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Figure 2A. Y61 Heavy Chain CDR Hl Mutagenesis

CDR H1
SEQ ID nfnfnolwlwlw wlwlw] Ko VeI Mutageneuie: 130 7
NO: SRR N9 =] (x 10%) es000
21 lvel [F|T|F|s{s|YlcIMIA g oo
288 T TET. .| 22.8 g
289 NRNER 16.8 oo
290 <d.f.1Y. of . 31.9 .vrvunnczxwus
291 R . |H][. 29.6
292 . K. 22.5
293 AR T 24.5
294 ; N[ LT 30.1
295 R T 1.1 32.0
296 INNEERENE 23.3
297 el v efefod. 39.9 Y61 Mutagenesis: K31
298 L. IT. 20.7
299 Wl l.1.1-1.1_ 21.6 e
300 BT 21.9 % o
301 A kT T 12.0 coos
302 NNRNEG 24.9 )
303 ol lY .. 39.8 T RY { H S8 EAWNGI SRS
304 L. 30.9
305 ERRER 66.4
306 1. IN 19.1
307 L1 1o 15.2
308 NN 71.6
309 SR T 20.5
310 P P 33.4 Yot Mutagenesis: 12
311 . |E .1.] 229.0 000
312 ATV 08 .1.] 383.0 g o
313 AT 08 1.1 157.5 £ com
314 LN TTS 33.7 B oo
315 J AT, 46.1 ° ;
316 T TRT. .| 448.5 RENELA LTV HY
317 AT TN 1.1 297.0
318 A LI T 148.0
319 J T A4 BT-T-T.T 165.5
320 g0 A VT T T 1335
321 AT T T T 22600 .
322 J LTI T T.1 16005
323 AT Ao T 15200
R e
326 et lote].istL . 39.9 . onus
327 g T YT 250.5 G oo
328 N -] 30.8 £ o
329 J 0. el T 17.8 000
ggg """c" 13;'3 CCVlVEPOSNAIlO
332 IRNERRRR 21.5
333 AR ENEE 250.0
334 EERERNEP 159.5
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Figure 2B. Y6l Heavy Chain CDR H2 Mutagenesis
CDR H2
SEQ ID wmm‘"wmummwmmmmrm’osm Kace
NO: S| O} N1 Gt O} v —af ol D S bsf Sj W U (x 10%)
19 Y6LIFII{RIY|DIG|SIN|K|Y|Y{A|DISIVIKIG
335 El. Aol {. 34.7
336 Cl.l.l.1.4. . . L.l 28.5
337 Yi.l. Jd... Li.1.123.0
338 Hi.{.1.]. . ool 3009
339 Ki.|. . . Lol 61,2
340 Ni. NENRE 1T .t 34.4
g:; 2 : : Lo ;gg r Y61 Mutagenesis: HsQ
. el e dai | . 0 0008
343 L. T 44.0] | = oome|
344 Fl. 1.1 1 1. .. 20.4] | § ooos
345 LJEI. 1,11 31.81 ] ¥ oo
346 .1.181. Jioblot, o 29.2 [
347 Y. . Li.i 29.8 K t @ E N H € Y 1 F
348 .JHI. N b o 40.7
349 1. 4Kl Jdeldl. 1.1.i 26.2
350 SGRELL. . N N .1t 20.6
- 351 L1014 . d. LT i.i.i.01 28,8
352 .|T}. . o it 37.4 ver
353 NP .11 32.1 0008 Mutagenesis H&2
354 gt oL Ctodedod 17301 = o008
355 vi. it 31.7] | § oo
356 NEANNER 1. i.i.t 34.71 1 8 oooe
357 AW L L 1.1 1.1.1_35.1 .
358 . D). K Aol 15,1 H T WL G EVY S$Q KR A
359 . . |E}. . . Liloi.: 39.9
360 <1 NI ot Jl.i.1.t 36.8
361 NN Wi .. 61.1
362 KT 1 1.1...1. 158.0
363 JEWIR) LT T TREER: 166.5
364 1. INY. BE I 72.7 Y61 Mutagenasis: H53
365 NEIE 1., 79:2]| . %@
366 At L LT T 1.. 60.0|| g9 -
367 1. 1. 1Al NRANNE ... 40.4]|8 °%
368 .11V ENNNE Cii.: 4403 X
ggg sdLddod. i-!-‘lgg‘i’ FREKL!QNYTVAESGOD|
S . [ .
371 .. AR i.b.0 168.5 g
372 . Di. . Ceie 45,5 ‘
373 .0, El. 1. R 35.1
374 . .18]1. . . Cd 37.3
375 A NEIN 1T 1. 64.6 e VU1 Mutsgenesia: HE4
376 .. K. . e 40.7 :
377 ) R - T 2.5 g::i
378 MALKINE N RN TRENE TV S 5 gy
379 .. 1.10]. IR 31.6 )
380 Ll T i e 64.4 ¢ +. T © ® v x 8§ € 0 R 0
381 LG, . bbb oo 17.8
382 iLl vy, i . 43.5
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Figure 2C. Y6l Heavy Chain CDR H2 Mutagenesis

