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Yy v F I ¥V F L L N ¢ V g & B VvV K L E E S
CTGGAGGAGGCTTGETGCACGCCTGGAGGAT CCATGAAACTCTCTTGTGCTGCOTC TEAGAT 180
G &6 66 L Vv Qg P & 6 8 ¥ K L 8 ¢ A A 8 o F
TCACTTTTAGTGACGCCTEGATGGACTGGETCUGCCAGTCTCCAGAGATGEGACTTGAGT 240
T ¥ § D A W M D W VvV R ¢ &8 P B M & L E W
GGOTTGCTGARATTAGAAGCARAGCTAATAATCATGCEACATTCTATGCTGAGTCTETGA 300
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Subsfituted amino acids® in VL CXIG

K1 |pTGI7896| [A9S| VBA | E17D | TISR | Q40P | S434 | Q45K | VASL|H4OY |NSIR| ASSE | D65 | Q70D | ST2T | KT | N768| S80P| GB4A | S85T | G100
K2 [pTG17897] |A9S| VI3A | EI7D | TIR S43A | Q45K | V4GL | H4OY |NS3R | ASSEIDS6S | QD |STTIKTATINS|  GB4A| SEST| G100Q
K3 |pTG17899] |A98| V134 | EID | TISR S43A | Q45K | V4L ASSE!DS6S| Q70D |ST2T | K74 N76S|  |GB4A| SBST | G100Q
K4 |pTGIT00] | ASS EID | TISR S43A | Q45K H40Y | 53R | ASSE | D36S | Q70D | S72T | KT4T I N16§ $85T| G106Q
K5 |pTGIT0L] |A9S EI7D | TISR | Q40P |S434 | Q45K ASSE | DS6S| Q70D | 3727 | K74T | N768 | S0P SEST | G106Q
K6 |pTGI7902| | ASS EID | TISR 8434 | Q45K ASSE| D568 | Q70D 7T | KT | K768 85T 1 G100Q
K7 [pTG17903 | |A98 EITD | TISR S84 | Q45K D38| Q70D N768 G1000
K3 [pTGI79M4 EID G100Q
K9 [pTG17905| |A9S| VI3A | E17D | TI8R S434 | Q45K | V4L D56S| Q70D |ST2T [KMTINT6S| | GB4A]885T | G000
K10|pTGL7906 | | A5 EI7D | TISR | Q40P |S434 | Q45K DS6S| Q70D {STIT | KI4T | N76S| $80P 85T | GI00Q
K11 |pTG17907 | | A9S EID | TI8R 434 | Q45K D365 | Q70D | $72T | ET4T | n76S SBST | 61000
K12|pT617947| |A98{ VI3A | EI7D | TISR | Q46D K74T| N768 | S309

K13[pIG17948 | [A9S] VI3A | EI7D | TISK | Q40D | S43A | Q45K | V4GL DS6S| Q70D | ST2T | K74T | N765| S80P| GB4A | S85T | G100
KI4|pTGI7940| |ASS| VI3A | E17D | TISR | Q40P . K4T | X768 | S80P

K15|pTG17950] |ASS| VI3A | 17D | TISR | Q4OP | S434 | Q45K |V4SL D565 | Q70D | S72T | K74T | N765 | S80P| Go4A | 85T | G100Q

ap e

samino acids in bold have a relative side-chain solvent-acoessibility above 50 %, underfined above 25%

Fig. 15
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Substituted amino acidse in VH CXHGE

H1 | pTG17870 | | K30 | ESV|MISL]KI19R | 5404 [ E42G | M43K | A490 | ESOR | I61E | E64A | 979N | VSIL| RE9K | POOT | Go4A | [95V | TAISL | L1149V
H2z | pfG17871 | | K30 | E5V|MISL]KI9R | S40A |E42G | M43K | A49G | ESOR | F61E | E64A | STON | VEIL [RBOK | POOT | G94A | 195V | TIISE

