WO 2006/015371

Variable Light Chain
12345678 9101112131415161718192021222324252627 a b ¢ d e f 28293031 32 33 34 35

Kabat#

===
M o <
P (s [ |
o
=z 2 =
o (]
- jol|or
w w o
Sl i
|| il
8 ‘..:..1
El-'li:—'l
oot ot
L2 T 7 I ¢ 5 |
< fifal
e il
(SN S BN ]
e foal &
- i
B B
> b >
et 1547 e
a imi e
[OBRCER O]
=~ -
vy v
< i
o jgi o
= W 3
v vy w»n
vy »n »n
A Ay A
0 m wn
@l e e
e i} o
= =
o i} o
= H H
A A O
&+
g ®
5359
S EN
uwn

Kabat# 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50 51 52 53 54 55 56 57 58 59 60 61 62 63 64 65 66 67 68 69 70 71 72 73 74 75

1/14

G SG@GSe6eTDFTLTTI
SG6SGSGTDFTILTI

'R F

G VP

R

T

CDR-L2
A 8

SIP XL LIY

Q

YQQKPGKAPXKTLLTIVYIAASSLETZG S(GVPSRFSGSGSGTDFTLT®TTI
i E S

YQ QKPG

huKI
mu5D5
5D5Graft Y Q Q K P G K A P XKL LTI vY[wja s[r RIE S|cvVvPSRF

Kabat# 76 77 78 79 80 81 82 83 84 85 86 87 88 89 90 91 92 93 94 95 96 97 98 99 100101102103104105106107108

PCT/US2005/027626

SEQ D NO: 11
SEQIDNO:9
SEQ ID NO: 12

EIZRKR

@ T KIL.

r
[]
.

G

CDR-L3

PWTIFGQGTI XVETLTK KT R

‘P W T|F

FIG. 1A

YYC|QQY

r
N
»

AV

fL}

[
H
1

D

iV K A D

S

S SLOPEDFATYYC|IQQYNSLPWTI|FGQGTIERKVETITZEKHR

huKI
mu5sD5
5D5Grat S S L. Q P EDF AT Y Y C|lQ Q Y[¥Y A ¥]



PCT/US2005/027626

WO 2006/015371

gl "'9Old
A

4 L
vl -ON 41038 SSALATTIOD0DMAa[Td5 AXSDATVIOLAAVIAIVYE TS yel9 gas
OL'IONQIDIS (5 8 Kis AiSis 00 o M|x aiT 4.5 4 %5 0 A05i% 04 %4 v[5iai¥5iins gqgu
EL-ONQIDaIS s S AL ATIODO DO MZaa %m«ow»><anm<mqm mny

€H-¥a0
Bz 1o, B0kgg, L0bgn, S04y, €01, LOL X B 00166 86 26 96 S6 ¥6 €6 26 16 06 68 98 /8 98 S8 ¥8 €8 O q  Meqey

