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FIGURE 1A FIGURE 1B
CGC AGC CGC CTC GTG GCT ATA ATA ATC CAG GAT GCT CAG GGG TCA 780
ATG GGG TGG CTT TGC TCT GGG CTC CTG TTC CCT GTG AGC TGC CTG -31
Met Gly Trp Leu Cys Ser Gly Leu Leu Phe Pro val Ser Cys Leu -11 Arg Ser Arg Leu Val Ala Ile Ile Ile Gln Asp Ala Gln Gly Ser 260
CAG TGG GAG AAG CGG TCC CGA GGC CAG GAA CCA GCC AAG TGC CCA 825
GTC CTG CTG CAG GTG GCA AGC TCT GGG AAC ATG AAG GTC TTG CAG 15
val Leu Leu Gln Val Ala Ser Ser Gly Asn Met Lys Val Leu Gln 5§ Gln Trp Glu Lys Arg Ser Arg Gly Gln Glu Pro Ala Lys Cys Pro 275
GAG CCC ACC TGC GTC TCC GAC TAC ATG AGC ATC TCT ACT TGC GAG 60 CAC TGG AAG AAT TGT CTT ACC ARG CTC TTG CCC TGT TIT CTG GAG 870
Glu Bro Thr Cys Val Ser Asp Tys Met Ser Ile Sor Thr Cys Glu 20 His Trp Lys Asn Cys Leu Thr Lys Leu Leu Pro Cys FPhe Leu Glu 290
CAC AAC ATG AMA AGG GAT GAA GAT CCT CAC AAG GCT GCC ARA GAG 915
TGG AAG ATG AAT GOT CCC ACC AAT TGC AGC ACC GAG CTC CGC CTG 105 :
Trp Lys Met Asn Gly Pro Thr Asn Cys Ser Thr Glu Leu Arg Leu 35 His Asn Met Lys Arg Asp Glu Asp Pro His Lys Ala Ala Lys Glu 305
. ATG CCT TTC CAG GGC TCT GGA ABA TCA GCA TGG TGC CCA GTG GAG 960
TTG TAC CAG CTG GTT TTT CTG CTC TCC GAA GCC CAC ACG TGT ATC 150
Leu Tyr Gln Leu Val Phe Leu Leu Ser Glu Ala His Thx Cys Ile 50 Met Pro Phe Gln Gly Ser Gly Lys Ser Ala Trp Cys Pro Val Glu 320
ATC AGC AAG ACA GTC CTC TGG CCA GAG AGC ATC AGC GTG GTG CGA 1005
CCT GAG AAC AAC GGA GGC GCG GGG TGC GTG TGC CAC CTG CTC ATG 195
Pro Glu Asn Asn Gly Gly Ala Gly Cys Val Cys His Leu Leu Met 65 Ile Ser Lys Thr Val Leu Trp Pro Glu Ser Ile Ser Val Val Arg 335
GAT GAC GIG GTC AGT GCG GAT AAC TAT ACA CTG GAC OTG TGG GCT 240 TGT GTG GAG TTG TTT GAG GCC CCG GTG GAG TGT GAG GAG GAG GAG 1050

Asp Asp Val Val Ser Ala Asp Asn Tyr Thr Leu Asp Leu Trp Ala 80 Cys Val Glu Leu Phe Glu Ala Pro Val Glu Cys Glu Glu Glu Glu 350

GAG GTA GAG GAA GAA AAA GGGE AGC TTC TGT GCA TCG CCT GAG AGC 1095
GGG CAG CAG CTG CTG TGG AAG GGC TCC TTC AAG CCC AGC GAG CAT 285
Gly Gln Gln Leu Leu Trp Lys Gly Ser Phe Lys Pro Ser Glu His 95 Glu Val Glu Glu Glu Lys Gly Ser Phe Cys Ala Ser Pro Glu Ser 365

AGC AGG GAT GAC TTC CAG GAG GGA AGG GAG GGC ATT GTG GCC CGG 1140
GTG AAA CCC AGG GCC CCA GGA AAC CTG ACA GTT CAC ACC AAT GTC 330
val Lys Pro Arg Ala Pro Gly Asn Leu Thr Val His Thr Asn Val 110 Ser Arg Asp Asp Phe Gln Glu Gly Axg Glu Gly Ile Val Ala Arg 380

CTA ACA GAG AGC CTG TTC CTG GAC CTG CTC GGA GAG GAG AAT GGG 1185
TCC GAC ACT CTG CTG CTG ACC TGG AGC AAC CCG TAT CCC CCT GAC 375
Ser Asp Thr Leu Leu Leu Ths Trp Ser Asn Pro Tyr Bro Fro Asp 125 Leu Thr Glu Ser Leu Phe Leu Asp Leu Leu Gly Glu Glu Asn Gly 395

