B
23A-CRR26 228z w1 Z&E R -

7226 ¢ ERXIVIR ARG 8812 2 P18 K IEPK2 B {H B 1E
Cmax ZEAUC
4H
(ng/ml) (R*pg/ml)
PigD higG4 0.159 3.95
hu37D3.v28.A4 higG4-S228P.YTE 0.087 2.87

5 173 HEEWRHAS)
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P27 BRIV E LG 8% 7 P19 /NEPK S Bk B E
Cmax ZAAUC
&H
(ug/ml) (Rxug/ml)
PigD hlgG4 0.196 430
hu37D3.v28.A4 hIgG4-S228P.YTE 0.139 456
F228 1 EWIVER A 45 8818 2 FI 8 R E PR B B E
Cmax ZHAUC
&H
(ug/ml) (Rxug/ml)
FigD hlgG4 0.17 4.65
hu37D3.v28.A4 higG4-S228P.YTE 0.138 422
ZERCERETRITERIVEFBEH RE 2 SHERENILE

hu37D3.v28.A4 hlgG4-S228P.YTE th - kK i th > B B 2 52 §5 W 40 46
DL Zhmmn > Bl dE o Z BRIl - 146 T P g DA EL 8 - 1 i &8 B ]
BLEF > FE4 T LB hu37D3.v28.A4 higG4-S228P.YTE ¥t » K
FZUIRREEMENE - 24623 - WEEREWH > £5 TYTER
B2k EARMPEFESREGHRE)RE

JRHNE BE B R S LAY CSF R MAE F 2 L8 B - B 23D (CSF) &
23E (MM #F) K FR29 K 30E % o i Z &5 5% -
7229 ¢ ERIVIR &S 82 (% 2 ‘-3 CSF PK2 B (it BB
4 Cmax HEAUC
(ug/ml) (Kxpg/ml)
gD hlgG4 1.270 18.400
hu37D3.v28.A4 hIgG4-S228P.YTE 3.980 21.100
7230 ¢ EERIVIR &S B2 1% 2 P M A PK 2 Bl BB
AL
Cmax | Tmax HIAUC I
o g (B437)
(ng/ml) | RE | (Rxpg/ml) ug/mL
#7.gD hlgG4 0.175+0.02 [ 2 4.26+0.35 36.3+14.1
hu37D3.v28.A4 hIgG4-S228P.YTE | 0.1240.03 | 3 3.880.89 89.4+42 3
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MR BmaE R KEEEYE 2L > B4 gD E - 7
B XIS BENS > {F45 T HiEEhu37D3.v28.A4 hIgG4-S228P.YTE” &)
o CSFRMBFEF ZMBREEEINEME - 2 A E23 -

FHEBeBREWE 2 miEFEAR > FEELEBERIV 50 mg/kgés 82
% > HEEhu37D3.v28.A4 h1gG4-S228P.YTE F %f I8 # B > (i #4§F & 4%
2o [EHEWI12F AT il 2 Elecsys® 52 % 70 7 # [ #F TauiE T E & -

BB 2ERERINE24A-BF o E24AERHENAEEIE
HAbZ P EMmAE Tawg E o E24BE M E N EGEHRCHEF
& Al M7 < 48 M A Taw B8 - BAEH12FEME 2 &5 R E O KEE
hu37D3.v28.A4 hIgG4-S228P.YTES|#E B8 % 1 f . i #F Taus B B 24
A ZEAFFEMHRGE - HIEFEERFHhu37D3.v28.A4 higG4-
S228P.YTE&E & A K 2 Tau > HIEEIE » TauH KEEBBRZ2EHE - It

F &5 B Bl hu37D3.v28.A4 hlgG4-S228P.YTEf: K = 2 fZ # 8 & M

I

7 -

R IR Y B T B R B R AR A
A T (L3 e B DT AR PR R 0 A 4 T S - A
SCRE P 9 B 8 RS SRR 2 48R B B 0B R R I

BEA -
FFIIR
SEQ | JBi4l Fe31
ID NO
2 N E Tau Bi JB 3 % £ | AEPRQEFEVMEDHAGTYGLGDRK
(2-24)
4 B R Tau B A E | AEPRQEFDVMEDHAGTYGLGDRK
H(2-24)
10 37D3-H9 & §if 7] % | | EVOLVESGGD LAKPGGSLKL SCTASGLIFR SYGMSWVRQT
VH PDKRLEWVAT INSGGTYTYY PDSVKGRFTI SRDNAKNTLY
(VH) LOMSSLKSED TAMYYCANSY SGAMDYWGQG TSVTVSS

5 175 HEEWRHAS)
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11 37D3-HO &K $ii A 4% & | DDLLTQTPLS LPVSLGDPAS ISCRSSQSIV HSNGNTYFEW
VL YLOKPGQSPK LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
(VL) SRVEAEDLGV YYCFQOGSLVP WTFGGGTKLE IK

12 37D3-H9 HVR-H1 SYGMS

13 37D3-H9 HVR-H2 TINSGGTYTYYPDSVKG

14 37D3-H9 HVR-H3 SYSGAMDY

15 37D3-H9 HVR-L1 RSSQSIVHSNGNTYFE

16 37D3-H9 HVR-1L.2 KVSNRF'S

17 37D3-H9 HVR-L3 FQGSLVPWT

20 37D3-H9b & $ 7] 4% |& | EVQLVESGGD LAKPGGSLKL SCTASGLIFR SYGMSWVRQT
VH PDKRLEWVAT INSGGTYTYY PDSVKGRFTI SRDNAKNTLY
(VH) LOMSSLKSED TAMYYCANSY SGAMDYWGQOG TSVTVSS

21 37D3-HOb g $ 7] 4% |& | EDLLTQTPLS LPVSLGDPAS ISCRSSQSIV HSNGNTYFEW
VI YLOKPGQSPK LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
(VL) SRVEAEDLGV YYCFQOGSLVP WTFGGGTKLE IK

22 37D3-H9b HVR-H1 SYGMS

23 37D3-H9b HVR-H?2 TINSGGTYTYYPDSVKG

24 37D3-H9b HVR-H3 SYSGAMDY

25 37D3-H9b HVR-L1 RSSQSIVHSNGNTYFE

26 37D3-H9b HVR-L2 KVSNRFS

27 37D3-H9b HVR-L3 FQGSLVPWT

30 11E10-B8 & $i 1] %% |& | EVOQLVESGGD LVKPGGSLKL SCAASGFTFR SYGMSWVRQT
VH PDKRLEWVAT ISGGGSYTYY PDSVKGRFTI SRDNAKNTLY
(VH) LOMSSLKSED TAMYYCAVSY DGAMDYWGQOG TSVTVSS

31 11E10-B8 & $ 7] 4% & | DVLMTQTPLS LPVSLGDQAS ISCRSSQSIV HSNGNTYLEW
VI YLOKPGQSPK LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
(VL) SRVEAEDLGL YYCFQGSHVP WTFGGGTKLE IK

32 11E10-B8 HVR-H1 SYGMS

33 11E10-B8 HVR-H2 TISGGGSYTYYPDSVKG

34 11E10-B8 HVR-H3 SYDGAMDY

35 11E10-B8 HVR-L1 RSSQSIVHSNGNTYLE

36 11E10-B8 HVR-L2 KVSNRFS

37 11E10-B8 HVR-L3 FQGSHVPWT

40 54C1-H11 J; 61E7-C4 | EVQLVESGGD LVKPGGSLKV SCVASGFTFR SYGMSWVRQT

\ - PDKRLDWVAT ISSGGNYTYY PDSVKGRFTI SRDNAKNTLY

éﬁﬁﬁj%]”—:(m) LOMSSLKSED TAMYYCASSY SGAMDYWGQOG TSVTVSS

41 54C1-H11 J; 61E7-C4 | DTVMTQSPLS LPVSLGDQAS ISCRSSQSIV HSNGNTYLEW
o g YLOKPGQSPK LLIYTVSNRF SGVPDRFSGS GSGTDFTLKI
ﬁ—iﬁﬁﬂ%@(%) SRVEAEDLGV YYCFQGSHVP WTFGGGTKLE IK

42 54C1-H11 K7 61E7-C4 | SYGMS
HVR-H1

43 54C1-H11 F; 61E7-C4 | TISSGGNYTYYPDSVKG
HVR-H2

44 54C1-H11 K7 61E7-C4 | SYSGAMDY
HVR-H3
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45 54C1-H11 } 61E7-C4 | RSSQSIVHSNGNTYLE
HVR-L1

46 54C1-H11 K 61E7-C4 | TVSNRES
HVR-L2

47 54C1-H11 Kz 61E7-C4 | FQGSHVEWT
HVR-L3

50 3A4-H4 T § 7] 4% |& | EVOQLVESGGD LVKPGGSLKL SCAASGETES SYGMSWVRQT
VH PDKRLEWVAT ISSGGTYTYY PDSVKGRFTI SRDNAKNTLY
(VH) LOMSSLKSED TAMYFCATSY DGAMDYWGQG TSVTVSS

51 3A4-H4 &% 45 7] 4% | | DVLMTQTPLS LPVSLGDQAS ISCRSSQNIV HSNGNTYLEW
VL YLQKPGQSPK LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
(VL) SRVEAEDLGV YYCFQGTLVP WTFGGGTKLE IK

52 3A4-H4 HVR-H1 SYGMS

53 3A4-H4 HVR-H2 TISSGGTYTYYPDSVKG

54 3A4-H4 HVR-H3 SYDGAMDY

55 3A4-H4 HVR-L1 RSSQNIVHSNGNTYLE

56 3A4-H4 HVR-L2 KVSNRFS

57 3A4-H4 HVR-L3 FQGTLVEWT

60 19H6-F7 € §# & %% & | EVQLVESGGD LVKPGGSLKL SCAASGEFTFS SYGMSWVRQT
VH PDKRLEWVAT ISSGGTYTYY PDSVKGRFTI SRDNAKNTLY
(VH) LOMSSLKSED TAMYYCAPSY DGAMDYWGQG TSVTVSS

61 19H6-F7 & 44 T % |& | DVLMTQTPLS LPVSLGDQAS ISCRSSQSIV HSNGNTYLEW
VL YLQKPGQSPK LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
(VL) SRVEAEDLGV YYCFQGSLVP WTFGGGTKLE IK

62 19H6-F7 HVR-H1 SYGMS

63 19H6-F7 HVR-H2 TISSGGTYTYYPDSVKG

64 19H6-F7 HVR-H3 SYDGAMDY

65 19H6-F7 HVR-L1 RSSQSIVHSNGNTYLE

66 19H6-F7 HVR-L2 KVSNRFS

67 19H6-F7 HVR-L3 FQGSLVPWT

70 94B2-C1 £ i A &% | | EVOLQOSGPE LVKPGASMKI SCKASGYSLT GYTMNWVKQS
VH HGKNLEWIGL ISPYNGVTSY NQKFKGKATL TVDKSSNTAY
(VH) MELLSLTFED SAVYYCARQG AYWGQGTLVT VSA

71 94B2-C1 & i T 4% | | DVVMTQTPLT LSVTIGQPAS ISCKSSQSLL DSDGKTYLNW
VL LLORPGQSPK RLIYLVSKLD SGVPDRFTGS GSGTDFTLKI
(VL) SRVEAEDLGV YYCWQGTHFP WTFGGGTKLE IK

72 94B2-C1 HVR-H1 GYTMN

73 94B2-C1 HVR-H2 LISPYNGVTSYNQKFKG

74 94B2-C1 HVR-H3 QGAY

75 94B2-C1 HVR-L1 KSSQSLLDSDGKTYLN

76 94B2-C1 HVR-L2 LVSKLDS

77 94B2-C1 HVR-L3 WQGTHFPWT

80 125B11-H3 & §# T 4 | EVKLEESGGG LVQPGGSMKL SCVASRFIFS NYWMNWVRQS
= (VH PEKGLEWVAQ IRLKSDNYAT HYAESVKGRF TISRDDSKSS
& (VH) VYLOMNNLRA EDTGIYYCTG GTTYWGQGTT LTVSS
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81 _ % S ] 4% | DIVMTQSQKF LSTSVGDRVN ITCKASQNVG TAVAWYQQKP
125B11-H3 &% g o] &8
= (VL GOSPGLLIYS ASIRYTGVPD RFTGNGSGTD FTLTISDMQS
]”:”( ) EDLADYFCQQ FRTYPYTFGG GTKLEIK
82 125B11-H3 HVR-H1 NYWMN
83 125B11-H3 HVR-H2 QIRLKSDNYA THYAESVKG
84 125B11-H3 HVR-H3 GTTY
85 125B11-H3 HVR-L1 KASQNVGTAVA
86 125B11-H3 HVR-L2 SASIRYT
87 125B11-H3 HVR-L3 QQFRTYPYT
- T 484 (5 | EVKLEESGGG LVQPGGSMRL SCVASEFTES NYWMNWIRQS
90 113F5-F7 & #f 0] 88 &
VH PEKGLEWVAQ IRLKSDNYAT HYAESVKGRF TISRDASNFS
(VH) VYLOMNNLRA EDTGIYYCTG GTSYWGQGTT LTVSS
91 113F5-F7 & $ 7] 4% |& | DIVMTQSQKI MSTSVGDRVS ITCKASQNVG TAVAWYQQRP
VI GHSPKLLIYS ASRRFSGVPD RFTGSGSGTD FTLTIINVQS
(VL) EDLADYFCQQ FSTYPYTFGV GTKLEIK
92 113F5-F7 HVR-H1 NYWMN
93 113F5-F7 HVR-H2 QIRLKSDNYATHYAESVKG
94 113F5-F7 HVR-H3 GTSY
95 113F5-F7 HVR-L1 KASQNVGTAVA
96 113F5-F7 HVR-L2 SASRRF'S
97 113F5-F7 HVR-L3 QQFSTYPYT
_ AT 4% 1= | EVHLQQSGAE LVRSGASVKL SCTASGFNIK DYYMYWVKQR
100 26C1-B11 & ## 1] 88 %
VH PEQGLEWIGW IDPENGDTEY FPKFQGKATM TADTSSKTAY
(VH) LOLSSLTSED TAVYYCNAWR ARATNSALDY WGQGTSVTIVS S
101 26C1-B11 g $# 1] % [& | DVVMTQTPLT LSVTIGQPAS ISCKSSQSLL DSDGKTYLNW
VI LLRRPGQSPK RLIYLVSKLD SGVPDRFTGS GSGTDFTLKI
(VL) SRVEAEDLGV YYCWQGTHFP WTFGGGTKLE IK
102 26C1-B11 HVR-H1 DYYMY
103 26C1-B11 HVR-H2 WIDPENGDTE YFPKFQG
104 26C1-B11 HVR-H3 WRARATNSAL DY
105 26C1-B11 HVR-L1 KSSQSLLDSD GKTYLN
106 26C1-B11 HVR-L2 LVSKLDS
107 26C1-B11 HVR-L3 WQGTHEFPWT
- s T 4% [ | EVHLOQSGAE LVRSGASVKL SCTASGEFNIK DYYMYWVKQR
110 26C1-C8 & ## 1] &8 &
VH PEQGLEWIGW IDPENGDTEY FPKFQGKATM TADTSSKTAY
(VH) LOLSSLTSED TAVYYCNAWR ARATNSALDY WGQGTSVTIVS S
111 26C1-C8 8 §# A] 4 & | DVVMTQTPLT LSVTIGQPAS ISCKSSQSLL DSDGKTYLNW
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(VL) LLRRPGQSPK RLIYLVSKLD SGVPDRFTGS GSGTDFTLKI
SRVEAEDLGV YYCWQGTHFP WTFGGGTKLE IK

112 26C1-C8 HVR-H1 DYYMY

113 26C1-C8 HVR-H2 WIDPENGDTE YFPKFQG

114 26C1-C8 HVR-H3 WRARATNSAL DY

115 26C1-C8 HVR-L1 KSSQSLLDSD GKTYLN

116 26C1-C8 HVR-L2 LVSKLDS

117 26C1-C8 HVR-L3 WQGTHEFPWT

120 30G1-B2 £ §# 7] 8% & | QVQLQQSGAE LVRPGASVTL SCKASGYTFT DYEMYWVKQT
VH PVHGLEWIGA IDPETGDTAY NQOKFKGKATL TADKSSNTAY
(VH) MELRSLTSED SAVYYCIRQY GNWFPYWGQOG TLVTVSA

121 30G1-B2 & §# 7] 4% & | DVVMTQTPLS LPVSLGDQAS ISCRSSQSLV HANGNTYLHW
VI FLOKPGLSPK LLIYKVSNRF SGVPDRFSGG GSGTDFTLKI
(VL) TRLEAEDLGYV YFCSQSTHVP FTFGSGTKLE IK

122 30G1-B2 HVR-H1 DYEMY

123 30G1-B2 HVR-H2 AIDPETGDTAYNQKFKG

124 30G1-B2 HVR-H3 QYGNWFPY

125 30G1-B2 HVR-L1 RSSQSLVHANGNTYLH

126 30G1-B2 HVR-L2 KVSNRFS

127 30G1-B2 HVR-L3 SQSTHVPFET

130 66F5-A1 B $ 1] 4% & | QVQLQQSGAE LVRPGASVTL SCKASGYTFI DYEMNWVKQT
VH PVHGLEWIGA IDPENGGTAY NQOKFKGKAIV TADKSSSTAY
(VH) MELRSLTSED SAVYYCSGPH FDYWGQGTTL TVSS

131 66F5-A1 8% $ 1] 4% |& | DIVMTQSPSS LAMSVGQKVT MSCKSSQSLL NSSTQKNYLA
VL WYQQKPGQSP KLLVYFASTR ESGVPDRFIG SGSGTDETLT
(VL) ISSVOAEDLA DYFCQQHYST PYTFGGGTKL EIK

132 66F5-A1 HVR-H1 DYEMN

133 66F5-A1 HVR-H2 AIDPENGGTA YNQKFKG

134 66F5-A1 HVR-H3 PHFDY

135 66F5-A1 HVR-L1 KSSQSLLNSS TQKNYLA

136 66F5-A1 HVR-L2 FASTRES

137 66F5-A1 HVR-L3 QOHYSTPYT
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140 123E9-A1 85 $# T] % & | EVQLOQSGPE LVKPGASVKM SCKASGYTET DYYMKWVKQS
VH HGKSLEWIGD IDPNNGGTSY NQKFKGKATL TVDKSSSTAY
(VH) MQINSLTSED SAVYYCARSA GFGDSFSFWG LGTLVTVSA

141 123E9-A1 & $i# 7] %% |& | DVLMTQTPLS LPVSLGDQAS ISCRSSQSIV HSNGNTYLEW
VL YLQKPGQSPK LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
(VL) SRVEAEDLGF YYCFQGSHVP PTFGGGTKLE IK

142 123E9-A1 HVR-H1 DYYMK

143 123E9-A1 HVR-H2 DIDPNNGGTSYNQKFKG

144 123E9-A1 HVR-H3 SAGFGDSFSF

145 123E9-A1 HVR-L1 RSSQSIVHSNGNTYLE

146 123E9-A1 HVR-L2 KVSNRES

147 123E9-A1 HVR-L3 FQGSHVPPT

150 15C6-A7 B 4 7] %% |& | EVQLOQSGPE LVKPGASVMM TCKASGYTFT DYYMKWVKQS
VH NGKSLEWIGD LDPYTGGANY NQKFKGKATL TVDKSSSTAY
(VH) MHLNSLTSED SAVYYCARSR GYGDSFAYWG QGTLVTVSA

151 15C6-A7 6 5 7] 4% |& | DVLMTQTPLS LPVSLGDQAS ISCRSSQNIV HSNGNTYLEW
VL YLQKPGQSPK LLIYKVSNRF SGVPDKFSGS GSGTDFTLKI
(VL) SRVEAEDLGV YFCFQGSHVP PTFGGGTKLE IK

152 15C6-A7 HVR-H1 DYYMK

153 15C6-A7 HVR-H2 DLDPYTGGAN YNQKFKG

154 15C6-A7 HVR-H3 SRGYGDSFAY

155 15C6-A7 HVR-L1 RSSQNIVHSN GNTYLE

156 15C6-A7 HVR-L2 KVSNRES

157 15C6-A7 HVR-L3 FQGSHVPPT

160 19F8-B1 & §ifi ] % |& | EVQLOQSGPE LVKPGASVKM SCKASGYTFT DYYMKWVKQS
VH HGKSLEWIGD LNPNNGGTLY NQKFKGQATL TVDKSSSTAY
(VH) MQFNSLTSED SAVYYCARSA GYGDSFAYWG QGTLVTVSA

161 19F8-B1 & §ii ] % |& | DVLMTQTPLS LPVSLGDQAS ISCRSSQNIV HSNGNTYLEW
VL YLQKPGQSPK LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
(VL) SRVEAEDLGI YFCFQGSHVP PTFGGGTKLE IK

162 19F8-B1 HVR-HI DYYMK

163 19F8-B1 HVR-H?2 DLNPNNGGTL YNQKFKG

164 19F8-B1 HVR-H3 SAGYGDSFAY

165 19F8-B1 HVR-L1 RSSQNIVHSN GNTYLE
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166 19F8-B1 HVR-L2 KVSNRFS

167 19F8-B1 HVR-L3 FQGSHVPPT

170 24A11-D5 & $A] 8% & | EVOLQOSGPE LVKPGASVKM SCKASGYTFT DYYMKWVKQS
VH HGKSLEWIGD LNPKNGGIIY NQKFKGQOATL TVDKSSSTAY
(VH) MOLNSLTSED SAVFYCARSG GYGDSFAYWG QGTLVTVSA

171 24A11-D5 8 $ 7] 4% & | DVLMTQTPLS LPVSLGDQAS ISCRSSQNIV HSNGNTYLEW
VI YLOKPGQSPK LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
(VL) SRVEAEDLGI YFCFQGSHVP PTFGGGTKLE IK

172 24A11-D5 HVR-H1 DYYMK

173 24A11-D5 HVR-H?2 DLNPKNGGII YNQKFKG

174 24A11-D5 HVR-H3 SGGYGDSFAY

175 24A11-D5S HVR-L1 RSSQONIVHSN GNTYLE

176 24A11-D5S HVR-L2 KVSNRFS

177 24A11-D5S HVR-L3 FQGSHVPPT

180 126F11-G11 £ $# 7 %% | EVOLOQSGAE LVRPGASVKL SCTASGFNIK DDYMHWVKQR
_ PEQGLEWIGW IDPENGDTEY ASKFQGKATI TTDTSSNTAY
]D:E(VH) LOLSSLTSED TAVYYCLDFA YGYWGQGTTL TVSS

181 126F11-G11 & $# 7 %% | DVLMTQTPLS LPVSLGDQAS ISCRSSQSIV HSNGNTYLEW
_ YLOKPGQSPK LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
]”:”(VL) SRVEAEDLGV YYCFQGSHVP PAFGGGTKLE IK

182 126F11-G11 HVR-H1 DDYMH

183 126F11-G11 HVR-H2 WIDPENGDTE YASKFQG

184 126F11-G11 HVR-H3 FAYGY

185 126F11-G11 HVR-L1 RSSQSIVHSN GNTYLE

186 126F11-G11 HVR-L2 KVSNRFS

187 126F11-G11 HVR-L3 FQGSHVPPA

190 89F4-A1 T §# T 4% |& | EVQLVESGGG LVQPKGSLKL SCAASGFTFN TYAMNWVRQA
VH PGKGLEWVAR IRSKSNNYAA YFADSVKDRF TISRDDSQTM
(VH) LYLOMNNLKS EDTAMYYCVS GGNYVPFAYW GOGTLVIVSA

191 8OF4-A1 8% f T 4% |& | NIMMTQSPSS LAVSAGEKVT MSCKSSQSVF YSSEQRNYLA
VL WYQQKPGQSP KLLISWASTR ESGVPDRFTG SGSGTDETLT
(VL) ISSVOGEDLA VYYCHQYLSS FTFGSGTKLE IK

192 89F4-A1 HVR-H1 TYAMN

193 89F4-A1 HVR-H2 RIRSKSNNYA AYFADSVKD

194 89F4-A1 HVR-H3 GGNYVPFAY

195 89F4-A1 HVR-L1 KSSQSVEFYSS EQRNYLA

196 89F4-A1 HVR-L2 WASTRES

197 89F4-A1 HVR-L3 HQYLSSET

200 93A8-D2 FE $i A 4% & | EVQLQOSGPV LVKPGASVKM SCKASGYTFT DYYVNWVKQS

HGKGLEWIGL INPNNGRTSY NONFNDKATL TVDKSSSTAF
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(VH) MDLNSLTSED SAVYYCTREG GTGYWGQOGTT LSVSS
- % Al AT 8% 2 | DVVMTQTPLT LSVTIGQPAS ISCKSSQSLL DSDGKTYLNW

201 O3 A8-D2 8% 4 ] 525 |
VL LLORPGQSPR RLIYLVSKLD SGVPDRFTGS GSGTDFTLKI
(VL) SRVAAEDLGV YYCWQGTHFP RTFGGGTKLE IK

202 93A8-D2 HVR-H1 DYYVN

203 93A8-D2 HVR-H2 LINPNNGRTSYNQNFEND

204 93A8-D2 HVR-H3 EGGTGY

205 93A8-D2 HVR-L1 KSSQOSLLDSDGKTYLN

206 93A8-D2 HVR-L2 LVSKLDS

207 93A8-D2 HVR-L3 WQGTHEFPRT

210 14F5-D9 & $# 0] %% & | EVKLVESGGG LVQPGGSLRL SCATSGFTFS DFYMEWVRQS
VH PGKRLEWIAA SKNKANDYTT EYNASVKDRF FVSRDTSQOSI
(VH) LYLOMNALRA EDTAIYYCAR DALGTVFAYW GOGTLVIVSA

211 14F5-D9 &8 $# 1] %% & | DVVMTQTPLS LPVSLGDQAS ISCRSSQSLV HSNGNTYLHW
VL YLOKPGQSPK LLIYKVENRF SGVPDRFSGS GSGTDFTLKI
(VL) SRVEAEDLGV YFCSQSTLVP LTFGAGTKLE LK

212 14F5-D9 HVR-H1 DFYME

213 14F5-D9 HVR-H?2 ASKNKANDYT TEYNASVKD

214 14F5-D9 HVR-H3 DALGTVFAY

215 14F5-D9 HVR-L1 RSSQOSLVHSN GNTYLH

216 14F5-D9 HVR-L2 KVENRF'S

217 14F5-D9 HVR-L3 SQSTLVPLT

220 73H6-B8 T §# A] 4% & | QVQLKESGPG LVAPSQSLSI TCTISGFSLT SYGVHWVRQP
VH PGKGLEWLVV IWSDGSTTYN SALKSRLSIS KDNSKSQVFL
(VH) KMNSLOTDDT AMYYCARQGG FITTAYYAMD YWGQGTSVTV SS

221 73H6-B8 &% §# A] 4% & | DIVMSQSPSS LAVSAGEKVT MSCKSSQSLL NSRTRKNYLA
VI WYQQKPGQSP KLLIYWASTR ESGVPDRFTG SGSGTDETLT
(VL) ISSVOAEDLA VYYCKQSYNL YTFGGGTKLE IK

222 73H6-B8 HVR-H1 SYGVH

223 73H6-B8 HVR-H?2 VIWSDGSTTY NSALKS

224 73H6-B8 HVR-H3 QGGFITTAYY AMDY

225 73H6-B8 HVR-L1 KSSQOSLLNSR TRKNYLA

226 73H6-B8 HVR-L2 WASTRES

227 73H6-B8 HVR-L3 KQSYNLYT

230 22G7-C9 5 § 7] 4% & | QTQLVQOSGPE LKKPGETVKI SCKASGYTFT DCSIHWVKQA
VH PGEGLKWMGW INTETGEPSY ADDFKGRFAF SLETSASTAF
(VH) LOINNLKSED TASYFCGTAY YRYDGALDYW GQOGTSVTIVSS

231 22G7-C9 B 4 7] 4% & | DIVLTQSPAS LAVSLGQRAT ISCRASQSVS TSSYSYMHWF
VI QOKPGQOPPKL LIKYASNLES GVPARFSGSG SGTDFTLNIH
(VL) PVEEEDTATY YCQHSWELPW TFGGGTKLEI K

232 22G7-C9 HVR-H1 DCSIH

233 22G7-C9 HVR-H2 WINTETGEPS YADDFKG

234 22G7-C9 HVR-H3 AYYRYDGALD Y

235 22G7-C9 HVR-L1 RASQSVSTSS YSYMH

236 22G7-C9 HVR-L2 YASNLES
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237 22G7-C9 HVR-L3 QHSWELPWT

240 TA11-C12 8 4 T] 485 |& | QTOLVQSGPD LKKPGETVKI SCKASGYTET NYGMNWVKQA
VH PGKGLKWMGW INTNTGEPTY AEEFKGRFAF SLETSASTAY
(VH) LQIDNLKNED TATYFCARGT VSFPYWGQGT LVTVSA

241 TA11-C12 8 44 T] 484 |& | DVVMSQTPLS LPVSLGDHAS ISCRSSQNLV HSDGNTYLHW
VL YLOKPGQSPK LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
(VL) SRVEAEDLGV YFCSQSTHVI FTFGSGTKLE IK

242 7A11-C12 HVR-HI NYGMN

243 7A11-C12 HVR-H2 WINTNTGEPT YAEEFKG

244 7A11-C12 HVR-H3 GTVSFPY

245 7A11-C12 HVR-L1 RSSQNLVHSD GNTYLH

246 7A11-C12 HVR-L2 KVSNRE'S

247 7A11-C12 HVR-L3 SQSTHVIET

250 12A10-E8 £ $# 7] %5 |& | QTQLVQSGPE LKKPGETVKI SCKASGYTFT NYGMNWVKQA
VH PGKGLKWMGW INMYTGEPTY GDDFKGRFVF SLETSVSTVY
(VH) LQINNLKKED TATFFCARGG RPDYWGQGTS VTVSS

251 12A10-E8 & $i# 7] %% |& | DVLMTQTPLS LPVSLGDQAS ISCRSSQSIV HSNGNTYLEW
VL YLOKPGQSPK LLIYKVENRF SGVPDRFSGS GSGTDFTLKI
(VL) NRVEAEDLGV YYCLQGSHVP YTFGGGTKLE IK

252 12A10-E8 HVR-HI1 NYGMN

253 12A10-E8 HVR-H2 WINMYTGEPT YGDDFKG

254 12A10-E8 HVR-H3 GGRPDY

255 12A10-E8 HVR-L1 RSSQSIVHSN GNTYLE

256 1 2A10-E8 HVR-L2 KVENRFE'S

257 12A10-E8 HVR-L3 LQGSHVPYT

260 SSE7-F11 &8 §# 1] %% & | EVKLEESGGG LVQPGGSMKL SCVASGEFTFS NYWMNWVROS
VH PEKGLEWVAQ IRLKSDNYAT HYAESVKGRF TISRDDSKSS
(VH) VYLOMNNLRA EDTGIYYCAG YFYGGYFDVW GTGTTVTVSS

261 SSE7-F11 8¢ §# A 4% [& | ELVLTQSPTT MAASPGKKIT ITCSASSSIS SNYLHWYQQK
VL PGFSPKLLIY RTSNLASGVP ARFSGSGSGT SYSLTIGTME
(VL) AEDVATYYCQ QGSSLPFTFG SGTKLEIK

262 55E7-F11 HVR-HI NYWMN

263 55E7-F11 HVR-H2 QIRLKSDNYA THYAESVKG

264 55E7-F11 HVR-H3 YFYGGYFDV

265 55E7-F11 HVR-L1 SASSSISSNY LH

266 55E7-F11 HVR-L2 RTSNLAS

267 55E7-F11 HVR-L3 QQGSSLPET

270 SOF6-F11 B8 i A %% | | QVOLQOSGTE LAKPGASVKL SCKASGYTFT HYWMHWIKOR
VH PGQGLEWIGY IYPTNDYTKY NQNFRDKATL TADESSNSAY
(VH) MOLNSLTYED SAVYYCARAG NRVFDFWGQG TTLTVSS

271 SOF6-F11 4 $i 7] %% | | QAVVTQESAL TTSPGETVTL TCRSSTGAVT TSNEANWVQE
VL KPDHLFTGLI GGTNNRAPGV PARFSGSLIG DKAALTITGA
(VL) QTEDEAIYFC ALWYSNLWVF GGGTKLTVL