H3 | pIG17872 | | K30 | E5V|MISLIKI9R | S40A [E42G |M43K [ A49G |ESOR |F61E | E64A | STON|VEIL|R8OK | P90T | GH4A |95V L114V
H4 | pTGI7873 | | K30 | E5V|MISL|K19R | S40A [E42G | M43K | A49G | ESOR E64A | STON | VSIL|R8SK GO4A | 195V | T113L |L114V
H5 | PTG17874 | | K3Q  ESV |MISL]|KI9R | S40A | E42G | M43K | A49G | ESOR E64A | STIN|VEIL| R8SK G944 195V | T113L

H6 | pTGLI8I5 | | K30  E5V |MISLIKI19R | S40A [E42G [ M43K | A49G | ESOR E64a | 579N VSIL | RE9K G944 |95V 114V
"7 | pTG17883 | | K3Q | E5V KI9R | 8404 |£42G | V43K E644 | STON RESK 95V | T1I3L [L114V
HS | pTG17884 | | K30 | E5V KI9R ! S40A | £42G | Ma3K E64A | STON RE9K 95V | T113L

HS | p7Gi7885 | | K3Q ESV K19R | S40A | £42G | 343K F64A | STON RISK BV L114V
Hi0 | pIG17886 | | K3Q  ESV KI9R FA2G | MAIK E64A REVK T1I3L |L114V
H1l | pTG17887 | | K3Q | ESV KI9R 492G [ MK E64A RE9K THI3L

Hi? | pTG17888 | | K3Q | ESY KI9R E42G | MK E64A RISK L114Y
H13 | p1G17889 KI9R RESK. T1I5L |L114V
H1¢ | piG17890 KISKR RESK TiI3L

H15 | pTG17891 KI19R REIK L118Y
HI6 | pIG17892 | | K3Q |E5V|MISL|KI9R | S40A | E42G | M43K | A49G E64A | S7ON | VBIL | RBOK GS4A | SV | T119L | L114%
Hi17 | pTG17893 | | K30 | ESV|MISL | K19R | S40A | E42G | M43K [ A49G E64A | STON | VEIL | R8OK GY4A |I9S5SV THIAL

HI8 | pTG17894 | | K3Q | ESV | MISL|KISR|S40A [E42G | M43K | A49G E64A | STON | VBIL | R8SK G94A | 195V L114V
Hi9 | pIG17943 | | K3Q | ESV[MI1SL P90A

H20 | pTG17944 | | K3Q | E5v | MISLIKI9R E42G | MASK E64A REOK T1I3L | L114V
H21 | pTG17945 | | K30 | ESV|MISL|KI9R F42G [ MA3K E644, RS9K | P90A T113L |£114V
H22 | pTG17946 | | K3Q | E5V | M18L|K19R [ S40A | E42G [ M43K E644 RSOK | PO 195V | T113L [L114V
H23 | pIGI7968 | | K30 | ESV|MISL|KI9R E42G | M43K R8OK| . T113L |L114V
H24 | pTG17969 | | K30 | ESV|MISL|XI9R F42G | M43K RE9K | POOA T1I3L |L114V
H25 | pIG17970 | | K3Q | ESV | MISL | Ki0R | S40A | £42G | M43K RESK. | PI0A 95V | T1131 | L114V
H26 | pTG17985 | | K3Q | ESY | MISL|K19R E42G | M43K RESK | P9OT T113L [L11aV
H27 | pTG17986 | | K3Q | ESV | MIBL | KI9R | S40A | EAZG | M43K RE9K | POOT 5V | TI13L [ 1114V

samino acids in bold have a relative side-chain solvent-accessibility above 50 %, underiined above 25%