GGC TIT TGC CAG CAG GAC ATG GGG GAG TCA TGC CIT CTT CCA CCT 1230
AAT TAC CTG TAT AAT CAT CTC ACC TAT GCA GTC AAC ATT TGG AGT 420
Asn Tyr Leu Tyr Asn His Leu Thr Tyr Ala Val Asn Ile Trp Ser 140 Gly Phe Cys Gln Gln Asp Met Gly Glu Ser Cys Leu Leu Pro Pro 410
TCG GGA AGT ACG AGT GCT CAC ATG CCC TGG GAT GAG TTC CCA AGT 1275
GAA AAC GAC CCG GCA GAT TTC AGA ATC TAT AAC GTG ACC TAC CTA 465 A
Oln him Aon Boo Bla hep Bhe Avg Tle Tye Aen Val The Tye Lew 155 Ser Gly Ser Thr Ser Ala His Met Pro Trp Asp Glu Phe Pro Ser 425
GCA GGG CCC ARG GAG GCA CCT CCC TGG GGC AAG GAG CAG CCT CTC 1320
GRA CCC TCC CTC CGC ATC GCA GCC AGC ACC CTG AAG TCT GGG ATT 510
@lu Pro Ser Leu Arg Ile Ala Ala Ser Thr Leu Lys Ser Gly Ile 170 Ala Cly Pro Lys Glu Ala Pro Pro Trp Gly Lys Glu Gln Pro Leu 440

CAC CTG GAG CCA AGT CCT CCT GCC AGC CCG ACC CAG AGT CCA GAC 1365

TCC TAC AGG GCA CGG GTG MGG GCC TGG GCT CAG TGC TAT RAC ACC 555 His Leu Glu Pro Ser Pro Pro Ala Ser Pro Thr Gln Ser Pro Asp 455

Ser Tyr Arg Ala Arg Val Arg Ala Trp Ala Gln Cys Tyr Asn Thr 185

AAC CTG ACT TGC ACA GAG ACG CCC CTC GTC ATC GCA GGC AAC CCT 1410

ACC TGG AGT GAG TGG AGC CCC AGC ACC ARG TGG CAC AAC TCC TAC 600 Asn Leu Thr Cys Thr Glu Thr Pro Leu Val Ile Ala Gly Asn Pro 470

Thr Trp Ser Glu Trp Ser Pro Ser Thr Lys Trp His Asn Ser Tyr 200

GCT TAC CGC AGC TTC AGC AAC TCC CTG AGC CAG TCA CCG TGT CCC 1455

AGG GAG CCC TIC GAG CAG CAC CTC CTG CTG GGC GIC 26C GTT TCC 645 Ala Tyr Arg Ser Phe Ser Asn Ser Leu Ser Gln Ser Pro Cys Pro 485

Arg Glu Pro Phe Glu Gln His Leu Leu Leu Gly Val Ser Val Ser 215

TGC ATT GTC ATC CTG GCC GTC TGC CTG TTG TGC TAT GTC AGC ATC 690 AGA GAG CTG GGT CCA GAC CCA CTG CTG GCC AGA CAC CTG GAG GRA 1500

Cvs Tle Val Tle Leu Ala Val Cys Leu Leu Cys Tyr Val Ser Ile 230 Arg Glu Leu Gly Pro Asp Pro Leu Leu Ala Arg His Leu Glu Glu 500
ACC AAG ATT AAG AAA GAA TGG TGG GAT CAG ATT CCC AAC CCA GCC 735 GTA GAA CCC GAG ATG CCC TQT GTC CCC CAG CTC TCT GAG CCA ACC 1545

Thr Lys Ile Lys Lys Glu Trp Trp Asp Gln Ile Pro Asn Pro Ala 245 Val ¢lu Pro Glu Met Pro Cys Val Pro Gln Leu Ser Glu Pro Thr 515
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FIGURE 1C
- Figure 2A

ACT GTG CCC CAA CCT GAG CCA GAA ACC TGG GAG CAG ATC CTC CGC 1590
Thr Val Pro Gln Pro Glu Pro Glu Thr Trp Glu Gln Ile Leu Arg 530 FRL