272 52F6-F11 HVR-H1 HYWMH

273 52F6-F11 HVR-H2 YIYPTNDYTK YNQNFRD

274 52F6-F11 HVR-H3 AGNRVFDF
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275 52F6-F11 HVR-L1 RSSTGAVTTS NFAN
276 52F6-F11 HVR-L2 GTNNRAP
277 52F6-F11 HVR-L3 ALWYSNLWV
280 Hu37D3-H9.v1 & §## & | EVOLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
1 (VH PGKGLEWVAT INSGGTYTYY PDSVKGRFTI SRDNSKNTLY
Zl@(VH) LOMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSS
281 Hu37D3-H9.v1 & §# 7] | EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNGNTYFEW
ST (VL YOOKPGKSPK LLIYKVSNRF SGVPSRFSGS GSGTDFTLTI
2E(VL) SSLOPEDFAT YYCFQGSLVP WTFGQGTKVE IK
282 Hu37D3-H9.vl HVR- | SYGMS
H1
283 Hu37D3-H9.vl HVR- | TINSGGTYTYYPDSVKG
H2
284 Hu37D3-H9vl HVR- | SYSGAMDY
H3
285 Hu37D3-H9.vl HVR- | RSSQSIVHSNGNTYFE
L1
286 Hu37D3-H9.vl HVR- | KVSNRFS
L2
287 Hu37D3-H9.vl HVR- | FQGSLVEWT
L3
288 Hu37D3-H9.v1 IgG1EE | EVOLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVROA
o PGKGLEWVAT INSGGTYTYY PDSVKGRFTI SRDNSKNTLY
v LOMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSSAST
KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF PEPVIVSWNS
GALTSGVHTF PAVLOSSGLY SLSSVVIVPS SSLGTQTYIC
NVNHKPSNTK VDKKVEPKSC DKTHTCPPCP APELLGGPSV
FLFPPKPKDT LMISRTPEVT CVVVDVSHED PEVKENWYVD
GVEVHNAKTK PREEQYNSTY RVVSVLTVLH QDWLNGKEYK
CKVSNKALPA PIEKTISKAK GQPREPQOVYT LPPSREEMTK
NOVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS
DGSFFLYSKL TVDKSRWQQOG NVFSCSVMHE ALHNHYTQKS
LSLSPGK
289 Hu37D3-H9.v1 IgG & | EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNGNTYFEW
i YOOKPGKSPK LLIYKVSNRF SGVPSRFSGS GSGTDFTLTI
v SSLOPEDFAT YYCFQGSLVP WTFGQGTKVE IKRTVAAPSV
FIFPPSDEQL KSGTASVVCL LNNFYPREAK VQWKVDNALQ
SGNSQESVTE QODSKDSTYSL SSTLTLSKAD YEKHKVYACE
VTHQGLSSPV TKSEFNRGEC
290 Hu37D3-H9.v5 & ## 7] | EVOLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
@815 (VH PGKGLEWVAT INSGGTYTYY PDSVKGRFTI SRDNSKNTLY
Zl@(VH) LOMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSS
201 Hu37D3-H9.v5 & §#i 7] | EDVLTQTPLS LPVTPGQPAS ISCRSSQSIV HSNGNTYFEW
ST (VL YLOKPGQSPQ LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
2E(VL) SRVEAEDVGV YYCFQGSLVP WTFGQGTKVE IK
292 Hu37D3-H9v5 HVR-
H1 SYGMS
293 Hu37D3-H9v5 HVR-
H2 TINSGGTYTYYPDSVKG
294 Hu37D3-H9v5 HVR-
H3 SYSGAMDY
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295 Hu37D3-H9v5 HVR-
L1 RSSQSIVHSNGNTYFE

296 Hu37D3-H9v5 HVR-
L2 KVSNRFS

297 Hu37D3-H9v5 HVR-
L3 FQGSLVPWT

300 Hu94B2.v105 & $# T | EVOLVQSGAE VKKPGASVKV SCKASGYSLT GYTMNWVRQA
S5 (VH PGOGLEWIGL ISPYNGVTSY NQKFKGRATL TVDKSTSTAY
22l (VH) LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS

301 Hu94B2 v105 & 4 7] | DIVMTQTPLS LPVTPGQPAS ISCKSSQSLL DSDGKTYLNW
A LLOKPGQSPQ RLIYLVSKLD SGVPDRFSGS GSGTDFTLKI
2E(VL) SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK

302 Hu94B2 v105 HVR-H1 | GYTMN

303 Hu94B2 v105 HVR-H2 | LISPYNGVTSYNQKFKG

304 Hu94B2 v105 HVR-H3 | QGAY

305 Hu94B2.v105 HVR-L1 | KSSQSLLDSDGKTYLN

3006 Hu94B2.v105 HVR-L2 | LVSKLDS

307 Hu94B2.v105 HVR-L3 | WQGTHFPWT

310 hul25B11.v17 & §#f 7] | EVQLVESGGG LVQPGGSLRL SCAASRFIFS NYWMNWVRQA
S5 (VH PGKGLEWVAQ IRLKSDNYAT HYAESVKGRE TISRDDSKNT
22l (VH) LYLOMNSLRA EDTAVYYCTG GTTYWGQGTL VTVSS

311 hul25B11.v17 & $# F] | DIQMTQSPSS LSASVGDRVT ITCKASQNVG TAVAWYQOKP
ST (VL GKSPKLLIYS ASIRYTGVPS RFSGSGSGTD FTLTISSLQP
2l@(VL) EDFATYFCQQ FRTYPYTFGQ GTKVEIK

312 hul25B11.vl17 HVR- | NYWMN
H1

313 hul25B11.v17 HVR- | QIRLKSDNYATHYAESVKG
H2

314 hul25B11.vl17 HVR- | GTTY
H3

315 hul25B11.v17 HVR- | KASQNVGTAVA
L1

316 hul25B11.v17 HVR- | SASIRYT
L2

317 hul25B11.vl17 HVR- | QQFRTYPYT
L3

320 hul25B11.v26 & §if 7] | EVQLVESGGG LVQPGGSLRL SCAASRFIFS NYWMNWVRQA
S5 (VH PGKGLEWVAQ IRLKSDNYAT HYAESVKGRE TISRDNSKNT
22l (VH) LYLOMNSLRA EDTAVYYCTG GTTYWGQGTL VTVSS

321 hul25B11.v26 & $# H] | DIQMTQSPSS LSASVGDRVT ITCKASQNVG TAVAWYQOKP
ST (VL GKAPKLLIYS ASIRYTGVPS RFSGSGSGTD FTLTISSLQP
2l@(VL) EDFATYFCQQ FRTYPYTFGQ GTKVEIK

322 hul25B11.v26 HVR- | NYWMN
H1

323 hul25B11.v26 HVR- | QIRLKSDNYATHYAESVKG
H2

324 hul25B11.v26 HVR- | GTTY
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H3

325 hul25B11.v26 HVR- | KASQNVGTAVA
L1

326 hul25B11.v26 HVR- | SASIRYT
L2

327 hul25B11.v26 HVR- | QQFRTYPYT
L3

330 hul25B11.v28 & §if 7] | EVQLVESGGG LVQPGGSLRL SCAASRFIFS NYWMNWVRQA
T PGKGLEWVAQ IRLKSDNYAT HYAESVKGRE TISRDNSKNT
& (VH) LYLOMNSLRA EDTAVYYCTG GTTYWGQGTL VTVSS

331 hul25B11.v28 & $#i F] | DIQMTQSPSS LSASVGDRVT ITCKASQNVG TAVAWYQOKP
T GKAPKLLIYS ASIRYTGVPS RFSGSGSGTD FTLTISSLQP
Zlm(VL) EDFATYYCQQ FRTYPYTFGQ GTKVEIK

332 hul25B11.v28 HVR- | NYWMN
H1

333 hul25B11v28 HVR- | QIRLKSDNYATHYAESVKG
H2

334 hul25B11.v28 HVR- | GTTY
H3

335 hul25B11.v28 HVR- | KASQNVGTAVA
L1

336 hul25B11.v28 HVR- | SASIRYT
L2

337 hul25B11.v28 HVR- | QQFRTYPYT
L3

340 Hu37D3-H9 v28.A4 B | EVOLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
N PGKGLEWVAT INSGGTYTYY PDSVKGRFTI SRDNSKNTLY
s F] S e (VH) LOMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSS

341 Hu37D3-H9.v28 A4 #g | DDVLTQTPLS LPVTPGQPAS ISCRSSQSIV HSNGNTYLEW
N YLOKPGQSPQ LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
i F] S &R (VL) SRVEAEDVGV YYCFQGSLVP WTFGQGTKVE IK

342 Hu37D3-H9.v28. A4
HVR-H1 SYGMS

343 Hu37D3-H9.v28. A4
HVR-H2 TINSGGTYTYYPDSVKG

344 Hu37D3-H9.v28. A4
HVR-H3 SYSGAMDY

345 Hu37D3-H9.v28. A4
HVR-L1 RSSQSIVHSNGNTYLE

346 Hu37D3-H9.v28. A4
HVR-L2 KVSNRFS

347 Hu37D3-H9.v28. A4
HVR-L3 FQGSLVPWT

348 Hu37D3-H9 v28 A4 EVQLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
16G4-S228P.Y TE & 4 PGKGLEWVAT INSGGTYTYY PDSVKGRFTI SRDNSKNTLY
g ‘ = LOMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSSAST

KGPSVFPLAP CSRSTSESTA ALGCLVKDYF PEPVIVSWNS
GALTSGVHTF PAVLOSSGLY SLSSVVIVPS SSLGTKTYTC
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NVDHKPSNTK
PPKPKDTLYI
VHNAKTKPRE
SNKGLPSSTIE
SLTCLVKGEY
FFLYSRLTVD

VDKRVESKYG
TREPEVTCVV
EQENSTYRVV
KTISKAKGQP
PSDIAVEWES
KSRWQEGNVE

PPCPPCPAPE
VDVSQEDPEV
SVLTVLHQDW
REPQVYTLPP
NGQPENNYKT
SCSVMHEALH

FLGGPSVFEFLF
QFNWYVDGVE
LNGKEYKCKV
SQEEMTKNQV
TPPVLDSDGS
NHYTQKSLSL

SLGK

602

Hu37D3-H9.v28 A4
IgG4-S228P.YTE des-

EVQLVESGGG
PGKGLEWVAT
LOMNSLRAED
KGPSVFPLAP
GALTSGVHTF
NVDHKPSNTK
PPKPKDTLYI
VHNAKTKPRE
SNKGLPSSTIE
SLTCLVKGEY
FFLYSRLTVD

LVQPGGSLRL
INSGGTYTYY
TAVYYCANSY
CSRSTSESTA
PAVLQSSGLY
VDKRVESKYG
TREPEVTCVV
EQENSTYRVV
KTISKAKGQP
PSDIAVEWES
KSRWQEGNVE

SCAASGLIFR
PDSVKGRFTI
SGAMDYWGQG
ALGCLVKDYF
SLSSVVTVPS
PPCPPCPAPE
VDVSQEDPEV
SVLTVLHQDW
REPQVYTLPP
NGQPENNYKT
SCSVMHEALH

SYGMSWVRQA
SRDNSKNTLY
TLVIVSSAST
PEPVTVSWNS
SSLGTKTYTC
FLGGPSVFEFLF
QFNWYVDGVE
LNGKEYKCKV
SQEEMTKNQV
TPPVLDSDGS
NHYTQKSLSL

SLG

349

Hu37D3-H9.v28 A4
IgG4-S228P Y TE# j#

DDVLTQTPLS
YLOKPGQSPQ
SRVEAEDVGV
FIFPPSDEQL
SGNSQESVTE
VITHQGLSSPV

LPVTPGQPAS
LLIYKVSNRF
YYCFQGSLVP
KSGTASVVCL
ODSKDSTYSL
TKSEFNRGEC

ISCRSSQSIV
SGVPDRE'SGS
WIFGQGTKVE
LNNFYPREAK
SSTLTLSKAD

HSNGNTYLEW
GSGTDFTLKI
IKRTVAAPSV
VOWKVDNALQ
YEKHKVYACE

442

hul25B11-H3.LC1

DIOMTQSPSS
GKSPKLLIYS
EDFATYFCQQ

LSASVGDRVT
ASTRYTGVPS
FRTYPYTFGQ

ITCKASQNVG
RFSGSGSGTD
GTKVEIK

TAVAWYQQKP
FTLTISSLQP

443

hul25B11-H3.LC2

DIOMTQSPSS
GKAPKLLIYS
EDFATYFCQQ

LSASVGDRVT
ASTRYTGVPS
FRTYPYTFGQ

ITCKASQNVG
RFSGSGSGTD
GTKVEIK

TAVAWYQQKP
FTLTISSLQP

444

hul25B11-H3.LC3

DIOMTQSPSS
GKSPKLLIYS
EDFATYYCQQ

LSASVGDRVT
ASTRYTGVPS
FRTYPYTFGQ

ITCKASQNVG
RFSGSGSGTD
GTKVEIK

TAVAWYQQKP
FTLTISSLQP

445

hul25B11-H3.LC4

DIOMTQSPSS
GKAPKLLIYS
EDFATYYCQQ

LSASVGDRVT
ASTRYTGVPS
FRTYPYTFGQ

ITCKASQNVG
RFSGSGSGTD
GTKVEIK

TAVAWYQQKP
FTLTISSLQP

446

hul25B11-H3.HCl1

EVQLVESGGG
PGKGLEWVAQ
VYLOMNSLRA

LVQPGGSLRL
IRLKSDNYAT
EDTAVYYCTG

SCAASRETIFS
HYAESVKGRF
GTTYWGQGTL

NYWMNWVRQA
TISRDDSKNT
VIVSS

447

hul25B11-H3.HC2

EVQLVESGGG
PGKGLEWVAQ
VYLOMNSLRA

LVQPGGSLRL
IRLKSDNYAT
EDTAVYYCTG

SCAASRETIFS
HYAESVKGRF
GTTYWGQGTL

NYWMNWVRQA
TISRDNSKNT
VIVSS

448

hul25B11-H3.HC3

EVQLVESGGG
PGKGLEWVAQ
LYLOMNSLRA

LVQPGGSLRL
IRLKSDNYAT
EDTAVYYCTG

SCAASRETIFS
HYAESVKGRF
GTTYWGQGTL

NYWMNWVRQA
TISRDDSKNT
VIVSS

449

hul25B11-H3.HC4

EVQLVESGGG
PGKGLEWVAQ
LYLOMNSLRA

LVQPGGSLRL
IRLKSDNYAT
EDTAVYYCTG

SCAASRETIFS
HYAESVKGRF
GTTYWGQGTL

NYWMNWVRQA
TISRDNSKNT
VIVSS

450

hul25B11-H3.HC5S

EVQLVESGGG
PGKGLEWVAQ
VYLOMNSLRA

LVQPGGSLRL
IRLKSDNYAT
EDTAVYYCTG

SCAASRETIFS
HYAESVKGRF
GTTYWGQGTL

NYYMNWVRQA
TISRDDSKNT
VIVSS

451

hul25B11-H3.HC6

EVQLVESGGG
PGKGLEWVAQ
VYLOMNSLRA

LVQPGGSLRL
IRLKSDNYAT
EDTAVYYCTG

SCAASRETIFS
HYAESVKGRF
GTTYWGQGTL

NYFMNWVRQA
TISRDDSKNT
VIVSS

452

Hu94B2 HCI1

EVOLVQSGAE
PGOGLEWIGL
LELSSLRSED

VKKPGASVKV
ISPYNGVTSY
TAVYYCARQG

SCKASGYSLT
NQKFKGRATL
AYWGQGTLVT

GYTMNWVRQA
TVDKSTSTAY
V3sS

453

Hu94B2 HC2

EVOLVQSGAE

VKKPGASVKV

SCKASGYSLT

GYTMNWVROA
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PGQGLEWIGL ISPYNGVTSY NQKFKGRVTL TVDKSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS
454 Hu94B2 HC3 EVQLVQSGAE VKKPGASVKV SCKASGYSLT GYTMNWVRQA
PGQGLEWIGL ISPYNGVTSY NQKFKGRATI TVDKSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS
455 Hu94B2 HC4 EVQLVQSGAE VKKPGASVKV SCKASGYSLT GYTMNWVRQA
PGQGLEWIGL ISPYNGVTSY NQKFKGRATL TRDKSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS
456 Hu94B2 HCS EVQLVQSGAE VKKPGASVKV SCKASGYSLT GYTMNWVRQA
PGQGLEWIGL ISPYNGVTSY NQKFKGRATL TVDTSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS
457 Hu94B2 HC6 EVQLVQSGAE VKKPGASVKV SCKASGYSLT GYTMNWVRQA
PGQGLEWIGL ISPYNGVTSY NQKFKGRVTI TVDKSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS
458 Hu94B2 HC7 EVQLVQSGAE VKKPGASVKV SCKASGYSLT GYTMNWVRQA
PGQGLEWIGL ISPYNGVTSY NQKFKGRVTI TRDKSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS
459 Hu94B2 HCS EVQLVQSGAE VKKPGASVKV SCKASGYSLT GYTMNWVRQA
PGQGLEWIGL ISPYNGVTSY NQKFKGRVTI TVDTSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS
460 Hu94B2 LC9 DVVMTQTPLS LPVTPGQPAS ISCKSSQSLL DSDGKTYLNW
LLOKPGQSPQ RLIYLVSKLD SGVPDRFSGS GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
461 Hu94B2 LC10 DVVMTQTPLS LPVTPGQPAS ISCKSSQSLL DSDGKTYLNW
LLOKPGQSPQ LLIYLVSKLD SGVPDRFSGS GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
462 Hu94B2 LC11 DVVMTQTPLS LPVTPGQPAS ISCKSSQSLL DSDGKTYLNW
YLOKPGQSPQ RLIYLVSKLD SGVPDRFSGS GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
463 Hu94B2 LC12 DVVMTQTPLS LPVTPGQPAS ISCKSSQSLL DSDGKTYLNW
YLOKPGQSPQ LLIYLVSKLD SGVPDREFSGS GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
464 Hu94B2 LC13 DIVMTQTPLS LPVTPGQPAS ISCKSSQSLL DSDGKTYLNW
LLOKPGQSPQ RLIYLVSKLD SGVPDRFSGS GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
465 Hu94B2 L.C14 DIVMTQTPLS LPVTPGQPAS ISCKSSQSLL DSDGKTYLNW
LLOKPGQSPQ LLIYLVSKLD SGVPDRFSGS GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
466 Hu94B2 LC15 DIVMTQTPLS LPVTPGQPAS ISCKSSQSLL DSDGKTYLNW
YLOKPGQSPQ RLIYLVSKLD SGVPDRFSGS GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
467 Hu94B2 LC16 DIVMTQTPLS LPVTPGQPAS ISCKSSQSLL DSDGKTYLNW
YLOKPGQSPQ LLIYLVSKLD SGVPDREFSGS GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
468 Hu37D3-H9.v5.1
HVR-LI RSSQSIVHSNANTYFE
469 Hu37D3-H9.v5.2
HVR-LI RSSQSIVHSSGNTYFE
470 Hu37D3-H9.v5.3
HVR-LI RSSQSIVHSDGNTYFE
471 Hu37D3-H9.v5.4
HVR-LI RSSQSIVHSQGNTYFE
472 Hu37D3-H9.v5.5 RSSQSIVHSEGNTYFE
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HVR-L1
473 Hu37D3-H9.v5.6

HVR-L1 RSSQOSIVHSAGNTYFE
474 Hu37D3-H9.v5.7

HVR-L1 RSSQOSIVHSNGDTYFE
475 Hu37D3-H9.v5.8

HVR-LI RSSQSIVHSNGQTYFE
476 Hu37D3-H9.v5.9

HVR-L1 RSSQSIVHSNGETYFE
477 Hu37D3-H9.v5.10

HVR-L1 RSSQOSIVHSNGATYFE
478 Hu37D3-H9.v5.11

HVR-L1 RSSQOSIVHSNGSTYFE
479 Hu37D3.v28 HVR-L1 RSSQSIVHSNGNTYFE
480 Hu37D3.v28. A2 HVR-

L1 RSSQSIVHSNGNTYFE
481 Hu37D3.v28. A4 HVR-

L1 RSSQSIVHSNGNTYLE
482 Hu37D3.v28. A6 HVR-

L1 RSSQSIVHSNGNTYLE
483 Hu37D3.v28 A8 HVR-

L1 RSSQSIVHSNGNTYFE
484 Hu37D3.v28.A10

HVR-L1 RSSQSIVHSNGNTYFE
485 Hu37D3.v28.A12

HVR-L1 RSSQSIVHSNGNTYLE
486 Hu37D3.v28.A14

HVR-L1 RSSQOSIVHSNGNTYLE
487 Hu37D3.v28.A16

HVR-L1 RSSQOSIVHSNGNTYFE
488 Hu37D3.v28.A18

HVR-L1 RSSQSIVHSNGNTYFE
489 Hu37D3.v28.A20

HVR-L1 RSSQSIVHSNGNTYLE
490 Hu37D3.v28.A22

HVR-L1 RSSQOSIVHSNGNTYLE
491 Hu37D3.v28.A24

HVR-L1 RSSQOSIVHSNGNTYFE
492 Hu37D3.v28.A26

HVR-L1 RSSQSIVHSNGNTYFE
493 Hu37D3.v28.A28

HVR-L1 RSSQSIVHSNGNTYLE
494 Hu37D3.v28.A30

HVR-L1 RSSQOSIVHSNGNTYLE

25 189 H(EERHERBHE)
C261061PA.docx
112144454 FRERSE A0101 1122063558-0



202428606

495 Hu37D3.v28 B1 HVR-

L1 RSSQSIVHSIGNTFFE
496 Hu37D3.v28. B2 HVR-

L1 RSSQSIVHSMGNTFFE
497 Hu37D3.v28 B3 HVR-

L1 RSSQSIVHSQGNTWFE
498 Hu37D3.v28.B4 HVR-

L1 RSSQSIVHSQGNTHFE
499 Hu37D3.v28.B6 HVR-

L1 RSSQSIVHSDGNTRFE
500 Hu37D3.v28 B7 HVR-

L1 RSSQSIVHSDGNTKFE
501 Hu37D3.v28 B8 HVR-

L1 RSSQSIVHSEGNTRFE
502 Hu37D3.v28.C1 HVR-

L1 RSSQSIVHSNNNTYFE
503 Hu37D3.v28.C2 HVR-

L1 RSSQSIVHSNDNTYFE
504 Hu37D3.v28. D1 HVR-

L1 RSSQSIVHANGNTYFE
505 Hu37D3.v28 E1 HVR-

L1 RSSQSIVNSNGNTYFE
506 Hu37D3.v28 E2 HVR-

L1 RSSQSIVQOSNGNTYFE
507 Hu37D3.v28 E3 HVR-

L1 RSSQSIVDSDGNTYFE
508 Hu37D3.v28 F1 HVR-

L1 RSSQSIVHSNTNTYFE
509 Hu37D3.v28 F2 HVR-

L1 RSSQSIVHTNGNTYFE
510 Hu37D3.v28 F3 HVR-

L1 RSSQSIVHTNANTYFE
511 Hu37D3.v28.51 HVR-

L1 RSSQSIVHSHGNTYFE
512 Hu37D3.v28.52 HVR-

L1 RSSQSIVHSKGNTYFE
513 Hu37D3.v28.53 HVR-

L1 RSSQSIVHSRGNTYFE
514 Hu37D3.v28.54 HVR-

L1 RSSQSIVHSLGNTYFE
515 Hu37D3.v28.55 HVR-

L1 RSSQSIVHSNONTYFE
516 Hu37D3.v28.56 HVR-

L1 RSSQSIVHSNYNTYFE
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517 Hu37D3.v28.57 HVR-

L1 RSSQSIVHSNFENTYFE
518 Hu37D3.v29.1 HVR-

L1 RSSQSIVHSNGDTYFE
519 Hu37D3.v29.2 HVR-

L1 RSSQSIVHSNGQTYFE
520 Hu37D3.v29.3 HVR-

L1 RSSQSIVHSNGETYFE
521 Hu37D3.v294 HVR-

L1 RSSQSIVHSNGATYFE
522 Hu37D3.v29.5 HVR-

L1 RSSQSIVHSNGHTYFE
523 Hu37D3.v29.6 HVR-

L1 RSSQSIVHSNGKTYFE
524 Hu37D3.v29.7 HVR-

L1 RSSQSIVHSNGLTYFE
525 Hu37D3.v29.8 HVR-

L1 RSSQSIVHSNADTYFE
526 Hu37D3.v29.9 HVR-

L1 RSSQSIVHSNAQTYFE
527 Hu37D3.v29.10 HVR-

L1 RSSQSIVHSNAETYFE
528 Hu37D3.v29.11 HVR-

L1 RSSQSIVHSNAATYFE
529 Hu37D3.v29.12 HVR-

L1 RSSQSIVHSNAHTYFE
530 Hu37D3.v29.13 HVR-

L1 RSSQSIVHSNAKTYFE
531 Hu37D3.v29.14 HVR-

L1 RSSQSIVHSNALTYFE
532 Hu37D3-H9.v30.1

HVR-L1 RSSQOSIVHSGGNTYFE
533 Hu37D3-H9.v30.2

HVR-L1 RSSQOSIVHSTGNTYFE
534 Hu37D3-H9.v30.3

HVR-L1 RSSQSIVHSVGNTYFE
535 Hu37D3-H9.v30.4

HVR-L1 RSSQSIVHSLGNTYFE
536 Hu37D3-H9.v30.5

HVR-L1 RSSQOSIVHSIGNTYFE
537 Hu37D3-H9.v30.6

HVR-L1 RSSQOSIVHSPGNTYFE
538 Hu37D3-H9.v30.7

HVR-L1 RSSQSIVHSFGNTYFE

25 191 HEERHERBEE)
C261061PA.docx
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539 Hu37D3-H9.v30.8
HVR-L1 RSSQOSIVHSYGNTYFE
540 Hu37D3-H9.v30.9
HVR-L1 RSSQOSIVHSHGNTYFE
541 Hu37D3-H9.v30.10
HVR-L1 RSSQSIVHSKGNTYFE
542 Hu37D3-H9.v30.11
HVR-L1 RSSQSIVHSRGNTYFE
543 Hu37D3-H9.v31.1
HVR-L1 RSSQOSIVHSNAGTYFE
544 Hu37D3-H9.v31.2
HVR-L1 RSSQOSIVHSNAVTYFE
545 Hu37D3-H9.v31.3
HVR-L1 RSSQSIVHSNAITYFE
546 Hu37D3-H9v31.4
HVR-L1 RSSQSIVHSNAPTYFE
547 Hu37D3-H9.v31.5
HVR-L1 RSSQOSIVHSNAFTYFE
548 Hu37D3-H9.v31.6
HVR-L1 RSSQOSIVHSNAYTYFE
549 Hu37D3-H9.v31.7
HVR-L1 RSSQSIVHSNARTYFE
550 Hu37D3-H9.v31.8
HVR-L1 RSSQSIVHSNANVYFE
551 Hu37D3-H9.v31.9
HVR-L1 RSSQOSIVHSNANIYFE
552 Hu37D3-H9.v31.10
HVR-L1 RSSQOSIVHSNANPYFE
553 Hu37D3-H9.v31.11
HVR-L1 RSSQSIVHSNANFYFE
554 Hu37D3-H9.v31.12
HVR-L1 RSSQOSIVHSNANYYFE
555 Hu37D3-H9.v31.13
HVR-L1 RSSQOSIVHSNANNYFE
556 Hu37D3-H9.v31.14
HVR-L1 RSSQSIVHSNANRYFE
557 AFHTau 7-24fK EFEVMEDHAGTYGLGDRK
558 A Tau 7-20fK EFEVMEDHAGTYGL
560 Hu37D3.v39 & 44 7] 4% | EVQLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
= (VH PGKGLEWVAT INSGGTYTYY PDSVKGRFTI SRDNSKNTLY
E(VH) LOMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSS
561 Hu37D3.v39 &K 44 7] 4% | EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNGNTYLEW
. YOOKPGKSPK LLIYKVSNRF SGVPSRFSGS GSGTDFTLTI
& (VL) SSLOPEDFAT YYCFQGSLVP WTFGQGTKVE IK
562 Hu37D3.v39 HVR-H1 SYGMS
25 192 H(EERHERBEE)
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563 Hu37D3.v39 HVR-H2 | TINSGGTYTYYPDSVKG
564 Hu37D3.v39 HVR-H3 | SYSGAMDY
565 Hu37D3.v39 HVR-L1 | RSSQSIVHSNGNTYLE
566 Hu37D3.v39 HVR-L2 | KVSNRES
567 Hu37D3.v39 HVR-L3 | FQGSLVPWT
568 Hu37D3 v39 IgG4- | EVOLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
S228P YTE & 4 PGKGLEWVAT INSGGTYTYY PDSVKGRFTI SRDNSKNTLY
' ‘ LOMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSSAST
KGPSVFPLAP CSRSTSESTA ALGCLVKDYF PEPVTVSWNS
GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTKTYTC
NVDHKPSNTK VDKRVESKYG PPCPPCPAPE FLGGPSVFLF
PPKPKDTLYI TREPEVTCVV VDVSQEDPEV QFNWYVDGVE
VHNAKTKPRE EQFNSTYRVV SVLTVLHQDW LNGKEYKCKV
SNKGLPSSIE KTISKAKGQP REPQVYTLPP SQEEMTKNQV
SLTCLVKGFY PSDIAVEWES NGQPENNYKT TPPVLDSDGS
FFLYSRLTVD KSRWQEGNVF SCSVMHEALH NHYTQKSLSL SLGK
569 Hu37D3 v39 IgG4- | EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNGNTYLEW
S228P Y TE#HE S YOQKPGKSPK LLIYKVSNRF SGVPSRFSGS GSGTDFTLTI
' - SSLQPEDFAT YYCFQGSLVP WTFGQGTKVE IKRTVAAPSV
FIFPPSDEQL KSGTASVVCL LNNFYPREAK VQWKVDNALQ
SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE
VTHQGLSSPV TKSFNRGEC
570 Hu37D3 .v40 B §#i T[] % | EVOLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
E(VH PGKGLEWVAT INSGGTYTYY PDSVKGRFTI SRDNSKNTLY
i:(VH) LOMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSS
571 Hu37D3 v40 & i ] % | EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNTNTYFEW
E(VL) YOQKPGKSPK LLIYKVSNRF SGVPSRFSGS GSGTDFTLTI
= SSLQPEDFAT YYCFQGSLVP WTFGQGTKVE IK
572 Hu37D3.v40 HVR-H1 | SYGMS3
573 | Hu37D3.v40 HVR-H2 | TINSGGTYTYYPDSVKG
574 Hu37D3.v40 HVR-H3 | SYSGAMDY
575 Hu37D3.v40 HVR-L1 | RSSQSIVHSNTNTYFE
576 Hu37D3.v40 HVR-L2 | KVSNRES
577 Hu37D3.v40 HVR-L3 | FQGSLVEWT
578 Hu37D3 v40 IgG4- | EVOLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
N PGKGLEWVAT INSGGTYTYY PDSVKGRFTI SRDNSKNTLY
228P.YTEE}:
S HH LOMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSSAST
KGPSVFPLAP CSRSTSESTA ALGCLVKDYF PEPVTVSWNS
GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTKTYTC
NVDHKPSNTK VDKRVESKYG PPCPPCPAPE FLGGPSVFLF
PPKPKDTLYI TREPEVTCVV VDVSQEDPEV QFNWYVDGVE
VHNAKTKPRE EQFNSTYRVV SVLTVLHQDW LNGKEYKCKV
SNKGLPSSIE KTISKAKGQP REPQVYTLPP SQEEMTKNQV
SLTCLVKGFY PSDIAVEWES NGQPENNYKT TPPVLDSDGS
FFLYSRLTVD KSRWQEGNVF SCSVMHEALH NHYTQKSLSL SLGK
579 Hu37D3 v40 IgG4- | EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNTNTYFEW
e YOQKPGKSPK LLIYKVSNRF SGVPSRFSGS GSGTDFTLTI
228P.YTE&#L
S o SSLQPEDFAT YYCFQGSLVP WTFGQGTKVE IKRTVAAPSV
FIFPPSDEQL KSGTASVVCL LNNFYPREAK VQWKVDNALQ
SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE
VTHQGLSSPV TKSFNRGEC
580 Hu37D3.v41 8 §#i [] % | EVOLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
E(VH PGKGLEWVAT INSGGTYTYY PDSVKGRFTI SRDNSKNTLY
i:(VH) LOMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSS
5193 HEHHHE)
C261061PA docx
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581 Hu37D3.v41 & §i ] 4% | EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNGQTYFEW
(VL YQQKPGKSPK LLIYKVSNRF SGVPSRFSGS GSGTDFTLTI
(VL) SSLQPEDFAT YYCFQGSLVP WIFGQGTKVE IK
582 Hu37D3.v41 HVR-HI | SYGMS
583 Hu37D3.v41 HVR-H2 | TINSGGTYTYYPDSVKG
584 Hu37D3.v41 HVR-H3 | SYSGAMDY
585 Hu37D3.v41 HVR-L1 | RSSQSIVHSNGQTYFE
586 Hu37D3.v41 HVR-L2 | KVSNRFS
587 Hu37D3.v41 HVR-L3 | FQGSLVPWT
588 Hu37D3 v41 IgG4- | EVQLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
S228P YTE & 4 PGKGLEWVAT INSGGTYTYY PDSVKGRFTI SRDNSKNTLY
' g LOMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSSAST
KGPSVFPLAP CSRSTSESTA ALGCLVKDYF PEPVTVSWNS
GALTSGVHTF PAVLQSSGLY SLSSVVIVPS SSLGTKTYTC
NVDHKPSNTK VDKRVESKYG PPCPPCPAPE FLGGPSVFLF
PPKPKDTLYI TREPEVTCVV VDVSQEDPEV QFNWYVDGVE
VHNAKTKPRE EQFNSTYRVV SVLTIVLHQDW LNGKEYKCKV
SNKGLPSSIE KTISKAKGQP REPQVYTLPP SQEEMTKNQV
SLTCLVKGFY PSDIAVEWES NGQPENNYKT TPPVLDSDGS
FFLYSRLTVD KSRWQEGNVF SCSVMHEALH NHYTQKSLSL SLGK
589 Hu37D3 v41 IgG4- | EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNGQTYFEW
S228P YTE#RE S YQQKPGKSPK LLIYKVSNRF SGVPSRFSGS GSGTDFTLTI
' = SSLQPEDFAT YYCFQGSLVP WIFGQGTKVE IKRTVAAPSV
FIFPPSDEQL KSGTASVVCL LNNFYPREAK VQWKVDNALQ
SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE
VTHQGLSSPV TKSFNRGEC
590 Hu37D3-H9.vl IgG4- | EVQLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
S228PEE i PGKGLEWVAT INSGGTYTYY PDSVKGRFTI SRDNSKNTLY
g LOMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSSAST
KGPSVFPLAP CSRSTSESTA ALGCLVKDYF PEPVTVSWNS
GALTSGVHTF PAVLQSSGLY SLSSVVIVPS SSLGTKTYTC
NVDHKPSNTK VDKRVESKYG PPCPPCPAPE FLGGPSVFLF
PPKPKDTLMI SRTPEVTCVV VDVSQEDPEV QFNWYVDGVE
VHNAKTKPRE EQFNSTYRVV SVLTIVLHQDW LNGKEYKCKV
SNKGLPSSIE KTISKAKGQP REPQVYTLPP SQEEMTKNQV
SLTCLVKGFY PSDIAVEWES NGQPENNYKT TPPVLDSDGS
FFLYSRLTVD KSRWQEGNVF SCSVMHEALH NHYTQKSLSL SLGK
591 Hu37D3-H9.v1 IgG4#& | EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNGNTYFEW
il YQQKPGKSPK LLIYKVSNRF SGVPSRFSGS GSGTDFTLTI
% SSLQPEDFAT YYCFQGSLVP WIFGQGTKVE IKRTVAAPSV
FIFPPSDEQL KSGTASVVCL LNNFYPREAK VQWKVDNALQ
SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE
VTHQGLSSPV TKSFNRGEC
592 MAPT(10-24) VMEDHAGTYGLGDRK
593 MAPT(2-24) AEPRQEFEVMEDHAGTYGLGDRK
594 MAPT(2-34) AEPRQEFEVMEDHAGTYGLGDRKDQGGYTMHQD
595 MAPT(10-44) VMEDHAGTYGLGDRKDQGGYTMHQDQEGDTDAGLK
596 MAPT(2-24)Y18A AEPRQEFEVMEDHAGTAGLGDRK
597 MAPT(2-24)L20A AEPRQEFEVMEDHAGT YGAGDRK
hull3F5-F7.LC1 DIQMTQSPSS LSASVGDRVT ITCKASQNVG TAVAWYQQKP
598 GKSPKLLIYS ASRRFSGVPS RFSGSGSGTD FTLTISSLQP
EDFATYFCQQ FSTYPYTFGQ GTKVEIK

C261061PA docx

112144454

FEESE A0101
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599

hull3F5-F7.LC2

DIOMTQSPSS
GKAPKLLIYS
EDFATYFCQQ

LSASVGDRVT
ASRRFSGVPS
FSTYPYTFEGQ

ITCKASQNVG
RFSGSGSGTD
GTKVEIK

TAVAWYQQKP
FTLTISSLQP

600

hull3F5-F7.LC3

DIOMTQSPSS
GKSPKLLIYS
EDFATYYCQQ

LSASVGDRVT
ASRRFSGVPS
FSTYPYTFEGQ

ITCKASQNVG
RFSGSGSGTD
GTKVEIK

TAVAWYQQKP
FTLTISSLQP

601

hull3F5-F7.LC4

DIOMTQSPSS
GKAPKLLIYS
EDFATYYCQQ

LSASVGDRVT
ASRRFSGVPS
FSTYPYTFEGQ

ITCKASQNVG
RFSGSGSGTD
GTKVEIK

TAVAWYQQKP
FTLTISSLQP

C261061PA docx

112144454
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(53]

<110> ZER#EFE 1% 5020 F] (GENENTECH, INC.)
i - PHACTRIZ /N F](AC IMMUNE S.A.)