N®O1i[V]e N ¥ s[I]al¥]s 11 2 ¥[@]I[A N d N & ¥|L[@ S NS 4 aI[WolamaTo A Yel9 6ag

AT MY 08 s [N T ¥ G (TN 4 N 3 %1ai0 8 N3 & QI B[Tina1elfi sognu

zsoq»q,ﬁZMmznﬂMmHammwmbmoﬁmmamowmmmH>m>smqwm [y

| ZH-4ao _

€ C818086L8LLL9LGL Y. €LTL )L 0L6Y Y L9 99 SO b9 €9 29 19 09 BS 85 /S 95 GG VS €S B TG LG 05 6V 8V LV OV Gy ph €7  EgEY

wmmom\wsE.amEmaHum««umqmqmwwmo>qmowmm.-.>.qa>m Uel9 6as

DaEeEA miE s sikia siTiels widio sTHAIs (W0 afiia 1{E Ho si8 i1 0 alb) sqgw

om‘aom.\,gmzmwmmmamwmmmomngmwwmo.\wquwmm.\,qo.\,m Iy

LH-{A0
¢y Ly OF 6€ 8€ L€ 9€ GE V€ €€ 2€ 1€ 08 62 8T 12 92 §Z ¥Z €2 22 lC0c6L8LLLOLGLYLELZLLLOL 6 8 L 9 6 ¥ € 2 | #eqey

ureyo AaeaH siqenep



PCT/US2005/027626

WO 2006/015371

3/14

Ve ‘Old

| 96'ONQID3S_|H[T|M[X[S[Ata|L|A|D
| S6-ONQl03s_|H|T|M[A[S[L]Z[L[X[D SL-ONQID3s_|s|Aalali[stSim
Y6 -ONQIO3S_|H|T[M|X{LiL|d}TIA[D YL ONQI03s_iotaloiLn|s|¥|m
| _€6:ONQID3S_|{H|T|M|A[S]I]al¥ix|D €.°ON QI 03s_[S|af{1iz[s]¥[m
| ¢6'ONQID3S HITIMIA MIL|A|L|X]D ¢L:ONAIDAS_|[s|ajd|n[s]|¥[m
| 6-ONQID3S_|H|TIMIAIS|L|A[STA[D }L-ONQID3S_|[S|Af¥|L;Liv}T
| 06:ONQiD3S [H|T|MiAlS|T[dINZ|D 0L'ONQID3s_[siald|xio 9§ 1
| 68°ONQID3S_[H|T|MIA{S|L|AIT{X]|D 69°ONAID3AS_|S|A|dIN{S}LiM
| 88 'ONQIDAS_[H[T|[M{EIS|L{dlvix]D 80 'ONQID3S_|s|ajata Niw[m
| /8'ONQID3s [BlT|m|s]sala[ilx[D® [9'ONQID3S_[Siy T.N{S|¥(m
| 98-ONQIDIS_|H|TIMIS|SISTA|T[A[|L 99'ONdID3S_|[s|F[aixis|¥[M
| S8'ONQID3S_|H[T|MIS|aiL|d|L[X[D S9.ONQID3s_|s|Hlaisn|s]v|m
VY8 ONQID3S_[HIAIMISILIL|A]S{X|D PO'ONAID3S_|s|a|d|L[s|¥[m
| €8ONQID3IS_|H|T|M|S|MiL|dtd{x[D COONQAID3S |s|a|ulatgivim
C8:ONQID3IS_|H[T|M|S|SISIIINIX[D ¢O'ONQIDIS_IK{T|HIN H LiM
I8-ONQID3S_|H|T|M|S{S|[I[a AR D l9'ONAID3S_iHia|[diNisS|V¥iT
08 :ONQIDIS_|H|[T[MIE TiL|alaix[D 09 ‘ONQIDIAS_jWiE[d}F Siv|M
6/-ONQIO3S_|H|TIM{H:S|L|J[L[X]|D 65-ONQID3S_{x aiyd|Ln[s[v[m
| 8/°ONQID3S_|E[T[Mia{S]T[d[I[X[D 8G:ON QI 03S_[S}ajd|LiN & W;
| //'ONQID3S_|H|T|M{a 4 T{d|L][&|D /S'ONQIDIS ¥ aiu:iis|vMm
9/'ONQID3S [HIW{MIA © TIAINIA|D 96 'ONQID3S [si¥ aiL|s[¥[m
OrL ‘'ONQID3S [H[T[M[X[s|[x]a[L[X]D BELONAIDIS |s|a|d|x|s[¥[M
[43 GG
FH-4AH ¢TdAH



