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SfiT
GGCCCAGCCGGCCCAGTGACAGACACAGACATAGAACATTCACGATGTACTTGGGACTGA 60
M Y L G L N
ACTATGTATTCATAGTTTTTCTCCTAAATGGTGTCCAGACTGAAGTGAAGCTTGAGGAGT 120
Yy v F I v F L L N G V. ¢ 8§ BE V K L E E S
CTGGAGGAGGCTTGGTGCAGCCTGGAGGATCCATGAARCTCTCTTGTGCTGCCTCTGGAT 180
¢ 6 G L V. Q¢ P 6 &G 8 M K L 8 ¢ A A 8 ¢ F
TCACTTTTAGTGACGCCTGGATGGACTGGGTCCGCCAGTCTCCAGAGATGGGACTTGAGT 240
T F 8 D A W M D W V R ¢ 8 P E M 6 L E W
GGGTTGCTGARATTAGAAGCAARAGCTAATAATCATGCAACATTCTATGCTGAGTCTGTGA 300
vV A E I R 8 K A N N H A T F Y A E S V K
ARGGGAGGTTCACCATCTCAAGAGATGATTCCAAAAGTAGTGTCTACCTGCAAATGARACA 360
G R F T I S R D D 8 K 8 S VvV Y L ¢ M N s
GCTTAAGACCTGAAGACACTGGCATTTATTACTGTACCAGGGTABAGGTAGGCTTTGACA 420
L R P E D T G I ¥ ¥ ¢C T R V K V G F D N
ACTGGGGCCAAGGCACCACTCTCACAGTCTCCTCAGCCARAACAACAGCCCCATCGGTCT 480
w 6 ¢ ¢& T T L T VvV 8 8 A K T T A P 85 V Y
ATCCACTGGCCCCTGTGTGTGGAGATACAACTGGCTCCTCGGTGACTCTAGGATGCCTGGE 540
r L. A P V C GG D T T G 8§ & V T L G C L V
TCAAGGGTTATTTCCCTGAGCCAGTGACCTTGACCTGGAACTCTGGATCCCTGTCCAGTG 600
K G Y F P E P v T L T W N 3 G 5 L S S G
GTGTGCACACCTTCCCAGCTGTCCTGCAGTCTGACCTCTACACCCTCAGCAGCTCAGTGA 660
v H T F P A vV L Q 5 D L Y T L S 5 S v T
XhoI
CTGTAACCTCGAGCACCTGGCCCAGCCAGTCCATCACCTGCAATGTGGCCCACCCGGCAD 720
v T 3 3 T W P S Q S I T C N VvV A H P A S
GCAGCACCAAGGTGGACAAGAARRATTGAGCCCAGAGGGCCCACAATCAAGCCCTGTCCTC 780
S T K v D K K I B P R G P T T K P C P P
CATGCAAATGCCCAGCACCTAACCTCTTGGGTGGACCATCCGTCTTCATCTTCCCTCCAA 840
c K ¢ p A P N L L G G P 8 V F I F P P K
AGATCAAGGATGTACTCATGATCTCCCTGAGCCCCATAGTCACATGTGTGGTGGTGGATE 900
I K p v L. M I 8 L & P I VvV T C V VvV vV D V
TCAGCGAGGATGACCCAGATGTCCAGATCAGCTGGTTTGTGAACAACGTGGAAGTACACA 960
s E D D P D VvV Q I S W F V N N V E V H T
CAGCTCAGACACAAACCCATAGAGAGGATTACAACAGTACTCTCCGGGTGGTCAGTGCCC 1020
A Q T Q T H R E D Y N 8 T L R vV V 8§ A L
TCCCCATCCAGCACCAGGACTGGATGAGTGGCAAGGAGTTCAARTGCAAGGTCAACARACA 1080
p I ¢ H ¢ D W M 8 G K E F K C K V N N K
ARAGACCTCCCAGCGCCCATCGAGAGAACCATCTCAARACCCAAAGGGTCAGTAAGAGCTC 1140
D L P A P I E R T I S K P K G S V R A P
CACAGGTATATGTCTTGCCTCCACCAGAAGAAGAGATGACTAAGAAACAGGTCACTCTGA 1200
Q v Y v L. P P P E E E M T K K @ V T L T
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Subsfituted amino acids?in VL CXIIG