Fig. 16
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Fig. 20
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lg-like dommain 1 ig-like domain 2 fg-like domain 3
(D1} (D2} {D3)
ar 2010 104 az 105 to 199 az 200 {o 288
pTG17983 IPVIE..YVKDP ARPWN...VQKVI PGPPA.. RVVES
pTG17984 APVIE . YVKDP | "AHSWHNL.VNRVH | PEPPLL.QVVES
pTG17998 IPVIE.. YVKDP ABSWN..VNRVH .| PEPPQ..OVVES
pTG17999 IPVIE...YVKDP ARPWN..VQKVI [ PERPQ..QVVES
pTG18003 APVIE..YVKDP - ARPWN..VOKVI PGPPA. RVVES
pTG18001 CAPVIE.LYVKDE, | AHSWN. VNRVH BGPPA.. RVVES
pTG18005 APVIE...YVKDE ARPWN...VOKVI PEPPQ,..QVVES
pTG18004 IPVIE.. YVKDP SAHSWNL..VNRVH | PGPPA..RVVES
Ig-like domain 1 {D1} ig-iike domain | g-like domain
aa 20 to 104 Z{D2x) 3 {03)
zaZ{l to 43 aad? to 20 3291 to 104 2z 105 to 199 ag 200 to 298
pTG18000 | APVIEL.TVTLR | CVGNG..EPGDP | LGGSA, YVKDP | ARPWN..VOKV! | PGPPA__RVVES
pTG18002 ["APVIE.LTVTLR | CVSNGRELEDP. | LGGSA,.YVKDP | ARPWN..VOKV! | PGPPA. .RVVES
pTG18013 | IPVIELLTVTLR | CVGNG..EPGDP | MAGST..YVKDP-| ARPWN..VQKVI | PGPPA,. RVVES
pTG18014 | APVIELTVTLR | CVGNG..EPGDP | MAGST..YVKDP | ARPWN..VQKVI | PGPPA. RVVES
pTGL8C15 | IPVIEL.TVTLR | CVSNG.EELED LGGESAL YVKDP ¢+ ARPWNMN..VOKVI | PGPPA..RVVES
pTG18016 | IPVIE.TVTLR | CVSNG..ELEDP..| MAGST.ZYVKDP | ARPWN..VOKVI | PGPPA...RVVES
tg-iike domain 1 fg-like domain 2 X ig-like domain
(D1} {02} 3 (D3}
az 20t 104 22 105 to 1585 aa 2003 to 246
pTG18040 IPVIE..YVKDP ARPWN...VQKVI PEPPA,_TKLAI
pTG18036 IPVIE. YVKDP ARPWN..VOKV!
tg-like domain 1 ¥ lg-like domain
(D1} 2 (D2)
ag 20 1o 104 aa 105 to 157
pTG18039 IPVIE,..YVKDP ARPWN... NYSFS
pTG18038 IPVIE...YVKDP E
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Fig, 21: Compefition curve
between 1251-H27K 15 antibody and untabeled H27K15 on EL4-CD115
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Fig. 22:
Competition curve between 5I-H27K15 antibody and various antihodies on EL4-CD115
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Fig.23 :Postincubation competition: CSF1
biot (1hour), then mAb {(1hour)
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Fig. 24 :Preincubation competition:
mAab (thour), then CSF1-biot {Thour)
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Fig.25 : Coincubation competition: mAb
and CSFi-biot together  {(Thour)
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Fig. 27 1 Lack of cross-reactivity of hCXHGE variants with tyrosing kinase
receptors from type Il subfamily other than CR115
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Fig. 28 : Blockade of soluble CD118 by hCXUGS variants and chCXHGE in the

M-NF3-80-cell based assay
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Fig. 28 :
variants
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294 : AMLS celis express surface CD115
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Fig. 29 : inhibition of CSF-1-dependent profiferation of AMLS cells by hCXIGSH

variants

29C : hCXIIGS variants and chCXJIG6 inhibit CSF-1-dependent proliferation of

AMLS cells,
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Fig. 30 : ADCC activity of hCXHGE variants on EL4-CD115 target cells
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Fig, 31 : Therapeutic effect of chimeric CXIIGE in the BeWo choriocarcinoma tumor
maodel
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Fig. 32

PCT/EP2012/052043

sequence "H27" ~the corresponding variable region is underiined (SEQ ID NO :37)

Met
Sexr

Val

Tyr
Glu

Gln

Leu

Leu

Gly

Val

Leu

Asn

Tyx

(0]
fuie
-

Val

Gly

Fhe

Tle

Val

Val

Phe

Gln

Leu

Pro

Leu

Gly

Asn

Gly

Gly

Sexr

Val

Leu

Lew

Cvys

Ser

Ala

Ala

Ser

FPhe

Thr

Fhe

Ser

Ala

Trp

Met

Tro

Val

Lla

Pro

Gly

Lys

Gly

Leu

Trop

Val

Ala

Glu

Arg

Ser

Asn

Asn

Ala

Phe

Thr

Tyr

Ala

Glu

Ser

Val

Lys

Gly

Ary

Thr !