PCT/US2005/027626
41714

WO 2006/015371

ac¢ ‘oid

| 8EL:ONQID3s_[a|d|T]aiT g{A[stanii]q
| LEL'ONQID3S_[x|a|Tivinfuizx]|s[s|a}a
| Ot -ONQID3S_|A[a|TI¥|@|A|X|S|8]|A|L
| GE1 'ONQdl O3S AA|TId|SIH{A|SIS[A|L
| VEL'ONQID3S_[A|a|T|diy WiA[SIS{X]|d
| €€L'ONQI03S_[a|alT[diu{A|X|S|8|X]|T
| CELONAID3s_[X|ala|atdt{Alx|s]sIZ]|L
| LEL:ONQID3S_[Aja[T(daia A{X|S|E]X]|L
| 0L .ONQID3S_[A|Tq|T|d|w{aixiD|M][X|L
621 'ONQID3S_[A{aiT|d|sjaix[S|u|X|x cli'ONalvas_|alyiTatd|N[a[d|s[als|N[s|a[alI[r[D
| 8¢L 'ONQIDIS_[A|T|T[d|SHItA|S|E{A|L LLL:ONQlD3s [alz]atata|N|a|d|s(als|(N[S|a|alT|®R[D
| /ZL:ONaID3as [x[alT(als[alx|s|a[xls OLL:ONalbas [alzi{® s{a|N[ala|z|a|s|N|s|a|a|T|®|D
| 9¢L-ONQIO3aS_|A|a|T|d|&|A|X|SIHIA|T 60, 'ONQID3s |aiqg #in|a|N|a|a|o|als|N(slalalT|w|D
| GZLONQ@ID3as [x|alzlals|alx|s[o]xlx 80L 'ONQID3s_jaid|dA|N[d|N|ad|a|als|N[S|alalT|®w|D
| YCL'ONQIO3S |X|a|T|apaialX|s]|o]xtE 0L °'ONQIO3Ss igtg|a|N|dIN|a|a|a|alsiIn|slalalT WD
| €2L'ONQIO3s_JA|a|T[dix{A[A|S|D][A|& 80L 'ONalo3s [al=|a|NiOiN|a|E|L|a[s|N[s|alalT|n|D
| 2CL'ONQID3S _[A|a|T|aiy HiXx|S[D][X]|L G0L'ONQID3s |alzja|n|a|n|alala|als|N[s|alalT|®|D
| LIZLONQiD3s |x|afTistalalz]sTs[a[s POL'ONQID3S |ajaid|N|da(N|a|a|la]|als|InNislalalTiw(®
| 02L'ONQID3S_|x[a|T[at¥w &ix|s|s{A]S €0L:ONQID3s_id Nyapyia|nfala|a|als[n[s|alalT(®w|D
| 6LL'ONQID3S [x[al7|aly wix|si&5|x[s moﬁozo_cmmlwuzﬂm_m Nla|d|o|als|N|s|alalI|n]D
| 8LLONAID3S |Z]la|T|alntalix|[s|alals 0L 'ONQI03s_[X Nidld[d|N[a|d|L|d|s|N|s|a|a|I|®|D
| LLL'ONQAID3s tola|1]lafmialx|{stalx]|s 00L:ONalb3as_tafd[a|y|a[N[a|a|TfLiSfals|alalT|®|D
| 9L 'ONQID3S_|A|Q|T|d}IT{A|A[S}¥|A]S 66 ‘ON QI 03S_|dtgjdfia|d|N|a|¥|L|a|s[N|[s|alalTI|r|D
| GLL'ONQID3s |[X|a]T1]altT ¥i{A[s|a{x]s 86 :ONQID3s |aljzlalX]|aiN|a|d|x|als|N|s|alalz|r|®
| vLL:ONQID3S [x[alT|a]STATX[S[D]X]S /6:ONQID3S [ajaE|aigid|N|a|giTials|N|[s|a|alT|r|D
€LL'ONQID3S |x|a|1|ajTialA]ls[o]x]sS
¢rL'ONQID3S |Ala|T|als|A|Xx|s|{dD|X]|S Pl 'ONQID3S |la|a|a|N|a|N|a|g|x]|als a )
66 96| |¥6 79l 129
EH-YAH CH-YAH



PCT/US2005/027626

WO 2006/015371

5/14

™

©
T

TE
| 20L:
191
00}
61
851
/61
951
| g5l
| ¥G1
¢S
251
151
0§
| 6¥L
2
i
| opl:
Syl
[ ppl

ON di O3S

ON Q1038

-‘ON Qi 038

-

‘ON Q1038

-ON 01 D38

‘ON Q1 038
-ON @l 03S

‘ON a1 O3S

-‘ON @l 038

‘ON dI D3S

-ON dI O3S
-ON Qi 03s

‘ON @1 03S

‘ON @i 038

‘ON QI 038

-ON Q] 035

-ON Q] D38

ON Al D3s

ON dI D3S

ON a1 038

DA DA | HLOEA | DA | B D [ AR | 1 L d | | D] 51| 4

allalal[a][a]{a][a]{al}al[a]}-{]a] [a] [a] fa][a] (=] a]{a)
A3 rAa] A A a3 Al alalalAalala

o B Y A A O Y Y S P P £

D[ 30 4| 4| D] B 1| 24| 4| 4| Bt 5 [ 5 4 [ 4| 3 [ 4 [ 5
n(njin|u|uiunrn|imiun|ualnlininlon