CDR H2
SEQ ID umugwmmmmmu‘m,mmmm}m Keee
NO: owwyunmmqmwo’www‘h"ﬂl (x 10%
19 YOLFITIR|YID]GI{S|N|K]Y]Y[A|D|S|VIKI|G
383 ARG REEEEn 66.3
384 ofe . [N IS F-3 [NON SO IO R IO IR IV (R 62.4
YU MuMigenerin Msq
385 AT AT T 39.0 .
386 edefoefedetetaHE L] .‘. . -,. 42.0 T 4.0008
387 N[ 0.1 -]-1-] 38.5 ;::
388 T . . 23.5 N
389 1G 1. 27.2 A
390 M. 38.3
391 ot L. 26.4
392 IS IR IR I IS S B o SR I 16.9
393 slefefotlsl-toiP}. . 29.9
394 AT T T FEA T 345 e
395 cdefetedell ot Bt ] 41.5 con
396 T LT T R 54.1 e
397 delatateta. Y. . 31.0 i g:::
398 et oottt INT. . 83.1 | .
399 AT T v . 52.4 A
400 IR AEER . 73.0
401 bt T I T T .]-1 65.7
402 efeteleletedatel-iPi.}.1- 4. 62.8
403 AEEENARAEEGENE 79.4
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Figure 2D. Y61 Heavy Chain CDR H3 Mutagenesis

CDR H3 Y61 Mutagenesis: H95
SEQ ID ]
NO: &la|35|8]eis (xKT(;’) o 0o
8 0.002
17 |Y61|H|G|S|R|DI|N ' 8 0.001
404 El. 1. T 1~ 231.5 ! B
405 sl. 1. 1-.1.1- 193.0 : 0
406 il. . 1.1-1. 28.7 ’ FPEKTSALQH
407 K{.1.01-1-1. 227.5 ,
408 ol . . 1.1T-T1- 85.9 !
409 T 202.0 :
410 A 1. 1. 150.0
411 L 11 147.5 :
412 Pl.1. 1. 471.0 ! Y61 Mutagenesisc H96
113 Fl.].1-1-1- 514.0 5
414 ol.l.1.1. 223.5 .
415 Jel L. T, 24.2 3 0002
416 inl. 1. T. 23.7 @
417 RI- 1.1 .1 6.2 g 000
{18 Tl 1-1.T. 186.0 = 0
419 LdGH. L LT 39.7 LOIT MWTPRGV CH
420 v L 1w 38.2
421 M 1 204.5
422 L . 1. 261.0
423 i 1 207.5
424 L[ P 1. 129.0
425 S1W) . -1 . 197.0 Y61 Mutagenesis: H97
426 .1.1D 1. 202.0
427 .1.18 1. 37.5
428 Y . ] . 273.0 o
429 8. 1.1.] 190.5 g 0co2
430 IR T.T1. 224.0 2 0.001
431 N[ 1 [T 221.5 -2
:gg 'g o zgg-g PYWGRNIDHFATS
434 1AL T.T. 143.0
435 NS - 1. 208.0 -
436 1. 1.1® L 1. 300.0
437 w11, 239.0
438 NNENNE 180.5
439 i Hl.1. 25.5 Y61 Mutagenesis: H98
440 1. R|.|. 34.0
441 T, 1. 22.7
142 AL, 67.3 o o008
| 443 N V.. 29.3 ¢ 0.0006
| 444 . Ll.1. 59.8 2 0.0004
445 1. (.1, 34.3 T 0.0002
| 446 . Fl.|. 68.8 0
| 447 l.-1.1.1pl. 14.4 i FA L | R V H T
448 1. 1.1.1sl. 34.9
449 3 1Y 465.0
450 H] . 327.0
451 R{. 110.0
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Figure 2E. Y61 Heavy Chain CDR H3 Mutagenesis