Asp

Lys

S5er

Ser

Tyr

Val

Leu

Gln

Met

Ser 1

Lys

Glu

BsSD

Thr

Gly

Tvr

Tyr

Cys

Thr

Arg Val

Lys

val

Phe

Asn

Gly

Gln

Gly

Thr

Leu

Val

Ser

Ser

Ser

Lys
Thr

Ala
Asn

Gly
Leu

Asn
Ser

Phe
Val

Cvs
Val

Gly
Thr

Thr

Gly
Ala

Leu
Ser

Ala
Tyr

r Leu

Cyvs

Val
Cys

Lys
Val

Len
Thr

Val
Asp

Yal

Val
Lys

Pro

3er

Asn

Thr

Phe

Val

Glu

Ser

His

His

Pro

Val

Val

Ser

Leu

Val

Pro

Asp

His

Val

Phe

Val

Gly

Val

Pro

Cys

Lys

Val

Lew

Thr

Pro

Pro

Lla

Leu

AsSp

Val

Asn

Lvs

His

Lys

val

Ala

Tyr

Thr

Pro

Thr

Thr

Fro

Phe

Phe

2
@
~

Lys

Fro

Thr

Bsp

Lys

Ser

Pro

Pro

o5}
6]
[

Val

Ala

Leu

Gln

Ser

Ala

Ser

Met

Glu

Arg

Asp

Lys

Pro

Val

Leu

Lys

Ile

Glu

Tre

Serxr

Yal

Gly

Lys

|l
I{H
¢

Lys

Glu ¢

Leu

Thr

Thr

Gln

Asn

Ser

Val

Ser

Glu

Thr

Asn T

Gly

Ser

Ser

Thr

Pro

=
Y
s

Aszsn

Lys

Ala
Trp
Gly
Tyx

Lys

FPro

Tyr

Ser

Glu
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Gin Gly

Asn Vail
Lys Ser

Leu Ser

Val

Pro

Ser

Leu

Ser

Ser

Asn

Fhe

Sex

Ser

Asn

Glu

Leu

Gly

Phe

Cys

Pro

Gin

Ly

Serx

Pro

Tyr

Val

Lys

Leu 3

Glua

Met

Asn

Liys

Asn

Leu

Lieu

Gly

Tyr

Thr

Ala

Iie

Pro

Phe

I_’y§

Leu

Thxr

His
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Thy

Asn

Sar

His

H
-]
]

Asp

Asp

Pro

Glu

Ile

Val

sequence "H138" -the corresponding variable region is underlined (SEQ 1D NO :38)

Met Tvyr
Ser Glu

Val Gin

Leu

Gly Leu Asn Tyvr Val Phe

Val

Ser

Gly

1)

&
<

Ile

Leu

Val

Val

PFhe

Lawu

Pro

Teu

Gly

Asn

Gly

Val

Leu

Ala

Gln

Lys

Leu Serx

Cvys Ala

Gly

Phe

Pha

Ser

Ala

. Asp

Trp

Val

Gin

Ser Pro

Glua Met

Len

Glu

Trp

Bla

Glu

Arg

Ser

Lys

Asn

Ala

Thr Fhe

Ser

Lvs

Arg

Fhe

Ser

Arg

Asp

Asp

Ser

Ser

Gln

Met

Asn

Ser

Arg

Alag

Thr

Tyr

Thr

Fhe

ASn

Gly

Gin

Thr

Thr

Leu

Thzr

Ser

Lys Gly
Thr Ala

Ala Leu
Asn Ser

Gly Rla
Leu Tyr

Pro

Ser

Cvs

Thr

Val

Leau

Phe

Val

Leu A

Tvr

Thir

Fro

Phe

FPhe

Ser

)
[
O

Pro

Ser

Glu

hla

Liys

Val

Val

Leau

Thr

Thr

Gln

Ser

val

Ser

Ser

Gly

Trp

Gly



WO 2012/110360

Ser
Ile

Lsn
Ser

Phe
Val

Cvs
Val

Gly
Thr

Arg
Tyxr

Cys
Ala

Gly
Thr

Leu

Sequence "K5" —the corresponding variable region is underiined (SEQ D NO :39)