<120> HU-TAUDTHE Ko (i 5k

<150> US 62/171,693
<151> 2015-06-05

<160> 602

<170> PatentIn version 3.5
<210> 1

Q211> 456

<212> PRT
Q13> FHA

<220>

<221> misc_feature

<223> ANJHTaufr5]

<400> 1

Met His His His His His His Gly Glu Asn Leu Tyr Phe Gln Gly Ser
1 5 10 15

Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly Thr
20 25 30

Tyr Gly Leu Gly Asp Arg Lys Asp Gln Gly Gly Tyr Thr Met His Gln
35 40 45

Asp Gln Glu Gly Asp Thr Asp Ala Gly Leu Lys Glu Ser Pro Leu Gln
50 55 60

Thr Pro Thr Glu Asp Gly Ser Glu Glu Pro Gly Ser Glu Thr Ser Asp
65 70 75 80

Ala Lys Ser Thr Pro Thr Ala Glu Asp Val Thr Ala Pro Leu Val Asp
85 90 05

112144454 FEESE A0101 F18 - H2418(FIIF) 1122063558-0
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Glu Gly Ala

Pro Glu Gly

Leu Glu Asp

130

Lys Ser
145

Asp Gly

115

Lys

Lys

Gln Lys Gly

Ala Pro

Lys
195

Arg Ser Gly

210

Ser Arg Thr

225

Val Ala Val

Arg Leu Gln

Ser Lys

112144454

Ile
275

Pro

100

Thr

Glu

Asp

Thr

Gln

180

Thr

Tyr

Pro

Val

Thr

260

Gly

Gly

Thr

Ala

Gly

Lys

165

Ala

Pro

Ser

Ser

Arg

245

Ala

Ser

Lys Gln Ala Ala
105

Ala Glu Glu Ala
120

Ala Gly His Val
135

Thr Gly Ser Asp
150

Ile Ala Thr Pro

Asn Ala Thr Arg
185

Pro Ser Ser Gly
200

Ser Pro Gly Ser
215

Leu Pro Thr Pro
230

Thr Pro Pro Lys

Pro Val Pro Met
265

Thr Glu Asn Leu
280

FEESE A0101

Ala Gln

Gly Ile

Thr Gln

Asp Lys
155

Arg Gly
170

Ile Pro

Glu Pro

Pro Gly

Pro Thr

235

Ser Pro
250

Pro Asp

Lys His

Pro His Thr Glu

Gly

Ala

140

Lys

Ala

Ala

Pro

Thr

220

Arg

Ser

Leu

Gln

110

Asp Thr
125

Arg Met

Ala Lys

Ala Pro

Lys Thr

190

Lys Ser

205

Pro Gly

Glu Pro

Ser Ala

Lys Asn
270

Pro

Val

Gly

Pro

175

Pro

Gly

Ser

Lys

Lys

255

Val

Ile

Ser

Ser

Ala

160

Gly

Pro

Asp

Arg

Lys

240

Ser

Lys

Pro Gly Gly Gly

285

$828 - H2418(FIF)

1122063558-0



202428606

Lys Val
290

Lys Cys
305

Val Gln

Cys Gly

Glu Val

Ile Gly

370

Lys Ile

385

Thr Asp

Asp Thr

Asp Met

Ala Ser
450

<210> 2

Gln Ile Ile

Gly Ser Lys

Ile Val Tyr
325

Ser Leu Gly
340

Lys Ser Glu
355

Ser Leu Asp

Glu Thr His

His Gly Ala
405

Ser Pro Arg
420

Val Asp Ser
435

Leu Ala Lys

211> 23
<212> PRT
Q13> FHA

112144454

Asn Lys Lys
295

Asp Asn Ile
310

Lys Pro Val

Asn Ile His

Lys Leu Asp
360

Asn Ile Thr
375

Lys Leu Thr
390

Glu Ile Val

His Leu Ser

Pro Gln Leu
44()

Gln Gly Leu
455

Leu Asp Leu

Lys His Val
315

Asp Leu Ser
330

His Lys Pro
345

Phe Lys Asp

His Val Pro

Phe Arg Glu
395

Tyr Lys Ser
410

Asn Val Ser
425

Ala Thr Leu

FEESE A0101

Ser Asn Val
300

Pro Gly Gly

Lys Val Thr

Gly Gly Gly
350

Arg Val Gln
365

Gly Gly Gly
330

Asn Ala Lys

Pro Val Val

Ser Thr Gly
430

Ala Asp Glu
445

Gln

Gly

Ser

335

Gln

Ser

Asn

Ala

Ser

415

Ser

Val

Ser

Ser

320

Lys

Val

Lys

Lys

Lys

400

Gly

Ile

Ser

8§38 - H2418(FIIF)

1122063558-0
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<220>
<221> misc_feature
<223> MHATauPiRRES: (2-24)

<400> 2
Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly Thr

1 5 10 15

Tyr Gly Leu Gly Asp Arg Lys
20

<210> 3
211> 456
<212> PRT
Q13> BER

<220>

<221> misc_feature

223> EEEEFETaury

<400> 3

Met His His His His His His Gly Glu Asn Leu Tyr Phe Gln Gly Ser
1 5 10 15

Ala Glu Pro Arg Gln Glu Phe Asp Val Met Glu Asp His Ala Gly Thr
20 25 30

Tyr Gly Leu Gly Asp Arg Lys Asp Gln Glu Gly Tyr Thr Met Leu Gln
35 40 45

Asp Gln Glu Gly Asp Thr Asp Ala Gly Leu Lys Glu Ser Pro Leu Gln
50 55 60

Thr Pro Ala Glu Asp Gly Ser Glu Glu Leu Gly Ser Glu Thr Ser Asp
65 70 75 80

Ala Lys Ser Thr Pro Thr Ala Glu Asp Val Thr Ala Pro Leu Val Asp
85 90 05

112144454 FEESE A0101 $48 - H2418(FIIF) 1122063558-0
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Glu Arg Ala Pro Gly Glu Gln Ala Ala Ala Gln Pro His Met Glu Ile
100 105 110

Pro Glu Gly Thr Thr Ala Glu Glu Ala Gly Ile Gly Asp Thr Pro Ser
115 120 125

Leu Glu Asp Glu Ala Ala Gly His Val Thr Gln Ala Arg Met Val Ser
130 135 140

Lys Ser Lys Asp Gly Thr Gly Ser Asp Asp Lys Lys Ala Lys Gly Ala
145 150 155 160

Asp Gly Lys Thr Lys Ile Ala Thr Pro Arg Gly Ala Ala Pro Pro Gly
165 170 175

Gln Lys Gly Gln Ala Asn Ala Thr Arg Ile Pro Ala Lys Thr Pro Pro
180 185 190

Ala Pro Lys Thr Pro Pro Ser Ser Gly Glu Pro Pro Lys Ser Gly Asp
195 200 205

Arg Ser Gly Tyr Ser Ser Pro Gly Ser Pro Gly Thr Pro Gly Ser Arg
210 215 220

Ser Arg Thr Pro Ser Leu Pro Thr Pro Pro Ala Arg Glu Pro Lys Lys
225 230 235 240

Val Ala Val Val Arg Thr Pro Pro Lys Ser Pro Ser Ser Ala Lys Ser
245 250 255

Arg Leu Gln Thr Ala Pro Val Pro Met Pro Asp Leu Lys Asn Val Lys
260 265 270

Ser Lys Ile Gly Ser Thr Glu Asn Leu Lys His Gln Pro Gly Gly Gly
275 280 285

Lys Val Gln Ile Ile Asn Lys Lys Leu Asp Leu Ser Asn Val Gln Ser
290 295 300

112144454 FEESE A0101 $58 - H2418(F3IF) 1122063558-0
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Lys Cys
305

Val Gln

Cys Gly

Glu Val

Ile Gly
370

Lys Ile
385

Thr Asp

Asp Thr

Asp Met

Ala Ser
450

<210>
<211>
<212>
<213>

<220>
<221>

Gly Ser Lys

Ile Val Tyr
325

Ser Leu Gly
340

Lys Ser Glu
355

Ser Leu Asp

Glu Thr His

His Gly Ala
405

Ser Pro Arg
420

Val Asp Ser
435

Leu Ala Lys

misc_feature

112144454

Asp Asn Ile
310

Lys Pro Val

Asn Ile His

Lys Leu Asp
360

Asn Ile Thr
375

Lys Leu Thr
390

Glu Ile Val

His Leu Ser

Pro Gln Leu
44()

Gln Gly Leu
455

Lys His Val Pro Gly Gly Gly Ser

315

Asp Leu Ser Lys Val Thr

330

His Lys Pro Gly Gly Gly

345

350

Phe Lys Asp Arg Val Gln

365

His Val Pro Gly Gly Gly

380

Phe Arg Glu Asn Ala Lys

395

Tyr Lys Ser Pro Val Val

410

Asn Val Ser
425

Ser Thr Gly
430

Ala Thr Leu Ala Asp Glu

FEESE A0101

445

Ser

335

Gln

Ser

Asn

Ala

Ser

415

Ser

Val

320

Lys

Val

Lys

Lys

Lys

400

Gly

Ile

Ser

$68H - H241H(F3IF)

1122063558-0
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223> EEHEETaudlRIREE(2-24)
<400> 4
Ala Glu Pro Arg Gln Glu Phe Asp Val Met Glu Asp His Ala Gly Thr

1 5 10 15

Tyr Gly Leu Gly Asp Arg Lys
20
<210> 5

<400> 5
000

210> 6

<400> 6
000

<210> 7

<400> 7
000

<210> 8

<400> 8
000

<210> 9

<400> 9
000

<210> 10
211> 117
<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ 37D3-HOEE fH A sl (VH)

<400> 10

Glu Val Gln Leu Val Glu Ser Gly Gly Asp Leu Ala Lys Pro Gly Gly
1 5 10 15

112144454 FEESE A0101 $878 - H2418(FIF) 1122063558-0
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Ser Leu Lys Leu Ser Cys Thr Ala Ser Gly Leu Ile Phe Arg Ser Tyr
20 25 30

Gly Met Ser Trp Val Arg Gln Thr Pro Asp Lys Arg Leu Glu Trp Val
35 40 45

Ala Thr Ile Asn Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met Tyr Tyr Cys
85 90 05

Ala Asn Ser Tyr Ser Gly Ala Met Asp Tyr Trp Gly Gln Gly Thr Ser
100 105 110

Val Thr Val Ser Ser
115

210> 11

211> 112
<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ 37D3-HOuREH F] AT (VL)

<400> 11
Asp Asp Leu Leu Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

1 5 10 15

Asp Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Gly Asn Thr Tyr Phe Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

112144454 FEESE A0101 5§88 - H241H(F3IF) 1122063558-0
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Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 05

Ser Leu Val Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

210> 12
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> &k 37D3-H9 HVR-HI1

<400> 12
Ser Tyr Gly Met Ser

1 5

<210> 13
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> &k 37D3-H9 HVR-H2

<400> 13

Thr Ile Asn Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val Lys
1 5 10 15

Gly

<210> 14

112144454 FEESE A0101 $F98 - H2418H(FIIF) 1122063558-0
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211>
<212>
<213>

<220>
<223>

<400>

8
PRT
szl

& T 37D3-H9 HVR-H3

14

Ser Tyr Ser Gly Ala Met Asp Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

15

16

PRT
szl

&% C 37D3-H9 HVR-LI

15

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Phe Glu

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

16

7

PRT
szl

&R C 37D3-H9 HVR-1.2

16

Lys Val Ser Asn Arg Phe Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

17

9

PRT
szl

&R L 37D3-H9 HVR-L3

17

112144454 FEESE A0101

15
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Phe Gln Gly Ser Leu Val Pro Trp Thr

1

<210>

<400>
000

<210>

<400>
000

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Glu Val Gln Leu Val

1

Ser Leu Lys Leu Ser

Gly Met Ser Trp Val

Ala Thr Ile Asn Ser

50

Lys Gly Arg Phe Thr

65

Leu Gln Met Ser Ser

Ala Asn Ser Tyr Ser

18

18

19

19

20

117

PRT
szl

B+ 37D3-HObER £ AT 48 I (VH)

20

20

35

112144454

Glu Ser Gly Gly Asp Leu Ala Lys Pro Gly Gly
10 15

Cys Thr Ala Ser Gly Leu Ile Phe Arg Ser Tyr
25 30

Arg Gln Thr Pro Asp Lys Arg Leu Glu Trp Val
40 45

Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val
55 60

Ile Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr
70 75 80

Leu Lys Ser Glu Asp Thr Ala Met Tyr Tyr Cys
90 05

Gly Ala Met Asp Tyr Trp Gly Gln Gly Thr Ser

FEESE A0101 FBI1E - HU41E(FIER)

1122063558-0



202428606

100 105 110

Val Thr Val Ser Ser
115

<210> 21

211> 112
<212> PRT
Q213> ATLFY

<220>
<223> AR ¢ 37D3-HObEE i AT A4 (VL)

<400> 21
Glu Asp Leu Leu Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

1 5 10 15

Asp Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Gly Asn Thr Tyr Phe Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 05

Ser Leu Val Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

210> 22
Q21> 5

<212> PRT
Q213> ATLFY

112144454 FEESE A0101 F128 - H2415(FHF) 1122063558-0



202428606

<220>
<223> & 37D3-Hob HVR-HI

<400> 22
Ser Tyr Gly Met Ser

1 5

<210> 23
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> & 37D3-Hob HVR-H2

<400> 23
Thr Ile Asn Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val Lys

1 5 10 15

Gly

210> 24
Q21> 8

<212> PRT
Q213> ATLFY

<220>
<223> &k 37D3-Hob HVR-H3

<400> 24
Ser Tyr Ser Gly Ala Met Asp Tyr

1 5

<210> 25
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & 37D3-H9b HVR-LI

<400> 25

112144454 FEESE A0101 HF13E - H2415(FFIF) 1122063558-0



202428606

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Phe Glu

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10

26

7

PRT
szl

&% : 37D3-H9b HVR-12

26

Lys Val Ser Asn Arg Phe Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

27

9

PRT
szl

&% C 37D3-H9b HVR-L3

27

Phe Gln Gly Ser Leu Val Pro Trp Thr

1

<210>

<400>
000

<210>

<400>
000

<210>
<211>
<212>
<213>

<220>
<223>

5

28

28

29
29
30
117

PRT
NI

&% 11E10-BSEE S A% (VH)

112144454 FEESE A0101

15

HF14E - H2415(FHF)

1122063558-0



202428606

<400> 30
Glu Val Gln

1

Ser Leu Lys

Gly Met Ser
35

Ala Thr Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Val Ser

Val Thr Val
115

<210> 31
Q211> 112
<212> PRT

Leu Val Glu Ser Gly Gly Asp Leu Val Lys Pro Gly Gly
5 10 15

Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Arg Ser Tyr
20 25 30

Trp Val Arg Gln Thr Pro Asp Lys Arg Leu Glu Trp Val
40 45

Ser Gly Gly Gly Ser Tyr Thr Tyr Tyr Pro Asp Ser Val
55 60

Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr
70 75 80

Ser Ser Leu Lys Ser Glu Asp Thr Ala Met Tyr Tyr Cys
85 90 05

Tyr Asp Gly Ala Met Asp Tyr Trp Gly Gln Gly Thr Ser
100 105 110

Ser Ser

Q213> ATLFH

<220>
Q23> EREk

<400> 31

* 11E10- B84 rJ &k (VL)

Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

1

Asp Gln Ala

112144454

5 10 15

Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser

FEESE A0101 FBISE - HU1E(FIIER)

1122063558-0



202428606

20 25 30

Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Leu Tyr Tyr Cys Phe Gln Gly
85 90 05

Ser His Val Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 32
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> & 11E10-B8 HVR-HI

<400> 32
Ser Tyr Gly Met Ser

1 5

<210> 133
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> &7 11E10-B8 HVR-H2

<400> 33

Thr Ile Ser Gly Gly Gly Ser Tyr Thr Tyr Tyr Pro Asp Ser Val Lys
1 5 10 15

112144454 FEESE A0101 FBI6E - H2U41E(FIIE)

1122063558-0



202428606

Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

34

8

PRT
szl

&% - 11E10-B8 HVR-H3

34

Ser Tyr Asp Gly Ala Met Asp Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

35

16

PRT
szl

&% - 11E10-B8 HVR-L1

35

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10 15

36

7

PRT
szl

&% 0 11E10-B8 HVR-1.2

36

Lys Val Ser Asn Arg Phe Ser

1

<210>
211>
<212>

5

37
9
PRT

112144454 FEESE A0101 BI7TE - HU1E(FIER)

1122063558-0



202428606

Q213> ATLFH

<220>

<223> &K ¢ 11E10-B8 HVR-L3

<400> 37

Phe Gln Gly Ser His Val Pro Trp Thr

1

<210> 38

<400> 38
000

<210> 39

<400> 39
000

<210> 40
211> 117
<212> PRT

Q213> ATLFH

<220>

<223> HK ¢ 54C1-HI 1K 61E7-CAE AT 535 (VH)

<400> 40

Glu Val Gln Leu Val Glu Ser Gly Gly Asp Leu

1

Ser Leu Lys Val Ser Cys Val Ala Ser Gly Phe

20

Gly Met Ser Trp Val Arg Gln Thr Pro Asp Lys

35

Ala Thr Ile Ser Ser Gly Gly Asn Tyr Thr Tyr

50

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala
70

65

112144454

25

40

55

FEESE A0101

Val Lys Pro Gly Gly
15

Thr Phe Arg Ser Tyr
30

Arg Leu Asp Trp Val
45

Tyr Pro Asp Ser Val
60

Lys Asn Thr Leu Tyr
80

F18E - H2415(FHIF)

1122063558-0



202428606

Leu Gln

Ala Ser

Val Thr

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Asp Thr

1

Asp Gln

Asn Gly

Pro Lys
50

Asp Arg
65

Ser Arg

Ser His

Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met Tyr Tyr Cys
85 90 05

Ser Tyr Ser Gly Ala Met Asp Tyr Trp Gly Gln Gly Thr Ser
100 105 110

Val Ser Ser
115

41

112

PRT
szl

G 54C1-H1 1R 61E7-CARRR G r] 5815 (VL)

41

Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Ser Leu Gly

5 10 15

Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Leu Leu Ile Tyr Thr Val Ser Asn Arg Phe Ser Gly Val Pro
55 60

Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
70 75 80

Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 05

Val Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

112144454 FEESE A0101 FB19E - HU41E(FIIE)

1122063558-0



202428606

<210> 42
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> &t 54C1-H11F261E7-C4 HVR-HI1

<400> 42
Ser Tyr Gly Met Ser

1 5

<210> 43
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> &t 54C1-H11R261E7-C4 HVR-H2

<400> 43
Thr Ile Ser Ser Gly Gly Asn Tyr Thr Tyr Tyr Pro Asp Ser Val Lys

1 5 10 15

Gly

210> 44
Q21> 8

<212> PRT
Q213> ATLFY

<220>
<223> &t 54C1-H11R261E7-C4 HVR-H3

<400> 44
Ser Tyr Ser Gly Ala Met Asp Tyr

1 5

<210> 45
211> 16
<212> PRT

112144454 FEESE A0101 $F208E - H2415(FFIF) 1122063558-0



202428606

Q213> ATLFH

<220>
<223> & ¢ 54C1-H11F261E7-C4 HVR-LI1

<400> 45
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

1 5 10 15

<210> 46
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> &t 54C1-H11R261E7-C4 HVR-L2

<400> 46
Thr Val Ser Asn Arg Phe Ser

1 5

<210> 47
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &kt 54C1-H11R261E7-C4 HVR-L3

<400> 47

Phe Gln Gly Ser His Val Pro Trp Thr
1 5

<210> 48

<400> 48
000

<210> 49

<400> 49
000

<210> 50

112144454 FEESE A0101 $218 - H2415(FFI=) 1122063558-0



202428606

<211> 117
<212> PRT

Q213> ATLFH

<220>
Q23> EREk

<400> 50

Glu Val Gln
1

Ser Leu Lys

Gly Met Ser
35

Ala Thr Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Thr Ser

Val Thr Val
115

<210> 51
Q211> 112
<212> PRT

© 3A4-NAZE G A] 5T (VH)

Leu Val Glu Ser Gly Gly Asp Leu
5 10

Leu Ser Cys Ala Ala Ser Gly Phe
20 25

Trp Val Arg Gln Thr Pro Asp Lys
40

Ser Ser Gly Gly Thr Tyr Thr Tyr
55

Phe Thr Ile Ser Arg Asp Asn Ala
70 75

Ser Ser Leu Lys Ser Glu Asp Thr
85 90

Tyr Asp Gly Ala Met Asp Tyr Trp
100 105

Ser Ser

Q213> ATLFH

<220>
Q23> EREk

<400> 51

112144454

© 3A4-HA4HGE H] AT (VL)

FEESE A0101

Val Lys Pro Gly Gly
15

Thr Phe Ser Ser Tyr
30

Arg Leu Glu Trp Val
45

Tyr Pro Asp Ser Val
60

Lys Asn Thr Leu Tyr
80

Ala Met Tyr Phe Cys
05

Gly Gln Gly Thr Ser
110

228 - H2415(FHIF)

1122063558-0



202428606

Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

1 5

10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Asn Ile Val His Ser

20

25

30

Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser

35

40

45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro

50

55

60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile

65

70

75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly

85

90 95

Thr Leu Val Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys

100

210> 52
Q21> 5

<212> PRT
Q213> ATLFY

<220>

105

<223> &R C 3A4-H4 HVR-HI

<400> 52

Ser Tyr Gly Met Ser
1 5

<210> 53
L1> 17
<212> PRT
Q213> ATLFY

<220>

<223> &K : 3A4-H4 HVR-H2

112144454

FEESE A0101

110

$238 - H2415(FHIF)

1122063558-0



202428606

<400> 53

Thr Ile Ser Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val Lys

1 5

Gly

210> 54
Q21> 8

<212> PRT
Q213> ATLFY

<220>
<223> & 3A4-H4 HVR-H3

<400> 54

Ser Tyr Asp Gly Ala Met Asp Tyr

1 5

<210> 55
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & 3A4-H4 HVR-LI

<400> 55

15

Arg Ser Ser Gln Asn Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

1 5

<210> 56
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> &t 3A4-H4 HVR-12

<400> 56

Lys Val Ser Asn Arg Phe Ser

112144454 FEESE A0101

15

HF24E - H2415(FHIF)

1122063558-0



202428606

<210> 57
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &t 3A4-H4 HVR-13

<400> 57

Phe Gln Gly Thr Leu Val Pro Trp Thr
1 5

<210> 58

<400> 58
000

<210> 59

<400> 59
000

<210> 60
211> 117
<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ 1906-F7EgE A s (VH)

<400> 60

Glu Val Gln Leu Val Glu Ser Gly Gly Asp Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Gly Met Ser Trp Val Arg Gln Thr Pro Asp Lys Arg Leu Glu Trp Val
35 40 45

Ala Thr Ile Ser Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val

112144454 FEESE A0101 $F258 - H2415(FAIF) 1122063558-0



202428606

50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met Tyr Tyr Cys
85 90 05

Ala Pro Ser Tyr Asp Gly Ala Met Asp Tyr Trp Gly Gln Gly Thr Ser
100 105 110

Val Thr Val Ser Ser
115

<210> 61

211> 112
<212> PRT
Q213> ATLFY

<220>
<223>  ERk  1OH6-F7HEE Al ST (VL)

<400> o6l

Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly
1 5 10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly

112144454 FEESE A0101 $26E - H241H(FHIF) 1122063558-0



202428606

85 90 95

Ser Leu Val Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 62
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> &kt 1906-F7 HVR-HI1

<400> 62
Ser Tyr Gly Met Ser

1 5

<210> 63
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> &kt 1906-F7 HVR-I2

<400> 63
Thr Ile Ser Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val Lys

1 5 10 15

Gly

<210> 64
Q21> 8

<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ 1906-F7 HVR-H3

<400> 64

Ser Tyr Asp Gly Ala Met Asp Tyr

112144454 FEESE A0101 $F27E - H2415(FHIF) 1122063558-0



202428606

<210> 65
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &kt 1906-F7 HVR-L1

<400> 65
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

1 5 10 15

<210> 66
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> &kt 1906-F7 HVR-1L2

<400> 66
Lys Val Ser Asn Arg Phe Ser

1 5

<210> 67
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &kt 1906-F7 HVR-13

<400> 67

Phe Gln Gly Ser Leu Val Pro Trp Thr
1 5

<210> 68

<400> 68
000

112144454 FEESE A0101 $28E - H2U41E(FIIE)

1122063558-0



202428606

<210> 69

<400> 69
000

<210> 70
211> 113
<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ 94B2-Cl EEgH AT AT (VH)

<400> 70
Glu Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala

1 5 10 15

Ser Met Lys Ile Ser Cys Lys Ala Ser Gly Tyr Ser Leu Thr Gly Tyr
20 25 30

Thr Met Asn Trp Val Lys Gln Ser His Gly Lys Asn Leu Glu Trp Ile
35 40 45

Gly Leu Ile Ser Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Asn Thr Ala Tyr
65 70 75 80

Met Glu Leu Leu Ser Leu Thr Phe Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Gln Gly Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
100 105 110

Ala

<210> 71
Q211> 112
<212> PRT

112144454 FEESE A0101 F298 - H2415(FHIFR) 1122063558-0



202428606

Q213> ATLFH

<220>
<223> &k ¢ 94B2-C IR gH AT %815 (VL)

<400> 71

Asp Val Val Met Thr Gln Thr Pro Leu Thr Leu Ser Val Thr Ile Gly

1 5

15

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser

20 25

30

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gln Arg Pro Gly Gln Ser

35 40

45

Pro Lys Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro

50 55

60

Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile

65 70

80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gln Gly

85

95

Thr His Phe Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys

100 105

210> 72
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> & 94B2-Cl HVR-HI1

<400> 72

Gly Tyr Thr Met Asn
1 5

<210> 173

112144454 FEESE A0101

110

$F308E - H2415(FFIF)

1122063558-0



202428606

211> 17
<212> PRT
Q13> ALY

<220>
<223> &k 94B2-Cl HVR-I2

<400> 73

Leu Ile Ser Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly

210> 74
Lll> 4

<212> PRT
Q213> ATLFY

<220>
<223> & 94B2-Cl HVR-H3

<400> 74

Gln Gly Ala Tyr
1

210> 75

211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & 94B2-Cl HVR-L1

<400> 75
Lys Ser Ser Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr Leu Asn

1 5 10 15

<210> 76
L1> 7

<212> PRT
Q213> ATLFY

112144454 FEESE A0101 #3188 - H2415(FHIF) 1122063558-0



202428606

<220>
<223>

<400>

&A% L 94B2-C1 HVR-12

76

Leu Val Ser Lys Leu Asp Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

77

9

PRT
szl

&R L 94B2-C1 HVR-L3

77

Trp Gln Gly Thr His Phe Pro Trp Thr

1

<210>

<400>
000

<210>

<400>
000

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

78

78

79
79

80

115

PRT

ANTFF

A% 125811 -H3 B f AT 5415 (VH)

80

Glu Val Lys Leu Glu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

5 10 15

Ser Met Lys Leu Ser Cys Val Ala Ser Arg Phe Ile Phe Ser Asn Tyr

20 25 30

112144454 FEESE A0101 $32E - HU1E(FIIER)

1122063558-0



202428606

Trp Met Asn

Ala Gln Ile

50

Ser Val Lys

65

Val Tyr Leu

Tyr Cys Thr

35

100

Val Ser Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asp Ile Val Met Thr Gln Ser Gln Lys Phe Leu

1

Asp Arg Val Asn Ile Thr Cys Lys Ala Ser Gln

Val Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ser

Tyr Ser Ala Ser Ile Arg Tyr Thr Gly Val Pro

50

115

81

107

PRT
szl

A% 0 125B11 -H3E G A58 15 (VL)

81

20

35

112144454

85

5

70

40

55

105

25

40

55

FEESE A0101

90

10

75

Trp Val Arg Gln Ser Pro Glu Lys Gly Leu Glu Trp Val

45

Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu

60

Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Ser Ser

80

Gln Met Asn Asn Leu Arg Ala Glu Asp Thr Gly Ile Tyr

95

Gly Gly Thr Thr Tyr Trp Gly Gln Gly Thr Thr Leu Thr

110

Ser Thr Ser Val Gly
15

Asn Val Gly Thr Ala
30

Pro Gly Leu Leu Ile
45

Asp Arg Phe Thr Gly
60

$338 - H2415(FHIF)

1122063558-0



202428606

Asn Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Asp Met Gln Ser
65 70 75 80

Glu Asp Leu Ala Asp Tyr Phe Cys Gln Gln Phe Arg Thr Tyr Pro Tyr
85 90 05

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 82
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> &7 ¢ 125B11-H3 HVR-HI1

<400> 82
Asn Tyr Trp Met Asn

1 5

<210> 83
211> 19
<212> PRT
Q213> ATLFY

<220>
<223> &t 125B11-H3 HVR-H2

<400> 83
Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu Ser

1 5 10 15

Val Lys Gly

210> 84
Lll> 4

<212> PRT
Q213> ATLFY

112144454 FEESE A0101 $34E - H2415(FHIFR) 1122063558-0



202428606

<220>
<223> &kt 125B11-H3 HVR-H3

<400> &4

Gly Thr Thr Tyr
1

<210> 85
21> 11

<212> PRT
Q213> ATLFY

<220>
<223> &7 ¢ 125B11-H3 HVR-L1

<400> 85
Lys Ala Ser Gln Asn Val Gly Thr Ala Val Ala

1 5 10

<210> 86
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> & ¢ 125B11-H3 HVR-L2

<400> 86
Ser Ala Ser Ile Arg Tyr Thr

1 5

<210> 87
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ 125B11-H3 HVR-L3

<400> 87

Gln Gln Phe Arg Thr Tyr Pro Tyr Thr
1 5

112144454 FEESE A0101 $358 - H2415(FAIF) 1122063558-0



202428606

<210> 88

<400> 88
000

<210> &9

<400> &9
000

<210> 90
211> 115
<212> PRT
Q213> ATLFY

<220>
<223> AR 113F5-F7EE$H ATs4TE (V)