Gl B aala o B B B Y
G EEEaE EEE SRR

@ o .l n]s Gojotoln X s gl g oo

DA DR D[4 24 [ 4] 4[| 4| 4] 5| 1| 4| S ] e [ o [ e
0|00 (UfEt B+ B B BB B BB B ECEY BB

eyl

ON di D3S

by
[}
H
fu

0
>
by
%)

P

001

Bl

Slw

EH-YAH




v "Old

6/14

£6°¢ ¥0-36¢°C | ¥0+350°6 S6# g/L:ONQID3IS |DIM|A|A|TIV:S X|s} L|¥|D
61 ¥0-385°L | ¥0+31E8 Gl# /JL'ONQID3S |[DM[X1A|T;S A | SIS LiV¥|D
G290 y0-3.¢¥°L | G0+39€°C 8/3# 9/L'ONQID3IS [DM[X|A|T|d}L X[S? L|¥|D
GO'1L ¥0-360°C | S0+366°L Z6# G/L'ONQID3S [D[M|X|a|T|dji X8 (Si¥[D
£8. ¥0-3vc’¢ | £0+398°¢C 6bit p/L:ONQID3S |9(M|x|a|T|d X|S§ L|¥|D
128 y0-3ev°. | ¥0+386°8 6ds-vo €/L'ONQID3S P/M|X AT dSAXKSDZIXLIVD
£8'6 $0-320'G | ¥0+391°G Sy6d Z/L'ONQID3S |D9IM|IX Q' TdSAXSDIRGE|¥YD
AU 00G 1e buipuiqg 8|ge}osjep ou yelb L/L'ONQID3S [9/M|x a1 dasAXxsHdHX[AYD
€H
9¥'8 ¥0-390°G | ¥0+386'S [45:] 0/1'ONQID3S |4|¥|d d|[N|J|F|[L[d|S[N[S|d[A[T|W|D|AM
18°2 v0-426'y | ¥0+30£°9 v# 69} ‘ONQID3S |d|¥|d CEIN|A[EIL|A|SINISIAIA[IWIDIAM
891 :ONQID3IS |g|¥|a d NJYIAdSNSJdAdIWNWDIDAM
ZH
L8 P0-30G't | ¥0+38L°L y6# /9L 'ONAID3IS |A|M[H|T|MiSiSILIJA|LIADIS|¥Y
00l 'ONQID3S | A/M|IHT M XS I JL X D|S|¥
TH
44 y0-3¢G°€ | ¥0+3/8v 4% GIL ‘ONQID3S |A|D[(SiAE|L|SIVIMIA|T
$9L ONQID3IS |A|D|S T I T S ¥ M|X
41
WU Ay | AIPY | SR B | SUBLEA gas HEEER




VS 'OId
A

PCT/US2005/027626

7714

WO 2006/015371

'd A\
~-ZH- AMITONDIVOUAM ~-TH- SYVYOSTITISOOIDOATIDDSTATOAT a
-ZH- AMATONOIVOUAM ~-TH- SYYOSTUISODADATOHONSTIATONT 0
-ZH- AMZTONDHIVOIAM ~TH- SYYOSTUISHDDIOATODDSHATOAT q

~-ZH- SAMIATOAOIYOIAM -TH- AINIDSYVISTIEISOOADATOODSHIATOAT v

10)deooy pucosg
—CH= AMETOADAVOUAM -TH- SYVYOSTYTISOOADATIODSTATOAR )
-ZH- AMITOAOIYOUAM -TH- SYVYISTUISODIOATOOOSTATOAR g
-ZH- [SAMETOADAYDIAM -TH- AINADSYYISTHTISODADATIODDSHATOAR v
10)dao0y

-ZH- AMITONOAYOUAM ~-TH- SYYOSTYTISHOADATIDODSTATOAR a
-ZH- AMITONOAVOIAM -TH- SYYOSTYISODdOATIOHDSTATIDAT 2
-ZH- AMETONOAVOTAM -TH- ISYVYDSTUTISODAOAIDODDSHATOAE g
~-ZH- m>3mqwmwmmom>3 -TH- [SATdDSYYDSTIISODADATDODSTATONAS Y
1o