Met
Arg

AsSp

Leu
Cys

Val
Cys

Lys
Val

TLieu
Thr

Val
Asp

Val
Tyr

Val
Lys

Lvs
Lys
Gln

Lys

Gln
Glu

Giu
Ser

Gly
Gly

Val
Ser

Ser

Ser

Asn

Thr

Phe

Val

Glu

Pro

Ser

Phe

Leu

Ser

His

Hisg

Pro

Val

Ser

Ser

Arg

Ser

FPhe

Ser

Ser

Val

Lys

Thr

Pro

. His

Val

Asn

Glu

Leu

Gly

Phe

Cys

Pro

Val Pro Thr

Gln Met Thr

Val

Pro

Cys

Lys

Val

Asn

IJyS

Pro

Gln

Leu

Ser

Gly

Ser

Pro

el
+
O

Ser

Ala

Thr

Ala

Tyr

Val

Lys

Val

Asn

Pro

Lys

Lys

Val

Leu

Val

Leu:

Glu

Ser

Met
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Pro

Thr

Asp

Glu

Thr

Leu

Pro

Tyr

Val

Asn

Lvs

His

Ser

LyS

Fro

Thr

Asp

Lys

His

Ala

Thr

Lys

Asn

Leu

Glu

Ser

Val

Ala

Teu

Pro

Pro

Gly

Tyr

Thr

Ala

Ser

ASE

Met

Glu

Arg

Asp

Ile

Pro

Phe

Lys

Leu

Leu G

Val

Glu

Trp

Gilu

Pro

Tyxr

Thr

Asp

His
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Lys

Glu

Leu

Sex

Pro

Thr

Lys

Asn

Thxr

Val

Leu

hrg

Gln

Asn

Thr

Arg

Ser

Pro

Serx

His

Gln

Glu

Gly

Thr

Asn

Gly

Ile

Asp

Asp

Pro

Arg

Tyr

Thx

Pro

Asn

Glu

Iie

Val

Trp

Thr

Tyxr

Lys

Pro

9]
it
o

Tyr

Ser

Glu

Lys

Ala

Gin

Gln

Gin Val Leu Gly Leu Leu Leu Leu Trp Leu Thr Asp Ala

Gin Ser Pro Ser Ser Leu Ser Val Ser Val Gly Asp Arg

Val |

Ile

Cys Arg Ala Ser Glu Asn Ile Tyr Ser Asn Leu Ala Trp Tvxr Gln Gin

Lys Pro
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Gly

Ala

Leu

Leu

Val
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His

Ala

Ala

Thyr

Asn

Leu
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Glu

Ser

Gly

YVal

Pro

Arg

Ser

Gly S

Gly

Ser

Gly

Thr

Tyr

Thr

Leu

Thr

Ser

Ser

Leu

Gln

Glu

Phe

Gly

Tyr

Gin

His

Phe

Gly

Thr

Pro

Thr

Phe

Ly

Giy

Lys

Ley

Glu

fle

Lys

Pro

Ser
Phe

Pro
Ser

Glu
Leu

Leu
Gin

Leu

Val

Lys

Ser

Gin

Ala

Thx

Pro

Lys

Val

Tyr

Thr

Gln

Glu

Lys

Ser

Thr

Thr

His

Phe

Val

Lys

Asn

Ala

Asp

Ser

Val

Arg

Ala

Val

Asn

Thr

Tyr

Gly

Pro

Val

Ala

Tyr

Ala

Glu

Cys

Leu

Ser

Cys

Val

Leu

Gln

Leu

Glu

Phe

Leu

Ser

Yal

Sequence "K12" —the corresponding variable region is underlined (SEQ 1D NO

3er
Cys

Ile

Val

Gin

Pro

Met

Thr

Thr

Gln Val Leu Gly Leu Leu Leu Leu Trp Leu Thr

Gin

Ser

Pro

Ser

Leu

Ser

Ala

Val

Gly

Ile

Asn

Gly

Serxr

Thr

40)