<400> 90

Glu Val Lys Leu Glu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Met Arg Leu Ser Cys Val Ala Ser Glu Phe Thr Phe Ser Asn Tyr
20 25 30

Trp Met Asn Trp Ile Arg Gln Ser Pro Glu Lys Gly Leu Glu Trp Val
35 40 45

Ala Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu
50 55 60

Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Ala Ser Asn Phe Ser
65 70 75 30

Val Tyr Leu Gln Met Asn Asn Leu Arg Ala Glu Asp Thr Gly Ile Tyr
85 90 05

Tyr Cys Thr Gly Gly Thr Ser Tyr Trp Gly Gln Gly Thr Thr Leu Thr
100 105 110

Val Ser Ser

112144454 FEESE A0101 $368E - H241H(FFIF) 1122063558-0



202428606

115

<210> 91

211> 107
<212> PRT
Q213> ATLFY

<220>
<223> G 113F5-FTIS A4S (VL)

<400> 91
Asp Ile Val Met Thr Gln Ser Gln Lys Ile Met Ser Thr Ser Val Gly

1 5 10 15

Asp Arg Val Ser Ile Thr Cys Lys Ala Ser Gln Asn Val Gly Thr Ala
20 25 30

Val Ala Trp Tyr Gln Gln Arg Pro Gly His Ser Pro Lys Leu Leu Ile
35 40 45

Tyr Ser Ala Ser Arg Arg Phe Ser Gly Val Pro Asp Arg Phe Thr Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ile Asn Val Gln Ser
65 70 75 80

Glu Asp Leu Ala Asp Tyr Phe Cys Gln Gln Phe Ser Thr Tyr Pro Tyr
85 90 05

Thr Phe Gly Val Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 92
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> & 113F5-F7 HVR-HI

<400> 92

112144454 FEESE A0101 $BITE - HU1E(FIIER)

1122063558-0



202428606

Asn Tyr Trp Met Asn
1 5

<210> 93
211> 19
<212> PRT
Q213> ATLFY

<220>
<223> & 113F5-F7 HVR-2

<400> 93
Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu Ser

1 5 10 15

Val Lys Gly

210> 94
Lll> 4

<212> PRT
Q213> ATLFY

<220>
<223> &k 113F5-F7 HVR-H3

<400> 94
Gly Thr Ser Tyr

1

<210> 95
21> 11

<212> PRT
Q213> ATLFY

<220>
<223> & 1 113F5-F7 HVR-L1

<400> 95

Lys Ala Ser Gln Asn Val Gly Thr Ala Val Ala
1 5 10

112144454 FEESE A0101 $38E - H241H(FHIF) 1122063558-0



202428606

<210> 96
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> &t 113F5-F7 HVR-12

<400> 96
Ser Ala Ser Arg Arg Phe Ser

1 5

<210> 97
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &7k 113F5-F7 HVR-L3

<400> 97

Gln Gln Phe Ser Thr Tyr Pro Tyr Thr
1 5

<210> 98

<400> 98
000

<210> 99

<400> 99
000

<210> 100
<211> 121
<212> PRT
Q213> ATLFH

<220>
<223> & 26C1 -Bl 1 EGH AT AR (VH)

<400> 100

Glu Val His Leu Gln Gln Ser Gly Ala Glu Leu Val Arg Ser Gly Ala

112144454 FEESE A0101 $398 - H2415(FHIF) 1122063558-0



202428606

Ser Val Lys Leu Ser Cys Thr Ala
20

Tyr Met Tyr Trp Val Lys Gln Arg
35 40

Gly Trp Ile Asp Pro Glu Asn Gly
50 55

Gln Gly Lys Ala Thr Met Thr Ala
65 70

Leu Gln Leu Ser Ser Leu Thr Ser
85

Asn Ala Trp Arg Ala Arg Ala Thr
100

Gln Gly Thr Ser Val Thr Val Ser
115 120

<210> 101
<211> 112
<212> PRT
Q213> ATLFH

<220>

10 15

Ser Gly Phe Asn Ile Lys Asp Tyr
25 30

Pro Glu Gln Gly Leu Glu Trp Ile
45

Asp Thr Glu Tyr Phe Pro Lys Phe
60

Asp Thr Ser Ser Lys Thr Ala Tyr
75 80

Glu Asp Thr Ala Val Tyr Tyr Cys
90 05

Asn Ser Ala Leu Asp Tyr Trp Gly
105 110

Ser

<223> Ak ¢ 26C1-Bl ES G ATA# I (VL)

<400> 101
Asp Val Val Met Thr Gln Thr Pro

1 5

Gln Pro Ala Ser Ile Ser Cys Lys
20

Leu Thr Leu Ser Val Thr Ile Gly
10 15

Ser Ser Gln Ser Leu Leu Asp Ser
25 30

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Arg Arg Pro Gly Gln Ser

112144454 FEESE A0101

HF40E - H2415(FHIF)

1122063558-0



202428606

35 40 45

Pro Lys Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro
50 55 60

Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gln Gly
85 90 05

Thr His Phe Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 102
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> & 26C1-Bl1 HVR-HI

<400> 102
Asp Tyr Tyr Met Tyr

1 5

<210> 103
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> & 26C1-Bl1 HVR-H2

<400> 103

Trp Ile Asp Pro Glu Asn Gly Asp Thr Glu Tyr Phe Pro Lys Phe Gln
1 5 10 15

Gly

112144454 FEESE A0101 HF418 - H2415(FHIF) 1122063558-0



202428606

<210> 104
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &k 26C1-Bl1 HVR-H3

<400> 104

Trp Arg Ala Arg Ala Thr Asn Ser Ala Leu Asp Tyr
1 5 10

<210> 105
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & 26C1-Bl11 HVR-LI

<400> 105

Lys Ser Ser Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr Leu Asn
1 5 10 15

<210> 106
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> & 26C1-Bl1 HVR-1L2

<400> 106
Leu Val Ser Lys Leu Asp Ser

1 5

<210> 107
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &k 26C1-Bl1 HVR-L3

112144454 FEESE A0101 HF428E - H2415(FHIFR) 1122063558-0



202428606

<400> 107

Trp Gln Gly Thr His Phe Pro Trp Thr
1 5

<210> 108

<400> 108
000

<210> 109

<400> 109
000

<210> 110
<211> 121
<212> PRT
Q213> ATLFH

<220>
<223> &k ¢ 2601 -CREEfH m] AT (VH)

<400> 110
Glu Val His Leu Gln Gln Ser Gly Ala Glu Leu Val Arg Ser Gly Ala

1 5 10 15

Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asn Ile Lys Asp Tyr
20 25 30

Tyr Met Tyr Trp Val Lys Gln Arg Pro Glu Gln Gly Leu Glu Trp Ile
35 40 45

Gly Trp Ile Asp Pro Glu Asn Gly Asp Thr Glu Tyr Phe Pro Lys Phe
50 55 60

Gln Gly Lys Ala Thr Met Thr Ala Asp Thr Ser Ser Lys Thr Ala Tyr
65 70 75 80

Leu Gln Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

112144454 FEESE A0101 $F43E - H2415(FHIFR) 1122063558-0



202428606

Asn Ala Trp

Gln Gly Thr
115

<210> 111
<211> 112
<212> PRT

Arg Ala Arg Ala Thr Asn Ser Ala Leu Asp Tyr Trp Gly
100 105 110

Ser Val Thr Val Ser Ser
120

Q213> ATLFH

<220>
Q23> EREk

<400> 111
Asp Val Val

1

Gln Pro Ala

Asp Gly Lys
35

Pro Lys Arg
50

Asp Arg Phe
65

Ser Arg Val

Thr His Phe

210> 112
Lll> 5
<212> PRT

112144454

© 26C1 - CE g T A8k lik (VL)

Met Thr Gln Thr Pro Leu Thr Leu Ser Val Thr Ile Gly
5 10 15

Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser
20 25 30

Thr Tyr Leu Asn Trp Leu Leu Arg Arg Pro Gly Gln Ser
40 45

Leu Ile Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro
55 60

Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
70 75 80

Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gln Gly
85 90 05

Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

FEESE A0101 BAE - HU41E(FIIER)

1122063558-0



202428606

Q213> ATLFH

<220>
<223> &kt 26C1-C8 HVR-HI1

<400> 112

Asp Tyr Tyr Met Tyr
1 5

<210> 113
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> &kt 26C1-C8 HVR-12

<400> 113
Trp Ile Asp Pro Glu Asn Gly Asp Thr Glu Tyr Phe Pro Lys Phe Gln

1 5 10 15

Gly

<210> 114
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &kt 26C1-C8 HVR-H3

<400> 114
Trp Arg Ala Arg Ala Thr Asn Ser Ala Leu Asp Tyr

1 5 10

<210> 115
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &t 26C1-C8 HVR-L1

112144454 FEESE A0101 $F458 - H2415(FHIF) 1122063558-0



202428606

<400> 115

Lys Ser Ser Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr Leu Asn
1 5 10 15

<210> 116
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> &kt 26C1-C8 HVR-1L2

<400> 116
Leu Val Ser Lys Leu Asp Ser

1 5

<210> 117
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &kt 26C1-C8 HVR-L3

<400> 117

Trp Gln Gly Thr His Phe Pro Trp Thr
1 5

<210> 118

<400> 118
000

<210> 119

<400> 119
000

<210> 120
<211> 117
<212> PRT
Q213> ATLFH

112144454 FEESE A0101 HF46E - H241H(FHIFR) 1122063558-0



202428606

<220>

<223> {HBEK : 3061-B2 EEGH AT (VH)

<400> 120

Gln Val Gln Leu Gln Gln Ser Gly
1 5

Ser Val Thr Leu Ser Cys Lys Ala
20

Glu Met Tyr Trp Val Lys Gln Thr
35 40

Gly Ala Ile Asp Pro Glu Thr Gly
50 55

Lys Gly Lys Ala Thr Leu Thr Ala
65 70

Met Glu Leu Arg Ser Leu Thr Ser
35

Ile Arg Gln Tyr Gly Asn Trp Phe
100

Val Thr Val Ser Ala
115

<210> 121
<211> 112
<212> PRT
Q213> ATLFH

<220>

Ala Glu Leu Val Arg Pro Gly Ala
10 15

Ser Gly Tyr Thr Phe Thr Asp Tyr
25 30

Pro Val His Gly Leu Glu Trp Ile
45

Asp Thr Ala Tyr Asn Gln Lys Phe
60

Asp Lys Ser Ser Asn Thr Ala Tyr
75 80

Glu Asp Ser Ala Val Tyr Tyr Cys
90 05

Pro Tyr Trp Gly Gln Gly Thr Leu
105 110

<223> &K ¢ 3061 - B2 G T A3 (VL)

<400> 121

Asp Val Val Met Thr Gln Thr Pro
1 5

112144454 FEESE A0101

Leu Ser Leu Pro Val Ser Leu Gly
10 15

F4TE - H2415(FHIFR)

1122063558-0



202428606

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val His Ala
20 25 30

Asn Gly Asn Thr Tyr Leu His Trp Phe Leu Gln Lys Pro Gly Leu Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Gly Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Thr Arg Leu Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Ser Gln Ser
85 90 05

Thr His Val Pro Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 122
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ 30G1-B2 HVR-HI1

<400> 122
Asp Tyr Glu Met Tyr

1 5

<210> 123
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> &kt 30G1-B2 HVR-12

<400> 123

Ala Ile Asp Pro Glu Thr Gly Asp Thr Ala Tyr Asn Gln Lys Phe Lys

112144454 FEESE A0101 $F48E - H241H(FHIF) 1122063558-0



202428606

Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

124

8

PRT
szl

&R L 30G1-B2 HVR-H3

124

Gln Tyr Gly Asn Trp Phe Pro Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

125

16

PRT
szl

&R 30G1-B2 HVR-LI

125

15

Arg Ser Ser Gln Ser Leu Val His Ala Asn Gly Asn Thr Tyr Leu His

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10

126

7

PRT
szl

&R 306G1-B2 HVR-1.2

126

Lys Val Ser Asn Arg Phe Ser

1

<210>

5

127

112144454 FEESE A0101

15

HF49E - H2415(FHIFR)

1122063558-0



202428606

211> 9
<212> PRT
Q13> ALY

<220>
<223> & ¢ 30G1-B2 HVR-L3

<400> 127

Ser Gln Ser Thr His Val Pro Phe Thr
1 5

<210> 128

<400> 128
000

<210> 129

<400> 129
000

<210> 130
<21l> 114
<212> PRT
Q213> ATLFH

<220>
<223> Gk 66F5-AlEERFEATHAE (VH)

<400> 130

Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Val Arg Pro Gly Ala
1 5 10 15

Ser Val Thr Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ile Asp Tyr
20 25 30

Glu Met Asn Trp Val Lys Gln Thr Pro Val His Gly Leu Glu Trp Ile
35 40 45

Gly Ala Ile Asp Pro Glu Asn Gly Gly Thr Ala Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Lys Ala Ile Val Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr

112144454 FEESE A0101 $E508 - H2415(FFIF) 1122063558-0



202428606

65

70

80

Met Glu Leu Arg Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys

85

95

Ser Gly Pro His Phe Asp Tyr Trp Gly Gln Gly Thr Thr Leu Thr Val

Ser Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asp Ile Val

1

Gln Lys Val

Ser Thr Gln

Ser Pro Lys

50

Pro Asp Arg

65

Ile Ser Ser

His Tyr Ser

100 105

131
113
PRT
szl

AR T 66F5- AES G AT AT (VL)

131

5

20 25

35 40

55

70

85

112144454 FEESE A0101

110

Met Thr Gln Ser Pro Ser Ser Leu Ala Met Ser Val Gly

15

Thr Met Ser Cys Lys Ser Ser Gln Ser Leu Leu Asn Ser

30

Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln

Leu Leu Val Tyr Phe Ala Ser Thr Arg Glu Ser Gly Val

Phe Ile Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

80

Val Gln Ala Glu Asp Leu Ala Asp Tyr Phe Cys Gln Gln

95

Thr Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile

#5188 - H2415(FFIF)

1122063558-0



202428606

Lys

<210>
<211>
<212>
<213>

<220>
<223>

<400>

100 105

132

5

PRT
szl

&% - 66F5-A1 HVR-HI

132

Asp Tyr Glu Met Asn

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

133

17

PRT
szl

&R - 66F5-A1 HVR-H2

133

110

Ala Ile Asp Pro Glu Asn Gly Gly Thr Ala Tyr Asn Gln Lys Phe Lys

1

Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

134

5

PRT
szl

&R - 66F5-A1 HVR-H3

134

Pro His Phe Asp Tyr

112144454 FEESE A0101

15

$528 - H2415(FAIF)

1122063558-0



202428606

<210>
<211>
<212>
<213>

<220>
<223>

<400>

135

17

PRT
szl

&% L 66F5-A1 HVR-LI

135

Lys Ser Ser Gln Ser Leu Leu Asn Ser Ser Thr Gln Lys Asn Tyr Leu

1

Ala

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10 15

136

7

PRT
szl

&R - 66F5-A1 HVR-12

136

Phe Ala Ser Thr Arg Glu Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

137

9

PRT
szl

&R L 66F5-A1 HVR-L3

137

Gln Gln His Tyr Ser Thr Pro Tyr Thr

1

<210>

5

138

112144454 FEESE A0101 $EE3E - HU1E(FIIER)

1122063558-0



202428606

<400> 138
000

<210> 139

<400> 139
000

<210> 140
<211> 119
<212> PRT
Q213> ATLFH

<220>
<223> &R 123E9-Al B ATAATE (VH)

<400> 140
Glu Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr
20 25 30

Tyr Met Lys Trp Val Lys Gln Ser His Gly Lys Ser Leu Glu Trp Ile
35 40 45

Gly Asp Ile Asp Pro Asn Asn Gly Gly Thr Ser Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Gln Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Ser Ala Gly Phe Gly Asp Ser Phe Ser Phe Trp Gly Leu Gly
100 105 110

Thr Leu Val Thr Val Ser Ala
115

112144454 FEESE A0101 $E54E - H2415(FAIFR) 1122063558-0



202428606

<210> 141
<211> 112
<212> PRT
Q213> ATLFH

<220>
<223> G 123E9-ALTSEEATAAE (VL)

<400> 141
Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

1 5 10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Phe Tyr Tyr Cys Phe Gln Gly
85 90 05

Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 142
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> & T 123E9-A1 HVR-HI

<400> 142

Asp Tyr Tyr Met Lys

112144454 FEESE A0101 $558 - H2415(FAIF) 1122063558-0



202428606

<210> 143
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> & T 123E9-A1 HVR-I2

<400> 143
Asp Ile Asp Pro Asn Asn Gly Gly Thr Ser Tyr Asn Gln Lys Phe Lys

1 5 10 15

Gly

<210> 144
211> 10
<212> PRT
Q213> ATLFY

<220>
<223> & 123E9-A1 HVR-H3

<400> 144
Ser Ala Gly Phe Gly Asp Ser Phe Ser Phe

1 5 10

<210> 145
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & T 123E9-A1 HVR-LI

<400> 145

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu
1 5 10 15

<210> 146

112144454 FEESE A0101 $568E - H241H(FAIF) 1122063558-0



202428606

L21l> 7
<212> PRT
Q13> ALY

<220>
<223> & T 123E9-A1 HVR-1L2

<400> 146
Lys Val Ser Asn Arg Phe Ser

1 5

<210> 147
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> & 123E9-A1 HVR-L3

<400> 147

Phe Gln Gly Ser His Val Pro Pro Thr
1 5

<210> 148

<400> 148
000

<210> 149

<400> 149
000

<210> 150
<211> 119
<212> PRT
Q213> ATLFH

<220>
<223> ARk 15C6- ATERHHE AT RATE (VH)

<400> 150

Glu Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala
1 5 10 15

112144454 FEESE A0101 $B578 - H2415(FAIF) 1122063558-0



202428606

Ser Val Met Met Thr Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr
20 25 30

Tyr Met Lys Trp Val Lys Gln Ser Asn Gly Lys Ser Leu Glu Trp Ile
35 40 45

Gly Asp Leu Asp Pro Tyr Thr Gly Gly Ala Asn Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met His Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Ser Arg Gly Tyr Gly Asp Ser Phe Ala Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ala
115

<210> 151
<211> 112
<212> PRT
Q213> ATLFH

<220>
Q23> ERE  1506- ATHSGE AR (VL)

<400> 151
Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

1 5 10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Asn Ile Val His Ser
20 25 30

Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

112144454 FEESE A0101 $588 - H2415(FAIF) 1122063558-0



202428606

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Lys Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Phe Gln Gly
85 90 05

Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 152
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> &k 1506-A7 HVR-H1

<400> 152
Asp Tyr Tyr Met Lys

1 5

<210> 153
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> &k 1506-A7 HVR-I2

<400> 153

Asp Leu Asp Pro Tyr Thr Gly Gly Ala Asn Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly

<210> 154

112144454 FEESE A0101 $E598 - H2415(FAIF) 1122063558-0



202428606

211> 10
<212> PRT
Q13> ALY

<220>
<223> &t 1506-A7 HVR-H3

<400> 154

Ser Arg Gly Tyr Gly Asp Ser Phe Ala Tyr
1 5 10

<210> 155
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & 1506-A7 HVR-L1

<400> 155
Arg Ser Ser Gln Asn Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

1 5 10 15

<210> 156
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> &k 1506-A7 HVR-1L2

<400> 156
Lys Val Ser Asn Arg Phe Ser

1 5

<210> 157
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &t 1506-A7 HVR-13

<400> 157

112144454 FEESE A0101 $F60E - H2415(FFIF) 1122063558-0



202428606

Phe Gln Gly Ser His Val Pro Pro Thr
1 5
<210> 158

<400> 158
000

<210> 159

<400> 159
000

<210> 160
211> 119
<212> PRT
Q213> ATLFY

<220>
<223> AR 0 19F8-Bl B fH ATEATE (VH)

<400> 160

Glu Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr
20 25 30

Tyr Met Lys Trp Val Lys Gln Ser His Gly Lys Ser Leu Glu Trp Ile
35 40 45

Gly Asp Leu Asn Pro Asn Asn Gly Gly Thr Leu Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Gln Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Gln Phe Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Ser Ala Gly Tyr Gly Asp Ser Phe Ala Tyr Trp Gly Gln Gly

112144454 FEESE A0101 $61E - H2415(FFIF) 1122063558-0



202428606

Thr Leu

<210>
<211>
<212>
<213>

<220>
<223>

<400>

100 105

Val Thr Val Ser Ala
115

161
112
PRT
szl

AR 0 19F8 - BIES G4 AT 4841 (VL)

161

110

Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

1

5

10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Asn Ile Val His Ser

20 25

30

Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser

Pro Lys
50

35 40

45

Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro

55

60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile

65

70

75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Phe Cys Phe Gln Gly

Ser His

<210>
<211>
<212>
<213>

85

90 95

Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys

100 105

162

5

PRT
szl

112144454 FEESE A0101

110

H62E - H2415(FHIF)

1122063558-0



202428606

<220>
<223> & ¢ 19F8-Bl HVR-HI

<400> 162
Asp Tyr Tyr Met Lys

1 5

<210> 163
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> &% 19F8-Bl  HVR-I2

<400> 163
Asp Leu Asn Pro Asn Asn Gly Gly Thr Leu Tyr Asn Gln Lys Phe Lys

1 5 10 15

Gly

<210> 164
211> 10
<212> PRT
Q213> ATLFY

<220>
<223> & ¢ 19F8-Bl HVR-H3

<400> 164
Ser Ala Gly Tyr Gly Asp Ser Phe Ala Tyr

1 5 10

<210> 165
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & 19F8-Bl HVR-LI

<400> 165

112144454 FEESE A0101 $63E - H2415(FFIF) 1122063558-0



202428606

Arg Ser Ser Gln Asn Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu
1 5 10 15

<210> 166
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> & 19F8-Bl HVR-L2

<400> 166
Lys Val Ser Asn Arg Phe Ser

1 5

<210> 167
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> & 19F8-Bl HVR-L3

<400> 167

Phe Gln Gly Ser His Val Pro Pro Thr
1 5

<210> 168

<400> 168
000

<210> 169

<400> 169
000

<210> 170
<211> 119
<212> PRT
Q213> ATLFH

<220>
<223> & 24A11-DSEEGHE AT AR (VH)

112144454 FEESE A0101 HF64E - H241H(FHIFR) 1122063558-0



202428606

<400> 170
Glu Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr
20 25 30

Tyr Met Lys Trp Val Lys Gln Ser His Gly Lys Ser Leu Glu Trp Ile
35 40 45

Gly Asp Leu Asn Pro Lys Asn Gly Gly Ile Ile Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Gln Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Gln Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Phe Tyr Cys
85 90 05

Ala Arg Ser Gly Gly Tyr Gly Asp Ser Phe Ala Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ala
115

<210> 171
<211> 112
<212> PRT
Q213> ATLFH

<220>
<223> G 24A11-DSTREE AR (VL)

<400> 171

Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly
1 5 10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Asn Ile Val His Ser

112144454 FEESE A0101 $658 - H241H(FAIF) 1122063558-0



202428606

20 25 30

Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Phe Cys Phe Gln Gly
85 90 05

Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 172
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> & 24A11-D5 HVR-HI

<400> 172
Asp Tyr Tyr Met Lys

1 5

<210> 173
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> & 24A11-D5 HVR-I2

<400> 173

Asp Leu Asn Pro Lys Asn Gly Gly Ile Ile Tyr Asn Gln Lys Phe Lys
1 5 10 15

112144454 FEESE A0101 FBO6E - H241E(FIIE)

1122063558-0



202428606

Gly

<210> 174
211> 10
<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ 24A11-D5 HVR-H3

<400> 174

Ser Gly Gly Tyr Gly Asp Ser Phe Ala Tyr
1 5 10

<210> 175
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & 24A11-D5 HVR-LI

<400> 175
Arg Ser Ser Gln Asn Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

1 5 10 15

<210> 176
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> & 24A11-D5 HVR-L2

<400> 176
Lys Val Ser Asn Arg Phe Ser

1 5

210> 177
211> 9
<212> PRT

112144454 FEESE A0101 HF67E - H2415(FHIFR) 1122063558-0



202428606

Q213> ATLFH

<220>
<223> &kt 24A11-D5 HVR-L3

<400> 177

Phe Gln Gly Ser His Val Pro Pro Thr
1 5

<210> 178

<400> 178
000

<210> 179

<400> 179
000

<210> 180
<21l> 114
<212> PRT
Q213> ATLFH

<220>
<223> & 126F11 -Gl 1 EEfdn] %4 (V)

<400> 180
Glu Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Val Arg Pro Gly Ala

1 5 10 15

Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asn Ile Lys Asp Asp
20 25 30

Tyr Met His Trp Val Lys Gln Arg Pro Glu Gln Gly Leu Glu Trp Ile
35 40 45

Gly Trp Ile Asp Pro Glu Asn Gly Asp Thr Glu Tyr Ala Ser Lys Phe
50 55 60

Gln Gly Lys Ala Thr Ile Thr Thr Asp Thr Ser Ser Asn Thr Ala Tyr
65 70 75 80

112144454 FEESE A0101 $68E - H241H(FHIF) 1122063558-0



202428606

Leu Gln

Leu Asp

Ser Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Asp Val

1

Asp Gln

Asn Gly

Pro Lys
50

Asp Arg
65

Ser Arg

Ser His

Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

Phe Ala Tyr Gly Tyr Trp Gly Gln Gly Thr Thr Leu Thr Val
100 105 110

181

112

PRT

N7

G 0 126F11-G1 1B FE n 48 [ (VL)

181
Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

5 10 15

Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
55 60

Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
70 75 80

Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 05

Val Pro Pro Ala Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

112144454 FEESE A0101 FBO9E - H241E(FIIE)

1122063558-0



202428606

<210>
<211>
<212>
<213>

<220>
<223>

<400>

182

5

PRT
szl

& T 126F11-G11 HVR-HI

182

Asp Asp Tyr Met His

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

183

17

PRT
szl

& T 126F11-G11 HVR-H2

183

Trp Ile Asp Pro Glu Asn Gly Asp Thr Glu Tyr Ala Ser Lys Phe Gln

1

Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10 15

184

5

PRT
szl

& T 126F11-G11 HVR-H3

184

Phe Ala Tyr Gly Tyr

1

<210>
211>
<212>

5

185
16
PRT

112144454 FEESE A0101 FB70E - H2U41E(FIIFE)

1122063558-0



202428606

Q213> ATLFH

<220>
<223> & T 126F11-G11 HVR-LI

<400> 185
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

1 5 10 15

<210> 186
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> & 126F11-G11 HVR-L2

<400> 186
Lys Val Ser Asn Arg Phe Ser

1 5

<210> 187
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> & 126F11-G11 HVR-L3

<400> 187

Phe Gln Gly Ser His Val Pro Pro Ala
1 5

<210> 188

<400> 188
000

<210> 189

<400> 189
000

<210> 190

112144454 FEESE A0101 F718 - H2415(FH=) 1122063558-0



202428606

<211> 120
<212> PRT
Q213> ATLFH

<220>
<223> &k 8OF4-AlEEFEETHAE (VH)

<400> 190
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Lys Gly

1 5 10 15

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Thr Tyr
20 25 30

Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Arg Ile Arg Ser Lys Ser Asn Asn Tyr Ala Ala Tyr Phe Ala Asp
50 55 60

Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Gln Thr Met
65 70 75 80

Leu Tyr Leu Gln Met Asn Asn Leu Lys Ser Glu Asp Thr Ala Met Tyr
85 90 05

Tyr Cys Val Ser Gly Gly Asn Tyr Val Pro Phe Ala Tyr Trp Gly Gln
100 105 110

Gly Thr Leu Val Thr Val Ser Ala
115 120

<210> 191
<211> 112
<212> PRT
Q213> ATLFH

<220>
223> &k 8OF4 - ALHREE A AR (VL)

<400> 191

112144454 FEESE A0101 H728 - H2415(FHIFR) 1122063558-0



202428606

Asn Ile Met Met Thr Gln Ser Pro Ser Ser Leu Ala Val Ser Ala Gly
1 5 10 15

Glu Lys Val Thr Met Ser Cys Lys Ser Ser Gln Ser Val Phe Tyr Ser
20 25 30

Ser Glu Gln Arg Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45

Ser Pro Lys Leu Leu Ile Ser Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Ile Ser Ser Val Gln Gly Glu Asp Leu Ala Val Tyr Tyr Cys His Gln
85 90 05

Tyr Leu Ser Ser Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 192
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> & 89F4-A1 HVR-HI1

<400> 192
Thr Tyr Ala Met Asn

1 5

<210> 193
211> 19
<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ 89F4-A1 HVR-I2

112144454 FEESE A0101 $738 - H2415(FAIF) 1122063558-0



202428606

<400> 193

Arg Tle Arg Ser Lys Ser Asn Asn Tyr Ala Ala Tyr Phe Ala Asp Ser
1 5 10 15

Val Lys Asp

<210> 194
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> & ¢ 89F4-A1 HVR-H3

<400> 194
Gly Gly Asn Tyr Val Pro Phe Ala Tyr

1 5

<210> 195
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> & ¢ 89F4-A1 HVR-LI1

<400> 195
Lys Ser Ser Gln Ser Val Phe Tyr Ser Ser Glu Gln Arg Asn Tyr Leu

1 5 10 15

Ala

<210> 196
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ 89F4-A1 HVR-L2

112144454 FEESE A0101 748 - H2415(FHIFR) 1122063558-0



202428606

<400> 196
Trp Ala Ser Thr Arg Glu Ser

1 5

<210> 197
Q21> 8

<212> PRT
Q213> ATLFY

<220>
<223> & ¢ 89F4-A1 HVR-L3

<400> 197

His Gln Tyr Leu Ser Ser Phe Thr
1 5

<210> 198

<400> 198
000

<210> 199

<400> 199
000

<210> 200
<211> 115
<212> PRT
Q213> ATLFH

<220>
<223> AR 93A8-D2ERfH ATEATE (VH)

<400> 200

Glu Val Gln Leu Gln Gln Ser Gly Pro Val Leu Val Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr
20 25 30

Tyr Val Asn Trp Val Lys Gln Ser His Gly Lys Gly Leu Glu Trp Ile

112144454 FEESE A0101 $F758 - H2415(FHIF) 1122063558-0



202428606

35 40 45

Gly Leu Ile Asn Pro Asn Asn Gly Arg Thr Ser Tyr Asn Gln Asn Phe
50 55 60

Asn Asp Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Phe
65 70 75 80

Met Asp Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 05

Thr Arg Glu Gly Gly Thr Gly Tyr Trp Gly Gln Gly Thr Thr Leu Ser
100 105 110

Val Ser Ser
115

<210> 201
<211> 112
<212> PRT
Q213> ATLFH

<220>
Q23> AR 93A8-D2HEHH A A (VL)

<400> 201

Asp Val Val Met Thr Gln Thr Pro Leu Thr Leu Ser Val Thr Ile Gly
1 5 10 15

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser
20 25 30

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gln Arg Pro Gly Gln Ser
35 40 45

Pro Arg Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro
50 55 60

Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile

112144454 FEESE A0101 F76E - H241H(FHIF) 1122063558-0



202428606

65

70

80

Ser Arg Val Ala Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gln Gly

85

95

Thr His Phe Pro Arg Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys

<210>
<211>
<212>
<213>

<220>
<223>

<400>

100 105

202

5

PRT
szl

&% - 93A8-D2 HVR-HI

202

Asp Tyr Tyr Val Asn

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

203

17

PRT
szl

&A% - 93A8-D2 HVR-H2

203

110

Leu Ile Asn Pro Asn Asn Gly Arg Thr Ser Tyr Asn Gln Asn Phe Asn

1

Asp

<210>
<211>
<212>
<213>

<220>
<223>

5

204

6

PRT
szl

&A% - 93A8-D2 HVR-H3

112144454 FEESE A0101

15

HB77E - H2415(FHIF)

1122063558-0



202428606

<400>

204

Glu Gly Gly Thr Gly Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

205

16

PRT
szl

&A% S 93A8-D2 HVR-LI

205

Lys Ser Ser Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr Leu Asn

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10 15

206

7

PRT
szl

G L 93A8-D2 HVR-12

206

Leu Val Ser Lys Leu Asp Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

207

9

PRT
szl

&% S 93A8-D2 HVR-L3

207

Trp Gln Gly Thr His Phe Pro Arg Thr

1

<210>

5

208

112144454 FEESE A0101 FBT8E - H2U41E(FIIE)

1122063558-0



202428606

<400> 208
000

<210> 209

<400> 209
000

<210> 210
<211> 120
<212> PRT
Q213> ATLFH

<220>

<223> Gk 14F5-DOEEF#E AR (VH)

<400> 210
Glu Val Lys Leu Val

1 5

Ser Leu Arg Leu Ser
20

Tyr Met Glu Trp Val
35

Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

15

Cys Ala Thr Ser Gly Phe Thr Phe Ser Asp Phe

25

30

Arg Gln Ser Pro Gly Lys Arg Leu Glu Trp Ile

40

45

Ala Ala Ser Lys Asn Lys Ala Asn Asp Tyr Thr Thr Glu Tyr Asn Ala

50

55

60

Ser Val Lys Asp Arg Phe Phe Val Ser Arg Asp Thr Ser Gln Ser Ile

65

Leu Tyr Leu Gln Met
85

70

80

Asn Ala Leu Arg Ala Glu Asp Thr Ala Ile Tyr

95

Tyr Cys Ala Arg Asp Ala Leu Gly Thr Val Phe Ala Tyr Trp Gly Gln

100

Gly Thr Leu Val Thr
115

112144454

105

Val Ser Ala
120

FEESE A0101

110

HF79E - H2415(FHIF)