1 1  GAAATTGTGT TGACGCAGTC TCCAGGCACC CTGTCTTTGT CTCCAGGGGA AAGAGCCACC 60
CGA AAT GTC CTC CAG CAT GGG GCA GCT GCA GCC CCC GTC TCG GCC 1635 51 GARATIGTOR TahCGeRGTC TCChGaCAE CTOTCTTTer CTCe306a0n AaGnGeEnc 60
Arg Asn Val Leu Gln His Gly Ala Ala Ala Ala Pro Val Ser Ala 545 14 1  GAAATTGTGA TGACGCAGTC TCCAGGCACC CTGTCTTTGT CTCCAGGGGA AAGAGCCACC 60

IS 1  GATATTGTGC TGACCCAGTC TCCAGCCACC C CTCCAGGGEA AAGAGCCACC 60
CCC ACC AGT GGC TAT CAG GAG TTT GTA CAT GCG GTG GAG CAG GGT 1680 6 1 TOCAGOCACE CTGTCTTTGT CTCCAGGGEA AAGAGOCACG 60
Pro Thr Ser Gly Tyr Gln Glu Phe Val His Ala Val Glu Gla Gly 560

CDRL

GGC ACC CAG GCC AGT GCG GTG GTG GGC TTG GGT CCC CCA GGA GAG 1725 L1 61 CICTCCTGCA GGGCCAGICA GAGTGTTAGC AGCAGCTACT TAGCCTGGTA CCAGCAGRRA 120
Gly Thr Gln Ala Ser Ala Val val Gly‘ Leu Gly Pro Pro Gly Glu 575 L2 61 CTCTCCTGCA GGGCCAGTCA GAGTGITAGC AACAGCTACT TAGCCTGGTA CCAGCAGAAA 120

L3 61 CTCICCTGCA TAGCCTGGTA CCAGCAGARA 120
GCT GGT TAC AAG GCC TTC TCA AGC CTG CTT GCC AGC AGT GCT GTG 1770 L4 61 CTCTCCTGCA CCRAGCAGAAA. 120
Ala Gly Tyr Lys Ala Phe Ser Ser Leu Leu Ala Ser Ser Ala Val 590 L5 61 CTCICCTGCA CCAGCAGAAA '120

L6 61 CTCTCCTGCA 120

TCC CCA GAG AMA TGT GGG TTT GGG GCT AGC AGT GGG GAA GAG GGG 1815 m2 eona

Ser Pro Glu Lys Cys Gly Phe Gly Ala Ser Ser Gly Glu Glu Gly 605 L1 121 CCTGECCAGE CTCCCAGECT COTCATCTTT GUT oy DGGOATCCCR 180
L2 121 CCTX A GCATC

TAT AAG CCT TTC CAA GAC CTC ATT CCT GGC TGC CCT GGG GAC CCT 1860 13 1oy SoTeeccase croccacser COTCATCTAT GGTGCATCCA GCAGGGCCCC TGGCATCCCA 180