K1 |pTG17896] |A9S| VI3A | EI7D | TISR | Q40P | 434 | Q45K | VASL|H49Y | NS3R | ASSE | D56S| Q70D | ST2T | K74T |N765|S80P| GB4A | S85T | G100Q
K2 [pTGI7897( [A9S| VI3A | EID | TISR S43A | Q45K | V4SL | H49Y |N53R | ASSE [ D368 | Q70D {ST2T | K7AT | N768 G34A| S85T | G100Q
K3 |pTG178%9) | A9S| VI3A | EI7D | TISR S43A | Q45K | V48L A3SE|D36S Q70D | ST2T | K74T | N76S G84A | S85T | G100Q
K4 [pTG17900| | A9S EID | TISR S43A | Q45K H49Y |N53R | ASSE | D36S | Q70D | S72T | K74T | N76S S85T | G100Q
K5 |pIGI17901| |A9S EID | TISR | Q40P |$43A | Q45K AYSE [ D56S| Q70D | S72T | K74T | N76S | S80P S85T | G100Q
K6 |pTG17902| | A9S EID | TISR $43A | Q45K ASSE | D368 | Q70D | ST2T | K74T | N768 S85T | G100Q
K7 {pTG17903| | A9S EITD | TI8R $434| Q45K D368 | Q70D N68 G100Q
K8 |pTG17904 EID G100Q
K9 [pTG17905| | A9S| VI3A | EI7D [ TISR $43A | Q45K | V4L D56S| Q70D | S72T | K74T | N76S GB4A [ S85T | G100Q
K10{pTG17906| | A9S EI7D | TISR | Q40P [ S434| Q45K D565} Q70D | ST2T | K74T | N76S | S80P S85T | G100Q
K11|pTG17907| | A9S EITD | TISR S434 [ Q45K D565|Q70D | S72T | K74T | N76S 85T | G100Q
K12{pTG17947 [A9S| VI3A | EID | TISR { Q40D K74T|N76S | S80P

Ki3|pTG17948) | A9S| VI3A | E17D | TISR | Q40D | S43A | Q45K | V4SL D36S| Q70D | S72T | K74T | N765 | S80P| GB4A | S85T | G100Q
K14|pTG17949| |A9S| VI3A | E17D | TISR | Q40P . K74T|N765|S80P

K15|pTG17950| |A9S| VI3A | E17D | TISR | Q40P | $43A| Q45K [V4SL D56S| Q70D | S72T | K74T | N76S | S80P| G84A | S85T | G100Q

33mino acids in bold have a relative side-chain solvent-accessibility above 50 %, underlined above 25%

Fig. 15
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Substituted amino acids® in VH CXIIG6

H1l | pTG17870 K3Q | ESV{MISL | K19R | 540A | E42G | M43K | A49G | ESOR | FGIE [ E64A | STON | VSIL | R89K | P9OT | G94A | [95V | T113L |L114V
H2 | pTG17871 K3Q | ESV{MISL | K19R | S40A | E42G | M43K | A49G | ESOR | F61E | E64A | STON | VBIL | R89K | P9OT | G94A | DSV | T113L

H3 | pTG17872 K3Q | ESV|MISL | K19R | S40A | E42G | M43K | A49G | ESOR | F61E | E64A | STON | V8IL | R89K | P90T | G94A | 195V L114V
H4 | pTG17873 K3Q | ESV[MISL | K19R | S40A | E42G | M43K | A49G [ ESOR E64A [ STON | VBIL | R89K G94A | 195V | T113L |L114V
HS | PTG17874 K3Q [ ESV|MISL | K19R | S40A | E42G | M43K | A49G [ ESOR EG4A | STIN | VSIL | R89K G94A |95V | T113L

H6 | pTG17875 K3Q [ ESV|MISL | K19R | S40A | E42G | M43K | A49G [ ESOR E64A | S7TON | V8IL | R89K G94A |95V L114V
H7 | pTG17883 K3Q [ESV K19R | 840A | E42G [ M43K E64A | STON R89K IS5V | T113L |L114V
HS8 | pTG17884 K3Q | ESV KI19R | $40A | E42G | M43K E64A | STIN R89K 95V [T113L

H9 | pTG17885 K3Q |E5V KI19R | S40A | E42G | M43K E64A | STON RS9K osv L114V
H10 | pTG17886 K3Q | ESV K19R E42G | M43K E64A R389K T113L |L114V
H11 | pTG17887 K30 | ESV KI9R E42G | M43K EG4A R89K T113L

