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Antibodies that bind CSF1R are provided. Antibody heavy chains and light chains that are capable of
forming antibodies that bind CSF1R are also provided. Polynucleotides encoding antibodies to CSF1R are
provided. Polynucleotides encoding antibody heavy chains and lights chains are also provided. Methods of
treatment using antibodies to CSF1R are provided. Such methods include, but are not limited to, methods

of treating rheumatoid arthritis, bone loss, and multiple sclerosis.
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HEERMNEAT | XB(CSFIR)E G ZIEE

Antibodies that bind CSF1R

® [(+x]

| KB EGEEENRET | B8 (CSFIR) Ba 2
A - AR UFEEEL AR CSFIR BAZ ABEAY
B EMB M - AW EEEB CSFIR ¥ 7 &
LETR - AEGEEARESE RN SHES - AR
TR F CSFIR 2 HBIENBEFE - %% 5k
5 (R RS VI R R M B R 4 - BRR R S W
2 H

[ 2]

Antibodies that bind CSFIR are provided. Antibody heavy chains and light
chains that are capable of forming antibodies that bind CSF1R are also provided.
Polynucleotides encoding antibodies to CSF1R are provided. Polynucleotides
encoding antibody heavy chains and lights chains are also provided. Methods of
treatment using antibodies to CSFIR are provided. Such methods include, but are not

limited to, methods of treating rheumatoid arthritis, bone loss, and multiple sclerosis.
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Antibodies that bind CSF1R

[ % 7y 8 3% ]
REWEMAEEERNBAT 1| 8 (CSFIR) & &
MEE  ANEWHREMEEPHLE CSFIR FEZHBELZ
DMEEELERE - L4 TR EES NS ERER

R ER (CDR) ZPEHE - EENEE - FAHPERMERF

HEPL CSFIR T BENSE TR - FRERFBILE = 4#

WY ST - AE RS Y CSFIR 2 ¥

W R GE  ZEHERFEEANRNIEG R E R IR % HE
RFBURREZSHEEBRMEZTE -

[ 5% 8 £ i ]
EXENBERT 128 (LLTHEE CSFIR; A B 1if 8 3
JNFB B FMS -~ FIM2 - C-FMS K& CDI115) {8 & N-B g4t
B (ECD) kR C-InflABcERBEERZE HEARER
WEEEE - B8 CSFI WA HE 34 H#E (UTHEE
IL34 ; Lin et al., Science 320: 807-11 (2008)) & CSF1R
CAREEHAZHE R4 - LF CSFIR EH H B KB WS
WEME - BEERML CSFIR BSEMEER FUt M A E 4 - CSFI
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B OIL34 BRIMEBEZKRZIEE  WERISARREEM
H e

L EEMECH B G W CSFL- H&HE CSFIR
EAEREKR/ERME - BB R 2 CSFl1 WE T HEHHEE
B EEMBEEERME (TAM) WEER - S EZ
TAM EBERNEARZHRBEFEREM - L4 - CSFI B &
Bl hNEc AN EEEBREFTERAMNEEBLER LER
T - H 4 Paulus et al., Cancer Res. 66: 4349-56
(2006) - 54 > CSFIR I PHEHEERRIEEFTHETHE
B RBEZEEERREEEC /DS F 50 F B & %K
# o B {5 fl Ohno et al., Mol. Cancer Ther. 5: 2634-43
(2006) ‘

CSFl M SHOMBRELSERAREBREN
% A B - K % 41 Hamilton, Nat. Rev. 8: 533-44
(2008) - BBHIZKE > HEFLK B BT EE R MERHE XK
CHENEREANLZMBEEES CSFI» @x CSF1 KRR
TREZERBPEMRER - LHLBEIEE CSFIR 3E M%7 /)
BEREREEFTERERDCHERNE  BFEERSERKE
CHEBEDLRBASERMBEEE - &AW Kitaura et al., J.
Clin. Invest. 115: 3418-3427 (2005)