1122063558-0



202428606

<210> 211
<211> 112
<212> PRT
Q213> ATLFH

<220>
23> ERE  1AFS-DOSEE A A4 (VL)

<400> 211
Asp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

1 5 10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val His Ser
20 25 30

Asn Gly Asn Thr Tyr Leu His Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Phe Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Ser Gln Ser
85 90 05

Thr Leu Val Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys
100 105 110

<210> 212
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ 14F5-D9 HVR-HI1

<400> 212

Asp Phe Tyr Met Glu

112144454 FEESE A0101 $F80E - H241H(FFIF) 1122063558-0



202428606

<210> 213
211> 19
<212> PRT
Q213> ATLFY

<220>
<223> &kt 14F5-D9 HVR-I2

<400> 213
Ala Ser Lys Asn Lys Ala Asn Asp Tyr Thr Thr Glu Tyr Asn Ala Ser

1 5 10 15

Val Lys Asp

<210> 214
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> & ¢ 14F5-D9 HVR-H3

<400> 214
Asp Ala Leu Gly Thr Val Phe Ala Tyr

1 5

<210> 215
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &kt 14F5-D9 HVR-L1

<400> 215

Arg Ser Ser Gln Ser Leu Val His Ser Asn Gly Asn Thr Tyr Leu His
1 5 10 15

210> 216

112144454 FEESE A0101 $81E - H2415(FFIF) 1122063558-0



202428606

L21l> 7
<212> PRT
Q13> ALY

<220>
<223> &kt 14F5-D9 HVR-1L2

<400> 216
Lys Val Phe Asn Arg Phe Ser

1 5

<210> 217
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> & ¢ 14F5-D9 HVR-13

<400> 217

Ser Gln Ser Thr Leu Val Pro Leu Thr
1 5

<210> 218

<400> 218
000

<210> 219

<400> 219
000

<210> 220
<211> 122
<212> PRT
Q213> ATLFH

<220>
<223> &k ¢ 73106-BREEfH AT AT (VH)

<400> 220

Gln Val Gln Leu Lys Glu Ser Gly Pro Gly Leu Val Ala Pro Ser Gln
1 5 10 15

112144454 FEESE A0101 H82E - H241H(FHIF) 1122063558-0



202428606

Ser Leu Ser Ile Thr Cys Thr Ile Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp Val Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Leu
35 40 45

Val Val Ile Trp Ser Asp Gly Ser Thr Thr Tyr Asn Ser Ala Leu Lys
50 55 60

Ser Arg Leu Ser Ile Ser Lys Asp Asn Ser Lys Ser Gln Val Phe Leu
65 70 75 30

Lys Met Asn Ser Leu Gln Thr Asp Asp Thr Ala Met Tyr Tyr Cys Ala
85 90 05

Arg Gln Gly Gly Phe Ile Thr Thr Ala Tyr Tyr Ala Met Asp Tyr Trp
100 105 110

Gly Gln Gly Thr Ser Val Thr Val Ser Ser
115 120

<210> 221
<211> 112
<212> PRT
Q213> ATLFH

<220>
Q23> & - 73H6 - BSHERGH AT EAE (VL)

<400> 221
Asp Ile Val Met Ser Gln Ser Pro Ser Ser Leu Ala Val Ser Ala Gly

1 5 10 15

Glu Lys Val Thr Met Ser Cys Lys Ser Ser Gln Ser Leu Leu Asn Ser
20 25 30

Arg Thr Arg Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45

112144454 FEESE A0101 #8338 - H241H(FHIF) 1122063558-0



202428606

Ser Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Ile Ser Ser Val Gln Ala Glu Asp Leu Ala Val Tyr Tyr Cys Lys Gln
85 90 05

Ser Tyr Asn Leu Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 222
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ 73H6-B8 HVR-HI1

<400> 222

Ser Tyr Gly Val His
1 5

<210> 223
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ 73H6-B8 HVR-H2

<400> 223
Val Ile Trp Ser Asp Gly Ser Thr Thr Tyr Asn Ser Ala Leu Lys Ser

1 5 10 15

<210> 224
Lll> 14
<212> PRT
Q213> ATLFY

112144454 FEESE A0101 HF84E - H241H(FHIFR) 1122063558-0



202428606

<220>
<223>

<400>

4k 73H6-B8 HVR-13

224

Gln Gly Gly Phe Ile Thr Thr Ala Tyr Tyr Ala Met Asp Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10

225

17

PRT
szl

&Rk - 73H6-B8 HVR-LI

225

Lys Ser Ser Gln Ser Leu Leu Asn Ser Arg Thr Arg Lys Asn Tyr Leu

1

Ala

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10 15

226

7

PRT
szl

&R - 73H6-B8 HVR-12

226

Trp Ala Ser Thr Arg Glu Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

227

8

PRT
szl

&R - 73H6-B8 HVR-L3

227

112144454 FEESE A0101 $B85E - H2U41E(FIIE)

1122063558-0



202428606

Lys Gln Ser Tyr Asn

1 5

<210> 228

<400> 228
000

<210> 229

<400> 229
000

<210> 230
<211> 120
<212> PRT
Q213> ATLFH

<220>

Leu Tyr Thr

<223> K+ 2267-COEFH AT A (VH)

<400> 230
Gln Ile Gln Leu Val

1 5

Thr Val Lys Ile Ser
20

Ser Ile His Trp Val
35

Gly Trp Ile Asn Thr
50

Lys Gly Arg Phe Ala
65

Leu Gln Ile Asn Asn
85

Gly Thr Ala Tyr Tyr

112144454

Gln Ser Gly Pro Glu Leu Lys Lys Pro Gly Glu
10 15

Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Cys
25 30

Lys Gln Ala Pro Gly Glu Gly Leu Lys Trp Met
40 45

Glu Thr Gly Glu Pro Ser Tyr Ala Asp Asp Phe
55 60

Phe Ser Leu Glu Thr Ser Ala Ser Thr Ala Phe
70 75 80

Leu Lys Ser Glu Asp Thr Ala Ser Tyr Phe Cys
90 05

Arg Tyr Asp Gly Ala Leu Asp Tyr Trp Gly Gln

FEESE A0101 $B86E - H241E(FIIE)

1122063558-0



202428606

100 105 110

Gly Thr Ser Val Thr Val Ser Ser
115 120

<210> 231
<211> 111
<212> PRT
Q213> ATLFH

<220>
<D23> &k 2267 -COUtEH m] A1 (VL)

<400> 231
Asp Ile Val Leu Thr Gln Ser Pro Ala Ser Leu Ala Val Ser Leu Gly

1 5 10 15

Gln Arg Ala Thr Ile Ser Cys Arg Ala Ser Gln Ser Val Ser Thr Ser
20 25 30

Ser Tyr Ser Tyr Met His Trp Phe Gln Gln Lys Pro Gly Gln Pro Pro
35 40 45

Lys Leu Leu Ile Lys Tyr Ala Ser Asn Leu Glu Ser Gly Val Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Asn Ile His
65 70 75 80

Pro Val Glu Glu Glu Asp Thr Ala Thr Tyr Tyr Cys Gln His Ser Trp
85 90 05

Glu Leu Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 232
Q21> 5

<212> PRT
Q213> ATLFY

112144454 FEESE A0101 $F87E - H241H(FHIF) 1122063558-0



202428606

<220>
<223> &kt 22G7-C9 HVR-HI1

<400> 232
Asp Cys Ser Ile His

1 5

<210> 233
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> &k 22G7-C9 HVR-12

<400> 233
Trp Ile Asn Thr Glu Thr Gly Glu Pro Ser Tyr Ala Asp Asp Phe Lys

1 5 10 15

Gly

<210> 234
21> 11

<212> PRT
Q213> ATLFY

<220>
<223> &k 22G7-C9 HVR-H3

<400> 234
Ala Tyr Tyr Arg Tyr Asp Gly Ala Leu Asp Tyr

1 5 10

<210> 235
21> 15
<212> PRT
Q213> ATLFY

<220>
<223> &kt 22G7-C9 HVR-L1

<400> 235

112144454 FEESE A0101 $88E - H241H(FFIF) 1122063558-0



202428606

Arg Ala Ser Gln Ser Val Ser Thr Ser Ser Tyr Ser Tyr Met His
1 5 10 15

<210> 236
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> & 22G7-C9 HVR-1L2

<400> 236
Tyr Ala Ser Asn Leu Glu Ser

1 5

<210> 237
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &k 22G7-C9 HVR-L3

<400> 237

Gln His Ser Trp Glu Leu Pro Trp Thr
1 5

<210> 238

<400> 238
000

<210> 239

<400> 239
000

<210> 240
211> 116
<212> PRT
Q213> ATLFY

<220>
<223> & TALL-CL2EE g AT A1 (VH)

112144454 FEESE A0101 $F89E - H241H(FFIF) 1122063558-0



202428606

<400> 240

Gln Ile Gln Leu Val
1 5

Thr Val Lys Ile Ser
20

Gly Met Asn Trp Val
35

Gly Trp Ile Asn Thr
50

Lys Gly Arg Phe Ala
65

Leu Gln Ile Asp Asn
85

Ala Arg Gly Thr Val
100

Thr Val Ser Ala
115

<210> 241
<211> 112
<212> PRT
Q213> ATLFH

<220>

Gln Ser Gly Pro Asp Leu Lys Lys Pro Gly Glu

Cys Lys Ala Ser Gly Tyr

25

Lys Gln Ala Pro Gly Lys

40

Asn Thr Gly Glu Pro Thr

55

Phe Ser Leu Glu Thr Ser

70

Leu Lys Asn Glu Asp Thr

10

90

75

15

Thr Phe Thr Asn Tyr
30

Gly Leu Lys Trp Met
45

Tyr Ala Glu Glu Phe
60

Ala Ser Thr Ala Tyr
80

Ala Thr Tyr Phe Cys
05

Ser Phe Pro Tyr Trp Gly Gln Gly Thr Leu Val

105

<223> Ak ¢ TALL-Cl2ES G ATA# I (VL)

<400> 241

110

Asp Val Val Met Ser Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

1 5

10

15

Asp His Ala Ser Ile Ser Cys Arg Ser Ser Gln Asn Leu Val His Ser

112144454

FEESE A0101

HFI0E - H2415(FHIF)

1122063558-0



202428606

20 25 30

Asp Gly Asn Thr Tyr Leu His Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Ser Gln Ser
85 90 05

Thr His Val Ile Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 242
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> & TA11-C12 HVR-HI

<400> 242
Asn Tyr Gly Met Asn

1 5

<210> 243
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> & TA11-C12 HVR-I2

<400> 243

Trp Ile Asn Thr Asn Thr Gly Glu Pro Thr Tyr Ala Glu Glu Phe Lys
1 5 10 15

112144454 FEESE A0101 FILE - H2U41E(FIIE)

1122063558-0



202428606

Gly

<210> 244
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> &k 7A11-Cl2 HVR-H3

<400> 244

Gly Thr Val Ser Phe Pro Tyr
1 5

<210> 245
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & TA11-C12 HVR-LI1

<400> 245
Arg Ser Ser Gln Asn Leu Val His Ser Asp Gly Asn Thr Tyr Leu His

1 5 10 15

<210> 246
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> & TA11-C12 HVR-L2

<400> 246
Lys Val Ser Asn Arg Phe Ser

1 5

<210> 247
211> 9
<212> PRT

112144454 FEESE A0101 HF28 - H2415(FHIF) 1122063558-0



202428606

Q213> ATLFH

<220>
<223> &k TA11-Cl2 HVR-L3

<400> 247

Ser Gln Ser Thr His Val Ile Phe Thr
1 5

<210> 248

<400> 248
000

<210> 249

<400> 249
000

<210> 250
<211> 115
<212> PRT
Q213> ATLFH

<220>
<223> AR 12A10-EQEE H ATAATE (VH)

<400> 250
Gln Ile Gln Leu Val Gln Ser Gly Pro Glu Leu Lys Lys Pro Gly Glu

1 5 10 15

Thr Val Lys Ile Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Lys Gln Ala Pro Gly Lys Gly Leu Lys Trp Met
35 40 45

Gly Trp Ile Asn Met Tyr Thr Gly Glu Pro Thr Tyr Gly Asp Asp Phe
50 55 60

Lys Gly Arg Phe Val Phe Ser Leu Glu Thr Ser Val Ser Thr Val Tyr
65 70 75 80

112144454 FEESE A0101 $FI3E - H2415(FHIF) 1122063558-0



202428606

Leu Gln

Ala Arg

Val Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Asp Val

1

Asp Gln

Asn Gly

Pro Lys
50

Asp Arg
65

Asn Arg

Ser His

Ile Asn Asn Leu Lys Lys Glu Asp Thr Ala Thr Phe Phe Cys
85 90 05

Gly Gly Arg Pro Asp Tyr Trp Gly Gln Gly Thr Ser Val Thr
100 105 110

Ser
115

251
112
PRT
szl

B+ 12A10- BREEEH A% 1 (VL)

251

Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

5 10 15

Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Leu Leu Ile Tyr Lys Val Phe Asn Arg Phe Ser Gly Val Pro
55 60

Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
70 75 80

Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Leu Gln Gly
85 90 05

Val Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

112144454 FEESE A0101 BUE - H2U41E(FIIE)

1122063558-0



202428606

<210>
<211>
<212>
<213>

<220>
<223>

<400>

252

5

PRT
szl

&% 0 12A10-E8 HVR-H1

252

Asn Tyr Gly Met Asn

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

253

17

PRT
szl

&% C 12A10-E8 HVR-H2

253

Trp Ile Asn Met Tyr Thr Gly Glu Pro Thr Tyr Gly Asp Asp Phe Lys

1

Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10 15

254

6

PRT
szl

&% 0 12A10-E8 HVR-H3

254

Gly Gly Arg Pro Asp Tyr

1

<210>
211>
<212>

5

255
16
PRT

112144454 FEESE A0101 FBISE - HU41E(FIIE)

1122063558-0



202428606

Q213> ATLFH

<220>
<223> & T 12A10-E8 HVR-LI1

<400> 255
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

1 5 10 15

<210> 256
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> & 1 2A10-E8 HVR-L2

<400> 256
Lys Val Phe Asn Arg Phe Ser

1 5

<210> 257
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> & 12A10-E8 HVR-L3

<400> 257

Leu Gln Gly Ser His Val Pro Tyr Thr
1 5

<210> 258

<400> 258
000

<210> 259

<400> 259
000

<210> 260

112144454 FEESE A0101 HFI6E - H241H(FHIF) 1122063558-0



202428606

<211> 120
<212> PRT
Q213> ATLFH

<220>
<223> &R ¢ 55E7-F1 1 B ATAATE (VH)

<400> 260
Glu Val Lys Leu Glu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Met Lys Leu Ser Cys Val Ala Ser Gly Phe Thr Phe Ser Asn Tyr
20 25 30

Trp Met Asn Trp Val Arg Gln Ser Pro Glu Lys Gly Leu Glu Trp Val
35 40 45

Ala Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu
50 55 60

Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Ser Ser
65 70 75 80

Val Tyr Leu Gln Met Asn Asn Leu Arg Ala Glu Asp Thr Gly Ile Tyr
85 90 05

Tyr Cys Ala Gly Tyr Phe Tyr Gly Gly Tyr Phe Asp Val Trp Gly Thr
100 105 110

Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 261
211> 108
<212> PRT
Q213> ATLFY

<220>
<223> &Rk ¢ 55E7-F1 ESEH ATA4TE (VL)

<400> 261

112144454 FEESE A0101 HFI7E - H2415(FHIFR) 1122063558-0



202428606

Glu Leu Val Leu Thr Gln Ser Pro Thr Thr Met Ala Ala Ser Pro Gly
1 5 10 15

Lys Lys Ile Thr Ile Thr Cys Ser Ala Ser Ser Ser Ile Ser Ser Asn
20 25 30

Tyr Leu His Trp Tyr Gln Gln Lys Pro Gly Phe Ser Pro Lys Leu Leu
35 40 45

Ile Tyr Arg Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr Ile Gly Thr Met Glu
65 70 75 80

Ala Glu Asp Val Ala Thr Tyr Tyr Cys Gln Gln Gly Ser Ser Leu Pro
85 90 05

Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 262
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> & 55E7-F11 HVR-HI

<400> 262
Asn Tyr Trp Met Asn

1 5

<210> 263
211> 19
<212> PRT
Q213> ATLFY

<220>
<223> & 55E7-F11 HVR-I2

112144454 FEESE A0101 HFI8E - H241H(FHIF) 1122063558-0



202428606

<400> 263

Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu Ser
1 5 10 15

Val Lys Gly

<210> 264
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &kt 55E7-F11 HVR-H3

<400> 264
Tyr Phe Tyr Gly Gly Tyr Phe Asp Val

1 5

<210> 265
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> & T 55E7-F11 HVR-LI1

<400> 265
Ser Ala Ser Ser Ser Ile Ser Ser Asn Tyr Leu His

1 5 10

<210> 266
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> & 55E7-F11 HVR-1L2

<400> 266

Arg Thr Ser Asn Leu Ala Ser

112144454 FEESE A0101 FI9E - H241H(FHIF) 1122063558-0



202428606

<210> 267
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &k 55B7-F11 HVR-L3

<400> 267

Gln Gln Gly Ser Ser Leu Pro Phe Thr
1 5

<210> 268

<400> 268
000

<210> 269

<400> 269
000

<210> 270
<211> 117
<212> PRT
Q213> ATLFH

<220>
<223> &R ¢ 52F6-F1 1 B ATAA T (VH)

<400> 270

Gln Val Gln Leu Gln Gln Ser Gly Thr Glu Leu Ala Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr His Tyr
20 25 30

Trp Met His Trp Ile Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Tyr Ile Tyr Pro Thr Asn Asp Tyr Thr Lys Tyr Asn Gln Asn Phe

112144454 FEESE A0101 #1008 - H2418(F3I=K) 1122063558-0



202428606

50 55 60

Arg Asp Lys Ala Thr Leu Thr Ala Asp Glu Ser Ser Asn Ser Ala Tyr
65 70 75 80

Met Gln Leu Asn Ser Leu Thr Tyr Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Ala Gly Asn Arg Val Phe Asp Phe Trp Gly Gln Gly Thr Thr
100 105 110

Leu Thr Val Ser Ser
115

<210> 271
<211> 109
<212> PRT
Q213> ATLFH

<220>
<223> &R ¢ 52F6-F1 ESH ATA4TE (VL)

<400> 271

GIn Ala Val Val Thr Gln Glu Ser Ala Leu Thr Thr Ser Pro Gly Glu
1 5 10 15

Thr Val Thr Leu Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr Ser
20 25 30

Asn Phe Ala Asn Trp Val Gln Glu Lys Pro Asp His Leu Phe Thr Gly
35 40 45

Leu Ile Gly Gly Thr Asn Asn Arg Ala Pro Gly Val Pro Ala Arg Phe
50 55 60

Ser Gly Ser Leu Ile Gly Asp Lys Ala Ala Leu Thr Ile Thr Gly Ala
65 70 75 80

GlIn Thr Glu Asp Glu Ala Ile Tyr Phe Cys Ala Leu Trp Tyr Ser Asn

112144454 FEESE A0101 $F1018 - H2418(F3IK) 1122063558-0



202428606

85 90 95

Leu Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105

<210> 272
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> &t 52F6-F11 HVR-HI

<400> 272
His Tyr Trp Met His

1 5

<210> 273
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> &t 52F6-F11 HVR-I2

<400> 273
Tyr Ile Tyr Pro Thr Asn Asp Tyr Thr Lys Tyr Asn Gln Asn Phe Arg

1 5 10 15

Asp

<210> 274
Q21> 8

<212> PRT
Q213> ATLFY

<220>
<223> &kt 52F6-F11 HVR-H3

<400> 274

Ala Gly Asn Arg Val Phe Asp Phe

112144454 FEESE A0101 $F1028 - H2418(F3IK) 1122063558-0



202428606

<210> 275
Lll> 14
<212> PRT
Q213> ATLFY

<220>
<223> & 52F6-F11 HVR-LI1

<400> 275
Arg Ser Ser Thr Gly Ala Val Thr Thr Ser Asn Phe Ala Asn

1 5 10

<210> 276
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> & 52F6-F11 HVR-1L2

<400> 276
Gly Thr Asn Asn Arg Ala Pro

1 5

<210> 277
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &kt 52F6-F11 HVR-L3

<400> 277

Ala Leu Trp Tyr Ser Asn Leu Trp Val
1 5

<210> 278

<400> 278
000

112144454 FEESE A0101 %1038 - H241H(F3IK)

1122063558-0



202428606

<210> 279

<400> 279
000

<210> 280
<211> 117
<212> PRT

Q213> ATLFH

<220>

<223> &K - Hu37D3-H9. v1 EEff iy 481 (VH)

<400> 230
Glu Val Gln

1

Ser Leu Arg

Gly Met Ser
35

Ala Thr Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Asn Ser

Val Thr Val
115

<210> 281
<211> 112
<212> PRT

112144454

Leu Val
5

Leu Ser
20

Trp Val

Asn Ser

Phe Thr

Asn Ser
85

Tyr Ser
100

Ser Ser

Glu Ser Gly Gly Gly Leu
10

Cys Ala Ala Ser Gly Leu
25

Arg Gln Ala Pro Gly Lys
40

Gly Gly Thr Tyr Thr Tyr
55

Ile Ser Arg Asp Asn Ser
70 75

Leu Arg Ala Glu Asp Thr
90

Gly Ala Met Asp Tyr Trp
105

FEESE A0101

Val Gln Pro Gly Gly
15

Ile Phe Arg Ser Tyr
30

Gly Leu Glu Trp Val
45

Tyr Pro Asp Ser Val
60

Lys Asn Thr Leu Tyr
80

Ala Val Tyr Tyr Cys
05

Gly Gln Gly Thr Leu
110

$£1048 - H241H(F3IK)

1122063558-0



202428606

<213>

<220>
<223>

<400>
Glu Asp

1

Asp Arg

Asn Gly

Pro Lys
50

Ser Arg
65

Ser Ser

Ser Leu

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Ser Tyr
1

<210>

szl

&% - Hu37D3-HO . v 1SRG A] 5351 (VL)

281

Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

5

10

15

Val Thr Ile Thr Cys Arg Ser Ser Gln Ser Ile Val His Ser

20 25

30

Asn Thr Tyr Phe Glu Trp Tyr Gln Gln Lys Pro Gly Lys Ser

35 40

45

Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro

55

60

Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile

70

75

80

Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Phe Gln Gly

85

90

95

Val Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

100 105

282

5

PRT
szl

& T Hu37D3-H9.v1 HVR-HI

282

Gly Met Ser
5

283

112144454 FEESE A0101

110

$£1058 - H241H(F3IK)

1122063558-0



202428606

211> 17
<212> PRT
Q13> ALY

<220>
<223> &7k Hu37D3-H9.v1 HVR-H2

<400> 283

Thr Ile Asn Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val Lys
1 5 10 15

Gly

<210> 284
Q21> 8

<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v1 HVR-H3

<400> 284

Ser Tyr Ser Gly Ala Met Asp Tyr
1 5

<210> 285
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v1 HVR-L1

<400> 285
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 286
L1> 7

<212> PRT
Q213> ATLFY

112144454 FEESE A0101 $£106H - H241H(F3IK) 1122063558-0



202428606

<220>
<223> & Hu37D3-H9.v1 HVR-L2

<400> 286
Lys Val Ser Asn Arg Phe Ser

1 5

<210> 287
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v1l HVR-L3

<400> 287
Phe Gln Gly Ser Leu Val Pro Trp Thr

1 5

<210> 288
211> 447
<212> PRT
Q213> ATLFH

<220>
<223> &k Hu37D3-H9.vl IeGlEEgH

<400> 288

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu
1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Leu
20 25

Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys
35 40

Ala Thr Ile Asn Ser Gly Gly Thr Tyr Thr Tyr
50 55

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser

112144454 FEESE A0101

Val Gln Pro Gly Gly
15

Ile Phe Arg Ser Tyr
30

Gly Leu Glu Trp Val
45

Tyr Pro Asp Ser Val
60

Lys Asn Thr Leu Tyr

$F1078 - H2418(F3IK)

1122063558-0



202428606

65

Leu Gln

Ala Asn

Val Thr

Ala Pro

130

Leu Val
145

Gly Ala

Ser Gly

Leu Gly

Thr Lys

210

Thr Cys

225

Phe Leu

Pro Glu

112144454

Met

Ser

Val

115

Ser

Lys

Leu

Leu

Thr

195

Val

Pro

Phe

Val

Asn Ser
85

Tyr Ser
100

Ser Ser

Ser Lys

Asp Tyr

Thr Ser
165

Tyr Ser
180

Gln Thr

Asp Lys

Pro Cys

Pro Pro
245

Thr Cys
260

70

75

Leu Arg Ala Glu Asp Thr

Gly

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

Ala Met

Ser Thr
120

Thr Ser
135

Pro Glu

Val His

Ser Ser

Ile Cys

200

Val Glu
215

Ala Pro

Pro Lys

Asp

105

Lys

Gly

Pro

Thr

Val

185

Asn

Pro

Glu

Asp

90

Tyr Trp

Gly Pro

Gly Thr

Val Thr
155

Phe Pro
170

Val Thr

Val Asn

Lys Ser

Leu Leu

235

Thr Leu
250

Val Val Val Asp Val Ser

265

FEESE A0101

Ala Val Tyr

Gly Gln Gly
110

Ser Val Phe
125

Ala Ala Leu
140

Val Ser Trp

Ala Val Leu

Val Pro Ser
190

His Lys Pro
205

Cys Asp Lys
220

Gly Gly Pro

Met Ile Ser

Tyr

95

Thr

Pro

Gly

Asn

Gln

175

Ser

Ser

Thr

Ser

Arg
255

80

Cys

Leu

Leu

Cys

Ser

160

Ser

Ser

Asn

His

Val

240

Thr

His Glu Asp Pro Glu

270

#1088 - H241H(F3I=K)

1122063558-0



202428606

Val Lys

Thr Lys
290

Val Leu
305

Cys Lys

Ser Lys

Pro Ser

Val Lys
370

Gly Gln
385

Asp Gly

Trp Gln

His Asn

<210>
<211>
<212>
<213>

Phe Asn Trp Tyr Val Asp Gly
275 280

Pro Arg Glu Glu Gln Tyr Asn
295

Thr Val Leu His Gln Asp Trp
310

Val Ser Asn Lys Ala Leu Pro
325

Ala Lys Gly Gln Pro Arg Glu
340 345

Arg Glu Glu Met Thr Lys Asn
355 360

Gly Phe Tyr Pro Ser Asp Ile
375

Pro Glu Asn Asn Tyr Lys Thr
390

Ser Phe Phe Leu Tyr Ser Lys
405

Gln Gly Asn Val Phe Ser Cys
420 425

His Tyr Thr Gln Lys Ser Leu
435 44()

289
219
PRT
szl

112144454 FEESE A0101

Val Glu

Ser Thr

Leu Asn
315

Ala Pro
330

Pro Gln

Gln Val

Ala Val

Thr Pro

395

Leu Thr
410

Ser Val

Ser Leu

Val His Asn
285

Tyr Arg Val
300

Gly Lys Glu

Ile Glu Lys

Val Tyr Thr
350

Ser Leu Thr
365

Glu Trp Glu
330

Pro Val Leu

Val Asp Lys

Met His Glu
430

Ser Pro Gly
445

$F1098 - H241H(F3IK)

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Lys

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu

1122063558-0



202428606

<220>
<223> & Hu37D3-H9.vl IeGl okgH

<400> 289

Glu Asp Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Gly Asn Thr Tyr Phe Glu Trp Tyr Gln Gln Lys Pro Gly Lys Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
65 70 75 80

Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Phe Gln Gly
85 90 05

Ser Leu Val Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
115 120 125

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
130 135 140

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
145 150 155 160

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
165 170 175

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu

112144454 FEESE A0101 $F1108 - H2418(F3IK) 1122063558-0



202428606

180

185 190

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser

195

200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210

<210> 290
<211> 117
<212> PRT

Q213> ATLFH

<220>

215

<223> &K - Hu37D3-H9. v5SERFf AT 481 (VH)

<400> 290
Glu Val Gln

1

Ser Leu Arg

Gly Met Ser
35

Ala Thr Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Asn Ser

Val Thr Val

112144454

Leu Val
5

Leu Ser
20

Trp Val

Asn Ser

Phe Thr

Asn Ser
85

Tyr Ser
100

Ser Ser

Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
10 15

Cys Ala Ala Ser Gly Leu Ile Phe Arg Ser Tyr
25 30

Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
40 45

Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val
55 60

Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
70 75 80

Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
90 05

Gly Ala Met Asp Tyr Trp Gly Gln Gly Thr Leu
105 110

FEESE A0101 F1118 - H2418(F3IK)

1122063558-0



202428606

115

<210> 291
<211> 112
<212> PRT
Q213> ATLFH

<220>
<223> & Hu37D3-HO ., voEEEE nT 44T (VL)

<400> 291
Glu Asp Val Leu Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly

1 5 10 15

Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Gly Asn Thr Tyr Phe Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Gln Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 05

Ser Leu Val Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 292
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3-H9.v5 HVR-HI

<400> 292

112144454 FEESE A0101 HF1128 - H2418(F3IK) 1122063558-0



202428606

Ser Tyr Gly Met Ser
1 5

<210> 293
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> &k Hu37D3-H9.v5 HVR-H2

<400> 293
Thr Ile Asn Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val Lys

1 5 10 15

Gly

<210> 294
Q21> 8

<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v5S HVR-H3

<400> 294
Ser Tyr Ser Gly Ala Met Asp Tyr

1 5

<210> 295
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3-H9.v5 HVR-L1

<400> 295

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Phe Glu
1 5 10 15

112144454 FEESE A0101 $F1138 - H2418(F3IK) 1122063558-0



202428606

<210>
<211>
<212>
<213>

<220>
<223>

<400>

296

7

PRT
szl

A T Hu37D3-H9. v5 HVR-1.2

296

Lys Val Ser Asn Arg Phe Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

297

9

PRT
szl

&k T Hu37D3-H9 . v5 HVR-L3

297

Phe Gln Gly Ser Leu Val Pro Trp Thr

1

<210>

<400>
000

<210>

<400>
000

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

298

298

299

299

300

113

PRT

szl

G 2 Hu94B2. vI0SE FH AT Ak (aL (VH)

300

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

112144454 FEESE A0101

$F1148 - H2418(F3IK)

1122063558-0



202428606

Ser Val Lys Val Ser
20

Thr Met Asn Trp Val
35

Gly Leu Ile Ser Pro
50

Lys Gly Arg Ala Thr
65

Leu Glu Leu Ser Ser
85

Ala Arg Gln Gly Ala
100

Ser

<210> 301
<211> 112
<212> PRT
Q213> ATLFH

<220>

<223> &K - Hu94B2.

