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A,
Weol
g_gggggwtgaagtccaaﬂtggtwgaaagﬂggtggkogtﬂtggtgﬂjtﬂﬂgggﬁggﬂ
A M A E YV O L V E 8 G G G L WV P G G S
ctchtctgtcgtgtgcggcgtcgggtttt%cbtt ag@tcttatgcgatgagctgggtt
L R L 8 A A S G F T P S 5 Y A M 5 W OV

cgtcaggctccgggtauaggcctggaatgggtvtCLQOaattagtggttccggcggttcg
R Q0 A P G K G L B W VvV 8 A I &8 G B8 G G b5
acctattacgctgatagegtgaaaggeegtttcaccatectetecgegacaacacgaaaaat
T Y ¥y A& D s vV K ¢ R ¥ T I 8 R D N T K N
agtctgtacctgcaaatgacctctoctgecgogeagatgacacggctttttattactgogtt
s L Yy L g M T 8 L R A D D T A F Y Y C ¥
gatttcggteogggetatggotaceggetggtttgactactggggtecgggeacecetagty
b ¥ G P G Y 66 T G W ¥ D Y W G P G T L V

Xhol Nhel
Accgtctcgagt ggtggaggeggttcaggoggaggtggctetggeggtggegetagg
T VvV 8 G ¢ 6 6 & 6 ¢ 66 6 &5 6 G 6 A 8

cactgtqtqctqacteaqﬂcaucctcqqtqtctqaaacccccaqqcaqaqqq caccatc
o &£ v L T g P P S5 VYV S E A P R O R VYV T I

Pmll o CDRI---mmme e -3

acatgt tcetggaageagetocaacatcecggaaataatgetgtaaactggtacecageagete
T 5 G S 8 & N I G N N A YV N W ¥ g O L

Pstl Wotl
Coagggaaageocctaagetectgatetatgetbgcaggt gtygctggyt gcggpcgp»mgznmo:zm;
P G K A P K L L I Y & A G A (SEQ ID NO: 3537
Figure 2A

Nceol
gocatggotgaagtorsactggtcgaaageggbgatggtctggtgogtoeocgggeggoehac
A M A E YV O L ¥V B & G G G LV R P G G 8
ctccgtctgtcgtgtgcggcgtcgggttttac bttt agctcttatgcgatgagctgggtt

L R L A FTOF S 858 Y A v
cgtcaggctccggqtacagccutqgaatgggt tccccaattagtggttccggcggttcg
R Q0 A P G K G L E W V & A I &5 G 8 G 8

acgtattacgctgatagegtgaaaggeegtitea Cuatctctcgcgacaacacgaaaaat
T Y Yy A b s V K ¢ R F T I 8 R D N T K N
agtcfgtacctgcaaatgacctctctgcgcgcaga gacacggctttttattactgogtt
LY L ¢ M T S8 L. R A D D T A F Y Y OV
g%tttﬁggt@ﬂgggctotg@tacogg@tgjfttgac#a@tggggtccgggﬁacccfggtg
D ¥ G P G ¥ G T G W F D Y W G P G T L WV

Zhol Nhel
Accgtgtogagt ggtgoaggcggttcaggcggaggtggectctggeggtggcgetagc
T v 5 & G ¢ G G 8 G G G G 8 G G G A B
gacatccagatgaccoagtctecatectecetgtectgeatectgtagyagac gagtu cC
DI 9 M T g S P S5 s L S A S5 VvV G D voT

Pmll €C--CDR1----nmn 2>

atgacatge cgggcaagtcagageattageagetatttaaattggtatcageagaaacoa
I T C R A & Qg & 1T 8§ 8 v b N W Y Qg @ K P

Pstl Notl
Gqcaaaqcccctaag“tcctgatctatq_gt;g_g@ggf gtgctgggt GCUgCCUC(SEQ ID NO: 354)
G K A P K L L I Y A A G v oL G A A (SEQ ID HO: 1355)
Figure 2B

RECTIFIED SHEET (RULE 91) ISA/EP
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ggctgecogegtatoctgatgegttgeaaacaggactcagactgoctggeoggetgegta
G ¢ p R I L M R €C K O D & D C L A G C V
tgoggtocgaacggettotgegggsee m wo: 356)

cC G P N G F € G (sEQ 1m0 wO: 357

Figure 3A

i RQRVTITCsgs ssnignna VNWYQQLP
ii RQRVTITCxxx —CPRILMRCKQDSDCLAGCVCGPNGFCG X xNWYQQLP
11iRQRVTITCgxx xCPRILMRCKQDSDCLAGCVCGPNGEFCG X xNWYQQLP
iv KAPKLLIY ydd 11pSGVSDRES
v  KAPKLLIY AAZ xCPRILMRCKQDSDCLAGCVCGPNGFCG —XXSGVSDRES
(SEQ ID NOS: 358-362)