Kb > Hfft CSFIR BHIAERBE TE T #HANRBES
78 CSFIR fHEMER HUE  ZBRERINKEERE
HEER -
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[ZHRE]
BB ERY
ARFEFRBEHEFEFNPEF 1 8 (CSFIR) B4
MENBE AFHNMEREBBERERCIE  ZSHEE
SR THEED CSFIR CHENBE - FEZSENBEHEA
CSFIR ECD fEEHMMEE /IR 2 REEF (aM) » HF
BALTBERT Z@E2HE A CSFIR ECD EEREEFH
e LIEGHRAME - B4 ZEFEFBIEE CSF1 R IL34 #
A CSFIR #& > HIlHIE®EFHE R LA CSFIR & 8 B
- FEFEACTHBEIREE CSF1 R IL34 H 58 KR
CCSFIR Z#E& > WEMNREBERUIFI-CSFIR HiE
BRBCERE ZEFTANEBERLEFEESHANAERER
hEERER BEETFEAE HBEREHEEREBAH
AR B
E—LEHEEEF  ABHREMRED S EH# LK
ZPi#E CSFIR & - f£ — &

HA|
‘nﬂ$} e
N
ey

=t
=T
R

B B &

F—LEREED  BZEMBESSHEEET SEQ ID NO:
911~ 13 T 39 £ 45 ZREIFEFHED 90% - EA 95
% ~FBAD 97% ~ EA 99% E 100% —FHEZFF - £ —
BEEHEEET  ZEELEFHEEF SEQID NO: 10~ 12

46 £ 52 S FHIEHED 90% - A 95% ~ B4 97
% ~ 24 99% E 100 —HMHEZFI - 75— 1
by S EMASHEEHE SEQ ID NO: 9~ 11+~ 13 & 39 &
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4s CFEIIEREED 90% ~ D 95% - EDH 97% ~ D
99% 8 100% —H M2 FY] > ERZEEESHEHEH SEQID
NO: 10+ 12 143 46 BE 52 ZFINEFED 90% - £ :

95% ~ 24 97% ~ T4 99% 8 100% —HEZ FF -
F— S EHmELEd > ZE4$ (HC) CDR1 - HC CDR2

K HC CDR3 @& —#HEZBHTIHZFI * (a) SEQ ID
7

NO : 15~16 k1 (b) SEQ ID NO : 21~ 22 J 23 ; H;

(¢) SEQ 1D NO: 27 28 % 29 E—LEWHBAY - % @
g (LC) CDRI1 ~LC CDR2 K LC CDR3 @& —#3EH

TH ZFE% ¢ (a) SEQIDNO: 18- 19 % 20; (b) SEQ
ID NO: 24-25 % 26 % (c¢) SEQ ID NO : 30 31 R
320
L EHEEESD > E4M 4 HC CDRI - HC CDR2
¥ HC CDR3 > H ¥ 2 HC CDRI1- HC CDR2 % HC CDR3
—fMEH NI ZFF ¢ (a) SEQ ID NO: 15~ 16 K
17; (b) SEQ ID NO: 2122 J 23; 5 (c) SEQ ID ®
NO: 2728 F 29; H# 444 LC CDR1- - LC CDR2 &
LC CDR3 > EH5 LC CDR1+ LC CDR2 § LC CDR3 & &
—MEE TIZFF ¢ (a) SEQ ID NO: 18~ 19 K 20
(b) SEQ ID NO : 2425 F 26; 5 (c) SEQ ID NO :
30 ~ 31 & 32 -
*H o ABRURERSEHCHE - H P
?&?ﬁ‘%‘%@ EEEKE HPZIER (a) &5 H
O BEED 95% ~ A 97% - A 99% B