<400> 301
Asp Ile Val Met Thr

1 5

Gln Pro Ala Ser Ile
20

Asp Gly Lys Thr Tyr

112144454

10 15

Cys Lys Ala Ser Gly Tyr Ser Leu Thr Gly Tyr
25 30

Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Ile
40 45

Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe
55 60

Leu Thr Val Asp Lys Ser Thr Ser Thr Ala Tyr
70 75 80

Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
90 05

Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
105 110

v10SHEFHn] &A1 (VL)

Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly
10 15

Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser
25 30

Leu Asn Trp Leu Leu Gln Lys Pro Gly Gln Ser

FEESE A0101 $F1158 - H2418(F3IK)

1122063558-0



202428606

35 40 45

Pro Gln Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gln Gly
85 90 05

Thr His Phe Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 302
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> &k Hu94B2.v105 HVR-HI

<400> 302
Gly Tyr Thr Met Asn

1 5

<210> 303
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> &k Hu94B2.v105 HVR-H2

<400> 303

Leu Ile Ser Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly

112144454 FEESE A0101 $F116H - H241H(F3IK) 1122063558-0



202428606

<210>
<211>
<212>
<213>

<220>
<223>

<400>

304

4

PRT
szl

A T Hu94B2.v105 HVR-H3

304

Gln Gly Ala Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

305

16

PRT
szl

ARk T Hu94B2.v105 HVR-LI

305

Lys Ser Ser Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr Leu Asn

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10 15

306

7

PRT
szl

Ak T Hu94B2.v105 HVR-1.2

306

Leu Val Ser Lys Leu Asp Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

5

307

9

PRT
szl

A T Hu94B2.v105 HVR-L3

112144454 FEESE A0101 F1178 - H2418(F3IK)

1122063558-0



202428606

<400> 307

Trp Gln Gly Thr His Phe Pro Trp Thr
1 5

<210> 308

<400> 308
000

<210> 309

<400> 309
000

<210> 310
<211> 115
<212> PRT
Q213> ATLFH

<220>
<223> &% hul25B11. v17EFEATAAT (VH)

<400> 310
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Arg Phe Ile Phe Ser Asn Tyr
20 25 30

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu
50 55 60

Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
65 70 75 80

Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
85 90 05

112144454 FEESE A0101 $F118H - H241H(F3IK) 1122063558-0



202428606

Tyr Cys Thr Gly Gly Thr Thr Tyr Trp Gly Gln Gly Thr Leu Val Thr
100 105 110

Val Ser Ser
115

<210> 311
<211> 107
<212> PRT
Q213> ATLFH

<220>
<223> & hul25B11. v] 7THEEE AT 4T (VH)

<400> 311
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Gly Thr Ala
20 25 30

Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ser Pro Lys Leu Leu Ile
35 40 45

Tyr Ser Ala Ser Ile Arg Tyr Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Phe Cys Gln Gln Phe Arg Thr Tyr Pro Tyr
85 90 05

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 312
Lll> 5
<212> PRT

112144454 FEESE A0101 F1198 - H2418(F3IK) 1122063558-0



202428606

Q213> ATLFH

<220>
<223> & f hul25B11.v17 HVR-HI1

<400> 312

Asn Tyr Trp Met Asn
1 5

<210> 313
211> 19
<212> PRT
Q213> ATLFY

<220>
<223> &7 hul25Bl1.v17 HVR-H2

<400> 313
Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu Ser

1 5 10 15

Val Lys Gly

<210> 314
Lll> 4

<212> PRT
Q213> ATLFY

<220>
<223> &% hul25B11.v17 HVR-H3

<400> 314
Gly Thr Thr Tyr

1

<210> 315
21> 11

<212> PRT
Q213> ATLFY

<220>
<223> & hul25B11.v17 HVR-L1

112144454 FEESE A0101 $F1208 - H2418(F3IK) 1122063558-0



202428606

<400> 315

Lys Ala Ser Gln Asn Val Gly Thr Ala Val Ala
1 5 10

<210> 316
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> &7 hul25Bl1.v17 HVR-12

<400> 316
Ser Ala Ser Ile Arg Tyr Thr

1 5

<210> 317
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &% hul25B11.v17 HVR-L3

<400> 317

Gln Gln Phe Arg Thr Tyr Pro Tyr Thr
1 5

<210> 318

<400> 318
000

<210> 319

<400> 319
000

<210> 320
<211> 115
<212> PRT
Q213> ATLFH

112144454 FEESE A0101 $F1218 - H2418(F3IK) 1122063558-0



202428606

<220>
<223>

<400>
Glu Val

1

Ser Leu

Trp Met

Ala Gln
50

Ser Val
65

Leu Tyr

Tyr Cys

Val Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asp Ile
1

& L hul25B11. v26EEFE AT A4 (VH)
320
Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

5 10 15

Arg Leu Ser Cys Ala Ala Ser Arg Phe Ile Phe Ser Asn Tyr
20 25 30

Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu
55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr
70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
85 90 05

Thr Gly Gly Thr Thr Tyr Trp Gly Gln Gly Thr Leu Val Thr
100 105 110

Ser
115

321
107
PRT
szl

EEK : hul25B11. v26ESEHE AT 841 (VH)

321

Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
5 10 15

112144454 FEESE A0101 $F1228 - H2418(F3IK)

1122063558-0



202428606

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Gly Thr Ala
20 25 30

Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Ser Ala Ser Ile Arg Tyr Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Phe Cys Gln Gln Phe Arg Thr Tyr Pro Tyr
85 90 05

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 322
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> & hul25B11.v26 HVR-HI1

<400> 322
Asn Tyr Trp Met Asn

1 5

<210> 323
211> 19
<212> PRT
Q213> ATLFY

<220>
<223> &7 hul25Bl1.v26 HVR-H2

<400> 323

Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu Ser

112144454 FEESE A0101 $1238 - H2418(F3IK) 1122063558-0



202428606

Val Lys Gly

<210> 324
Lll> 4

<212> PRT
Q213> ATLFY

<220>
<223> &% hul25B11.v26 HVR-H3

<400> 324
Gly Thr Thr Tyr

1

<210> 325
21> 11

<212> PRT
Q213> ATLFY

<220>
<223> & hul25B11.v26 HVR-L1

<400> 325
Lys Ala Ser Gln Asn Val Gly Thr Ala Val Ala

1 5 10

<210> 326
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> &7 hul25Bl1.v26 HVR-12

<400> 326

Ser Ala Ser Ile Arg Tyr Thr
1 5

<210> 327

112144454 FEESE A0101 $F1248 - H2418(F3IK)

1122063558-0



202428606

211> 9
<212> PRT
Q13> ALY

<220>
<223> &% hul25B11.v26 HVR-L3

<400> 327

Gln Gln Phe Arg Thr Tyr Pro Tyr Thr
1 5

<210> 328

<400> 328
000

<210> 329

<400> 329
000

<210> 330
<211> 115
<212> PRT
Q213> ATLFH

<220>
<223> & hul25B11. v28 B fE AT 44T (VH)

<400> 330

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Arg Phe Ile Phe Ser Asn Tyr
20 25 30

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu
50 55 60

Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr

112144454 FEESE A0101 $F1258 - H241H(F3IK) 1122063558-0



202428606

65 70 75 80

Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
85 90 05

Tyr Cys Thr Gly Gly Thr Thr Tyr Trp Gly Gln Gly Thr Leu Val Thr
100 105 110

Val Ser Ser
115

<210> 331
<211> 107
<212> PRT
Q213> ATLFH

<220>
<223> &% hul25B11. v2REREE AT AT (VH)

<400> 331

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Gly Thr Ala
20 25 30

Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Ser Ala Ser Ile Arg Tyr Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Arg Thr Tyr Pro Tyr
85 90 05

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

112144454 FEESE A0101 $F126H - H241H(F3IK)

1122063558-0



202428606

<210>
<211>
<212>
<213>

<220>
<223>

<400>

100 105

332

5

PRT
szl

& T hul25B11.v28 HVR-HI

332

Asn Tyr Trp Met Asn

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

333

19

PRT
szl

4% T hul25B11.v28 HVR-H2

333

Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu Ser

1

5 10 15

Val Lys Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

334

4

PRT
szl

&% T hul25B11.v28 HVR-H3

334

Gly Thr Thr Tyr

1

<210>

335

112144454 FEESE A0101 $F1278 - H2418(F3IK)

1122063558-0



202428606

211> 11
<212> PRT
Q13> ALY

<220>
<223> & f hul25B11.v28 HVR-L1

<400> 335
Lys Ala Ser Gln Asn Val Gly Thr Ala Val Ala

1 5 10

<210> 336
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> &7 hul25Bl1.v28 HVR-12

<400> 336
Ser Ala Ser Ile Arg Tyr Thr

1 5

<210> 337
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> &% hul25B11.v28 HVR-L3

<400> 337

Gln Gln Phe Arg Thr Tyr Pro Tyr Thr
1 5

<210> 338

<400> 338
000

<210> 339

<400> 339
000

112144454 FEESE A0101 $F1288H - H241H(F3IK) 1122063558-0



202428606

<210> 340
<211> 117
<212> PRT

Q213> ATLFH

<220>

<223> &k Hu37D3-H9.v28 . A4 EE fli A s 1 (VH)

<400> 340
Glu Val Gln

1

Ser Leu Arg

Gly Met Ser
35

Ala Thr Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Asn Ser

Val Thr Val
115

<210> 341
<211> 112
<212> PRT

Leu Val

Leu Ser
20

Trp Val

Asn Ser

Phe Thr

Asn Ser
85

Tyr Ser
100

Ser Ser

Q213> ATLFH

<220>

Glu Ser Gly Gly Gly Leu
10

Cys Ala Ala Ser Gly Leu
25

Arg Gln Ala Pro Gly Lys
40

Gly Gly Thr Tyr Thr Tyr
55

Ile Ser Arg Asp Asn Ser
70 75

Leu Arg Ala Glu Asp Thr
90

Gly Ala Met Asp Tyr Trp
105

<223> &K - Hu37D3-H9.v28 . A4#EEi ] 815 (VL)

112144454

FEESE A0101

Val Gln Pro Gly Gly
15

Ile Phe Arg Ser Tyr
30

Gly Leu Glu Trp Val
45

Tyr Pro Asp Ser Val
60

Lys Asn Thr Leu Tyr
80

Ala Val Tyr Tyr Cys
05

Gly Gln Gly Thr Leu
110

$F1298 - H241H(F3IK)

1122063558-0



202428606

<400> 341

Asp Asp Val Leu Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15

Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Gln Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 05

Ser Leu Val Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 342
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> &k Hu37D3-H9.v28 . A4 HVR-HI1

<400> 342
Ser Tyr Gly Met Ser

1 5

<210> 343
L1> 17
<212> PRT
Q213> ATLFY

112144454 FEESE A0101 #1308 - H241H(F3IK) 1122063558-0



202428606

<220>
<223> &k Hu37D3-H9.v28 . A4 HVR-H2

<400> 343

Thr Ile Asn Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val Lys
1 5 10 15

Gly

<210> 344
Q21> 8

<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3-H9.v28.A4 HVR-H3

<400> 344
Ser Tyr Ser Gly Ala Met Asp Tyr

1 5

<210> 345
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &k Hu37D3-H9.v28 . A4 HVR-L1

<400> 345
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

1 5 10 15

<210> 346
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> &k Hu37D3-H9.v28 . A4 HVR-12

<400> 346

112144454 FEESE A0101 $F1318 - H2418(F3IK) 1122063558-0



202428606

Lys Val Ser Asn Arg
1 5
<210> 347

211> 9

<212> PRT

Q213> ATLFH

<220>

<223> &K - Hu37D3-

<400> 347

Phe Ser

H9.v28.A4 HVR-L3

Phe Gln Gly Ser Leu Val Pro Trp Thr

1 5

<210> 348
211> 444
<212> PRT
Q213> ATLFH

<220>

<223> &K - Hu37D3-H9.v28.A4 1gG4-S228P . YTEHf4

<400> 348
Glu Val Gln Leu Val

1 5

Ser Leu Arg Leu Ser
20

Gly Met Ser Trp Val
35

Ala Thr Ile Asn Ser
50

Lys Gly Arg Phe Thr
65

Leu Gln Met Asn Ser

112144454

Glu Ser Gly Gly Gly Leu
10

Cys Ala Ala Ser Gly Leu
25

Arg Gln Ala Pro Gly Lys
40

Gly Gly Thr Tyr Thr Tyr
55

Ile Ser Arg Asp Asn Ser
70 75

Leu Arg Ala Glu Asp Thr

FEESE A0101

Val Gln Pro Gly Gly
15

Ile Phe Arg Ser Tyr
30

Gly Leu Glu Trp Val
45

Tyr Pro Asp Ser Val
60

Lys Asn Thr Leu Tyr
80

Ala Val Tyr Tyr Cys

$F1328 - H2418(F3IK)

1122063558-0



Ala Asn

Val Thr

Ala Pro

130

Leu Val

145

Gly Ala

Ser Gly

Leu Gly

Thr Lys

210

Pro Cys

225

Pro Pro

Thr Cys

Asn Trp

112144454

Ser

Val

115

Cys

Lys

Leu

Leu

Thr

195

Val

Pro

Lys

Val

Tyr
275

202428606

Tyr

100

Ser

Ser

Asp

Thr

Tyr

180

Lys

Asp

Ala

Pro

Val
260

85

Ser

Ser

Arg

Tyr

Ser

165

Ser

Thr

Lys

Pro

Lys

245

Val

Gly

Ala

Ser

Phe

150

Gly

Leu

Tyr

Arg

Glu

230

Asp

Asp

Ala Met Asp
105

Ser Thr Lys
120

Thr Ser Glu
135

Pro Glu Pro

Val His Thr

Ser Ser Val
185

Thr Cys Asn
200

Val Glu Ser
215

Phe Leu Gly

Thr Leu Tyr

Val Ser Gln
265

Val Asp Gly Val Glu Val

280

FEESE A0101

90

95

Tyr Trp Gly Gln Gly Thr Leu

Gly Pro

Ser Thr

Val Thr
155

Phe Pro
170

Val Thr

Val Asp

Lys Tyr

Gly Pro

235

Ile Thr
250

Glu Asp

His Asn

Ser Val
125

Ala Ala
140

Val Ser

Ala Val

Val Pro

His Lys

205

Gly Pro

220

Ser Val

Arg Glu

Pro Glu

Ala Lys
285

#1338 -

110

Phe Pro Leu

Leu Gly Cys

Trp Asn Ser

160

Leu Gln Ser

175

Ser Ser Ser
190

Pro Ser Asn

Pro Cys Pro

Phe Leu Phe
240

Pro Glu Val
255

Val Gln Phe

270

Thr Lys Pro

H241E(FAIR)

1122063558-0



202428606

Arg Glu Glu Gln Phe
290

Val Leu His Gln Asp
305

Ser Asn Lys Gly Leu
325

Lys Gly Gln Pro Arg
340

Glu Glu Met Thr Lys
355

Phe Tyr Pro Ser Asp
370

Glu Asn Asn Tyr Lys
385

Phe Phe Leu Tyr Ser
405

Gly Asn Val Phe Ser
420

Tyr Thr Gln Lys Ser
435

<210> 349
<211> 219
<212> PRT
Q213> ATLFH

<220>

Asn Ser Thr
295

Trp Leu Asn
310

Pro Ser Ser

Glu Pro Gln

Asn Gln Val
360

Ile Ala Val
375

Thr Thr Pro
390

Arg Leu Thr

Cys Ser Val

Leu Ser Leu
44()

Tyr

Gly

Ile

Val

345

Ser

Glu

Pro

Val

Met

425

Ser

Arg Val

Lys Glu
315

Glu Lys
330

Tyr Thr

Leu Thr

Trp Glu

Val Leu

395

Asp Lys
410

His Glu

Leu Gly

Val

300

Tyr

Thr

Leu

Cys

Ser

380

Asp

Ser

Ala

Lys

Ser Val Leu

Lys Cys Lys

Ile Ser Lys
335

Pro Pro Ser
350

Leu Val Lys
365

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln
415

Leu His Asn
430

<223> &K - Hu37D3-H9.v28.A4 1gG4-S228P. YTERS

<400> 349

112144454

FEESE A0101

$F1348 - H241H(F3IK)

Thr

Val

320

Ala

Gln

Gly

Pro

Ser

400

Glu

His

1122063558-0



202428606

Asp Asp Val Leu Thr Gln Thr Pro Leu

1

Gln Pro

Asn Gly

Pro Gln
50

Asp Arg
65

Ser Arg

Ser Leu

Arg Thr

Gln Leu

130

Tyr Pro
145

Ser Gly

Thr Tyr

Lys His

112144454

Ala

Asn

35

Leu

Phe

Val

Val

Val

115

Lys

Arg

Asn

Ser

Lys

5

Ser Ile Ser Cys Arg Ser
20 25

Thr Tyr Leu Glu Trp Tyr
40

Leu Ile Tyr Lys Val Ser
55

Ser Gly Ser Gly Ser Gly
70

Glu Ala Glu Asp Val Gly
85

Pro Trp Thr Phe Gly Gln
100 105

Ala Ala Pro Ser Val Phe
120

Ser Gly Thr Ala Ser Val
135

Glu Ala Lys Val Gln Trp
150

Ser Gln Glu Ser Val Thr
165

Leu Ser Ser Thr Leu Thr
180 185

Val Tyr Ala Cys Glu Val

FEESE A0101

Ser Leu
10

Ser Gln

Leu Gln

Asn Arg

Thr Asp
75

Val Tyr
90

Gly Thr

Ile Phe

Val Cys

Lys Val

155

Glu Gln
170

Leu Ser

Thr His

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Pro

Leu

140

Asp

Asp

Lys

Gln

%1358 -

Val Thr

Ile Val
30

Pro Gly
45

Ser Gly

Thr Leu

Cys Phe

Val Glu
110

Pro Ser
125

Leu Asn

Asn Ala

Ser Lys

Ala Asp

190

Gly Leu

Pro

15

His

Gln

Val

Lys

Gln

95

Ile

Asp

Asn

Leu

Asp

175

Tyr

Ser

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys

Glu

Phe

Gln

160

Ser

Glu

Ser

H241E(FAIR)

1122063558-0



202428606

195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 350
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HRKC ARFEHCHIREE (P9E, n=9)

<400> 350
Glu Asp Leu His Ser Asn Gly Asn Thr Tyr Phe Leu

1 5 10

<210> 351
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &H¢ hu37D3-HO.v5

<400> 351
Glu Asp Leu His Ser Asn Gly Asn Thr Tyr Phe Leu

1 5 10

<210> 352
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &H¢ hu37D3-HO.v5.1

<400> 352

Glu Asp Leu His Ser Asn Ala Asn Thr Tyr Phe Leu
1 5 10

<210> 353

112144454 FEESE A0101 $F136H - H241H(F3IK) 1122063558-0



202428606

L21l> 12
<212> PRT
Q13> ALY

<220>
<223> HH¢ hu37D3-HO.v5.2

<400> 353

Glu Asp Leu His Ser Ser Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 354
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v5.3

<400> 354
Glu Asp Leu His Ser Asp Gly Asn Thr Tyr Phe Leu

1 5 10

<210> 355
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢  hu37D3-HO.v5.4

<400> 355
Glu Asp Leu His Ser Gln Gly Asn Thr Tyr Phe Leu

1 5 10

<210> 356
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v5.5

<400> 356

112144454 FEESE A0101 $F1378 - H241H(F3IK) 1122063558-0



202428606

Glu Asp Leu His Ser Glu Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 357
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-HO.v5.6

<400> 357

Glu Asp Leu His Ser Ala Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 358
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-HO.v5.7

<400> 358
Glu Asp Leu His Ser Asn Gly Asp Thr Tyr Phe Leu

1 5 10

<210> 359
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-HO.v5.8

<400> 359
Glu Asp Leu His Ser Asn Gly Gln Thr Tyr Phe Leu

1 5 10

<210> 360
L21l> 12
<212> PRT

112144454 FEESE A0101 $F138H - H241H(F3I=K) 1122063558-0



202428606

Q213> ATLFH

<220>
<223> HH¢ hu37D3-HO.v5.9

<400> 360
Glu Asp Leu His Ser Asn Gly Glu Thr Tyr Phe Leu

1 5 10

<210> 361
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HHE¢ hu37D3-H9.v5.10

<400> 361
Glu Asp Leu His Ser Asn Gly Ala Thr Tyr Phe Leu

1 5 10

<210> 362
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &H¢ hu37D3-Ho.v5.11

<400> 362
Glu Asp Leu His Ser Asn Gly Ser Thr Tyr Phe Leu

1 5 10

<210> 363
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &HAK F hu37D3.v28

<400> 363

Asp Asp Leu His Ser Asn Gly Asn Thr Tyr Phe Leu

112144454 FEESE A0101 $F1398 - H241H(F3IK) 1122063558-0



202428606

<210> 364
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28.A2

<400> 364

Asp Asp Leu His Ser Asn Gly Asn Thr Tyr Phe His
1 5 10

<210> 365
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28. A4

<400> 365

Asp Asp Leu His Ser Asn Gly Asn Thr Tyr Leu Leu
1 5 10

<210> 366
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28.A6

<400> 366

Asp Asp Leu His Ser Asn Gly Asn Thr Tyr Leu His
1 5 10

<210> 367
L1> 12
<212> PRT
Q213> ATLFY

112144454 FEESE A0101 $F1408H - H2418(F3IK)

1122063558-0



202428606

<220>
<223> &K - hu37D3.v28.A8

<400> 367

Asp Asp Met His Ser Asn Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 368
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> K hu37D3.v28.A10

<400> 368
Asp Asp Met His Ser Asn Gly Asn Thr Tyr Phe His

1 5 10

<210> 369
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HHK  hu37D3.v28.A12

<400> 369
Asp Asp Met His Ser Asn Gly Asn Thr Tyr Leu Leu

1 5 10

<210> 370
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> 5HK - hu37D3.v28.A14

<400> 370

Asp Asp Met His Ser Asn Gly Asn Thr Tyr Leu His
1 5 10

112144454 FEESE A0101 $F1418 - H2418(F3IK) 1122063558-0



202428606

<210> 371
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HK - hu37D3.v28.A16

<400> 371

Asp Val Leu His Ser Asn Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 372
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> {5HK - hu37D3.v28.A18

<400> 372

Asp Val Leu His Ser Asn Gly Asn Thr Tyr Phe His
1 5 10

<210> 373
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> {5HK - hu37D3.v28.A20

<400> 373
Asp Val Leu His Ser Asn Gly Asn Thr Tyr Leu Leu

1 5 10

<210> 374
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> BHK  hu37D3.v28.A22

112144454 FEESE A0101 HF1428 - H2418(F3IK) 1122063558-0



202428606

<400> 374

Asp Val Leu His Ser Asn Gly Asn Thr Tyr Leu His
1 5 10

<210> 375
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HK - hu37D3.v28.A24

<400> 375
Asp Val Met His Ser Asn Gly Asn Thr Tyr Phe Leu

1 5 10

<210> 376
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HK - hu37D3.v28.A26

<400> 376
Asp Val Met His Ser Asn Gly Asn Thr Tyr Phe His

1 5 10

<210> 377
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> {5HK  hu37D3.v28.A28

<400> 377

Asp Val Met His Ser Asn Gly Asn Thr Tyr Leu Leu
1 5 10

<210> 378

112144454 FEESE A0101 $1438 - H2418(F3IK) 1122063558-0



202428606

L21l> 12
<212> PRT
Q13> ALY

<220>
<223> K hu37D3.v28.A30

<400> 378

Asp Val Met His Ser Asn Gly Asn Thr Tyr Leu His
1 5 10

<210> 379
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K hu37D3.v28.Bl1

<400> 379
Asp Asp Leu His Ser Ile Gly Asn Thr Phe Phe Leu

1 5 10

<210> 380
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28.B2

<400> 380
Asp Asp Leu His Ser Met Gly Asn Thr Phe Phe Leu

1 5 10

<210> 381
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K hu37D3.v28.B3

<400> 381

112144454 FEESE A0101 HF1448 - H2418(FIIK) 1122063558-0



202428606

Asp Asp Leu His Ser Gln Gly Asn Thr Trp Phe Leu
1 5 10

<210> 382
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28.B4

<400> 382

Asp Asp Leu His Ser Gln Gly Asn Thr His Phe Leu
1 5 10

<210> 383
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28.B6

<400> 383

Asp Asp Leu His Ser Asp Gly Asn Thr Arg Phe Leu
1 5 10

<210> 384
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28.B7

<400> 384
Asp Asp Leu His Ser Asp Gly Asn Thr Lys Phe Leu

1 5 10

<210> 385
L21l> 12
<212> PRT

112144454 FEESE A0101 $F1458 - H241H(F3IK)

1122063558-0



202428606

Q213> ATLFH

<220>
<223> &K - hu37D3.v28.B8

<400> 385

Asp Asp Leu His Ser Glu Gly Asn Thr Arg Phe Leu
1 5 10

<210> 386
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &R hu37D3.v28.C1

<400> 386
Asp Asp Leu His Ser Asn Asn Asn Thr Tyr Phe Leu

1 5 10

<210> 387
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28.C2

<400> 387
Asp Asp Leu His Ser Asn Asp Asn Thr Tyr Phe Leu

1 5 10

<210> 388
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K hu37D3.v28.D1

<400> 388

Asp Asp Leu His Ala Asn Gly Asn Thr Tyr Phe Leu

112144454 FEESE A0101 $F146H - H241H(F3IK)

1122063558-0



202428606

<210> 389
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HRKC ARFEHCHIREE (P9E, n=9)

<400> 389

Glu Asp Leu His Ser Asn Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 390
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K hu37D3.v28.El

<400> 390

Asp Asp Leu Asn Ser Asn Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 391
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28.E2

<400> 391
Asp Asp Leu Gln Ser Asn Gly Asn Thr Tyr Phe Leu

1 5 10

<210> 392
L1> 12
<212> PRT
Q213> ATLFY

112144454 FEESE A0101 HF1478 - H2418(F3IK) 1122063558-0



202428606

<220>
<223> &K hu37D3.v28.E3

<400> 392

Asp Asp Leu Asp Ser Asp Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 393
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K hu37D3.v28.F1

<400> 393

Asp Asp Leu His Ser Asn Thr Asn Thr Tyr Phe Leu
1 5 10

<210> 394
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28.F2

<400> 394
Asp Asp Leu His Thr Asn Gly Asn Thr Tyr Phe Leu

1 5 10

<210> 395
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K hu37D3.v28.F3

<400> 395

Asp Asp Leu His Thr Asn Ala Asn Thr Tyr Phe Leu
1 5 10

112144454 FEESE A0101 $1488H - H241H(F3I=K)

1122063558-0



202428606

<210> 396
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &R hu37D3.v28.51

<400> 396

Glu Asp Leu His Ser His Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 397
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28.52

<400> 397

Glu Asp Leu His Ser Lys Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 398
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K hu37D3.v28.53

<400> 398

Glu Asp Leu His Ser Arg Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 399
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28.54

112144454 FEESE A0101 HF1498 - H241H(FIIK)

1122063558-0



202428606

<400> 399

Glu Asp Leu His Ser Leu Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 400
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K hu37D3.v28.55

<400> 400
Asp Asp Leu His Ser Asn Gln Asn Thr Tyr Phe Leu

1 5 10

<210> 401
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28.56

<400> 401
Asp Asp Leu His Ser Asn Tyr Asn Thr Tyr Phe Leu

1 5 10

<210> 402
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v28.57

<400> 402
Asp Asp Leu His Ser Asn Phe Asn Thr Tyr Phe Leu

1 5 10

<210> 403

112144454 FEESE A0101 #1508 - H2418(F3IK)

1122063558-0



202428606

L21l> 12
<212> PRT
Q13> ALY

<220>
<223> &R hu37D3.v29.1

<400> 403

Glu Asp Leu His Ser Asn Gly Asp Thr Tyr Phe Leu
1 5 10

<210> 404
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v29.2

<400> 404

Glu Asp Leu His Ser Asn Gly Gln Thr Tyr Phe Leu
1 5 10

<210> 405
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &R hu37D3.v29.3

<400> 405
Glu Asp Leu His Ser Asn Gly Glu Thr Tyr Phe Leu

1 5 10

<210> 406
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v29.4

<400> 406

112144454 FEESE A0101 $F1518 - H241H(F3IK)

1122063558-0



202428606

Glu Asp Leu His Ser Asn Gly Ala Thr Tyr Phe Leu
1 5 10

<210> 407
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &R hu37D3.v29.5

<400> 407

Glu Asp Leu His Ser Asn Gly His Thr Tyr Phe Leu
1 5 10

<210> 408
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v29.6

<400> 408

Glu Asp Leu His Ser Asn Gly Lys Thr Tyr Phe Leu
1 5 10

<210> 409
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v29.7

<400> 409
Glu Asp Leu His Ser Asn Gly Leu Thr Tyr Phe Leu

1 5 10

<210> 410
L21l> 12
<212> PRT

112144454 FEESE A0101 $F1528 - H2418(F3IK)

1122063558-0



202428606

Q213> ATLFH

<220>
<223> &K - hu37D3.v29.8

<400> 410

Glu Asp Leu His Ser Asn Ala Asp Thr Tyr Phe Leu
1 5 10

<210> 411
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v29.9

<400> 411
Glu Asp Leu His Ser Asn Ala Gln Thr Tyr Phe Leu

1 5 10

<210> 412
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v29.10

<400> 412
Glu Asp Leu His Ser Asn Ala Glu Thr Tyr Phe Leu

1 5 10

<210> 413
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &R hu37D3.v29.11

<400> 413

Glu Asp Leu His Ser Asn Ala Ala Thr Tyr Phe Leu

112144454 FEESE A0101 #1538 - H241H(F3IK)

1122063558-0



202428606

<210> 414
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v29.12

<400> 414

Glu Asp Leu His Ser Asn Ala His Thr Tyr Phe Leu
1 5 10

<210> 415
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &R hu37D3.v29.13

<400> 415

Glu Asp Leu His Ser Asn Ala Lys Thr Tyr Phe Leu
1 5 10

<210> 416
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &K - hu37D3.v29.14

<400> 416

Glu Asp Leu His Ser Asn Ala Leu Thr Tyr Phe Leu
1 5 10

<210> 417
L1> 12
<212> PRT
Q213> ATLFY

112144454 FEESE A0101 $F1548 - H241H(F3IK)

1122063558-0



202428606

<220>
<223> &H¢ hu37D3-H9.v30.1

<400> 417

Asp Asp Leu His Ser Gly Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 418
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v30.2

<400> 418
Asp Asp Leu His Ser Thr Gly Asn Thr Tyr Phe Leu

1 5 10

<210> 419
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v30.3

<400> 419
Asp Asp Leu His Ser Val Gly Asn Thr Tyr Phe Leu

1 5 10

<210> 420
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v30.4

<400> 420

Asp Asp Leu His Ser Leu Gly Asn Thr Tyr Phe Leu
1 5 10

112144454 FEESE A0101 $1558 - H241H(F3IK) 1122063558-0



202428606

<210> 421
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> & hu37D3-H9.v30.5

<400> 421

Asp Asp Leu His Ser Ile Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 422
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v30.6

<400> 422

Asp Asp Leu His Ser Pro Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 423
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v30.7

<400> 423
Asp Asp Leu His Ser Phe Gly Asn Thr Tyr Phe Leu

1 5 10

<210> 424
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v30.8

112144454 FEESE A0101 #1568 « H241H(F3I=K) 1122063558-0



202428606

<400> 424

Asp Asp Leu His Ser Tyr Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 425
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v30.9

<400> 425
Asp Asp Leu His Ser His Gly Asn Thr Tyr Phe Leu

1 5 10

<210> 426
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &7 hu37D3-H9.v30.10

<400> 426
Asp Asp Leu His Ser Lys Gly Asn Thr Tyr Phe Leu

1 5 10

<210> 427
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &7 hu37D3-H9.v30.11

<400> 427

Asp Asp Leu His Ser Arg Gly Asn Thr Tyr Phe Leu
1 5 10

<210> 428

112144454 FEESE A0101 $F1578 - H241H(F3IK) 1122063558-0



202428606

L21l> 12
<212> PRT
Q13> ALY

<220>
<223> &H¢ hu37D3-Ho.v31.1

<400> 428

Asp Asp Leu His Ser Asn Ala Gly Thr Tyr Phe Leu
1 5 10

<210> 429
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v31.2

<400> 429
Asp Asp Leu His Ser Asn Ala Val Thr Tyr Phe Leu

1 5 10

<210> 430
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-Ho.v31.3

<400> 430
Asp Asp Leu His Ser Asn Ala Ile Thr Tyr Phe Leu

1 5 10

<210> 431
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v31.4

<400> 431

112144454 FEESE A0101 #1588 - H241H(F3I=K) 1122063558-0



202428606

Asp Asp Leu His Ser Asn Ala Pro Thr Tyr Phe Leu
1 5 10

<210> 432
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &H¢ hu37D3-H9.v31.5

<400> 432

Asp Asp Leu His Ser Asn Ala Phe Thr Tyr Phe Leu
1 5 10

<210> 433
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v31.6

<400> 433
Asp Asp Leu His Ser Asn Ala Tyr Thr Tyr Phe Leu

1 5 10

<210> 434
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v31.7

<400> 434
Asp Asp Leu His Ser Asn Ala Arg Thr Tyr Phe Leu

1 5 10

<210> 435
L21l> 12
<212> PRT

112144454 FEESE A0101 $F1598 - H241H(F3IK) 1122063558-0



202428606

Q213> ATLFH

<220>
<223> HH¢ hu37D3-H9.v31.8

<400> 435
Asp Asp Leu His Ser Asn Ala Asn Val Tyr Phe Leu

1 5 10

<210> 436
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> HH¢ hu37D3-H9.v31.9

<400> 436
Asp Asp Leu His Ser Asn Ala Asn Ile Tyr Phe Leu

1 5 10

<210> 437
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &7 hu37D3-H9.v31.10

<400> 437
Asp Asp Leu His Ser Asn Ala Asn Pro Tyr Phe Leu

1 5 10

<210> 438
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &7 hu37D3-H9.v31.11

<400> 438

Asp Asp Leu His Ser Asn Ala Asn Phe Tyr Phe Leu

112144454 FEESE A0101 $F160H - H241H(F3IK) 1122063558-0



202428606

<210> 439
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &7 hu37D3-H9.v31.12

<400> 439

Asp Asp Leu His Ser Asn Ala Asn Tyr Tyr Phe Leu
1 5 10

<210> 440
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &7k hu37D3-H9.v31.13

<400> 440

Asp Asp Leu His Ser Asn Ala Asn Asn Tyr Phe Leu
1 5 10

<210> 441
L1> 12
<212> PRT
Q213> ATLFY

<220>
<223> &7 hu37D3-H9.v31.14

<400> 441
Asp Asp Leu His Ser Asn Ala Asn Arg Tyr Phe Leu

1 5 10

<210> 442
<211> 107
<212> PRT
Q213> ATLFH

112144454 FEESE A0101 $F161H - H241H(F3IK) 1122063558-0



202428606

<220>
<223> & hul25B11-H3.1LC1

<400> 442
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Gly Thr Ala
20 25 30

Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ser Pro Lys Leu Leu Ile
35 40 45

Tyr Ser Ala Ser Ile Arg Tyr Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Phe Cys Gln Gln Phe Arg Thr Tyr Pro Tyr
85 90 05

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 443
<211> 107
<212> PRT
Q213> ATLFH

<220>
<223> &% hul25B11-H3.LC2

<400> 443
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Gly Thr Ala
20 25 30

112144454 FEESE A0101 $F162H - H241H(F3IK) 1122063558-0



202428606

Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Ser Ala Ser Ile Arg Tyr Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Phe Cys Gln Gln Phe Arg Thr Tyr Pro Tyr
85 90 05

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 444
<211> 107
<212> PRT
Q213> ATLFH

<220>
<223> &7k hul25Bl1-H3.1C3

<400> 444
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Gly Thr Ala
20 25 30

Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ser Pro Lys Leu Leu Ile
35 40 45