-ZH- IMETONOAJ0UIM -TH- SALILTISTILOSAIATOIOSTDTOAD a
-ZH~ IMETIONDIIDIIM -TH- SALOLISTLOSANATOIOSTDTIOAD 92
-ZH- IMETONOIIDUIM -TH- SALDIISTLOSAAATOIDSHADTOAD q
~ZH- [PIMETIOIDIADIIM -TH- SASDDSALIOLISTLOSAIATIHADSTADTOAD \'}
I

-ZH- RMETOODAVDIIAM -TH- SYAOSAAASYDIUNATVOSOATIAD a
-ZH- HMETO0DAYOUAM -TH- SYADSANASYOAANATYOSOATIOAD o)
-CH- RMETO09dVOUAM =TH= SYMOSANASYOINMATYOSOATOAD q
-ZH- [ORMETO0DaTDIAM -TH- LALADSYADSANASYIAANATVOSOATOAD v
I

g6 ‘Did Y& "Ol4

g "Old



PCT/US2005/027626

WO 2006/015371

8/14

ds "Old
A

4
\
L£'ON 01 DIS SSALATLODSM -EH- owgmammmmgmzs@qﬁﬁezﬁmmmmmEmm a
9¢°ON QI D3S SSALATIO0OM -EH- YOXAAVLAEVITSNHOTAGLNISITAVSIL4Y 9
GE'ON Q1 D3S SSALATIODDM R AVOAAAVLIAIVEISNHOTAGINISILAWS IL 4 g
#E€°ON Al DIS SSALATIODOM -€H- d¥OXAAVIATVE TSNHOTAVINYSILAVS ILIY Y
" Jojdsaoy puossg
€€°ON QI D3S SSALATIO0OM -~ €H- iSOAAAYLATVETSNROTAALNISIAS IL 48 O
Z€'ON di D3S SSALATLOOOM -€H- ﬁmmo»»>meom<mqmzzoqwmmﬁzmwmaﬁﬁmHamm g
lE'ON QI D3S SSALATLDODM ~EH- [ES0AANYIAIVE TS NHOTAVLNISILAES 1LY Y
: Joydaoay
0¢"ON Q1 D3S SSALATIO0OM -€H- DARAVLAIVITSNHOTATINISNANS T LAY (
6Z°0ON Q] OIS SSAIATLOOOM -¢H- YOAAAYLAEIVITISNROTATLNISNAYSILAY 9
82 "ON Al D3S SSAIATIOOOM -€H- AVDAXAVIAIVEISNHOTATLNISNQISI LAY g
LZ'ON Al OIS SSALATLOOOM = H= YYOAAAVIAAVHTISNHOTATLNYSNAISILAY VY
III
9Z'ON Al IS SSAIATLODOOM ~EH- DXXAYIAVYYIASSTIITISAONMSLAASIIAY (
GZ'ON QI O3S SSALATIIODOM -€H- VOAAAVLAVYLIASSTITISAONISIAASIIAY 9
¥2°ON 01 D3S SSAIATIOOOM -EH- dYOAAAVIAYVIASSTINTISAONMSIAASILIAY §
€2°ON Al D38 SSALATILOOOM - EH- JYDXAAAVILAYYILASSTITSIONMSIAASTIIAY VY
I
Z2¢'ON 41 ©D3S SSALATLOOOM -€H- OARAYVIQESYTISSTANAVISISLIAVLIIAY (
LZ°ON Q] D3S SSALATLODOM -€H- VIAAAVLAESYTSSTANAVISISLAVLIILAY 9
0Z°ON QI D38 SSALATIOTIOM -EgH- HYDAAAVIAISYISSTANAVLSLSLAVLIILAY g
6L °ON dI DIS SSAIATILODIOM -CH- AYIARAVLAESYTSSTHRAYLSLSIAYIIIAY Y
I