><‘r
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100% — B FFIMNEMELAE SEQ ID NO: 10 & F
EL 959% ~ B 97% - B 99% Bk 100% & ¥ HI A EE
2. (b) W&HE SEQ ID NO: 1l EABFESH 95% ~ 4
97% ~ B 99% B 100% — B M FI W EMER G H
SEQ ID NO: 12 EEFE4 95% ~ 24 97% ~ &4 999 5
100% 2 FEFIHy 84 © (c) &% SEQ ID NO: 13 AF
EA 959% ~ BA 97% - B 99% E 100% — M B
@ WEHEREEHSEQID NO: 14 AFED 95% ~ £ 97
% ~ B 99% Bk 100% < FFIAEM 0 (d) A& E SEQ
ID NO:39 EFZESD 95% ~ 4 97% ~ &4 999% 8¢ 100
% —BMIFIINESERGAEE SEQ ID NO: 46 HEE
D 959% ~ B 97% ~ EA 99% T 100% & FHI A GE
(e) A& HEH SEQ ID NO: 40 EFEA 95% ~ B4 97
9% ~ B4 99% 8k 100% — M2 FIIMWEMKE S E SEQ
ID NO: 46 EHFHED 95% ~ T4 97% ~ 274 999% 8¢ 100
@ xZFyimEsE: (f) A4 % SEQ ID NO: 41 EFED
9596 ~ A 97% ~ B A 99K E 100 —HHETFEIWE
&8 SEQ ID NO: 46 EFED 95% ~ BEA 97% -
E/A 99% B 100% 2 FIWEsE : (g) B& 8 SEQ ID
NO:39 BHED 95% ~ B4 97% ~ B 999% 3 1009% —
BMZFIINEHS LA E SEQ ID NO: 47 EF E 4 95
% ~ B 97% ~ EA 999% 5 100% 2 FII A : (h)
f &8 SEQ ID NO: 40 EHED 95% ~ B4 97% ~ 4
999% B 100% —H M FIIWEM KL A& SEQ ID NO
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47 EBFEED 95% ~ EH 97% - B 99% H 100% & FF 5
ECHE 5 (1) =8 SEQ ID NO: 41 AFED 95% ~ £
H97% ~ B 99%E 100 —H M FIMNEE LTS
Bl SEQ ID NO : 47 EHFZE 4 95% ~ B4 97% ~ &4 99%
B 100% < PRy dE o (j) @& 8 SEQ ID NO: 42 B
BED 95% -~ 24 97% - £4 99% 5 100% —FHHEZF
FIRE K& 8 SEQ ID NO: 48 BEFED 95% ~ £/
97% ~ B A 99% 3 100% 2 FFREHE ; (k) BF
SEQ ID NO: 42 EF XD 95% ~ BA 97% ~ B A 99% 54
100% —H M FIINWEERESHE SEQ ID NO: 49 B H
B4 95% - BEAD 97% - BEH 99% E 100% 2 FHI A E
f; (1) @& % SEQIDNO: 42 BEHFED 95% ~ £4 97
% ~ B4 99% E 100% —H Mz FII R E MK E S SEQ
ID NO: 50 EEED 95% ~ B4 97% ~ B4 99% = 100
%ZFIIEEsE ; (m) GFEHE SEQ ID NO: 43 BEEES
959% ~ B4 97% ~ A 99% H 100% —FHEZFINWE
P2 KB SEQ ID NO: 48 B FEED 95% ~ B4 97% -
EA 99% B 100% < FHAEEE 0 (n) 8 SEQ ID
NO:43 BEBFED 95% ~ B4 97% ~ B4 99% 5 1009% —
HEZFIINE#E KL SE SEQ ID NO: 49 EFE D 95
%~ 2D 97% ~ EA 99% H 100% 2 FFHIRIEEE ; (o)
{148 SEQ ID NO: 43 HHZE L 95% « B4 97% - B/
999 B 100% — B M FHWEH KA SHE SEQ ID NO:
50 EFEAD 95% ~ A 97% - B 99% K 100% & F A