Tyr Ser Ala Ser Ile Arg Tyr Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

112144454 FEESE A0101 $£163H - H241H(F3IK) 1122063558-0



202428606

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Arg Thr Tyr Pro Tyr

85 90

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

<210>
<211>
<212>
<213>

<220>
<223>

<400>

100 105

445
107
PRT
szl

&% hul25B11-H3.1LC4

445

95

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1

5 10

15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Gly Thr Ala

20 25

30

Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile

35 40

45

Tyr Ser Ala Ser Ile Arg Tyr Thr Gly Val Pro Ser Arg Phe Ser Gly

50

55

60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro

65

Glu Asp Phe Ala Thr Tyr Tyr Cys

70 75

85 90

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

<210>
211>
<212>

100 105

446
115
PRT

112144454 FEESE A0101

80

Gln Gln Phe Arg Thr Tyr Pro Tyr

95

HF164H - H241H(F3IK)

1122063558-0



202428606

<213>

<220>
<223>

<400>

szl

&A% - hul25B11-H3.HCL

446

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

Ser Leu

Trp Met

Ala Gln
50

Ser Val
65

Val Tyr

Tyr Cys

Val Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

10 15

Arg Leu Ser Cys Ala Ala Ser Arg Phe Ile Phe Ser Asn Tyr

20 25

30

Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40

45

Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu

55

60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr

70

75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr

85

90 95

Thr Gly Gly Thr Thr Tyr Trp Gly Gln Gly Thr Leu Val Thr

100 105

Ser
115

447
115
PRT
szl

&A% hul25B11-H3.HC2

447

110

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

112144454 FEESE A0101

$F1658H - H241H(F3I=K)

1122063558-0



202428606

Ser Leu

Trp Met

Ala Gln
50

Ser Val
65

Val Tyr

Tyr Cys

Val Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Glu Val
1

Arg Leu Ser Cys Ala Ala Ser Arg Phe Ile Phe Ser Asn Tyr
20 25 30

Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu
55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr
70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
85 90 05

Thr Gly Gly Thr Thr Tyr Trp Gly Gln Gly Thr Leu Val Thr
100 105 110

Ser
115

448
115
PRT
szl

&A% hul25B11-H3.HC3

448

Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Arg Phe Ile Phe Ser Asn Tyr

Trp Met

20 25 30

Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

112144454 FEESE A0101 $F166H - H241H(F3IK)

1122063558-0



202428606

35 40 45

Ala Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu
50 55 60

Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
65 70 75 80

Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
85 90 05

Tyr Cys Thr Gly Gly Thr Thr Tyr Trp Gly Gln Gly Thr Leu Val Thr
100 105 110

Val Ser Ser
115

<210> 449
<211> 115
<212> PRT
Q213> ATLFH

<220>
<223> &% hul25B11-H3.10C4

<400> 449

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Arg Phe Ile Phe Ser Asn Tyr
20 25 30

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu
50 55 60

Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr

112144454 FEESE A0101 $F167H - H241H(FIIK) 1122063558-0



202428606

65 70 75 80

Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
85 90 05

Tyr Cys Thr Gly Gly Thr Thr Tyr Trp Gly Gln Gly Thr Leu Val Thr
100 105 110

Val Ser Ser
115

<210> 450
<211> 115
<212> PRT
Q213> ATLFH

<220>
<223> &7 hul25Bl1-H3.HCS

<400> 450

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Arg Phe Ile Phe Ser Asn Tyr
20 25 30

Tyr Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu
50 55 60

Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
65 70 75 80

Val Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
85 90 05

Tyr Cys Thr Gly Gly Thr Thr Tyr Trp Gly Gln Gly Thr Leu Val Thr

112144454 FEESE A0101 $F168H - H241H(F3IK) 1122063558-0



202428606

Val Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

100 105

Ser
115

451
115
PRT
szl

&% hul25B11-H3.HC6

451

110

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

Ser Leu

Phe Met

Ala Gln

50

Ser Val

65

Val Tyr

Tyr Cys

Val Ser

<210>

5

10 15

Arg Leu Ser Cys Ala Ala Ser Arg Phe Ile Phe Ser Asn Tyr

30

Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

45

Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr His Tyr Ala Glu

60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr

75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr

90 95

Thr Gly Gly Thr Thr Tyr Trp Gly Gln Gly Thr Leu Val Thr

20 25

35 40
55
70
85

100 105
Ser
115

452

112144454 FEESE A0101

110

F169H - H241H(F3IK)

1122063558-0



202428606

211>
<212>
<213>

<220>
<223>

<400>

113
PRT
szl

&A% - Hu94B2 . HC1

452

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val

1

5 10

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr

Thr Met Asn Trp Val Arg Gln Ala

20 25

35 40

Gly Leu Ile Ser Pro Tyr Asn Gly Val Thr Ser

50

55

Lys Gly Arg Ala Thr Leu Thr Val Asp Lys Ser

65

70 75

Leu Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr

85 90

Ala Arg Gln Gly Ala Tyr Trp Gly Gln Gly Thr

Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

100 105

453
113
PRT
szl

&% - Hu94B2 . HC2

453

112144454 FEESE A0101

Lys Lys Pro Gly Ala
15

Ser Leu Thr Gly Tyr
30

Pro Gly Gln Gly Leu Glu Trp Ile

45

Tyr Asn Gln Lys Phe
60

Thr Ser Thr Ala Tyr
80

Ala Val Tyr Tyr Cys
05

Leu Val Thr Val Ser
110

#1708 - H2418(F3IK)

1122063558-0



202428606

Glu Val Gln Leu Val Gln Ser Gly

1

Ser Val Lys Val Ser Cys Lys Ala

Thr Met Asn Trp Val Arg Gln Ala

Gly Leu Ile Ser Pro Tyr Asn Gly

50

Lys Gly Arg Val Thr Leu Thr Val

65

Leu Glu Leu Ser Ser Leu Arg Ser

Ala Arg Gln Gly Ala Tyr Trp Gly

Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

20

35

70

85

100

454
113
PRT
szl

&A% - Hu94B2 . HC3

454

Ala Glu Val Lys
10

Ser Gly Tyr Ser
25

Pro Gly Gln Gly

Val Thr Ser Tyr
60

Asp Lys Ser Thr
75

Glu Asp Thr Ala
90

Gln Gly Thr Leu
105

Lys Pro Gly Ala
15

Leu Thr Gly Tyr
30

Leu Glu Trp Ile
45

Asn Gln Lys Phe

Ser Thr Ala Tyr
80

Val Tyr Tyr Cys
05

Val Thr Val Ser
110

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1

5

10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Leu Thr Gly Tyr

112144454

20

FEESE A0101

25

30

$F1718 - H2418(F3IK)

1122063558-0



202428606

Thr Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Leu Ile Ser Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Arg Ala Thr Ile Thr Val Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Leu Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Gln Gly Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
100 105 110

Ser

<210> 455
<211> 113
<212> PRT
Q213> ATLFH

<220>
<223> &K - Hu94B2 . HC4

<400> 455
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Leu Thr Gly Tyr
20 25 30

Thr Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Leu Ile Ser Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe
50 55 60

112144454 FEESE A0101 $F1728 - H2418(F3IK) 1122063558-0



202428606

Lys Gly Arg Ala Thr Leu Thr Arg Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Leu Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Gln Gly Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
100 105 110

Ser

<210> 456
211> 113
<212> PRT
Q213> ATLFY

<220>
<223> &K - Hu94B2 .HCS

<400> 456
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Leu Thr Gly Tyr
20 25 30

Thr Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Leu Ile Ser Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Arg Ala Thr Leu Thr Val Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80

Leu Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

112144454 FEESE A0101 #1738 - H2418(F3IK) 1122063558-0



202428606

Ala Arg Gln Gly Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
100 105 110

Ser

<210> 457
<211> 113
<212> PRT
Q213> ATLFH

<220>
<223> &K - Hu94B2 . HC6

<400> 457

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Leu Thr Gly Tyr
20 25 30

Thr Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Leu Ile Ser Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Arg Val Thr Ile Thr Val Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Leu Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Gln Gly Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
100 105 110

Ser

112144454 FEESE A0101 $F1748 - H2418(F3IK) 1122063558-0



202428606

<210> 458
<211> 113
<212> PRT
Q213> ATLFH

<220>
<223> &K - Hu94B2.HCT

<400> 458
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Leu Thr Gly Tyr
20 25 30

Thr Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Leu Ile Ser Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Arg Val Thr Ile Thr Arg Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Leu Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Gln Gly Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
100 105 110

Ser

<210> 459
<211> 113
<212> PRT
Q213> ATLFH

<220>
<223> &K - Hu94B2.HC8

112144454 FEESE A0101 $F1758 - H2418(F3IK) 1122063558-0



202428606

<400> 459
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Leu Thr Gly Tyr
20 25 30

Thr Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Leu Ile Ser Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Arg Val Thr Ile Thr Val Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80

Leu Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Gln Gly Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
100 105 110

Ser

<210> 460
211> 112
<212> PRT
Q213> ATLFY

<220>
<223> &k Hu94B2.1LC9

<400> 460

Asp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser

112144454 FEESE A0101 #1768 - H241H(F3IK) 1122063558-0



202428606

20

Asp Gly Lys Thr Tyr

35

Pro Gln Arg Leu Ile

50

Asp Arg Phe Ser Gly

65

Ser Arg Val Glu Ala

<210>
<211>
<212>
<213>

<220>
<223>

85

Thr His Phe Pro Trp
100
461
112
PRT
N7
B Hu94B2.
461

<400>

Asp Val Val Met Thr

1

5

Gln Pro Ala Ser Ile

20

Asp Gly Lys Thr Tyr

35

Pro Gln Leu Leu Ile

50

Asp Arg Phe Ser Gly

112144454

Leu Asn Trp

Tyr Leu Val

Ser Gly Ser

Glu Asp Val

Thr Phe Gly

Gln Thr Pro

Ser Cys Lys

Leu Asn Trp

Tyr Leu Val

Ser Gly Ser

25

40

55

LC10

25

40

55

FEESE A0101

90

10

75

Leu Leu Gln Lys Pro

45

Ser Lys Leu Asp Ser

60

Gly Thr Asp Phe Thr

Gly Val Tyr Tyr Cys

Gln Gly Thr Lys Val
105

Leu Ser Leu Pro Val

Ser Ser Gln Ser Leu

Leu Leu Gln Lys Pro

45

Ser Lys Leu Asp Ser

60

Gly Thr Asp Phe Thr

$g1778

30

Gly Gln Ser

Gly Val Pro

Leu Lys Ile

80

Trp Gln Gly

95

Glu Ile Lys

110

Thr Pro Gly

15

Leu Asp Ser

30

Gly Gln Ser

Gly Val Pro

Leu Lys Ile

H241E(FAIR)

1122063558-0



202428606

65

Ser Arg Val

Thr His Phe

<210> 462
Q> 112
<212> PRT

70 75 80

Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gln Gly
85 90 05

Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

Q213> ATLFH

<220>
Q23> EREk

<400> 462
Asp Val Val

1

Gln Pro Ala

Asp Gly Lys
35

Pro Gln Arg
50

Asp Arg Phe
65

Ser Arg Val

Thr His Phe

<210> 463

112144454

* Hu94B2.1C11

Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly
5 10 15

Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser
20 25 30

Thr Tyr Leu Asn Trp Tyr Leu Gln Lys Pro Gly Gln Ser
40 45

Leu Ile Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro
55 60

Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
70 75 80

Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gln Gly
85 90 05

Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

FEESE A0101 #1788 - H241H(F3IK)

1122063558-0



202428606

<211> 112
<212> PRT
Q213> ATLFH

<220>
<223> & Hu94B2.1C12

<400> 463
Asp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly

1 5 10 15

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser
20 25 30

Asp Gly Lys Thr Tyr Leu Asn Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Gln Leu Leu Ile Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gln Gly
85 90 05

Thr His Phe Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 464
211> 112
<212> PRT
Q213> ATLFY

<220>
<223> &k Hu94B2.1C13

<400> 464

Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15

112144454 FEESE A0101 $F1798 - H241H(F3IK) 1122063558-0



202428606

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser
20 25 30

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Gln Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gln Gly
85 90 05

Thr His Phe Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 465
211> 112
<212> PRT
Q213> ATLFY

<220>
<223> & Hu94B2.1C14

<400> 465
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly

1 5 10 15

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser
20 25 30

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Gln Leu Leu Ile Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro
50 55 60

112144454 FEESE A0101 #1808 - H241H(F3I=K) 1122063558-0



202428606

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gln Gly
85 90 05

Thr His Phe Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 466
211> 112
<212> PRT
Q213> ATLFY

<220>
<223> &k Hu94B2.1C15

<400> 466
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly

1 5 10 15

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser
20 25 30

Asp Gly Lys Thr Tyr Leu Asn Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Gln Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gln Gly
85 90 05

Thr His Phe Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

112144454 FEESE A0101 $F181H - H241H(F3IK) 1122063558-0



202428606

<210> 467
211> 112
<212> PRT
Q213> ATLFY

<220>
<223> & Hu94B2.1C16

<400> 467
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly

1 5 10 15

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser
20 25 30

Asp Gly Lys Thr Tyr Leu Asn Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Gln Leu Leu Ile Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gln Gly
85 90 05

Thr His Phe Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 468
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v5.1 HVR-L1

<400> 468

Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Asn Thr Tyr Phe Glu

112144454 FEESE A0101 $F1828H - H241H(F3IK) 1122063558-0



202428606

<210> 469
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v5.2 HVR-L1

<400> 469

Arg Ser Ser Gln Ser Ile Val His Ser Ser Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 470
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v5.3 HVR-L1

<400> 470

Arg Ser Ser Gln Ser Ile Val His Ser Asp Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 471
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v5.4 HVR-L1

<400> 471
Arg Ser Ser Gln Ser Ile Val His Ser Gln Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 472
211> 16
<212> PRT
Q213> ATLFY

112144454 FEESE A0101 $£183H - H241H(F3IK) 1122063558-0



202428606

<220>
<223> &% Hu37D3-H9.v5.5 HVR-L1

<400> 472

Arg Ser Ser Gln Ser Ile Val His Ser Glu Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 473
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v5.6 HVR-L1

<400> 473
Arg Ser Ser Gln Ser Ile Val His Ser Ala Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 474
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v5.7 HVR-L1

<400> 474
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asp Thr Tyr Phe Glu

1 5 10 15

<210> 475
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v5.8 HVR-L1

<400> 475

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Gln Thr Tyr Phe Glu
1 5 10 15

112144454 FEESE A0101 $F1848H - H241H(F3IK) 1122063558-0



202428606

<210> 476
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v5.9 HVR-L1

<400> 476

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Glu Thr Tyr Phe Glu
1 5 10 15

<210> 477
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &k Hu37D3-H9.v5.10 HVR-L1

<400> 477

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Ala Thr Tyr Phe Glu
1 5 10 15

<210> 478
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &7k Hu37D3-H9.v5.11 HVR-L1

<400> 478
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Ser Thr Tyr Phe Glu

1 5 10 15

<210> 479
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28 HVR-LI

112144454 FEESE A0101 #1858 - H241H(F3IK) 1122063558-0



202428606

<400> 479

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 480
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.A2 HVR-L1

<400> 430
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 481
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28 . A4 HVR-L1

<400> 4381
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

1 5 10 15

<210> 482
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28 . A6 HVR-L1

<400> 482

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu
1 5 10 15

<210> 483

112144454 FEESE A0101 #1868 - H241H(F3IK) 1122063558-0



202428606

211> 16
<212> PRT
Q13> ALY

<220>
<223> & Hu37D3.v28 . A8 HVR-L1

<400> 483

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 484
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.A10 HVR-L1

<400> 484
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 485
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.A12 HVR-L1

<400> 485
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

1 5 10 15

<210> 486
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.A14 HVR-L1

<400> 4386

112144454 FEESE A0101 $F187H - H241H(F3IK) 1122063558-0



202428606

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu
1 5 10 15

<210> 487
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.A16 HVR-L1

<400> 487

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 488
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3.v28.A18 HVR-L1

<400> 4388
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 489
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.A20 HVR-L1

<400> 439
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

1 5 10 15

<210> 490
211> 16
<212> PRT

112144454 FEESE A0101 $188H - H241H(F3I=K) 1122063558-0



202428606

Q213> ATLFH

<220>
<223> &% Hu37D3.v28.A22 HVR-L1

<400> 490
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

1 5 10 15

<210> 491
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.A24 HVR-L1

<400> 491
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 492
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.A26 HVR-L1

<400> 492
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 493
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.A28 HVR-L1

<400> 493

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu

112144454 FEESE A0101 #1898 - H241H(FIIK) 1122063558-0



202428606

<210> 494
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.A30 HVR-L1

<400> 494

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu
1 5 10 15

<210> 495
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.B1 HVR-L1

<400> 495

Arg Ser Ser Gln Ser Ile Val His Ser Ile Gly Asn Thr Phe Phe Glu
1 5 10 15

<210> 496
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.B2 HVR-L1

<400> 496
Arg Ser Ser Gln Ser Ile Val His Ser Met Gly Asn Thr Phe Phe Glu

1 5 10 15

<210> 497
211> 16
<212> PRT
Q213> ATLFY

112144454 FEESE A0101 $F1908H - H241H(F3IK) 1122063558-0



202428606

<220>
<223> & Hu37D3.v28.B3 HVR-L1

<400> 497

Arg Ser Ser Gln Ser Ile Val His Ser Gln Gly Asn Thr Trp Phe Glu
1 5 10 15

<210> 498
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.B4 HVR-L1

<400> 498
Arg Ser Ser Gln Ser Ile Val His Ser Gln Gly Asn Thr His Phe Glu

1 5 10 15

<210> 499
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.B6 HVR-L1

<400> 499
Arg Ser Ser Gln Ser Ile Val His Ser Asp Gly Asn Thr Arg Phe Glu

1 5 10 15

<210> 500
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.B7 HVR-L1

<400> 500

Arg Ser Ser Gln Ser Ile Val His Ser Asp Gly Asn Thr Lys Phe Glu
1 5 10 15

112144454 FEESE A0101 $F1918 - H2418(F3IK) 1122063558-0



202428606

<210> 501
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.B8 HVR-L1

<400> 501

Arg Ser Ser Gln Ser Ile Val His Ser Glu Gly Asn Thr Arg Phe Glu
1 5 10 15

<210> 502
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.C1 HVR-L1

<400> 502

Arg Ser Ser Gln Ser Ile Val His Ser Asn Asn Asn Thr Tyr Phe Glu
1 5 10 15

<210> 503
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.C2 HVR-L1

<400> 503
Arg Ser Ser Gln Ser Ile Val His Ser Asn Asp Asn Thr Tyr Phe Glu

1 5 10 15

<210> 504
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.D1 HVR-L1

112144454 FEESE A0101 HF1928 - H2418(F3IK) 1122063558-0



202428606

<400> 504

Arg Ser Ser Gln Ser Ile Val His Ala Asn Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 505
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.E1 HVR-L1

<400> 505
Arg Ser Ser Gln Ser Ile Val Asn Ser Asn Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 506
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.E2 HVR-L1

<400> 506
Arg Ser Ser Gln Ser Ile Val Gln Ser Asn Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 507
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.E3 HVR-L1

<400> 507

Arg Ser Ser Gln Ser Ile Val Asp Ser Asp Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 508

112144454 FEESE A0101 #1938 - H241H(F3IK) 1122063558-0



202428606

211> 16
<212> PRT
Q13> ALY

<220>
<223> & Hu37D3.v28 .F1 HVR-L1

<400> 508

Arg Ser Ser Gln Ser Ile Val His Ser Asn Thr Asn Thr Tyr Phe Glu
1 5 10 15

<210> 509
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.F2 HVR-L1

<400> 509
Arg Ser Ser Gln Ser Ile Val His Thr Asn Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 510
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28 .F3 HVR-L1

<400> 510
Arg Ser Ser Gln Ser Ile Val His Thr Asn Ala Asn Thr Tyr Phe Glu

1 5 10 15

<210> 511
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.51 HVR-L1

<400> 511

112144454 FEESE A0101 $F1948 - H241H(F3IK) 1122063558-0



202428606

Arg Ser Ser Gln Ser Ile Val His Ser His Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 512
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.52 HVR-L1

<400> 512

Arg Ser Ser Gln Ser Ile Val His Ser Lys Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 513
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.53 HVR-L1

<400> 513
Arg Ser Ser Gln Ser Ile Val His Ser Arg Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 514
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.54 HVR-L1

<400> 514
Arg Ser Ser Gln Ser Ile Val His Ser Leu Gly Asn Thr Tyr Phe Glu

1 5 10 15

210> 515
211> 16
<212> PRT

112144454 FEESE A0101 $F1958 - H241H(F3IK) 1122063558-0



202428606

Q213> ATLFH

<220>
<223> & Hu37D3.v28.55 HVR-L1

<400> 515

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gln Asn Thr Tyr Phe Glu
1 5 10 15

<210> 516
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.56 HVR-L1

<400> 516
Arg Ser Ser Gln Ser Ile Val His Ser Asn Tyr Asn Thr Tyr Phe Glu

1 5 10 15

<210> 517
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v28.57 HVR-L1

<400> 517
Arg Ser Ser Gln Ser Ile Val His Ser Asn Phe Asn Thr Tyr Phe Glu

1 5 10 15

<210> 518
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v29.1 HVR-L1

<400> 518

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asp Thr Tyr Phe Glu

112144454 FEESE A0101 $F196H - H241H(F3IK) 1122063558-0



202428606

<210> 519
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v29.2 HVR-L1

<400> 519

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Gln Thr Tyr Phe Glu
1 5 10 15

<210> 520
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v29.3 HVR-L1

<400> 520

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Glu Thr Tyr Phe Glu
1 5 10 15

<210> 521
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v29.4 HVR-L1

<400> 521
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Ala Thr Tyr Phe Glu

1 5 10 15

<210> 522
211> 16
<212> PRT
Q213> ATLFY

112144454 FEESE A0101 F1978 - H241H(F3IK) 1122063558-0



202428606

<220>
<223> & Hu37D3.v29.5 HVR-L1

<400> 522

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly His Thr Tyr Phe Glu
1 5 10 15

<210> 523
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v29.6 HVR-L1

<400> 523
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Lys Thr Tyr Phe Glu

1 5 10 15

<210> 524
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v29.7 HVR-L1

<400> 524
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Leu Thr Tyr Phe Glu

1 5 10 15

<210> 525
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v29.8 HVR-L1

<400> 525

Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Asp Thr Tyr Phe Glu
1 5 10 15

112144454 FEESE A0101 $F198H - H241H(F3IK) 1122063558-0



202428606

<210> 526
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v29.9 HVR-L1

<400> 526

Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Gln Thr Tyr Phe Glu
1 5 10 15

<210> 527
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v29.10 HVR-L1

<400> 527

Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Glu Thr Tyr Phe Glu
1 5 10 15

<210> 528
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v29.11 HVR-L1

<400> 528
Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Ala Thr Tyr Phe Glu

1 5 10 15

<210> 529
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v29.12 HVR-L1

112144454 FEESE A0101 F1998 - H241H(F3IK) 1122063558-0



202428606

<400> 529

Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala His Thr Tyr Phe Glu
1 5 10 15

<210> 530
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v29.13 HVR-L1

<400> 530
Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Lys Thr Tyr Phe Glu

1 5 10 15

<210> 531
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v29.14 HVR-L1

<400> 531
Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Leu Thr Tyr Phe Glu

1 5 10 15

<210> 532
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &7k Hu37D3-H9.v30.1 HVR-L1

<400> 532

Arg Ser Ser Gln Ser Ile Val His Ser Gly Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 533

112144454 FEESE A0101 2008 - H241H(F3IK) 1122063558-0



202428606

211> 16
<212> PRT
Q13> ALY

<220>
<223> &% Hu37D3-H9.v30.2 HVR-L1

<400> 533

Arg Ser Ser Gln Ser Ile Val His Ser Thr Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 534
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v30.3 HVR-L1

<400> 534
Arg Ser Ser Gln Ser Ile Val His Ser Val Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 535
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v30.4 HVR-L1

<400> 535
Arg Ser Ser Gln Ser Ile Val His Ser Leu Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 536
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v30.5 HVR-L1

<400> 536

112144454 FEESE A0101 $2018 - H241H(F3IK) 1122063558-0



202428606

Arg Ser Ser Gln Ser Ile Val His Ser Ile Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 537
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v30.6 HVR-L1

<400> 537

Arg Ser Ser Gln Ser Ile Val His Ser Pro Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 538
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &k Hu37D3-H9.v30.7 HVR-L1

<400> 538
Arg Ser Ser Gln Ser Ile Val His Ser Phe Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 539
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v30.8 HVR-L1

<400> 539
Arg Ser Ser Gln Ser Ile Val His Ser Tyr Gly Asn Thr Tyr Phe Glu

1 5 10 15

210> 540
211> 16
<212> PRT

112144454 FEESE A0101 2028 - H241H(F3IK) 1122063558-0



202428606

Q213> ATLFH

<220>
<223> &% Hu37D3-H9.v30.9 HVR-L1

<400> 540

Arg Ser Ser Gln Ser Ile Val His Ser His Gly Asn Thr Tyr Phe Glu
1 5 10 15

<210> 541
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3-H9.v30.10 HVR-L1

<400> 541
Arg Ser Ser Gln Ser Ile Val His Ser Lys Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 542
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3-H9.v30.11 HVR-L1

<400> 542
Arg Ser Ser Gln Ser Ile Val His Ser Arg Gly Asn Thr Tyr Phe Glu

1 5 10 15

<210> 543
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v31.1 HVR-L1

<400> 543

Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Gly Thr Tyr Phe Glu

112144454 FEESE A0101 852038 - H241H(F3IK) 1122063558-0



202428606

<210> 544
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v31.2 HVR-L1

<400> 544

Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Val Thr Tyr Phe Glu
1 5 10 15

<210> 545
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v31.3 HVR-L1

<400> 545

Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Ile Thr Tyr Phe Glu
1 5 10 15

<210> 546
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v31.4 HVR-L1

<400> 546
Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Pro Thr Tyr Phe Glu

1 5 10 15

<210> 547
211> 16
<212> PRT
Q213> ATLFY

112144454 FEESE A0101 $2048 - H241H(F3IK) 1122063558-0



202428606

<220>
<223> &% Hu37D3-H9.v31.5 HVR-L1

<400> 547

Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Phe Thr Tyr Phe Glu
1 5 10 15

<210> 548
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v31.6 HVR-L1

<400> 548
Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Tyr Thr Tyr Phe Glu

1 5 10 15

<210> 549
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &k Hu37D3-H9.v31.7 HVR-L1

<400> 549
Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Arg Thr Tyr Phe Glu

1 5 10 15

<210> 550
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v31.8 HVR-L1

<400> 550

Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Asn Val Tyr Phe Glu
1 5 10 15

112144454 FEESE A0101 2058 - H241H(F3IK) 1122063558-0



202428606

<210> 551
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> &% Hu37D3-H9.v31.9 HVR-L1

<400> 551

Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Asn Ile Tyr Phe Glu
1 5 10 15

<210> 552
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3-H9.v31.10 HVR-L1

<400> 552

Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Asn Pro Tyr Phe Glu
1 5 10 15

<210> 553
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3-H9.v31.11 HVR-L1

<400> 553
Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Asn Phe Tyr Phe Glu

1 5 10 15

<210> 554
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3-H9.v31.12 HVR-L1

112144454 FEESE A0101 82068 - H241H(F3IK) 1122063558-0



202428606

<400> 554

Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Asn Tyr Tyr Phe Glu
1 5 10 15

<210> 555
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3-H9.v31.13 HVR-L1

<400> 555
Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Asn Asn Tyr Phe Glu

1 5 10 15

<210> 556
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3-H9.v31.14 HVR-L1

<400> 556
Arg Ser Ser Gln Ser Ile Val His Ser Asn Ala Asn Arg Tyr Phe Glu

1 5 10 15

<210> 557
211> 18
<212> PRT
Q213> ATLFY

<220>
<223> HHEe T AJETau 7-248K

<400> 557
Glu Phe Glu Val Met Glu Asp His Ala Gly Thr Tyr Gly Leu Gly Asp
1 5 10 15

Arg Lys

112144454 FEESE A0101 $207H - H241H(F3IK) 1122063558-0



202428606

<210> 558
Lll> 14
<212> PRT
Q213> ATLFY

<220>
<223> HHe AJETau 7-200K

<400> 558

Glu Phe Glu Val Met Glu Asp His Ala Gly Thr Tyr Gly Leu
1 5 10

<210> 559

<400> 559
000

<210> 560
211> 117
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3. v3OEE fln] %84T (VH)

<400> 560
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Leu Ile Phe Arg Ser Tyr
20 25 30

Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Thr Ile Asn Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

112144454 FEESE A0101 552088 - H241H(F3IK) 1122063558-0



202428606

Leu Gln

Ala Asn

Val Thr

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Glu Asp

1

Asp Arg

Asn Gly

Pro Lys
50

Ser Arg
65

Ser Ser

Ser Leu

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05
Ser Tyr Ser Gly Ala Met Asp Tyr Trp Gly Gln Gly Thr Leu
100 105 110

Val Ser Ser

115
561

112
PRT
N7
B - Hu37D3 . v3OKEH AT ST (VL)

561
Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

5 10 15

Val Thr Ile Thr Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Thr Tyr Leu Glu Trp Tyr Gln Gln Lys Pro Gly Lys Ser
35 40 45

Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
55 60

Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
70 75 80

Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Phe Gln Gly
85 90 05

Val Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

112144454 FEESE A0101 2098 - H241H(F3IK)

1122063558-0



202428606

<210>
<211>
<212>
<213>

<220>
<223>

<400>

562

5

PRT
szl

Ak T Hu37D3. v39 HVR-HI

562

Ser Tyr Gly Met Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

563

17

PRT
szl

ARk T Hu37D3.v39 HVR-H2

563

Thr Ile Asn Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val Lys

1

Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10 15

564

8

PRT
szl

Ak T Hu37D3. v39 HVR-H3

564

Ser Tyr Ser Gly Ala Met Asp Tyr

1

<210>
211>

5

565
16

112144454 FEESE A0101 $2108 - H2418(F3IK)

1122063558-0



202428606

<212> PRT
Q213> ATLFH

<220>
<223> & Hu37D3.v39 HVR-LI

<400> 565

Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu
1 5 10 15

<210> 566
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v39 HVR-L2

<400> 566
Lys Val Ser Asn Arg Phe Ser

1 5

<210> 567
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v39 HVR-L3

<400> 567
Phe Gln Gly Ser Leu Val Pro Trp Thr

1 5

<210> 568
211> 444
<212> PRT
Q213> ATLFY

<220>
<223> &k Hu37D3.v39 1eG4-S228P . YTEE f#

<400> 568

112144454 FEESE A0101 $2118 - H2418(F3IK)

1122063558-0



Glu Val Gln
1

Ser Leu Arg

Gly Met Ser
35

Ala Thr Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Asn Ser

Val Thr Val
115

Ala Pro Cys
130

Leu Val Lys
145

Gly Ala Leu

Ser Gly Leu

Leu Gly Thr

195

112144454

202428606

Leu Val
5

Leu Ser
20

Trp Val

Asn Ser

Phe Thr

Asn Ser
85

Tyr Ser
100

Ser Ser

Ser Arg

Asp Tyr

Thr Ser
165

Tyr Ser
180

Lys Thr

Glu Ser Gly Gly Gly Leu Val

Cys Ala Ala

Arg Gln Ala
40

Gly Gly Thr
55

Ile Ser Arg
70

Leu Arg Ala

Gly Ala Met

Ala Ser Thr
120

Ser Thr Ser
135

Phe Pro Glu
150

Gly Val His

Leu Ser Ser

Tyr Thr Cys
200

Ser

25

Pro

Tyr

Asp

Glu

Asp

105

Lys

Glu

Pro

Thr

Val

185

Asn

FEESE A0101

10

Gly Leu Ile

Gly Lys Gly

Thr Tyr Tyr
60

Asn Ser Lys
75

Asp Thr Ala
90

Tyr Trp Gly

Gly Pro Ser

Ser Thr Ala
140

Val Thr Val
155

Phe Pro Ala
170

Val Thr Val

Val Asp His

§2128

Gln Pro Gly
15

Phe Arg Ser
30

Leu Glu Trp
45

Pro Asp Ser

Asn Thr Leu

Val Tyr Tyr
05

Gln Gly Thr
110

Val Phe Pro
125

Ala Leu Gly

Ser Trp Asn

Val Leu Gln
175

Pro Ser Ser
190

Lys Pro Ser
205

Gly

Tyr

Val

Val

Tyr

80

Cys

Leu

Leu

Cys

Ser

160

Ser

Ser

Asn

H241E(FAIR)

1122063558-0



202428606

Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro
210 215 220

Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe
225 230 235 240

Pro Pro Lys Pro Lys Asp Thr Leu Tyr Ile Thr Arg Glu Pro Glu Val
245 250 255

Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe
260 265 270

Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro
275 280 285

Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr
290 295 300

Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
305 310 315 320

Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala
325 330 335

Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln
340 345 350

Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly
355 360 365

Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
370 375 330

Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
385 390 395 400

112144454 FEESE A0101 $2138 - H2418(F3IK) 1122063558-0



202428606

Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu

Gly Asn

Tyr Thr

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Glu Asp

1

Asp Arg

Asn Gly

Pro Lys
50

Ser Arg
65

Ser Ser

Ser Leu

405

Val Phe Ser
420

Gln Lys Ser
435

569

219

PRT

NT 4
&R Hu37D3

569

Gln Leu Thr

Val Thr Ile
20

Asn Thr Tyr
35

Leu Leu Ile

Phe Ser Gly

Leu Gln Pro Glu Asp Phe Ala Thr Tyr

85

Val Pro Trp Thr Phe Gly Gln Gly Thr

100

112144454

410

415

Cys Ser Val Met His Glu Ala Leu His Asn His

425

Leu Ser Leu Ser Leu Gly Lys

.v39 1gG4-S228P.YTE #&f

Gln Ser Pro Ser Ser Leu

Thr Cys Arg Ser Ser Gln

Leu Glu Trp Tyr Gln Gln

Tyr Lys Val Ser Asn Arg

Ser Gly Ser Gly Thr Asp

70

440

25

40

55

105

FEESE A0101

10

90

75

Ser

Ser

Lys

Phe

60

Phe

Tyr

Lys

$2148

Ala

Ile

Pro

45

Ser

Thr

Cys

Val

430

Ser Val Gly
15

Val His Ser
30

Gly Lys Ser

Gly Val Pro

Leu Thr Ile
80

Phe Gln Gly
95

Glu Ile Lys
110

H241E(FAIR)

