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Clone 184.6.1.N548

VH _
EVQLVESCGGLVOPEGSLRLSCAASGF TR TS TG SWVROAPGKGLERY
GRIYPTSCSTNYADSVKGRFTTSADTSKNTAYLOMNSLRAEDTAVYYCAR
ARTYGIYDLYVDYTEYVMDYWGQGTLY (SEQ ID NO: 132)

Vi
DIgMTOSPSSLSASVGEDRVTITCRASODV DT SLAWYOORPGKAPKLLIYSASFLYS
GVPSRFEGEGEGTDFTLTISSLOPEDFATYYCQOSTGHPOTFGOGTRVETIRR {(SEQ ID WO:133)

Clone 184.6,53

Vi

EVQLVESGGGLVOPGESLRLECAASCF TFTSTGISWVROAPCGRELEWY
ARTYPTNGSTRYADSVREGRFTISADTSKNTAYLOMNSLRARDTAVYYCAR
ARTYGIYDLYVRYTEYVMDYWEQETLY  (SEQ ID N(O:134)

VL
DIOMTOSPSELEASVGDRVT ITCRASQDVDISLAWYOORPCRAPRLLIYSASFLYS
GYRSRFSGSGSCTDFTLT ISSLOPROFATY YCQUCAGNP YTFGUGTHVEIKR {SEQ ID NO:135)

Clone 184.6.62

VEH
EVOLVESGGCLVOPGESLRLSCAASGF TP STTGI SWVROAPGRELEWY
ARIYPLYGETHY A DS VRGRP T I SADTSRNTAYLOMNSLRAEDTAVYYCAR

ARTYGIYDLYVDYTEYVMDYWGQGTLY  (SEQ ID NO:136)

Vi
DIOMTOSPSELSASVEDRVETTCRASQDVSTAVANY OOKPGRAPYLLIYSASFLYS
GVPSRFSGSGSGTDRTLTISSLOPEDFATY VCQOTYTTSLTFGUGTRVETIKR {SEQ ID WO:137;

Clone 184.6,1,NS D3GE

VH

EVQLVESGGGELVOPGESLELECAASGF TFTSTGI SWVROAPGKGLEWY
GRIYPTSGSTNYADSVRGRFTISADTSKNTAYLOMNSLRARDTAVYYCAR
ARTYGIYDLYVDYTEYVMDYWGOGTLV (SEQ ID NG:138)

VL
DIOMTOSPSSLSASVEDRVEITCRASODVET SLAWY QORPGRAPRKLLIYSASFLYS
GVPERFSGSCSCTDFTLTISSLOPEDFATYYCORSTCHPOTFGOGTEVEIER {SEQ ID NG:139)

1
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Clone 1G8

BVR-Hl: GYSFTDYNMY (SEQ ID NO:lé4)

HVR~HZ: WIGYIEPYNGGTSYNQKFEG (3RQ ID NO:167)
EVR~H3: ASPNYYDSSPFAY (SEQ ID NO:170}
HBVR-L1: SASSSVSYMH (SEQ ID NO:155)

EVR~-LZ: TWIVDTSILAS (SEQ ID NO:158)

BEVR-L3: QQWTSNPLT (SEQ ID NO:161)

Clone 6G1

HVR~Hl: GYVFTHYNMY {(SEQ TD N0:165%)

HVR-HZ: WIGYIRPYNGGTSYNCGKFKG {(SEQ ID NQ:168)
HVR~HI: ARGOGPDFDV (SEQ ID NO:171)

HVR~Ll: SASSSVSYMH (SEQ ID NO:1566}

HVR-1.2: RWIYDTSKLAS (SEQ ID NQC:159)

BYR-L3: QQWRSYPPT (SEQ ID N0O:162)

Clone 1582

HVR~Hl: GYAFTSYHMY (SEQ TD N0O:166)

OVR~HZ: WIGYIDPYIGGTSYNQEFKG {(SEQ ID NO:169)
FVR-H3: ARWGDYDVGAMDY (SEQ ID N0O:172)
BEVR-L1l: LASQTIGTWLA {(B8EQ ID NO:157)

HVR-LZ: LLIYAATSLAD (8EQ ID NO:160)

HVR-L3: QUIYESPPWT (SEQ ID NO:163)
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Framework Sequences of hulMAb4DS-8 Light Chain

LC-FR1

LC-FR2

LC-FR3

LC-FR4

1Asp Iie Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
Asp Arg Val Thr Ile Thr Cys?® (SEQ ID NO: 42)

35’i‘rp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr49

{SEQ ID NO: 43)

5761y val Pro Ser Arg Phe Ser Gly Ser Arg Ser Gly Thr Asp Phe Thr
Leu Thr Ile Ser Ser Leu Gln Pro Giu Asp Phe Ala Thr Tyr Tyr Cysgs
(BEQ ID NO: 44

®phe Gly Gln Gly Thr Lys Val Glu Ile Lys®? (SEQ ID NO: 45)

Framework Sequences of hulAb4D5-8 Heavy Chain

HC-FR1

HC-FRZ

HC-FR3

HC-FR4

161lu val ¢ln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
Ser Leu Arg Leu Ser Cys Ala Ala Ser®® (SEQ ID NO: 46)

35Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp vald®

(SEQ ID NO: 47)

66Arg Phe Thr Ile Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr Leu Gin
Met 2sn®® 5er®?? Ley®® argP¢ nla Glu Asp Thr Ala val Tyr Tyr Cys ol
(SEQ ID NO: 175)

Y937rp Gly Gln Gly Thr Leu Val Thr val Ser Serl!3 (SEQ ID NO: 176)

Framework Sequences of hulMAb4D5-8 Light Chain Modified at Position 66 (Underlined)

LC-FR1

LC-FRZ

LC-FR3

LC-FR4

3‘A$p Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Bla Ser Val Gly
Asp Arg Val Thr Ile Thr Cys® (SEQ ID NO: 42)

35Trp Tyr Gin Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr49
{SEQ ID NO: 43}

57Giy Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys®®
{SEQ ID NO: 177)

-

*®Phe Gly Gln Gly Thr Lys Val Glu Ile Lys®? (SEQ ID No: 45)

Framework Sequences of huMAb4DS-8 Heavy Chain Modified at Postions 71, 73 and 78 (Underlined)

HC-FR1

HC-FR2Z

HC-FR3

HC-FR4

16lu val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
Ser Leu Arg Leu Ser Cys Ala Ala Ser?® (SEQ ID NO: 46)

3b7rp val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp vali®
{SEQ ID NO: 47

66Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr Leu Tyr Leu Gln
Met Asn83 Ser8la LeuB3b Arg83c Ala Glu Asp Thr Ala Val Tyr Tyr
cys? (SEQ ID NO: 178}

1937rp Gly Gln Gly Thr Leu Val Thr val Ser Ser!!® (sEQ ID NO: 176)
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Control shRKA

2000

—O— Sucrose _

£500 e SUCTOSE + DOX -
H 37 ™ §

Tumor
Volume 4400
(mm?)

50

Days
5% Sucrose Doxyeycline
Mouse ID 568 570 583 587 572 578 588 783

FGFRAR
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FGFR3 shRNAL1
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G ::— SR g Ffon : : ;
0 10 30 a0 40 50
Days
5% Sucrose Doxycycline
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R3Mab (ug/mb

FIG. 10A

164 178
FGFR3 LAVPAANTVRFRCPA
FGFR1 HAVPAAKTVEFKCPS

269 283
FGFR3 SDVEFHCKVYSDAQP
FGFRI SHVEFMCEVYSDPOP

i

Peptide 3

Peptide 11
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