jm

\Ez” \;
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HEs > (p) W& H SEQID NO: 44 EFEA 95% ~ £
b 97% ~ E A 99% s 1009 — B M L FE Y E A R A &
g1 SEQ ID NO : 51 EBFE A 95% ~ B4 97% ~ =4 999
5 100% 2 FFFI MG IS8 5 (q) & 5 SEQ ID NO : 44
HEDH 95% ~ B 97% ~ B 99% 100%~§5z'l‘ét2573
TR ESE K U& 8 SEQ ID NO: 52 EEZE4 959% « & 4
97% ~ £ 99% B 100% 2 Fy e ;5 (r) B&H
@ S5°Q ID NO: 45 BEHED 95% - B 97% - B 99% &
100% — M FINEHE KT FE SEQ ID NO: 51 BEF
EH 95% - B 97% ~ B 99%H 100% & FFFI Y I
% 5 3 (s) B4 # SEQ ID NO: 45 EHFE 4 95% ~ £ 4
.97% C B A 99% E 100% —H M FIINEMEE S HE
SEQ ID NO: 52 EBFZEA 95% ~ B4 97% ~ B/ 999% 8¢
10096 2 [ 51| 7Y 8% g8 -
fFE—SFHEERS > AFHEEAE E9ZNER
@ -EHREH AHEABES: (a) GAEA SEQ ID
NO: 15 Z % fE# (HC) CDRl1- &% SEQ ID NO:
16 2 FF %18 HC CDR2 K EH SEQ ID NO: 17 Z FEF
HC CDR3 v E# > N E&EH SEQ ID NO: 18 Z F¥H
4 (LC) CDR1 -~ EFH SEQ ID NO: 19 Z K5/ LC
CDR2 K HE SEQ ID NO: 20 ZF¥%/fj LC CDR3 &
# ; (b) & HEFE SEQID NO: 21 ZF5IHEHE (HC)
CDR1 - B4 SEQ ID NO: 22 ZF%|fy HC CDR2 R EH
SEQ ID NO : 23 X F 4| HC CDR3 B8 RBEEE

m
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SEQ ID NO : 24 Z 5|4 (LC) CDR1 -~ E%A SEQ ID
NO : 25 7 FF % LC CDR2 FFE%A SEQ ID NO: 26 ZFF
Hlf) LC CDR3 2 &4 ; 5 (c) & EAE SEQ ID NO : 27
Z FYHWES# (HC) CDR1 - BEH SEQ ID NO : 28 Z %
%y HC CDR2 K E 7% SEQ ID NO: 29 Z K% HC CDR3
<~ B RE&EREHF SEQ ID NO : 30 Z fF 5l Y K 5
(LC) CDR1 -~ E#& SEQ ID NO: 31 ZF%|#y LC CDR2
K B H SEQ ID NO : 32 2 F%fy LC CDR3 7 BK §# -

F—LEEEBES > FEHA CSFIR & &k HH
£ % f@ & ( cynomolgus) CSFIR # &  7£ — B H ji & &
o FEEHBTE B E CSFIR 246 - £—EERBEBHE

[+

| “[H B CSF1 K& /= IL34 B2 CSFIR Z /&
EERmERT > BN KEEF L CSFIR BERL -
B BB HAl CSF1 R /= IL34 F#E L

Pt
B

EmExET > B RALIE  Z—E=FEE
Erh > BB {&R¥E H Fab - Fv - scFv -~ Fab'® (Fab'), - £ —

LERERT  JEBEAKRERE E-SFHEEEFT I

F—EHEREREET > KXBUWRERMHEZFE CSFIR G5
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AEHEEBRERRBZIAFTE > &
=8 CSFIR & ZIiEry B
B AEHERBEZREE L

@ FiixrEaE®
Y - 17—
fEC ¥ &
MEBNEEMERY - —LEEEBET > AEHREHRBE
MRRERE RS HTE  ZHEE SHFERRT S HE
CSFIR 2B BEERY - —LBHEREF -
ZHEHRBEEBEEBEREAC AR  ZHEES
FTHEEHE CSFIR B#aviBNEEERY - £ -2 &