CDR H3

NO: Njionhivjo Pl Pt (x 105) Y6t Mutagenesiss H101

17 [Y61|H]G]IS|HIDIN __ 0008
452 L. NT|. 223.0 3 o002
453 . G 375.0 £ oot
454 A 106.5 * o
455 v 163.0 Y 6 H N V &t R A §
456 I!. 162.5
457 . |s 32.5 ,
458 H 18.0
459 K 40.5
460 . IR 57.5 Y61 Mutagenesis: H102
461 _IN 40.3
162 - T 33.3 o peont
463 .| . |G 69.2 § 0.0004
464 L T A 38.2 Eﬂmﬁ
465 O I IS IR I 0 2 85.6 P It LG RKNAT SF WH
466 L1 . NEE: 99,6
467 LT 1. T 1p 181.5
468 1T 1. W 23.5

469 . |F 31.8
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Figure 2F. v61 Light Chain CDR L1 Mutagenesis
I ] CDR L1 ]

SEQ ID [SIENY

NO: zmgz;;ggg/ggg;](x"i‘é,,

22 Y61|SIGIGIR]|S|N|T|G|S|N|T vkl ] .

470 S L Lol L] 22.6 ] Vo1 Mutagenesis: L3

471 gl el L] 18.6 ] _ o008

472 L T T s T 21.1 | T 00008

473 A4 T Y TS 48.3 | ,x,gm

b

:;14 AT T KT 34.6 | o

5 et d et UIRT 18.2 Y K P T 0 s ¢ Rr
476 N]|. 16.6 i
477 T 22.6

478 pl. 1. 25.0 L

479 . bl . 1.1 58.0

480 . . El.J1. 38.4

381 ST 39.2 Y61 Mutagenesis: (31

482 YL T 35.9 _

483 S e o] 31.s fg.’m

484 . . . KT T 3301 & 0.000¢

485 eyt IR T 2209 g ool

486 dep.let. .. 29.2 D S EGY K HT QN M i
487 R NP .| 30.9 .

488 ded b T T 6L . .0 36.6

489 . J 4T M T 1 1T 174

490 . . NERR 9.7

491 T . J. [ an] T 25.2

492 TN . . . Jcf. 1.1 381.5 o1 Magorne L33

493 Je . Lt Is(- - T 191.0

494 . gt T T 21,3 -

495 4 e 1T 2600 T e

496 SN NNENNENIEE 31.8 Lo

497 of. .IR[.].[ 690.0 “ .