Asp

Lsp

Asn

Asn

Thr

His

Arg

Thr

Thr

Cys

Ala

Ser

Glu

Asn

Ile

Tyxr

Ser

Leuy

Ala

Trp O

Gln

Gin

Ser

Gln I

u Leu

Val

His

Ela

Ala

Thr

Asn

Leu

Ala

Gly

Val

Ser

Gly

Ser

Gly

Gly

Tyr

Ser

Leu

Thr

Ile

Ser

Leu

Phe

Gly

Ser

Tyxr

Tyr

Cvs

Gln

His

Phe

Trp

Gly

Thr

Thr

Phe

Lvs

Leu

Ile

Lys

Giu

[
}..—l
s

Leau

Lys

Ser

Arg

Gly

Thr

Thr

Val

Ala

Ala

Ala

Val

Pro

Val

Ser

Cys

Val

Leu

Phe

Ile

Asn

Phe

Asn
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Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn
Ser Gln

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr
Leu Thr

Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His
Gln Gly

Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cvs

Sequence "K15" —the corresponding variable region is underlined (SEQ 1D NO 41)

Met Ser Val Pro Thr Gln Val Leu Gly Leu Leu TLeu Leu Trp Leu Thr Asp Ala
Arg Cvyvs

Asp Tle CGln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly Asp Arg
Val Thr '

Ile Thr Cys Arg Ala Ser Glu Asn Tle Tyr Ser Asn Leu Ala Trp Tvr Gln Gin
Lys Pro

Gly Lys Ala Pro Lys Leu Leu Leu His Ala Ala Thr Asn Leu Ala Ser Gly Val
Pro sSer

Axrg Phe Ser Gly Ser CGly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu
Gln Pro

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln His Phe Trp Gly Thr Pro Arg Thr Phe
Giy Gin '

Val Phe lle Phe

63}
&
=

Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Rla Ala Pro
Pro Pro

Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn
Phe Tyr

Pro Rrg Glu Ala Lys Val Glo Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn
Ser Gln

s

Glu Ser Val Thr Glu Gln &sp Ser Lys Asp Ser Thr Tyr Sar Leu Ser Ser Thr
Teu Thr

I#u Ser Lys Ala Asp Tyr G8lu Lys His Lys Val Tyr Ala Cys Glu Val Thr His
Gln Gly

4]
®
[

Leu Ssr Ser Pro Val Thr Lys Phe Asn Arg Gly Glu Cys

saquence "VHZT" —variable region (SEQ 1D NG 42}

Glu Val Glin Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu
Arg Leu Ser '
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Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Ala Trp Met Asp Trp Val Arg Gln
Ala Pro
Gly Lvs Gly TLeu Glu Trp Val Ala Glu JTle Arg Ser Lys Ala Asn Asn His Ala
Thr Phe
Tyr Ala Giu Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Ser
Ser Val
Tyr Beu Gln Met Asn Ser Leu Lys Thr Glu Asp Thx Gly Val Tyr Tyr Cys Thr
Arg Val
Lys Val Gly Phe Asp Asn Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
sequence "VH18" —variable region (SEQ 1D NO :43)
Glu Val Gln Leu Val Glu Ser Gly Gly Glv Leu Val Glm Pro Gly Gly 3er Leu
Lys Leu Sex
Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Ala Trp Met Bsp Trp Val Axg Gin
Ser Pro
Glu Met Gly Leu Glu Trp Val ARla Glu Ile Arg Ser Lys Ala Asn Asn His Bla
Ihr Phe
ITyr Ala Glu Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Ser
Sexr Val
Tyr Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Gly Tle Tyr Tyr Cys Thr
Arg val
Lys Val Gly Phe Asp Asn Trp Gly Gln Glyv Thr Thyr Leu Thr Val Ser Ser
Sequence "WKE" -variable region (S8EQ 1D NO (44)
Asp Ile Gin Met Thr Gln Ser Pro Ser Ser Leu Ser Val Ser Val Gly Asp Arg
Val Thr

Tle Thy Cys Arg Ala Ser Glu fAsn TIle Tyr Ser Asn Leu Ala Trp Tyr Gln Gln
Lys Fro
Giy Lys Ala Pro Lys Leu Leu Val His Ala Ala Thr Asn Leu Glu Ser Gly Val

ro Ser
Arg Phe Ser Gly Ser CGly Ser Gly Thr Asp Tyr Thr Leu Thr lIle Ser Ser Leu
Gln Pro
Glu Asp Phe Gly Thy Tyy Tvr Cys Gln His Phe Trp Gly Thr Pro Arg Thr Phe
Gly Gln