C T,
Tyr Lys Pro Phe Gln Asp Leu Ile Pro Gly Cys Pro Gly Asp Pro 620 L4 121 CCTGGCCAGG .f‘:(w? f :?Eggggg: i:g
L5 121 CCTGGCCAGE CTCCCAGGCT CCTCATCTAT TGGCATCCCA 180
GCC CCA @TC CCT GTC CCC TTG TTC ACC TTT GGA CTG GAC AGG GAG 1905 L6 121 CCTGECCAGE CTCCCAGACT C TGGCATCCCGE 180
Ala Pro Val Pro Val Pro Leu Phe Thr Phe Gly Leu Asp Arg Glu 635
FR3
CCA CCT CGC AGT CCG CAG AGC TCA CAT CTC CCA AGC AGC TCC CCA 1950 Ll 181 GACAGGTTCA GICTGGGAC! TCACCATCAG CAGACTGGAG 240
Pro Pro Arg Ser Pro Gln Ser Ser His Leu Pro Ser Ser Ser Pro 650 L2 181 GACAGGTTCA GTGGCAGTGG GTCTGGGACA GACTTCACTC TCACCATCAG CAGACTGGAG 240
L3 181 GACAGGTTCA GTGGCAGTGE TCACCATCAG CAGACTGGAG 240
GAG CAC CTG GGT CTG GAG CCG GGG GRA AAG GTA GAG GAC ATG CCA 1995 Te 10 cachoorion GICGCAGISG GITIGCGACA GACTICACTC TCACCATCAG CAGACTGGAG 240
A GTCTGERAC ATCAC CAGACTGGAG 240
Glu His Leu Gly Leu Glu Pro Gly Glu Lys Val Glu Asp Met Pro 665 L6 181 GAGAGGTTCA GTGGOAGTGS CACTTORCTE TonctarCaG 210
AAG CCC CCA CTT CCC CAG GAG CAG GCC ACA GAC CCC CTT GTG GAC 2040 coR3
Lys Pro Pro Leu Pro Gln Glu Gln Ala Thr 2Asp Pro Leu Val Asp 680 L1 241 CCTGAAGATT TTGCAGTGTA TTACTGTCAG CAGTATGGIA GCTCACCTCC GTGGACGTTC 300
Lz 241 CCTGRAGATT TTGCAGTGTA TTACTGICAG CAGTATGATC ACTCAGCAGG GTGGACGTT
AGC CTG GGC AGT GGC ATT GTC TAC TCA GCC CTT ACC TGC CAC CTG 2085 by < 3
Ser Leu Gly Ser Gly Ile Val Tyr Ser Ala Leu Thr Cys His Leu 695 4 241 TTGCAATATA T 300
15 241 CC TTGCAGTGTA TTACTGTCAG 300
TGC GGC CAC CTG AAA CAG TGT CAT GGC CAG GAG GAT GGT GGC CAG 2130 L6 241 CC TTGCAGTGTA T 300
Cys Gly His Leu Lys Gln Cys His Gly Gln Glu Asp Gly Gly Gln 710
FR4
ACC CCT GTC ATG GCC AGT CCT TGC TGT GGC TGC TAGC TGT GGA GAC 2175 L1 301 GGCCAAGGGA CCAAGGTGGA ARTCAAA 327
Thr Pro Val Met Ala Ser Pro Cys Cys Gly Cys Cys Cys Gly Asp 725 :: ggi ggggiﬂm ggmwmz: GATCRAA 327
\GGGA CCAAAGTGGA TATCAAA 327
AGG TCC TCG CCC CCT ACA ACC CCC CTG AGG GCC CCA GAC CCC TCT 2220 T eccanasen ConnagYGcn dameann 327
Arg Ser Ser Pro Pro Thr Thr Pro Leu Arg Ala Pro Asp Pro Ser 740 L6 301 GGCGARGGGA COARGGTGER GMcmm 327
CCA GGT GGG GTT CCA CTG GAG GCC AGT CTG TGT CCG GCC TCC CTG 2265
Pro Gly Gly Val Pro Leu Glu Ala Ser Leu Cys Pro Ala Ser Leu 755
GCA CCC TCG GGC ATC TCA GAG RAG AGT AAA TCC TCA TCA TCC TTC 2310
Ala Pro Ser Gly Ile Ser Glu Lys Ser Lys Ser Ser Ser Ser Phe 770
CAT CCT GCC CCT GGC AAT GCT CAG AGC TCA AGC CAG ACC CCC AAA 2355
His Pro Ala Pro Gly Asn Ala Gln Ser Ser Ser Gln Thr Pro Lys 785
ATC @TG AAC TTT GTC TCC GTG GGA CCC ACA TAC ATG AGG GTC TCT 2400
Ile Val Asn Phe Val Ser Val Gly Pro Thr Tyr Met Arg Val Ser 800
Figure 2C
Figure 2B
FR2 CDR2
FRL HL 121 CCAGGAARAG GTCTGGAGTG GGTATCAGGY ATTGGTACTG GTGGTGCCAC ARACTATGCA 180
EL 1 GAGGTTCAGC TGGTGCAGTC T ¢ CCTGAGACTC 60 B2 121 CCAGGARAAG GTCTGGACTG GGTATCAGGT ATTGGTACTG GTGGTGCCAC AAGCTATGCA 180
H2 1 GAGGTTCAGC TGGTGCAGTC T ¢ CCTGRGACTC 60 H3 121 CCAGGAAAAG GTCTGGAGTG GGT 180
H3 1  GAGGTTCAGC TGGTGCAGTC T C CCTGAGACTC 60 H4 121 CCAGGAMAAG GTCTGGAGTG GGTATCAGGT 180
H4 1  GAGGTTCAGT TTGGTACATC ( CCTGAGACTC - 60 H5 121 CCAGGAARAG GTCTGGAGTG GGTATCAGET 180
HS 1 GAGGTTCAGC TGGTGCAGTC ™ C CCTGAGACTC 60 He 121 oo 1s0
H6 1 GAGGTTCAGT TGETGCACTC TT C CCTGAGACTC 60 H7 121 CCAGGARAAG GTCTGGAGTG 180
H7 1 GAGGTTCAGC TGETGCAGTC T C CCTGAGACTC 60 HE 121 CCAGGAAAAG GICTGGAGTG GGTATCAGGT 180
H8 1 GAGGTTCAGT TGGTGCAGTC b C CCTGAGACTC 60 O 121 CCAGGARRAG GTCTGGAGTG 180
HS 1 GAGGTTCAGC TGGTGCAGTC T CCTGAGACTC 60 E10 121 CCAGGAAAAG GTCTGGAGTG 180
E10 1  GAGGTTCAGT TG CCTGAGACTC 60 H1i 121 CCAGGAARAG GTCTGGAGTG GGTATCAGGT 180
ELl 1 cc TACA] CCIGAGACTC 60 ®lz 121 CC GTCTGGAGTG 180
Hl2 1  GAGGTTCAGS TTGETACATC CTGGGGGGTC CCTGAGACTC 60 H13 121 COAGGAARAG GTCTGAAGTG 180
Hl3 1  GAGETTCAGC TGGTGCAGTC CCTGAGACTC 60 Wle 121 oo 180
H4 1 G TTGGTACAGC CCTGAGACTC 60 H15 121 CC A 180