BET  BZEETEBERAREEEERRE BHBFRNH
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EEEBRANERAREMAAFTRRERL - £ BHE

=
G
‘.\;J?,ﬁ"{:
H

P £ —

 RBHREBREEZAE 2 FTEEEHKER
me%észm@wﬁm% E—

/E%“E%ﬁ A BE - TEAERE - B
CEBE - BREE SBNMEREE  wEEEAERE K
WHEMEE  BTHEE TESE  WEE- -WHE- - &E
R - i  BE - EEE - FE gk - WE®E - &
e K (Hodgkin's) ¥ - L HBUEHE  BaxE - - 2R

=R

Bl

W@

N
\

o
£
Fin

%

F—BEREED ARHEBRLEREAERTE S S
B Z A EASYR RN TEEE CSFIR & 2 5B

Ho KEEBHIEHEE CSFIR & 2 H
R EEHE CSFIR BacinBcHERYELBRIER N
B hE - E-BEERBEBES > AFEBHEMLE CSFIR
EEZHBERERAEHE CSFIR B4 cMBZHBRY L BR
HERAREYCHRBRERER HE £ EFHER
o RHUIIRHEE CSFIR E B A E&HEH CSFIR 45
GXNBCHBRYMURREREARBY I SEEELES
Hm-fE—SEHREBES - AFPREE CSFIR F&
B KkEEH CSFIR HachBcHEEYMUARBEA
NEYWZRIAE THE—LEBRBEBES > &A% REHHAE
CSFIR fE G kB a8 CSFIR BEZRABZHEHKY
DEARBEBRARBYZZERERRT < FE -
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A 55 U 2 B 4T B U

Ay U AT —41Y CSFIR ¥ EHB - A
% HEEE A CSFIR ECD ZHEABAEE /IR 2 ¥ E
(nM) > HFf B AP BB T .24 % A CSFIR BCD
BEERFEESHESEMYE - B4 LS5 ETEMEE
CSF1 } IL34 Bl A CSFIR Zi54 B HMGREZIH L A

P CSFIR Z W& 1L - |

hEEA R EEEREABR BN FTARRS R

R 2

&

O BREBAMMNESE MREREFERZNEE R

R EEEES AR —REEA LR RS TR A

%54 RIEATSHER  ERAEEAEENRES
@ HHABEAFENES -

WNEA DNA - EREBRAOR - AHEERER
(BN eyl ~ FE B A dN ) ~ By I VB & 10 5% 1iF 7 65 A
TR RS ERTA LN R T RN
§> ] #11 Sambrook et al. Molecular Cloning: A Laboratory
Manual ( 2nd ed., Cold Spring Harbor Laboratory Press,
Cold Spring Harbor, N.Y. (1989)) R fi & - W4k » (L2 S
RGBSR BEEE - EREN BREEREREAR
2 R M B R S BAE R A -

863820-1 -11-
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I EBED > RICEAREIR /R RIS
P ESEWEEL L TRE 0 B R RE
W RIS — B B RN B o A BT
RIRB I CABEEELE — RS TR R DRSS
B EAREMZTERRE > BREBHBHRY -

EAECEFNAEEAZTHAE  BESNR
o ERTHBEAETIHES

FEE TREBAT, R T SKER, TRRMER > FIE
BEBIREY SERTRIRAVUTEERAR /R
FHERARACEETER  HEBEMEARK DNA - RNA K PNA-
T REBEY, REKTRIREEY BEEBRATRS
K - |