Giy Thr Lys Leu Glu Ile Lys
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Sequence "VK12" —varifable region (SEQ 1D NO :45)
Asp Ile Gin Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly Asp Arg
Val Thr
fle Thr Cys Arg Ala Ser Glu Asn Ile Tyr Ser Asn Leu Ala Trp Tvr Gin Gln
Lys Asp
Gly Lys Ser Pro Gin Leu Leuw Val His Ala Ala Thr Asn Leu Ala Asp Gly Val
Fro Ser :
Arg Phe Ser Gly Ser Gly Ser Gly Thr Gln Tyx Ser Leu Thr Ile Ser Ser Leu
Gin Pro .
Gilu Bsp Phe Gly Ser Tyr Tyr Cys Gln His Phe Trp Gly Thr Pro Arg Thr Phe
Gly Gly
Gly Thr Lys Leu Glu Ile Lys
Sequence "VK15" —variable region (SEQ |13 NO :48)
Asp lle Gin Met Thr Gln Ser Pro Sey Ser Leu Sexr Ala Ser Val Gly Asp Arg
Val Thr
Ile Thr Cys Arg Ala Sery Glu Asn Ile Tvr Ser Asn Leu Ala Trp Tyr Gln Gln
Lys Pro
Gly Lys Ala Pro Lys Leu Leu Leuw His Ala Ala Thr Asn Leu Ala Ser Gly Val
Pro Sex
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Tle Ser Ser Leu
Gln Pro
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln His Phe Trp Giy Thr Pro Arg Thr Phe
Gly Gin
Gly Thr Lys Leu Glu Ile Lvs

Seguence of human CSF1, 1-444 (SEQ ID NO:47)

MetThrAlaProGlyAlaAlaGlyArgCysProProThrThrTrpleuGlySerLeuLleu

LeuleuValCysLeuleullaSerArgSerileThrGluGluValSerGluTyrCysSer

HisMetTleGlySertlyHisLeusinSaerleuGlnhirgleullefsplerCintetGl
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Thr8erCysGlnIleThrPheGluPheValAspGlnGluGlnieulyshspProvallys
TyrLeulysiysiAlaPhelLeuLeuValGlnAsplleMetGludspThrMetArgPhehrg
AsphsnThrProhsnAlalleAlalleValGlnleuGinGluleuSerleuArgleulys
SerCysPheThriyshspTyrGluGlullishsplysiAlalysValhrgThrPheTyrGlu
ThrProLeuGlnLeuLeuGlQLysValLySASnValPheAsnGluThrLysAsnLeuLeu
AspLysAspTrpAsnIlePheSerLysAsnéysAsnAsnSerPheAlaGiuCySSerSer
GlnhspValValThrlysProAspCyshsnCysleuTyrProLyshilalleProSerSer
AspProAlalSerValSerPreRisGlnProlevAlaProSerMetAlaProvValilaGly
LeuThrTrpClulspSerGluGlyThrGluGlySarSerLeuleuProGlyGiuviinPro
LeuHisThrValAspProGlySerAlaLysGinAlaPro?roArgSerThrCysGinSer

PheGluProbProGluThrProvalVallysAspSerThrileGlyGlySerProGinPro

g

rgPro8S8erValGiyAlaPhelRsnProGlyMetGluhspileleulspSarhlaMetGly

v

hrhsalrpValProGluGluAlaSerGlyGluplaSerGlulieProValProGlnGly
ThrzluleuSerProSerArgProGlyGlyGlySerMetGinThrGlubProfslakrgProe
SerAsnPheleuSerxAlaSerSerProleuProflalerdlalysGlyGilnGinPronla
AspValThr&lyThralaleuProArgValGlyProValAirgProeThrGlyGlnAspTrp
AsnHisThrProGlnlysThrAspHisProSerhlaleuleuhirghspProProGluProe
GlySerProhrglleSer3erleulrgProSinGlyleuSerAsnProSerThrleulear

AlaGlinProGlnileulSerArgSerHisSerSerGlyvSarValleuProleudlyGluleu

GluGlyarglrg
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