ws 1 TTGGTACAGC CCOTGAGACTC 60 Hig 121 CO 180
HI6 1 GAGGTTCACT ™ TTGETACAGC CCTGAGACTC 60 H17 121 cC 3 180
m7 1 TTGETACAGC CTGGGGEGTC CCTGAGACTC 60 Hi8 121 O CTCTGGAGTG 180
Ei8 1 CAGGTTCAGT TGGTGGAGTC TGGGGGAGGC TTGGTACAGC CTGGGEGGTC CCTGAGACTC 60 ms 121 cO 180
H19 1 CGAGGTTCAGT TGGTGGAGTC TGGGGGAGGC TTGETACAGC CTGGGGGGTC CCTGAGACTC 60 W30 191 o . 180
H20 1 GAGGTTCAGT TGGTGGAGTC TGGGGGAGGC TTGGTACAGC CTGGGGGGTC CCTGAGACTC 60 M2l 191 GORGGAARAG GTGTGGAGTG GGTATCAGGT 180
H21 1 GAGGTTCAGT TGGIGGAGTC TGGGGGAGCC TTGGTACAGC CTGGGGGGTC CCTGAGACTC 60 H22 191 CCAGGAARAG GTCTGGACTE GCTATCAGGR 180
H2z 1  GAGGTTCAGT TTGGTACAG ce 60 H23 121 CCAGGAARAG GTCTGGAGTG GGTATCAGGT 180
H23 1 GCTTCAGT TTGGTACAGC (¢ CCTGAGACTC 60 H24 121 CCAGGAARAG GTCTGGAGTG GGTATCAGET 180
H24 .1  GAGGITCAGT TTGETACAGC CT cc €0
B FR3
CoRL HL 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
L 61 Y e CACCTTCAGT AGARATGCTA TGTTCTGGGT TCGCCAGGCT 120 H2 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
H2 61 TCCTGTGCAG GC TT CACCTTCAGT AGARATGCTA TGITCTGGGT TCGCCAGGCT 120 H3 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
H3 61 TCCTGTGCAG GC [ TCGCCASECT 120 H4 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
BA 61 TCCTGTGCAG GCTCTGGATT CACCTTCAGT AGRAATGCTA TGTTCTGGGT TCGCCAGGCT 120 H5 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CCAAGRACTC CTTGTATCIT 240
B5 61 TCCTGIGCAG GCICTGGATT CACCTTCAGT TCGCCAGGCT 120 w6 181 7} CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
H6 61 TCCTGTGCAG GCTCTGGATT CACCTICAGT TCGCCAGGCT 120 =7 181 T CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
¥7 61 TCCTGTGCAG GCTCTGGATT CACCTTCAGT TCGCCAGGCT 120 m8 181 P CACCATCTCC AGAGACAATG CCARGRACTC CTTGTATCTT 240
H8 61 TCCTGTGCAG GCTCTGGATT CACCTTCAGT TCGCCAGGCT 120 HY 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CC CTTGTATCTT 240
H9 61 TCCTGTGCAG GCTCTGGATT CACCTTCAGT AGAARTGCTA TGITCTGGGT TCGCCAGGCT 120 Hio 181 AGGGCGGATT CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
BL0 6l TCCTGTGCAG GCTCTGGATT CACCTTCAGT TCGCCAGGCT 120 Hll 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
®11 61 TCCTGTGCAG GCTCTGGATT CACCTTCAGT TCGCCAGGCT 120 Hiz 181 AGGGCCGATT CACCATCTCC AGAGACAATG CCARGRACTC CTTGTATCTT 240
H12 61 TCCTGTGCAG GCTCTGGATT CACCTTCAGT AGAAATGCTA TGTTCTGGGT TCGCCAGGCT 120 H13 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
H13 61 TCCTGTGCAG GCTCTGGATT CACCTTCAGT AGAAMTGCTA WGTTCTGGGT TCGCCAGGCT 120 E14 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
Hl4 6L TCCTGTGCAG CCTCTGGATT CACCTTCAGT AGAAATGCTA TGTTCTGGGT TCGCCAGGCT 120 H15 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
H15 61 TCCTGTGCAG CCTCTCGATT CACCTTCAGT TCGCCAGGCT 120 e 181 CACCATCTCC AGAGACAATG CCAARGAACTC CTTGTATCTT 240
H16 61 TCCTGTGCAG CCTCTGGATT CACCTTCAGT TCGCCAGGCT 120 H7 181 CACCATCTC CCRAGAACTC T 240
H17 Gl TCCTGTGCAG CCTCTGGATT CACCTTCAGT TCGCCAGGCT 120 K18 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
B18 61 TCCTGTGCAG CCTCTGGATT CACCTTCAGT AGAAATGCTA TETTCTGGET TCGCCAGGCT 120 E19 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
H19 61 TCCTGTGCAG CCTCTGGATT CACCTTCAGT AGARATGCTA TGTTCTGGGT TCGCCAGECT 120 B30 181 GACTCCGTEN AHGGCOSATT CACCATCICE COARGARCTG GMTGTATOTT 240
H20 61 TCCTGTGCAG CCTCTGGATT CACCTTCAGT TCGCCAGGCT 120 H21 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CCARGAACTC CTTGTATCTT 240
H21 61 TCCTGTGCAG CCTCTGGATT CACCTTCAGT AGAARTGCTA TGTTCTGGGT TCGCCAGGCT 120 iy A T CAGCATCTCO COARGAACTC CTTGTATCTT 240
H22 61 TCCTGTGCAG CCTCTGGATT CACCTTCAGL AGABATGCTA TGITCTGEGT TCGCCAGGCT 120 E23 181 GACTCCGTGA AGGGCCGATT CACCATCTCC AGAGACAATG CCAAGAACTC CTTGTATCTT 240
H23 61 TCCTGTGCAG CCTCTGGATT CACCTTCAGT TCGCCAGECT 120 H24 181 T CACCATCTCC CCAAGAACTC CTTGTATCTT 240