1122063558-0



202428606

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
115 120 125

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
130 135 140

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
145 150 155 160

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
165 170 175

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
180 185 190

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 570
<211> 117
<212> PRT
Q213> ATLFH

<220>
<223> & Hu37D3. vAQEE f#A] %848 (VH)

<400> 570
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Leu Ile Phe Arg Ser Tyr
20 25 30

Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

112144454 FEESE A0101 2158 - H241H(F3IK) 1122063558-0



202428606

Ala Thr Ile Asn Ser
50

Lys Gly Arg Phe Thr
65

Leu Gln Met Asn Ser
85

Ala Asn Ser Tyr Ser
100

Val Thr Val Ser Ser
115

<210>
<211>
<212>
<213>

571
112
PRT
szl

<220>

<223> &K - Hu37D3

<400> 571
Glu Asp Gln Leu Thr
1 5

Asp Arg Val Thr Ile
20

Asn Thr Asn Thr Tyr
35

Pro Lys Leu Leu Ile
50

Ser Arg Phe Ser Gly
65

112144454

Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val
55 60

Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
70 75 80

Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
90 05

Gly Ala Met Asp Tyr Trp Gly Gln Gly Thr Leu
105 110

VAORE G ] 1 (VL)

Gln Ser Pro Ser Ser Leu
10

Ala Ser Val Gly
15

Ser

Thr Cys Arg Ser Ser Gln
25

Ile Val His Ser
30

Ser

Phe Glu Trp Tyr Gln Gln
40

Pro Gly Lys Ser
45

Lys

Phe
60

Tyr Lys Val Ser Asn Arg
55

Ser Gly Val Pro

Ser Gly Ser Gly Thr Asp
70 75

Phe Thr Leu Thr Ile

80

FEESE A0101 $216H - H241H(F3IK)

1122063558-0



202428606

Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Phe Gln Gly

85

95

Ser Leu Val Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

<210>
<211>
<212>
<213>

<220>
<223>

<400>

100 105

572

5

PRT
szl

Ak T Hu37D3. v40 HVR-H1

572

Ser Tyr Gly Met Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

573

17

PRT
szl

Ak T Hu37D3. v40 HVR-12

573

110

Thr Ile Asn Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val Lys

1

Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

574

8

PRT
szl

A T Hu37D3. v40 HVR-H3

574

112144454 FEESE A0101

15

$2178 - H2418(F3IK)

1122063558-0



202428606

Ser Tyr Ser Gly Ala Met Asp Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

575

16

PRT
szl

Ak T Hu37D3. v40 HVR-L1

575

Arg Ser Ser Gln Ser Ile Val His Ser Asn Thr Asn Thr Tyr Phe Glu

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10 15

576

7

PRT
szl

&Rk T Hu37D3. v40 HVR-1.2

576

Lys Val Ser Asn Arg Phe Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

571

9

PRT
szl

A T Hu37D3. v40 HVR-13

571

Phe Gln Gly Ser Leu Val Pro Trp Thr

1

<210>
<211>
<212>
<213>

5

578
444
PRT
szl

112144454 FEESE A0101 $2188H - H241H(F3I=K)

1122063558-0



<220>
Q23> EREk

<400> 578
Glu Val Gln

1

Ser Leu Arg

Gly Met Ser
35

Ala Thr Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Asn Ser

Val Thr Val
115

Ala Pro Cys
130

Leu Val Lys
145

202428606

* Hu37D3

Leu Val
5

Leu Ser
20

Trp Val

Asn Ser

Phe Thr

Asn Ser

85

Tyr Ser

100

Ser Ser

Ser Arg

Asp Tyr

Gly Ala Leu Thr Ser

112144454

165

.v40

Glu

Cys

Arg

Gly

Ile

70

Leu

Gly

Ala

Ser

Phe

150

Gly

19G4-S228P . YTEE

Ser Gly Gly Gly Leu
10

Ala Ala Ser Gly Leu
25

Gln Ala Pro Gly Lys
40

Gly Thr Tyr Thr Tyr
55

Ser Arg Asp Asn Ser
75

Arg Ala Glu Asp Thr
90

Ala Met Asp Tyr Trp
105

Ser Thr Lys Gly Pro
120

Thr Ser Glu Ser Thr
135

Pro Glu Pro Val Thr
155

Val His Thr Phe Pro
170

FEESE A0101

Val

Ile

Gly

Tyr

60

Lys

Ala

Gly

Ser

Ala

140

Val

Ala

$2198 - H241H(F3IK)

Gln Pro Gly
15

Phe Arg Ser
30

Leu Glu Trp
45

Pro Asp Ser

Asn Thr Leu

Val Tyr Tyr
05

Gln Gly Thr
110

Val Phe Pro
125

Ala Leu Gly

Ser Trp Asn

Val Leu Gln
175

Gly

Tyr

Val

Val

Tyr

80

Cys

Leu

Leu

Cys

Ser

160

Ser

1122063558-0



202428606

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
180 185 190

Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
195 200 205

Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro
210 215 220

Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe
225 230 235 240

Pro Pro Lys Pro Lys Asp Thr Leu Tyr Ile Thr Arg Glu Pro Glu Val
245 250 255

Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe
260 265 270

Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro
275 280 285

Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr
290 295 300

Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
305 310 315 320

Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala
325 330 335

Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln
340 345 350

Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly
355 360 365

Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
370 375 330

112144454 FEESE A0101 2208 - H2418(F3IK) 1122063558-0



Glu Asn Asn
385

Phe Phe Leu

Gly Asn Val

Tyr Thr Gln
435

<210> 579
<211> 219
<212> PRT

202428606

Tyr Lys

Tyr Ser
405

Phe Ser
420

Lys Ser

Q213> ATLFH

<220>
Q23> EREk

<400> 579
Glu Asp Gln

1

Asp Arg Val

Asn Thr Asn
35

Pro Lys Leu
50

Ser Arg Phe
65

Ser Ser Leu

112144454

* Hu37D3

Leu Thr

Thr Ile

20

Thr Tyr

Leu Ile

Ser Gly

Gln Pro
85

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser

390 395

Arg Leu Thr Val Asp Lys Ser
410

Cys Ser Val Met His Glu Ala
425

Leu Ser Leu Ser Leu Gly Lys
44()

.v40 1gG4-S228P.YTE #&f

Gln Ser Pro Ser Ser Leu Ser
10

Thr Cys Arg Ser Ser Gln Ser
25

Phe Glu Trp Tyr Gln Gln Lys
40

Tyr Lys Val Ser Asn Arg Phe
55 60

Ser Gly Ser Gly Thr Asp Phe
70 75

Glu Asp Phe Ala Thr Tyr Tyr
90

FEESE A0101

400

Arg Trp Gln Glu
415

Leu His Asn His
430

Ala Ser Val Gly
15

Ile Val His Ser
30

Pro Gly Lys Ser
45

Ser Gly Val Pro

Thr Leu Thr Ile
80

Cys Phe Gln Gly
05

§2218 - H241H(F3IK)

1122063558-0



202428606

Ser Leu Val Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
115 120 125

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
130 135 140

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
145 150 155 160

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
165 170 175

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
180 185 190

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 580
<211> 117
<212> PRT
Q213> ATLFH

<220>
<223> & Hu37D3. v4 1 EEfE AT %84T (VH)

<400> 580
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Leu Ile Phe Arg Ser Tyr
20 25 30

112144454 FEESE A0101 82228 - H241H(F3IK) 1122063558-0



202428606

Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Thr Ile Asn Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

Ala Asn Ser Tyr Ser Gly Ala Met Asp Tyr Trp Gly Gln Gly Thr Leu
100 105 110

Val Thr Val Ser Ser
115

<210> 581
<211> 112
<212> PRT
Q213> ATLFH

<220>
<223> & Hu37D3. v4 1 ERFE AT 38418 (VL)

<400> 581
Glu Asp Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Gly Gln Thr Tyr Phe Glu Trp Tyr Gln Gln Lys Pro Gly Lys Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

112144454 FEESE A0101 852238 - H241H(F3IK) 1122063558-0



202428606

Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
65 70 75 80

Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Phe Gln Gly
85 90 05

Ser Leu Val Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 582
Q21> 5

<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v41 HVR-HI

<400> 582
Ser Tyr Gly Met Ser

1 5

<210> 583
L1> 17
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v41 HVR-H2

<400> 583
Thr Ile Asn Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val Lys

1 5 10 15

Gly

<210> 584
Q21> 8

<212> PRT
Q213> ATLFY

112144454 FEESE A0101 §2248 - H241H(F3IK) 1122063558-0



202428606

<220>
<223> & Hu37D3.v41 HVR-H3

<400> 584

Ser Tyr Ser Gly Ala Met Asp Tyr
1 5

<210> 585
211> 16
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v41 HVR-LI

<400> 585
Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Gln Thr Tyr Phe Glu

1 5 10 15

<210> 586
L1> 7

<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v41 HVR-L2

<400> 586
Lys Val Ser Asn Arg Phe Ser

1 5

<210> 587
L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3.v41 HVR-L3

<400> 587

Phe Gln Gly Ser Leu Val Pro Trp Thr
1 5

112144454 FEESE A0101 82258 - H241H(F3IK) 1122063558-0



202428606

<210> 588
211> 444
<212> PRT

Q213> ATLFH

<220>
Q23> EREk

<400> 588
Glu Val Gln

1

Ser Leu Arg

Gly Met Ser
35

Ala Thr Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Asn Ser

Val Thr Val
115

Ala Pro Cys
130

Leu Val Lys
145

112144454

* Hu37D3

Leu Val
5

Leu Ser
20

Trp Val

Asn Ser

Phe Thr

Asn Ser

85

Tyr Ser

100

Ser Ser

Ser Arg

Asp Tyr

.v4l 1gG4-S228P. YTEH i

Glu Ser Gly Gly Gly Leu
10

Cys Ala Ala Ser Gly Leu
25

Arg Gln Ala Pro Gly Lys
40

Gly Gly Thr Tyr Thr Tyr
55

Ile Ser Arg Asp Asn Ser
70 75

Leu Arg Ala Glu Asp Thr
90

Gly Ala Met Asp Tyr Trp
105

Ala Ser Thr Lys Gly Pro
120

Ser Thr Ser Glu Ser Thr
135

Phe Pro Glu Pro Val Thr
150 155

FEESE A0101

Val Gln Pro Gly Gly
15

Ile Phe Arg Ser Tyr
30

Gly Leu Glu Trp Val
45

Tyr Pro Asp Ser Val
60

Lys Asn Thr Leu Tyr
80

Ala Val Tyr Tyr Cys
05

Gly Gln Gly Thr Leu
110

Ser Val Phe Pro Leu
125

Ala Ala Leu Gly Cys
140

Val Ser Trp Asn Ser
160

82268 - H241H(F3IK)

1122063558-0



202428606

Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
165 170 175

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
180 185 190

Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
195 200 205

Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro
210 215 220

Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe
225 230 235 240

Pro Pro Lys Pro Lys Asp Thr Leu Tyr Ile Thr Arg Glu Pro Glu Val
245 250 255

Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe
260 265 270

Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro
275 280 285

Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr
290 295 300

Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
305 310 315 320

Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala
325 330 335

Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln
340 345 350

112144454 FEESE A0101 2278 - H241H(F3IK) 1122063558-0
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Glu Glu Met Thr Lys
355

Phe Tyr Pro Ser
370

Asp

Glu Asn Asn Tyr
385

Lys

Phe Phe Leu Tyr Ser

405

Gly Asn Val Phe
420

Ser

Tyr Thr Gln Lys
435

Ser

<210>
<211>
<212>
<213>

589
219
PRT
szl

<220>

<223> &K - Hu37D3

<400> 589
Glu Asp Gln Leu Thr
1 5

Asp Arg Val Thr Ile
20

Asn Gly Gln Thr Tyr
35

Pro Lys Leu Leu Ile
50

112144454

Asn

Ile

Thr

390

Arg

Cys

Leu

.v4l

Gln

Thr

Phe

Tyr

Gln Val
360

Ser Leu Thr

Ala Val
375

Glu Trp Glu

Thr Pro Pro Val Leu

395

Leu Thr Val Asp Lys

410

Ser Val Met His Glu

425

Ser Leu Ser Leu Gly

440

19G4-S228P . YTE #4i

Ser Pro Ser Ser Leu
10

Cys Arg Ser Ser Gln
25

Glu Trp Tyr Gln Gln
40

Lys Val Ser Asn Arg
55

FEESE A0101

Cys Leu Val Lys Gly
365

Ser Asn Gly Gln Pro
330

Asp Ser Asp Gly Ser
400

Ser Arg Trp Gln Glu
415

Ala Leu His Asn His
430

Lys

Ala Ser Val Gly
15

Ser

Ile Val His Ser
30

Ser

Pro Gly Lys Ser
45

Lys

Phe
60

Ser Gly Val Pro

852288 - H241H(F3I=K)

1122063558-0
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Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
65 70 75 80

Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Phe Gln Gly
85 90 05

Ser Leu Val Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
115 120 125

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
130 135 140

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
145 150 155 160

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
165 170 175

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
180 185 190

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 590
211> 444
<212> PRT
Q213> ATLFH

<220>
<223> &k Hu37D3-H9.v1 leG4EE§H

<400> 590

112144454 FEESE A0101 2298 - H241H(F3IK)

1122063558-0



Glu Val Gln
1

Ser Leu Arg

Gly Met Ser
35

Ala Thr Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Asn Ser

Val Thr Val
115

Ala Pro Cys
130

Leu Val Lys
145

Gly Ala Leu

Ser Gly Leu

Leu Gly Thr

195

112144454

202428606

Leu Val
5

Leu Ser
20

Trp Val

Asn Ser

Phe Thr

Asn Ser
85

Tyr Ser
100

Ser Ser

Ser Arg

Asp Tyr

Thr Ser
165

Tyr Ser
180

Lys Thr

Glu Ser Gly Gly Gly Leu Val

Cys Ala Ala

Arg Gln Ala
40

Gly Gly Thr
55

Ile Ser Arg
70

Leu Arg Ala

Gly Ala Met

Ala Ser Thr
120

Ser Thr Ser
135

Phe Pro Glu
150

Gly Val His

Leu Ser Ser

Tyr Thr Cys
200

Ser

25

Pro

Tyr

Asp

Glu

Asp

105

Lys

Glu

Pro

Thr

Val

185

Asn

FEESE A0101

10

Gly Leu Ile

Gly Lys Gly

Thr Tyr Tyr
60

Asn Ser Lys
75

Asp Thr Ala
90

Tyr Trp Gly

Gly Pro Ser

Ser Thr Ala
140

Val Thr Val
155

Phe Pro Ala
170

Val Thr Val

Val Asp His

82308 -

Gln Pro Gly
15

Phe Arg Ser
30

Leu Glu Trp
45

Pro Asp Ser

Asn Thr Leu

Val Tyr Tyr
05

Gln Gly Thr
110

Val Phe Pro
125

Ala Leu Gly

Ser Trp Asn

Val Leu Gln
175

Pro Ser Ser
190

Lys Pro Ser
205

Gly

Tyr

Val

Val

Tyr

80

Cys

Leu

Leu

Cys

Ser

160

Ser

Ser

Asn

H241E(FAIR)

1122063558-0



202428606

Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro
210 215 220

Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe
225 230 235 240

Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val
245 250 255

Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe
260 265 270

Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro
275 280 285

Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr
290 295 300

Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
305 310 315 320

Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala
325 330 335

Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln
340 345 350

Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly
355 360 365

Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
370 375 330

Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
385 390 395 400

112144454 FEESE A0101 2318 - H2418(F3IK) 1122063558-0
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Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu

405

410

415

Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His

420

425

Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys

435

<210> 591
<211> 219
<212> PRT
Q213> ATLFH

<220>

<223> &R - Hu37D3-H9.v1 IgG4 #efd

<400> 591

Glu Asp Gln Leu Thr Gln Ser Pro Ser Ser Leu

1 5

Asp Arg Val Thr Ile Thr Cys Arg Ser Ser Gln

20

Asn Gly Asn Thr Tyr Phe Glu Trp Tyr Gln Gln

35

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg

50

Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp

65

Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr

85

Ser Leu Val Pro Trp Thr Phe Gly Gln Gly Thr

100

112144454

70

440

25

40

55

105

FEESE A0101

10

90

75

Ser

Ser

Lys

Phe

60

Phe

Tyr

Lys

82328

Ala

Ile

Pro

45

Ser

Thr

Cys

Val

430

Ser Val Gly
15

Val His Ser
30

Gly Lys Ser

Gly Val Pro

Leu Thr Ile
80

Phe Gln Gly
95

Glu Ile Lys
110

H241E(FAIR)

1122063558-0
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Arg Thr Val Ala Ala Pro
115

GlIn Leu Lys Ser Gly Thr
130

Tyr Pro Arg Glu Ala Lys
145 150

Ser Gly Asn Ser Gln Glu
165

Thr Tyr Ser Leu Ser Ser
180

Lys His Lys Val Tyr Ala
195

Pro Val Thr Lys Ser Phe
210

<210> 592
21> 15
<212> PRT
Q213> ATLFY

<220>

<223> A T MAPT(10-24)

<400> 592

Val Met Glu Asp His Ala
1 5

<210> 593
L21l> 23
<212> PRT
Q213> ATLFY

<220>
<223> &R MAPT(2-24)

112144454 FEESE A0101

Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
120 125

Ala Ser Val Val Cys Leu Leu Asn Asn Phe
135 140

Val Gln Trp Lys Val Asp Asn Ala Leu Gln
155 160

Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
170 175

Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
185 190

Cys Glu Val Thr His Gln Gly Leu Ser Ser
200 205

Asn Arg Gly Glu Cys
215

Gly Thr Tyr Gly Leu Gly Asp Arg Lys
10 15

852338 - H241H(F3IK)

1122063558-0
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<400> 593
Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly Thr

1 5 10 15

Tyr Gly Leu Gly Asp Arg Lys
20

<210> 594
211> 33
<212> PRT
Q213> ATLFY

<220>
<223> G MAPT(2-34)

<400> 594
Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly Thr

1 5 10 15

Tyr Gly Leu Gly Asp Arg Lys Asp Gln Gly Gly Tyr Thr Met His Gln
20 25 30

Asp

<210> 595
211> 35
<212> PRT
Q213> ATLFY

<220>
<223> GR% C MAPT(10-44)

<400> 595
Val Met Glu Asp His Ala Gly Thr Tyr Gly Leu Gly Asp Arg Lys Asp

1 5 10 15

Gln Gly Gly Tyr Thr Met His Gln Asp Gln Glu Gly Asp Thr Asp Ala
20 25 30

112144454 FEESE A0101 2348 - H241H(F3IK) 1122063558-0
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Gly Leu Lys
35

<210> 596
L21l> 23
<212> PRT
Q213> ATLFY

<220>
<223> & MAPT(2-24)Y18A

<400> 596
Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly Thr

1 5 10 15

Ala Gly Leu Gly Asp Arg Lys
20

<210> 597
L21l> 23
<212> PRT
Q213> ATLFY

<220>
<223> & MAPT(2-24)L20A

<400> 597
Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly Thr

1 5 10 15

Tyr Gly Ala Gly Asp Arg Lys
20

<210> 598
<211> 107
<212> PRT
Q213> ATLFH

<220>
<223> &R hull13F5-F7.1C1

<400> 598

112144454 FEESE A0101 82358 - H241H(F3IK) 1122063558-0
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Asp Ile Gln Met Thr Gln

1

5

Asp Arg Val Thr Ile Thr

20

Val Ala Trp Tyr Gln Gln

35

Tyr Ser Ala Ser Arg Arg

50

Ser Gly Ser Gly Thr Asp

65

70

Glu Asp Phe Ala Thr Tyr

85

Thr Phe Gly Gln Gly Thr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

100

599
107
PRT
szl

&% hul13F5-F7.

599

Asp Ile Gln Met Thr Gln

1

5

Asp Arg Val Thr Ile Thr

20

Val Ala Trp Tyr Gln Gln

112144454

35

Ser Pro

Cys Lys

Lys Pro

40

Phe Ser

55

Phe Thr

Phe Cys

Lys Val

LC2

Ser Pro Ser Ser Leu Ser Ala

Cys Lys Ala Ser Gln Asn Val

Lys Pro Gly Lys Ala Pro Lys

40

Ser Ser Leu
10

Ala Ser Gln
25

Gly Lys Ser

Gly Val Pro

Leu Thr Ile
75

Gln Gln Phe
90

Glu Ile Lys
105

10

25

FEESE A0101

Ser Ala Ser Val Gly

15

Asn Val Gly Thr Ala

30

Pro Lys Leu Leu Ile

Ser Arg Phe Ser Gly

Ser Ser Leu Gln Pro

80

Ser Thr Tyr Pro Tyr

95

Ser Val Gly
15

Gly Thr Ala

30

Leu Leu Ile

H241E(FAIR)

1122063558-0
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Tyr Ser Ala Ser Arg Arg Phe Ser

50

Ser Gly Ser Gly Thr Asp Phe Thr

65

Glu Asp Phe Ala Thr Tyr Phe Cys

Thr Phe Gly Gln Gly Thr Lys Val

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asp Ile Gln Met Thr Gln Ser Pro

1

Asp Arg Val Thr Ile Thr Cys Lys

Val Ala Trp Tyr Gln Gln Lys Pro

Tyr Ser Ala Ser Arg Arg Phe Ser

50

Ser Gly Ser Gly Thr Asp Phe Thr

65

Glu Asp Phe Ala Thr Tyr Tyr Cys

112144454

55

70

85

100

600

107

PRT
NI

&% hul13F5-F7.1C3

600

5

20

35

55

70

85

40

Gly Val

Leu Thr

Gln Gln
90

Glu Ile
105

Ser Ser
10

Ala Ser

25

Gly Lys

Gly Val

Leu Thr

Gln Gln
90

FEESE A0101

Pro

Ile

75

Phe

Lys

Leu

Gln

Ser

Pro

Ile

75

Phe

Ser Arg Phe Ser Gly
60

Ser Ser Leu Gln Pro
80

Ser Thr Tyr Pro Tyr
05

Ser Ala Ser Val Gly
15

Asn Val Gly Thr Ala
30

Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly
60

Ser Ser Leu Gln Pro
80

Ser Thr Tyr Pro Tyr
05

2378 - H241H(F3IK)

1122063558-0
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Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 601
211> 107
<212> PRT
Q213> ATLFY

<220>
<223> &R hul13F5-F7.1C4

<400> 601
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Gly Thr Ala
20 25 30

Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Ser Ala Ser Arg Arg Phe Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Ser Thr Tyr Pro Tyr
85 90 05

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 602
211> 443
<212> PRT
Q213> ATLFY

<220>
<223> & Hu37D3-H9.v28.A4 19G4-S228P.YTE des-KEE##

112144454 FEESE A0101 852388 - H241H(F3IK) 1122063558-0



<400> 348
Glu Val Gln

1

Ser Leu Arg

Gly Met Ser
35

Ala Thr Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Asn Ser

Val Thr Val
115

Ala Pro Cys
130

Leu Val Lys

145

Gly Ala Leu

Ser Gly Leu

112144454

202428606

Leu Val
5

Leu Ser
20

Trp Val

Asn Ser

Phe Thr

Asn Ser
85

Tyr Ser
100

Ser Ser

Ser Arg

Asp Tyr

Thr Ser
165

Tyr Ser
180

Glu Ser Gly Gly Gly Leu
10

Cys Ala Ala Ser Gly Leu
25

Arg Gln Ala Pro Gly Lys
40

Gly Gly Thr Tyr Thr Tyr
55

Ile Ser Arg Asp Asn Ser
70 75

Leu Arg Ala Glu Asp Thr
90

Gly Ala Met Asp Tyr Trp
105

Ala Ser Thr Lys Gly Pro
120

Ser Thr Ser Glu Ser Thr
135

Phe Pro Glu Pro Val Thr
150 155

Gly Val His Thr Phe Pro
170

Leu Ser Ser Val Val Thr
185

FEESE A0101

Val Gln Pro Gly Gly

Ile Phe

Gly Leu
45

Tyr Pro

60

Lys Asn

Ala Val

Gly Gln

Ser Val

125

Ala Ala

140

Val Ser

Ala Val

Val Pro

52398 -

15

Arg Ser Tyr

30

Glu Trp Val

Asp Ser Val

Thr Leu Tyr

80

Tyr Tyr Cys

95

Gly Thr Leu

110

Phe Pro Leu

Leu Gly Cys

Trp Asn Ser

160

Leu Gln Ser
175

Ser Ser Ser
190

H241E(FAIR)

1122063558-0



202428606

Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
195 200 205

Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro
210 215 220

Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe
225 230 235 240

Pro Pro Lys Pro Lys Asp Thr Leu Tyr Ile Thr Arg Glu Pro Glu Val
245 250 255

Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe
260 265 270

Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro
275 280 285

Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr
290 295 300

Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
305 310 315 320

Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala
325 330 335

Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln
340 345 350

Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly
355 360 365

Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
370 375 330

Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
385 390 395 400

112144454 FEESE A0101 $2408H - H241H(F3IK) 1122063558-0
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Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu
405 410 415

Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
420 425 430

Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly
435 44()

112144454 FEESE A0101 $2418 - H2418(F3IK)

1122063558-0
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[ S0 H R S 5uE ]

[E5°KIH1 ]

—fESE G N AN ETaulNE o2 bife - HbZhieas

a)yEl & SEQ ID NO: 42 7 B A fe 7 5IHVHVR-HI ; & & SEQ ID NO:
43 2 A B Fr FIEYHVR-H2 © & & SEQ ID NO: 44 2 fg B By /7 511 Y
HVR-H3 ; ®-&SEQ ID NO: 457 B EEE FFY/AVHVR-L]1 ; @& SEQ ID
NO: 46 7 fe F e FF 7IAYHVR-L2 ; K & SEQ ID NO: 47 2 f BL % 7 71|
fIHVR-L3 ;

b)f & SEQ ID NO: 62 7 W B 7 i HVR-H1 ; & & SEQ ID
NO: 63 7 B E R 7 7IfVHVR-H2 ; A& SEQ ID NO: 64 .7 [ K [z 7 511y
HVR-H3 ; & SEQ ID NO: 657 & f% 75 FVHVR-L1 ;: & &SEQ ID
NO: 66 fgZ: e FF 7IAYHVR-L2 ; K £ & SEQ ID NO: 67 2 fg £ % 7 71|
fIHVR-L3 ;

c)fL & SEQ ID NO: 32 i B FF 5§y HVR-HI ; & & SEQ ID NO:
332 W B Fp FIAYHVR-H2 § 815 SEQ ID NO: 34 2 {7 £ B ¢ 51 HY
HVR-H3 ; & SEQ ID NO: 357l A B 7 7IAYHVR-L1 ; & SEQ ID
NO: 367 fe Al FF7IAYHVR-L2 ; K & SEQ ID NO: 37 2 fg BL % v 71|
fIHVR-L3 ;

d)f & SEQ ID NO: 52 2 WA B 7 ¥IHWHVR-H1 ; & & SEQ ID
NO: 53 7 B E R 7 7IfVHVR-H2 ; A& SEQ ID NO: 54 7 B K [z ¥ 51 1Y
HVR-H3 ; 8 &SEQ ID NO: 557l A B 7IHYHVR-L1 ; & SEQ ID
NO: 56 7 R Z e FF 7IAYHVR-L2 ; K & SEQ ID NO: 57 2 fg B % > 71|
fIHVR-L3 ;

5 1 HEEHHEH A ERE)

C261061PA docx

112144454 FEESE A0101 1122063558-0
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e)@ & #EEHSEQ ID NO: 72302 f B FE FFFIAHVR-HI ; &
#ESEQ ID NO: 73 %303 AR F5HAYHVR-H2 ; #EEHSEQ ID

NO: 74 304 7 F B /% Fr @V HVR-H3 ; #EH SEQ ID NO: 75305
2 W E B YA HVR-LI ; BEEHSEQ ID NO: 76 306 B £ FE
HIBJHVR-L2 ; K14 # 5 SEQ ID NO: 77 K307 & FE 5By HVR-
L3

f)f & SEQ ID NO: 212 7 XE: & F5IHHVR-H1 ; & & SEQ ID
NO: 213 7 R R 7 7IHVR-H2 ; H & SEQ ID NO: 214 7 Kz 7 5]
FJHVR-H3 ; A& SEQ ID NO: 2157 A M FFIAYHVR-LI ; A& SEQ
ID NO: 2167 B R FH|AIHVR-L2 ; K-S SEQ ID NO: 2177 B £
B 7 7Y HVR-L3 5 2

g)E &SEQ ID NO: 1127 k&5 IAYHVR-H1 : & &SEQ ID
NO: 1137 B E R F5IAYHVR-H2 ; & &SEQ ID NO: 114 7 B 7 5]
FYHVR-H3 ; &1-&SEQ ID NO: 1157 R FFIFHVR-L1 ; &4 SEQ
ID NO: 1167 BERE FH|AIHVR-L2 ; K-S SEQ ID NO: 1177 B
% Fp Y HVR-L3 -
[F5°KIH2])

WMEERKFN &2 iife  Hbzinka

a)fl & B1SEQ ID NO: 40 % /0 95% — ¥ > ¢ %I 4y = ## 0] & &
(VH) ;

b)f & BLSEQ ID NO: 41 % /0 95%— 8 ~ Fr 5l #Y & g 1] & &
(VL) ;

¢)d(a)F 2 VHE @(b)+ Z VL ;

2 HEEHHEHHERE)

C261061PA docx

112144454 FEESE A0101 1122063558-0



202428606

d)fl & B SEQ ID NO: 60%F /) 95% — % 7 Fr %I iy = ## 0] & &
(VH) ;

e)f & B SEQ ID NO: 61 % /0 95%— 5 > F¢ %I By 85 i 0] & &
(VL) ;

£)41(d)d 2 VHE 4 (e) 2 VL :

g)fl & B SEQ ID NO: 30%F /0 95% — % 2 Fr %I /Y = ## 0] & &
(VH) ;

h) 5, & BLSEQ ID NO: 31 % /0 95%— 8 > FF 45l §Y & §i 0] & &
(VL) :

D#0(g)F 2 VHE 40 (h)$ 2 VL ;

VA& BSEQ ID NO: 50%/095%— 8~ I Ay & 0] & & (VH) ;

k)E & B SEQ ID NO: 51 % /0 95% — 5 > F7 5l /Y i § 0] % &
(VL) ;

DGYF 2 VHE 20 (k)F 2 VL ;

m)E = Bl#EE H SEQ ID NO: 70 ~ 30024525459 7 5l £ /0 95%—
2 Ay E i r] & (VH)

n)E S B#EE 5 SEQ ID NO: 71 ~ 301 f2460£ 467 2 F5 2 /0 95%—
B HIHY S g v 8 (& (VL) S

o) (m)4 ~ VH K Wl (n)H Z VL ;

p)E B SEQ ID NO: 210% /0 95%— ¥ 2 JF 50y & ## 0] & &
(VH) :

q)El & BLSEQ ID NO: 211 % /b 95% — 5 7 J5 4l By & 4 o] % [

(VL) ;

5 3 HEEHHEHHERE)

C261061PA docx

112144454 FEESE A0101 1122063558-0
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DA(p)F Z VAR W () Z VL

s)fL & B SEQ ID NO: 110 % /0 95% — 2 2 FE %I #Y = §# ] & &
(VH) ;

t)H & BLSEQ ID NO: 111 % /0 95% — 5 > F¢ 5l fY § §# o] 8 &
(VL) ; B¢

W (s)+F Z VHR A (HH 2 VL -
GRREE)|

WMFERBEI Koo iifg HeZnsas

a)fl & SEQ ID NO: 40 7 %I #y 5 ## 1] 8 [& (VH) >

b)fl & SEQ ID NO: 41,7 F %] Y #8 §# o] 8 & (VL) ;

)il (a)f Z VHE (b)) 2 VL ;

d)H & SEQ ID NO: 60~ ¢ 51| fy 5§ 0] % & (VH) ;

¢)fl & SEQ ID NO: 617 F %Il {8 §# o] 8 & (VL) ;

£)41(d)d 2 VHE 4 (e) 2 VL :

g)B & SEQ ID NO: 307 A0y E # 0] & & (VH) ;

h)f & SEQ ID NO: 31,2 F7 %] 9 # § 1] 8 & (VL) ;

D0 (g)F 2 VH R 20 (h)$ 2 VL ;

)EESEQ ID NO: 50 7 F 51| HY 5 ## 0] % [& (VH) ;

k)& SEQ ID NO: 512 F7 31| 9 # §# 1] % & (VL) ;

DG 2 VHRE () HF 2 VL ;

m)fl & H SEQ ID NO: 70 ~ 300 K452 % 4597 FE %I Yy & § 0] 8%
& (VH)

n)fl & B H SEQ ID NO: 71 ~ 301 K460 % 467 7 ¢ HIl fy 5 f 1] 2 &

5 4 HEEHHEH A ERE)

C261061PA docx

112144454 FEESE A0101 1122063558-0
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