498 . . Nl 1.1 196.5 Reat Nt AV ko vy
499 . |o]. 247.0

500 1. . R Jo el 1T 241 -

501 Al T 1 190.5

502 . . . vl T.1164.5

503 1. R S0 215.5

504 . 0T T T is4.0

505 P 42.4
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Figure 2G. Y61 Light Chain CDR L2 Mutagenesis

CDR L2
SEQ ID wn|wfun|wn|wv]n]n Kote
NO: OIIN[W djut]on (x 105)
. 20 |Y61|G|N|DIQ|R|P|S |
' 506 D R 34.8 ]
507 Ef. 61.7 Y61 Mutagenesiss L50
508 cl. 46.7 .
509 st. 1.7, 28.6 F oom
510 Yi. 007 17.4 g 0001
511 H|. 76.1 -
512 K[ . 1. 242.5 :
513 "l - : YO FKIMNELCRPVWADQNSTGY
514 N|. 30.5
515 ol. 34.8
516 o T 27.2
517 Gl 1. 1.1-1T.1- 21.5
518 Al 37.2
519 vi. 38.5
520 MiLTUTUTA T TS 95,3
5§21 AR NE 61.6
522 .. - T.T. 120.5
523 el . T - 1.1, 41.0
524 LIEENER 38.2 Y61 Mutagenesisl. L53
525 Fl. L1 T 1.1, 3,476.7
526 1. si.l.]. 86.6 = oo
527 L. Yl. . 73.3 S
528 AR 61.4 § ooms
529 .0 Tel. 29.7 * o
530 AL T T T 83.4 FP 8 1 T Y R A a
531 A0 AT, 55.4 -
532 NN - 85.5
533 Jd.0. e LTS 97.4
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Figure 2H. Y61 Light Chain CDR L3 Mutagenesis
CDR L3
SEQ ID mwwto’\o’\owgggw[\o Koer
NO: wlop=iniwiainl Zlgial ]~ (x 10%)
18 Y61 |QIS|YID[{RIGIT|HIP|AILIL
534 L. D L. 25.9
535 cl. 45.3
:g‘? i . 2(1) Z i Y51 Mutagenesis: 192 )
. . . . . i !
538 N ; 34.7 ;o Ooe f
539 .1o]. . 42.7 © g oooos [,
540 T. X 40.8 I 5 ooz ;
541 1G], 34.9 ! ° i
542 Al . 1. 35.7 | PWrtveforacwns ol
543 L 72.8 i ,'
544 .0 61.8 | :
545 W 72.0
546 . Fl. 44.9
547 .. 1.0D NINE 34.3
548 . C . 32.0
549 I3 34.1
550 . Y 1. 33.5
55) . .{R|. LT 19.9
5§52 AL T OTNT. . 31.6 Y61 Mutagenesis: (93
553 Jd.r.t.10l. . . 30.0 20008
554 . LTS 1. 31.6 % 00006
555 . G| . NNE 39.2 8 00004
556 A L. 1. 31.0 E°-°°°;
::Z . v P ggz GPWOSYCNTALQIMYR
. LM .. .
559 L. LT . . 30.0 .
560 eI NS 29.5
561 d.t.1.TeT. .1, 34.9
562 BRI BNEE 34.9
563 RNE BIINENAE 25.3
564 Jd. b e T T 52.0
565 AL s 11 28.7
566 J. Y- 1. . 13.1
:g‘; . i : ) . .. ;g ;’ Y51 Mutagenesis L84 :
569 NNBREIIEE . 13.7 . 0.0008 :
570 NNNNINNENE 25.0 3 00000 :
571 . BN L1, 30.5 E Bgouo ¢
572 L Tel.T. 1. 25.6 20 !
573 ot T TAT. . 52.6 ACVPTWSIGOQULEFRHNY|
574 LT TV LT, . 35.1 : |
575 1 Tl 111 24.4 ’
576 T, .. 27.6
577 NENEIRE R 33.2
578 IRENNCINE 29.3
579 A0 T TFRLL T L1.1. 23.6
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Figure 3: In vivo efficacy of J695 in'cynomolgus monkeys
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Rat IgG (n=10)
T c1115(n=1g)

Mean arthritic score

]
u 20 % 40 0 0 0 g g0
Days atter Cll Immunlzation
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FIGURE 4