H12 | pTG17888 K30Q |ESV KI19R E42G | M43K E64A R89K L114V
H13 | pTG17889 K15R R89IK TI113L |L114V
H14 | pTG17890 K19R R89IK T113L

H15 | pTG17891 KI19R R89K L114V
H16 | pTG17892 K3Q [ ESV|MISL | K19R | S40A | E42G | M43K | A49G EG64A | STON | VSIL | RS9K G94A | 195V | T113L | L114V
H17 | pTG17893 K3Q | E5V|MISL | K19R | S40A | E42G [ M43K | A49G E64A | STON| VEIL | RS9K G94A |95V | T113L

H18 | pTG1789%4 K3Q | ESV|MISL | K19R | S40A | E42G | M43K | A49G EG64A | STON | V1L | R89K GMA | D5V L114V
H19 | pTG17943 K3Q | ESV|MISL PooA

H20 | pTG17944 K3Q [ ESV|MI18L | K19R E42G | M43K E64A R89K T113L |L114V
H21 | pTG17945 K3Q | E5V|MISL | K19R E42G | M43K E64A RSOK | P90A T113L 11114V
H22 | pTG17946 K3Q | ESV|MIS8L | K19R | S40A | E42G | M43K E64A RSIK | P90A 95V | T113L | L114V
H23 | pTG17968 K30 | ESV|MISL [KI19R E42G [M43K R89K . T113L [L114V
H24 | pTG17969 K3Q | ESV|MISL | K19R E42G | M43K R89K [ P90A T113L [L114V
H25 | pTG17970 K3Q [ ESV | MISL | K19R [ S40A | E42G | M43K R89K | P90A D5V | TH3L |L114V
H26 | pTG17985 K3Q | ESV{MI18L | K19R E42G | M43K RS9K | P9OT T113L | L114V
H27 | pTG17986 K3Q | E5V| MISL | K19R | S40A | E42G | M43K R89K | P9OT DSV | T113L | L114V

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

Fig. 16
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Ig-like domain 1 Ig-like domain 2 ig-like domain 3
(D1) (D2) {D3)
aa 20to 104 aa 105 to 199 aa 200 to 298
pTG17983 IPVIE..YVKDP ARPWN...VQKVI PGPPA...RVVES
pTG17984 APVIE..YVKDP AHSWN..VNRVH PEPPQ...QVVES
pTG17998 IPVIE...YVKDP AHSWN..VNRVH PEPPQ...QVVES
pTG17999 IPVIE..YVKDP ARPWN...VQKVI PEPPQ...QVVES
pTG18003 APVIE..YVKDP ARPWN...VQKViI PGPPA...RVVES
pTG18001 APVIE..YVKDP AHSWN..VNRVH PGPPA...RVVES
pTG18005 APVIE..YVKDP | ARPWN..VQKVI PEPPQ...QVVES
pTG18004 IPVIE..YVKDP AHSWN..VNRVH PGPPA...RVVES
ig-like domain 1 {D1) Ig-like domain | Ig-like domain
aa 20 to 104 2 ({D2) 3{D3)
aa20 to 41 aad2 to 90 aa%1 to 104 aa 105 to 199 aa 200 to 298
pTG18000 | APVIE..TVTLR | CVGNG...EPGDP | LGGSA..YVKDP { ARPWN..VQKVI | PGPPA...RVVES
pTG18002 | APVIE..TVTLR | CVSNGi.ELEDP | LGGSA..YVKDP | ARPWN..VQKVI | PGPPA..RVVES
pTG18013 | IPVIE..TVTLR | CVGNG..EPGDP | MAGST...YVKDP | ARPWN...VQKV! | PGPPA...RVVES
pTG18014 | APVIE.TVTLR | CVGNG..EPGDP | MAGST..YVKDP | ARPWN..VQKVI | PGPPA...RVVES
pTG18015 | IPVIE..TVTLR | CVSNG..ELEDP .| LGGSA..YVKDP | ARPWN..VQKVI | PGPPA...RVVES
pTG18016 | IPVIE..TVTLR | CVSNG...ELEDP | MAGST..YVKDP | ARPWN...VQKVI | PGPPA...RVVES
ig-like domain 1 ig-like domain 2 % lg-like domain
(p1) {D2) 3 (D3)
aza 20to0 104 aa 105 to 199 aa 200 to 246
pTG18040 IPVIE..YVKDP ARPWN..VQKV!I PGPPA...TKLAI
pTG18036 IPVIE..YVKDP ARPWN..VQKVI
ig-like domain 1 % ig-like domain
{D1) 2 (D2)
2a 20to 104 aa 105 to 157
pTG18039 IPVIE...YVKDP ARPWN... NYSFS
pTG18038 IPVIE..YVKDP
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Fig. 21: Competition curve
between 125-H27K15 antibody and unlabeled H27K15 on EL4-CD115
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Fig. 22:
Competition curve between 125-H27K15 antibody and various antibodies 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:
mAb (Thour), then CSF1-biot (1hour)
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Fig.25 : Coincubation competition: mAb
and CSF1-biot together (1hour)
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Fig. 27 : Lack of cross-reactivity of hCXUGE variants with tyrosine kinase
receptors from type il subfamily other than CD115
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Fig. 28 : Blockade of soluble CD115 by hCXIIG6 variants and chCXlIGS8 in the
M-NFS5-60-cell based assay
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Fig. 29 : Inhibition of CSF-1-dependent proliferation of AMLS cells by hCXIIG6
variants
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Fig. 29 : Inhibition of CSF-1-dependent proliferation of AMLS cells by hCXIIG6