RETZRIRTERE /] RZH#EH D

N,
N,

s

O e oo
N
o

oy

e

o

S

=

2N
&
il
§

LEEYW MABRRENINRE - ZFKE

HHESRRARNFERABEZREE > HEEEL i L
BEIK -BERK - ZRY - ZRYRZERY  -2EEHHE
EHcHhEHEEREERT ZSHBETEEZRCE

Mrze > PlAIFEEML  ERRERL - ZHA - BBERA K
HOEa - m4 > RTAZBHCHY > IZRIREEEY
RAFIMUEMBEOME - SIMEANRR (BEEEXRARF
BRFE) CEAE REZEUERBERRZIEE -
EEEHUREBEZTRE  HUZBEBEEBER  HARE
RAE > BAURHELICRE HEIELAEHEHAER
PCR E38 Z &R -

=
K

863820-1 _12-
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A TCSFIR L E R R K CSFIR HEE N-ij
ECD - BIRGHBE MM ARERABEBE > A RE
N-If i 8 75 - F—EERmBEHEF - CSFIR R EHF SEQ
ID NO : 1@2 SEQ ID NO : 2 X IR & B FF¥J/HJ A CSFIR -
BB P 5 FH 2 TCSFIR f@ 4t 3 ) ( TCSFIR ECDJ) 1R35
TN RBE/LBER S CSFIR %At - CSFIR ECD & #
2 £ CSFIR ECD F CSFIR ECD /B > HEe 8 CSFIR /=
. IL34 /& - A& £ CSFIR ECD Elh R EE B A& SEQ
IDNO : 2 2 & 1 E 512 (A EFBMEFEY ) =ik EB
20 2 S12 (HIBRZRIERFH) - EA—BEFEHEEBRET - A
CSFIR ECD F E:f & SEQ ID NO: 2 Z g%
| S8 A CSFIR A
CER R IR FABEEER 507 - 508~ 509~ 510 511« f£— & F
fEREf > LB & CSFIR ECD &A% SEQ ID NO: 7
3 (&RiEFEF ) B SEQ ID NO: 7 Z EEFEE 20 & 506
@ (FamEFI)
EEREFAEACHE B IREEPESEHE IO BR
#® (CDR) 1+~ CDR2 K CDR3 fI# 4~ CDRI1 - CDR2
¥ COR3 Z4F HFZ S FRERERSS - XIHAENE
BEAETSNHEREEANESG I E > 38400 Fv- B Fv
(scFv) ~ Fab » Fab'J (Fab'), - H & 1 82 8 & & B SRR
BRENE  AMARBEREEYECAE  BUONE - A
OERBEE -
F-EERREBEY  VBLSEMTEE KK B

B 20 2 506
(& SEQ ID NO :5) - ff— &5 jig &

leb

863820-1 -13 -
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& - E-EHHEREET NEBEEaES —KREHERED —
HREHE > ZEECSEETBEREDHSOCEHEREE
B ZEEEEEVJERAEDROCEHEREEE - £
—EERERT MBES _HREMEL _HGERE > Hd &
GEEESEETRBENEIL>CEEBEE > HEAF
BHREELSERETEEREVH S CRER EE - ILE
FTEE A ZE @ Fv (scFv) EMEME S HME—% K
BMITENRBREREENES ZE-SRELEME

>k
=

CDR ( ={H = # CDR R ={H¥# CDR) - £ — L
ZEEREUE=ZEEM CDR 2B E
B BRZEEAL S Z A COR 2B EH -

IR FTERACHBEETEZ2E | RiEQS &M
CDR1 -~ HZ{& (FR) 2~ CDR2 - FR3 K CDR3 Z & -
E-EEREET  EHETBREBRIEEE2LE S Z FR1 &
SREDSESZ FRe E—EFHEREEF > EH CDRI1 #

E (Kabat) 7B E 26 £ 35; E# CDR2 HHE RO R HE
50 & 65 KEH CDR3IHEREEE 95 £ 102 Bl

4
)
=
gl
S
+

=1
=

Kabat Sequences of Proteins of Immunological Interest
(1987 % 1991, NIH, Bethesda, Md.) ; B 1 - 7f — b &
fERE T - EgE CDR1I HE FERE 31 £ 35; E §#
CDR2 HE-FEREHE 50 £ 65; KE# CDR3 HjE FHE
¥ 95 F 102 - B id. -
HKRFERACABERETIER I REREEV=HE
N EMBE Cul ~ Cu2 K Cu3 &R - JEEFI M REE