H24 61 ¢ CCTCTGGATT CACCTTCAGT TCGCCAGECT 120
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Figure 2D
HL 241 CA A CGAGGACATG GC C AGGGAGGTAC 300
H2 241 G & AGGGAGGTAC 300
H3 241 e’ GC CGAGGACATG A 300
HE 241 GCCTGAGAGC C GCTGTGTAT 300
mS 241 TG, GCCTGAGAGC ACTGTGCAAG 300
=6 241 CARATGAACA GCCTGAGAGC CGAGGACATG A 300
B7 41 GCCTGAGAGC CGAGGACAT! 300
=g 241 CAAAJ'GAACA GCCTGAGAGC CGAGGACATG A 300
H9 241 C A GCCTGAGAGC CGAGGACATG ACTGTGCAAG AGGGAGGTAC 300
H10 241 CAARATGAACA GCCTGAGAGC CGAGGACATG GCTGTGTATT ACTGTGCAAC AGGGAGGTAC 300
H11 241 CAAATGAACA GCCTGAGAGC CGAGGACATG CTGTGCARG 300
H12 241 C A GC CGAGGACATG C ACTGTGCAAG AGGGAGGTAC 300
H13 241 C GCCTGAGTGC TG ACTGTGCAAG AGGGAGETAC 300
H14 241 CAAATGAACA GCCTGAGAGC 300
H15 241 CAAATGAACA GCCTGAGAGC CGAGGACACG Gcm‘rc'm'm ACTGTGCAAG AGGGAGGTAC 300
H16 241 C 300
H17 241 C GC GC CGAGGACACG GC 300
E18 241 C GAGGACACG 300
H19 241 C A GCCTGAGAGC & ACTG’!‘GCAAG AGGGAGGTAC 300
H20 241 CABATGAACA GC CGAGGACACG GC ACTGTGCAAG AGGGAGGTAC 300
H21 241 C A GCCTGAGAGC & ACTGTGCAAG AGGGAGETAC 300
H22 241 C A G GC’ CTGTGC! 300
H23 241 C e G GC ACTGTGCAAG AGGGAGETAC 300
H24 241 C A GCCTGAGAGC T ACTGTGCAAG 300
CDR3 FRA