variants

29C : hCXIIGS6 variants and chCXIIG6 inhibit CSF-1-dependent proliferation of

AMLS cells.
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Fig. 30 : ADCC activity of hCXIIG6 variants on EL4-CD115 target cells
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Fig. 31 : Therapeutic effect of chimeric CXIIG6 in the BeWo choriocarcinoma tumor
model
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sequence "H27" ~the corresponding variable region is underlined (SEQ ID NO :37)
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sequence "H18" —the corresponding variable region is
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underlined (SEQ ID NO :38)
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Sequence "K5" —the corresponding variable region is underiined (SEQ ID NO :38)
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Gly Lys Ala Pro Lys Leu Leu Val His Ala Ala Thr Asn Leu Glu Ser Gly Val
Pro Ser
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu
Gln Pro
Glu Asp Phe Gly Thr Tyr Tyr Cys Gln His Phe Trp Gly Thr Pro Arg Thr Phe
Gly Gln
Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe
Pro Pro
Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser VvVal Val Cys Leu Leu Asn Asn
Phe Tyr
Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn
Ser Giln
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 Cys
Sequence "K12" —the corresponding variable region is underlined (SEQ ID NO :40)
Met Ser Val Pro Thr Gln Val Leu Gly Leu Leu Leu Leu Trp Leu Thr Asp Ala
Arg Cys
Asp Ile Gln Met Thx Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly Asp Arg
val Thr
Ile Thr Cys Arg Ala Ser Glu Asn Ile Tyr Ser Asn Leu Ala Trp Tyr Gln Gln
Lys Asp
Gly Lys Ser Pro Gln Leu Leu Val His Ala Ala Thr Asn Leu Ala Asp Gly Val
Pro Ser
Arg Phe Ser Gly Ser Gly 8S8er Gly Thr Gln Tyr Ser Leu Thr Ile Ser Ser Leu
Gln Pro
Glu Asp 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 Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe
Pro Pro
Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn
Phe Tyr
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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 vVal Thr Glu Gln Asp Ser Lys BAsp 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 Cys

Sequence "K15" —~the corresponding variable region is underlined (SEQ ID NO :41)

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

Asp Ile Gln 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 Ile Tyr Sexr Asn Leu Ala Trp Tyr Gln Gln
Lys Pro

Leu Leu His Ala Ala Thr Asn Leu Ala Ser Gly Vval

[
D
[

Gly Lys Ala Pro Lys
Pro Ser

Arg Phe Ser Gly Ser Gly 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
Gly Gln

Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe
Pro Pro

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

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

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

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

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

sequence "VH27" —variable region (SEQ 1D NJ :42)