Figure 38

Nhel
getagecagtetgtgetgacteagecacecteggtgtetgaagoccocecaggeagagggto
A 35 Q S5 VvV L T ¢ P P 5 V S5 E A P R QO R V

Pmll
accaltcacgtgtvnsvosvnstgcccgegtatectgatgegtigecaaacaggactcagac
T 1 T C X ¥ X ¢ P R I L M R C K Q D S8 D

Mfel
tgcctggeocggectgegtatgeggtecgaacggettetgegggvnsvnecaattggtaccayg
c L A G C V C G P N G F C G X X N W Y Q

T > I———=FW2———

Notl
cagctcccagga €~Vlambda library-> accgtcctaggtcageccgeggecgca
o L P G T vV L G ¢ P A A A
R R 4 L FW4 I

(SEQ ID NOS: 319 & 320)
Figure 3C

RECTIFIED SHEET (RULE 91) ISA/EP
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Nhel
gctagcgacatccagatgacccagtcetecatectecectgtectgecatctgtaggagacaga
A 5 D I ¢ M T ¢ S5 P 5 5 L 5 A 5 V G D R

e Wlmm e e e e
Pmll
gtcaccatcacgtgtvnsvnsvnstgcccgegtatectgatgegttgeaaacaggactca
v T 1 T ¢ X X X ¢ P R I L M R C K Q D 5

Mfel
gactgcctggecggetgegtatgeggtecgaacggettetgegggvnsvnecaattggtat
p ¢ L A G C V C G P N G F C &6 X X N W Y

---------------------------------------- > I---FW2-
Notl
cagcagaaaccagg €--V kappa libraryv--—2atcaaacgtaccgcggccgea
Q 0 K P I K R T A A A
—==FW2====-> C---FW4---1

(SEQ ID NOS: 321 & 322)
Figure 3D

Nhel
gcectageccagtectgtgectgactcagecacceccteggtgtectgaagececcaggecagagggte
A 5 Q S5 vV L T O P P 5 VvV S5 E A P R Q RV

Pmll
accatcacgtgttctggaagcagetcecaacatcggaaataatgcetgtaaactggtaccaqg
T 1 T ¢ 5 G 5 5 S N I G N N A V N W Y O

Pstl
cagctcceccagggaaagceccctaagetectgatctatgectgecagnsvnstgeccgegtate
9 L P G K A P K L L I Y A A X X C P R I
~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ > €~ EETI-II

ctgatgcegttgecaaacaggactcagactgectggeccggctgegtatgeggtecgaacgygc
L M R C XK ¢ D & D C L A G C VvV C &G P N G

BspEl
ttectgegggvnsvnsteccecggagtctetgaccgattectetggetece<~vianbda library->
F C G X X 5 G VvV 3 D R EF S G S5
————— T oo W3 e e >

Notl
accgtcectaggtcageccgeggecgea (SEQ ID NOS: 323)
T v L G @ P A A A {SEQ ID NOS: 324)

Figure 3E
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Nhel

gctagcgacatccagatgacccagtetceecatecteectgtetgeatetgtaggagacaga
A s D I ¢ M T O 5 P 5 5 L s A S5 V G D R

Pmll

gtcaccatcacgtgccgggcaagtcagagecattagecagetatttaaattggtatcageaqg
v T 1 T C R A 5 O S5 I £ S Y L N W Y © 0

Pstl
aaaccagggasagceccctaagectcectgatctatgetgecagnsvnstgececgegtatectyg
K P G K A P K L L. I Y A &A X X C P R I L

------------------------------- 2> &- EETI-II

atgcgttgcaaacaggactcagactgcctggeecggetgegtatgeggteccgaacggette
M R C K ¢ b 535 b C L A ¢ C VvV C G P N G F

BspEl
tgecgggvnsvnstecggagtoccatcaaggttcagtggeagt<~V kappa library->
c 6 X X 5 66 vV P 5 R F S5 G S

Notl
Atcaaacgtaccgcggceccgeca (SEQ ID NOS: 325)
I K R T A A A (SEQ ID NOS: 3206)
C-—-FW4---1I

Figure 3F
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A
10 20 30 40 50

RDLEVVAATPTSLLISwdapavtvrYYRITYGETGGNSPVQEFTVPgsks

60 70 80 90
TATISGLKPGVDYTITVYAVtgrgdspasskpISINYRTET (SEQID NO: 28)

B.