E1 301 TACTTTGACT ACTGGGGCCA GGGAACCCTG GTCACCGICT CCTCA 345

H2 301 TACTICACCC ACTGGGGCCA GGGAACCCIG GTCACCGICT CCTCA 345

=3 301 ACTGGGGCCA GGGAACCCTG ccTCA 345

HL 301 GGTGGGGCCA GGGAACCCTG GTCACCGTCT CCTCA 345

H5 301 TACTTCACGA GGTGGGGCCA GGGAACCCTG GTCACCGTCT CCTCA 345

HE 301 GGGAACCCTG CCTCA 345

301 TGGTACCCET GGTGGGGCCA GGGAACCCTG GTCACCETCT CCTCA 345
301 TGGTTCCCET GETGGGGCCA GGGAACCCTG GTCACCGTCT CCTCA 345

oooad

HY 301 GGTGGGECCA GGGAACCCTG GTCACCGTCT CCTCA 345
H10 301 GETGGGGCCA GGGAACCCTG GTCACCGTCT CCTCA 345
H11 301 GGGAACCCTG CCTCA 345
H12 301 GETGGGGCCA GGGAACCCTG GTCACCGTCT CCTCA 345
H13 301 GETGGGGCCA GGGAACCCTG GTCACCGICT CCTCA 345
Hld 301 GETEGEGCC GTCACCGTCT CCTCA 345
H15 301 TACTTTGACT ACTGGGGCCA GGGAACCCTG GTCACCGICT CCTCA 345
H16 301 TACTTCACCC ACTGGGGCCA GGGAACCCTG GTCACCGTCT CCTCA 345

301 TGETACAACA ACTGGGGCCA GGGAACCCTG GTCACCGTCT CCTCA 345
301 TACTTCACGA GGTGGGCCCA GGGAACCCTG GTCACCETCT CCTCA 345
301 TECTACCCGT GGTGGGGCCA GGGAACCCT@ GTCACCGTCT CCTCA 345
301 TEETACCCGT GGTGGGGCCA GGGAACCCTG GTCACCGTCT CCTCA 345
301 TEGTTCCCGT GATGGGGCCA GGGARCCCTG GTCACCGTCT CCTCA 345
301 TEGTTCCCGT GGTGGGGCCA GGGARCCCTG GTCACCETCT CCTCA 345
301 TGGTACCCGT GETGGGGCCA GGGAACCCTG GTCACCGTCT CCTCR 345
301 TGGTACCCGT GETGGEGCCA GGGAACCCTG GTCACCGTCT CCTCA 345
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Box !l Observations where certain claims were found unsearchable (Continuation of Hem 2 of first shest}

This International Search Report has not besn established in respect of certaln claims under Article 17(2){a) for the following reasans:

. 1% Giaime Noa.: .
because they relats to subject matter not required to be searched by this Authorlty, namely:
Although claims 36-43 are directed to a method of treatment of the
human/animal body, the search has been carried out and based en the alleged
affects of the compound/composition,

2, IE Claims Nos.:

because they relate & paris of the Intemational Application that do not comply with the presarlbed requirements to such
an extent that no meaningful intemailonal Search can ba carrlad gut, speciflcally:

see FURTHER INFORMATION sheet PCT/15A4/218

a. ] ciaimsNaa.:
bacause they are dependent claims and are not draftad in accordance with the second and third sentences of Ruls 6.4{a).

Box [l Observations where Unity of inventlon is lacking (Continuation of ttem 3 of first sheet)

This Intarhaﬂunal Searching Authority found multiple invantions In this international application, as follows:

see additional sheet

1. As all required additional search fees wers imely paid by the applicant, this lrternational Search Report covers all
searchable clalms.

2. D As all searchable claims could be segrched without effort justitying an additional fee, this Authority did nat invite payment

of any additional fea.

3 D As only some of the required additional search fees wera timaly paid by the applicant, this International Search Report
covers only those claims for which fees were pald, specifically claims Nos.:

4. I-)T—‘ No required additlonal search fees were timely paid by the applicant, Gonseguently, this International Search Report is
resiricted to the Invention first mentaned in the claims; it s coveraed by claima Nos.:

1-47 (all partially)

Reinark on Protest D The additional search fees were actompanied by the applicant's protest.

D Nao protest accompanied the payment of addilional search fees.
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International Application Na. PG/ US2604/ 637242

FURTHER INFORMATION CONTINUED FROM  PCT/ISA! 210

Continuation of Box II.l

Although ciaims 36-43 are directed to a method of treatment of the
human/animal body, the search has been carried out and based on the
alleged effects of the compound/composition.