Glu Val GIn 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 Lys Gly Leu Glu Trp Val Ala Glu Ile Arg Ser Lys Ala Asn Asn His Ala
Thr Phe
Tyr Ala Glu Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Ser
Ser Val
Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Gly Val Tyr Tvr 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 ID NO :43)
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu
Lys Leu Ser
Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Ala Trp Met Asp Trp Val Arg Gln
Ser Pro
Glu Met Gly Leu Glu Trp Val Ala Glu Ile Arg Ser Lys Ala Asn Asn His Ala
Thr Phe
Tyr Ala Glu Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Ser
Ser Val
Tyr TLeu Gln 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 Gly Thr Thr Leu Thr Val Ser Ser
Sequence "VK5" —variable region (SEQ ID NO :44)
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Val Ser Val Gly Asp Arg
Val Thr
Ile Thr Cys Arg Ala Ser Glu Asn Ile Tyr Ser Asn Leu Ala Trp Tyr Gln Gln
Lys Pro
Gly Lys Ala Pro Lys Leu Leu Val His Ala Ala Thr Asn Leu Glu Ser Gly Val
Pro Ser
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu
Gln Pro
Glu Asp Phe Gly Thr Tyr Tyr Cys Gln His Phe Trp Gly Thr Pro Arg Thr Phe
Gly Gln
Gly Thr Lys Leu Glu Ile Lys




WO 2012/110360

39/40

Sequence "VK12" -variable region (SEQ ID NO :45)

PCT/EP2012/052043

Asp Ile Gln 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 Ile Tyr Ser Asn Leu Ala Trp Tyr Gln Gln
Lys Asp

Gly Lys Ser Pro Gln Leu Leu Val His Ala Ala Thr Asn Leu Ala Asp Gly Val
Pro Ser

Arg Phe Ser Gly Ser Gly Ser Gly Thr Gln Tyr Ser Leu Thr Ile Ser Ser Leu
Gin Pro

Glu Asp 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 |D NO :48)

Asp Ile Gln 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 Ile Tyr Ser Asn Leu Ala Trp Tyr Gln Gln
Lys Pro

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

Arg Phe Ser Gly Sexr Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu
Gln Pro

Glu Asp Phe Ala Thr Tyrx Tyr Cys Gln His Phe Trp Gly Thr Pro Arg Thr Phe
Gly Gln

Gly Thr Lys Leu Glu Ile Lys

Sequence of human CSF1, 1-444 (SEQ 1D N0:47)

MetThrAlaProGlyAlaRAlaGlyArgCysProProThrThrTrpLeuGlySerLeuleu

LeulLeuValCyslLeuLeuhAlaSerArgSerIleThrGluGluvValSerGluTyrCysSer

HisMetIleGlySerGlyHisLleuGlnSerLeuGlnArgleulleAspSerGlnMetGlu
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ThrSerCysGlnIleThrPheGluPheValAspGlnGluGinLeulLysAspProvValCys
TyrLeuLysLysAlaPhelLeuleuValGlnAsplleMetGluAspThrMetArgPhelrg
AspAsnThrProAsnAlalleAlaIleValGlnLeuGlnGluLeuSerlLeulrglLeulys
SerCysPheThrLysAspTyrGluGluHisAspLysAlaCysValArgThrPheTyrGlu
ThrProLeuGlnLeuLeuGluLysVallysAsnValPheAsnGluThrLysAsnLeuLeu
AspLysAspTrpAsnIlePheSerLysAsnéysAsnAsnSerPheAlaGluCysSerSer
GlnAspValValThrLysProAspCysAsnCysLeuTlyrProlLysAlalleProSerSer
AspProAlaSerValSerProHisGlnProLeuAlaProSerMetAlaProvalalaGly
LeuThrTrpGlulAspSerGluGlyThrGluGlySerSerLeuleuProGlyGluGinPro
LeuHisThrValAspProGlySerAlalysGlnAlaProProArgSerThrCysGlnSer
PheGluProProGluThrProvValVallysAspSerThrIleGlyGlySerProGinPro
ArgProSerValGlyAlaPheAsnProGlyMetGluAspIllelLeuAspSerAlaMetGly
ThrAsnTrpValProGluGluAlaSerGlyGluAlaSerGlulleProValProGlnGly
ThrGluLeuSerProSerArgProGlyGlyGlySerMetGlnThrGluProAlaArgPro
SerAsnPheleuSerAlaSerSerProLeuProAlaSerAlaLysGlyGlnGlnProAla
AspValThrGlyThrAlaLeuProArgValGlyProValArgProThrGlyGlnAspTrp
AsnHisThrProGlnlLysThrAspHisProSerAlaLeuleulArgAspProProGluPro
GlySerProlArglleSerSerLeuArgProGlnGlyLeuSerAsnProSerThrleuSer
AlaGlnProGlnLeuSerArgSerHisSerSerGlySerValleuProLeuGlyGluLeu

GluGlyArghArg

PCT/EP2012/052043