MSNVNTGSLSVDNKKFWATVEssehSFEVPIYAETLDEALELAEWQYvVpa
beta beta alpha

gfEVTRVRPCVAPK (SEQ ID NO: 29)
beta

Figure 20
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Al CAASGFTIFS
(SEQ ID NO: 327)
Aii  CAASGFIFS

WVRQAPGKG(SEQ ID NO:

Bi PGKGLEWVS
(SEQ ID NO: 329)
Bii PGKGLEWVS

(SEQ ID NO: 330)

Ci DTAEFYYCVD
(SEQ ID NO: 331)
Cii DTAEFYYCVD

(SEQ ID NO: 332)

Di VGDRVTITC
(SEQ ID NO: 333)
Dii  VGDRVTITC

WYQQOKPGKA(SEQ ID NO:

Ei KAPKLLIHD
(SEQ ID NO: 335)
Eii  KAPKLLIHD

(SEQ ID NO: 336)

Fi PEDFATYYC
(SEQ ID NO: 337)
Fii PEDFATYYC

(SEQ ID NO: 338)

Gi APKLLIYAA
(SEQ ID NO: 339)
Gii  APKLLIYAA

(SEQ ID NO: 340)

XX

XX

XX

XX

XX

XX

GV

XX

24/28

syams
CPRILMRCKQDSDCLAGCVCGPNGECG
328)

aisgsggstyyadsvkg

CPRILMRCKQDSDCLAGCVCGPNGECG

fgpgygtgwidy

CPRILMRCKQDSDCLAGCVCGPNGECG

rasgsissyln

CPRILMRCKQODSDCLAGCVCGPNGFECG
334)

asslgs

CPRILMRCKQDSDCLAGCVCGPNGECG

ggsfsiplt

CPRILMRCKQDSDCLAGCVCGPNGECG

CPRILMRCKQDSDCLAGCVCGPNGECG

CPRILMRCKQDSDCLAGCVCGPNGECG

Figure 28
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RETISRDNT

RETISRDNT
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tgcggtccecgaacggettetgecggaageggecagegatggeggtgtgtgeccgegtatectyg

¢ 6 P N G F C G 8 G 5 D G G Vv € P R I L
__  LOOPS > < LOOP6 > < _ LOOP1

atgegttgcaaacaggactcagactgectggecggetge(SEQ ID NO: 341)

M R C XK O D 8 D € L A G C(SEQIDNO:342)

> < LOOPZ > < _LOOP3 >

Figure 29A
i RVTITCsgs ssnignna vNWYQQLP
(SEQ ID 343)

ii RVTITCxxx — CGPNGFCGSGSDGGVCPRILMRCKQODEDCLAGC X xNWYQQLP
1iiRVTITCgxx X CGPNGFCGSGSDGGVCPRILMRCKODSDCLAGC X xNWYQQLP
(SEQ IDs 344 and 345)

iv KLLIY ydd 11pSGVSDRFES
(SEQ ID NOS: 346)
v KLLIY AAZ x CGPNGFCGSGSDGGVCPRILMRCRODSDCLAGC gxxSGVSDRES
(SEQ ID 347)

Figure 29B

Mhel
gctagceccagtcetgtgectgactcagecacccteggtgtectgaagececccaggcagagggte
A S5 Q S5 V. L. T ¢g P P S5 V. S5 E A P R Q R V

Pmll
accatcacgtgtvnsvnsvnstgecggtecgaacggettectgecggaageggecagegatgge
T I T C X X X C G P N G F C G S G S D G

ggtgtgtgcccecgegtatcctgatgegttgecaaacaggactcagactgectggecggetyge
G v ¢ P R I L M R C K ¢ D s D C L A &G C

Mfe 1 Notl
vnsvncaattggtaccageagetecocagga €-Viambda Iibrary-—>
geggecgc(SEQ ID NO: 348)

X X N W Y © 0 L P G (SEQIDNO:349)

I-=-=-FW2-====—————— ->

Figure 29C
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Nhel
gctagceccagtectgtgctgactcageccacccteggtgtetgaagececccaggcagagggte
A 5 Q 5 vV L. T ¢ P P 5 V 5 E A P R Q R V

e e Wl e e e
Pmll
accatcacgtgttctggaagcagetcecaacatcecggaaataatgetgtaaactggtaccaqg
T I T € s 66 s % 8 N I G N N A V N W Y O

Pstl
cagctcecccagggaaageccctaagetectgatcectatgetgecagnsvnstgecggtccgaac
Q L P G K A P K L L I Y A A Z X C G P u
---------------------------------- 2> &- EETI-II

ggcttctgcggaageggcagegatggeggtgtgtgeccgegtatectgatgegttgeaaa
G F C 66 S 6 5 D G G V C P R I L M R C K

BspEL
caggactcagactgcectggcecggectgegggvnsvnsteccggagtectectgaccgattetet
Q b 5 D C L A G C G X X 5 ¢ V 5 D R F 5

————————————————————————— > I-—========FW3-~—mmm—
Notl

ggctcc<-Vlambda library->accgtcctaggtcageccgeggeege(SEQ ID NO:

350)

G S T vV L G 0 P (SEQIDNO: 351)

e

Figure 29D
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