Continuation of Box I1I1.2

Present claims 1-9 relate to an extremely large number of possible
compounds. In fact, the claims contain so many possible permutations
and provisos that a lack of clarity {(and conciseness} within the meaning
of Article 6 PCT arises to such an extent as to render a meaningful
search of the clajms impossible. Conseguently, the search has been
carried out for those parts of the application which do appear to be
clear (and concise), namely example 5, antibody L1.

The applicant’s attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been

- established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPQ
policy when acting as an International Preliminary Examining Authority is
norma{1y not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter 11 preocedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, 8.5),
should the problems which led to the Article 17(2) declaration be
overcome. ‘
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Intevnational Application No. PCT/ U52004/ 037242

FURTHER INFORMATION CONTINUED FROM PCTASA/ 21p

This International Searching Authority found multiple {groups of)
inventions in this international application, as follows:

1. claims: 1-47 (all partially)

An antibody comprising a light chain variable domain
consisting of at least 80% identical to SEG ID NOD: 4,

2. claims: 1-7,10,11,14-47 (all partially)

An antibody cdmprising a light chain variable domain
consisting of at Teast 80% identical to SEQ ID NO: 6.

3. claims: 1-7,16-47 (all partially)

An antibody comprising a Tight chain variable domain
consisting of at Teast 80% identical to SEQ ID NO:8.

4. claims: 1-7,10-47 (a1l partially)

An antibody comprising a Tight chaﬁn variable domain
consisting of at least 80% identical to SEQ ID NO:10. -

‘5. claims: 1-7,10-47 (all partially)

An antibody comprising a 1ight chain variable domain
consisting of at Teast 88% identical to SEQ ID NO: 12.

6. claims: 1-7,16-47 (all partially)

An antibody comprising a light chain variable domain
consisting of at least 80% identical to SEQ ID NO: 14.

7. claims: 1-47 (a1l partially)

An antibody comprising an heavy chain variahle domain
consisting of at Teast 80% identical to SEQ ID NO: 16

8. claims: 1-7,10-47 (a1l partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID NO: 18.

9. claims: 1-7,16-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at Teast 80% identical to SEQ ID NO: 20
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International Application No. PCT/ Us2004/ a37242

FURTHER INFORMATION CONTINUED FROM  PCTISA! 219

10. claims: 1-7,16,11,14-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID NO: 22.

11. claims: 1-7,10,11,14-47 (a1l partially)

An antibody comprising an heavy chain variable domain
consisting of at Teast 80% identical to SEQ ID NO: 24. -

12. claims: 1-7,16,11,14-47 (a1l partially)

An antibody comprising an heavy chain variable domain
consisting of at Teast 80% identical to SEQ ID NO: 26.

13, claims: 1-7,14-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID NO: 28.

14. claims: 1-7,10,11,14-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical_tq SEQ ID NO: 30.

15, claims: 1-7,14-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at Teast 80% identical to SEQ ID NO: 32.

16. claims: 1-7,10,11,14-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID NO: 34

17. claims: 1-7,14-47 {all partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID NO: 36.

18. claims: 1-7,14-47 {all partially)

An antibody comprising an heavy chain variable domain
consisting of at Teast 80% identical to SEQ ID NO: 38.
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FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 210

19. claims: 1-7,14-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID NO: 46.

28. claims: 1-7,12-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID NO: 42.

21. claims: 1-7,15-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID NO: 44.

-

22. claims: 1-7,15-47 (all partially)

An antibedy comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID WO: 46.

23. claims: 1-7,15-47 (all partially)

An éntibody comprising an heavy chain variable domain
consisting of at Teast 80% jdentical to SEQ ID NO: 48.

24. claims: 1-7,15-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID NO: 50.

25. claims: 1-7,15-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID NO: 52.

26. claims: 1-7,15-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at Teast 80% identical to SEQ ID NO: 54

27. claims: 1-7,15-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID NO: 56.
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internaticnal Applicaticn No. PCT/ Us2004/ 037242

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 21p

28. clafms: 1-7,15-47 (all partially)

An antibody comprising an heavy chain variahie domain
consisting of at least 80% identical to SEQ ID NO: 58.

29. claims: 1-7,15-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID NO: 60.

30. claims: 1-7,15-47 (all partially)

An antibody comprising an heavy chain variable domain
consisting of at least 80% identical to SEQ ID NO:62.
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