PCT/US2005/027626

WO 2006/015371

9/14

g9 "Old

L#"ON QI D3S AITANLO0DA[ -€1- |OAXAVAQE
0¥ "ON Q| O3S ATIANIOODA| -€1- |0XAAVAQE

6€°ON Al DIS AITANLODDA] -€1- |DAZAADAQH
8 °ON QI OIS ATIIANLIODODI] -£T1- [dXAIVIAH

V9 OId

YOTISSIITLIALOSHSDSITAIAD| -2 T~ JATTTAIdDDANDDAM| -1 T~ JONIIYYADTSAYISAdSOLNAIA
dETYSIITL4ALOSDSDSIHAdID] - ¢TI~ AT TTEAYODINTOAM[ ~ 11~ |OSTIYHEDISTSTIOASOLTAIH
YEAYSINTLIALOSDSOSIUAAAD] — 2T~ JATTTOdSODANOTAM] - 11~ [0SISYdIDAIAdTSTSOLHAIA
d01SSILILAALOSDSDSIYSAAD[ ~2T~ AT TTAIYADINOOAM[ ~TT- JOLILAMADASYSTSSISOINOIA

P
eny
A
LAY

P
e
Ay
LA



PCT/US2005/027626

WO 2006/015371

10/14

L Old
A

OL'ONQIDAS) S S A LT A S & D 0D 9 M 2 d T d S A X S D
¢LLZLL LLLOLL 601 801 Z0L 901 G0L #01 €01 20L LOL ¥ © Q0L 66 86 .6 96

A L ¥ 2O X XA AY¥Y SAVYSI TS STTRWHAYLNISSYTACANTILVE A
G6 Y6 £6 26 16 066883 /898¢68+v8¢€8 2 qQ & 2818086.8L..9.6GL¥.¢€L¢/1.L0L68 89 .9 99
a Y & NdNJI¥YIadQsSNSsJIdaIRHDIMITTHOH4Jd3I 0T AMHETT
G9 $9 €9 29 L9 0965 8G /G 95 GG ¥5 €G © ZG LS 0G 6% 8¥ L O ¥ ¥ eF 2F L¥ O 6€ 8€ L€ 9€ GE€ ¥¢C
M 2 S 4 4L X 9SS Y IOSHAITASYHDHIdIATHITJIHOH S OO TOAD
gcze leo0e 6z 82 Lc926GevZezeeleocel8LLOLGLvLELEZLLLOL 6 8 L 9 6§ v € C )

GONQIDAS) ¥ X I T T X1 & 999D 4L M d A&
801 201 90} GOL ¥01 €01 201 L0L 00l 66 86 .6 96 S6 ¥6

¥ X A0002ZXZAXFAAY¥YTAAQYXASLILTILAIAALDS DESE DL 4

£6 26 L6 06 68 88 /8 98 G8 ¥8 €828 1808 64 8L LL 9L GL ¥L €L TL VL OL 69 89 L9 99 98 V9 €9 €9

¥ adASDSSsS YL SYMAITTAIIdSOHJIITOOAXAMY TZANNADOGS
19 09 65 85 2G 9S GG ¥S €5 TS LS 0G 6V 8v Ly OF S¥ ¥¥ €F ¥ Lv OF 6€ 8¢ LE 9€ GE ¥E €€ ¢€ LE OF 62 8¢
S L AT TS OS STI2SALANETHDASAILTS SISO SHHICA
} 8 p o qejzogseveecceicocel8llLolGivielelllOLG 8 L 9 G ¥ € C L

gasnw
#leqe)
OH

gasnw
#eqey
a1



WO 2006/015371 PCT/US2005/027626

11714

Inhibition of HGF / cMet Binding
Inhibition of 2.5 nM HGF-Tag Binding in Solution to 5 nM cMet-biotin
9000

T III]I"I T llllllli T llll'[ll'l T linnll T l“”lﬂ

8000 3 —o— Chimeric OA5D5 IC50 = 2.6 nM
3 —&— hu OA5D5 V1 IC50 = 5.4 nM
7000 = —O— hu OA5D5 V2 IC50 = 1 nM
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FIG. 8 OA5D5 (Anti-cMet Antibody) (nM)
Kinase Receptor Activation Assay:
Anti-Met Antibody Inhibition of HGF Signaling
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FIG‘_ 9 OA3DS5 (Anti-cMet Antibody) (nM)
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Anti-Met Antibody Blocks —o— rchOA5D5 HGF (1.16 nM)
Cell Proliferation —&— rhuOA5D5v2 HGF (1.16 nM)
— I —&— rhuOA5D5v1 HGF (1.16 nM)
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