863820-1 -14 -
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BEEEBEEY - 0Rka NRHMEFTHEREZTE R
Hekhey HEMNECRYE-—ENBERE - BHkE
BErBEEBZHNERIGCHRE BadBEEEZNER
IgD ifg » KEG o BEEBZHBR IgA T8 - B4 &
B rEERZIER IgM HLE > kg e BEEZIER
IgE #i 8 - FEFAMUTHEEMOBEEY - BHIKHR - 1g6
NEEEENER IgGl (B BEE&) ~1gG2 (B4&
P 7 HEE) - 1gG3 (EAE v HEB) K& 1gG4 (B &
TAEEE ) PiEE ) IRANBEEHETER IgAl (245
’LFLEED) M IgA2 (BZa.BEE) filE s K IgM I EA
HEARRK IgM1 K 1gM2 -
- GEREET EREEEAS R SEEE
() ~ FIEHMBELUEFTZAEFRR B - R
BIMESREIZEE AN 1G4 BHE (NREEHBE Cul &
Cu2 ZH) H&Z S241P Z2# » Hir# I1gG4 8 (motif)
@ CPSCP R CPPCP- HIE IgGl Z B EMBEL - £ — &
BT  ZEEB2ERERBEC I1gG4 Hi¥E - B A4
Angal et al., Mol. Immunol. 30: 105-108 (1993) ; Bloom et
al., Prot. Sci. 6: 407-415 (1997); Schuurman et al., Mol.

Immunol. 38: 1-8 (2001)

LR R RS BN REAEE) e
BEHH THARENEFS - £ LHEHERET > 5

UGS EVHICERBERE - BEMERAZCAE 2
ERIREESERAEENEEEER SR 0 I

863820-1 -15 -
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ok B & 7 7 -
EEFRERAAE BETB2E | RELS KM

S

- H%® (FR) 2 CDR2: FR3 } CDR3 ZEH -
fE— L EMHERE T > METBEI/RESE FR1 &/ & FR4 -
E—SEEHEBEET - K4 CDRI HEREEE 24 £ 34
B g CDR2 HJE-RFEEE 50 F 56 RiKsE CDR3 ¥ fEF
M pEE 89 & 97 o H ffil 4] Kabat Sequences of Proteins of
Immunological Interest ( 1987 J 1991, NIH, Bethesda,
Md.)  RIE 1- .

BKEFRMERACHE BERER RELEENEER
B CLvEE - FRFEFEREEEBBEE A K K

HEAMEACHSE REIREELEG 2D — (H 8§ ] &
BEZZHR > TwERBHNERY - £ EBREEF - K
HEUEE o BERE® - Ik B AT
R RELASRKENEBEREEREER ZZHK -
B ETE T A -

LEFERAZ MEeENBIRERSEL —EKRKESE —
mE (BFU/E - KB - BERRESE) cUB2ERED —
FEREE_-_YWE (EUAN FEREREE) cEEENH

i
i
§
&
24
2

\,

B-E-CEBEEBED  ReBEsES—HEAEBEATE
BEREDP-—FEARER E-EHHEEET  REoIEL
cEZ2 P -—EHRrERRITEBERED-BAEER - £ &
B RR mENMBCMAITRERBRREKES —YWHE KX

F o
ST EEERRKEBE -DE -

SF
i
=
i

863820-1 -16 -
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EEAEAZIAMIEBIREETIFATERERE &5 2R
BHCES—(HARERCHKKE AT 2 E Y IE K E R A
Rl E—EFBHEREBES > AMLRESR D — & A
MEBREIHE T -—EFBREREZF > AbiTER
Fab - scFv ~ (Fab'), % -

EwmATHE A TCDR-BHERE I RE -8B A NE
HERZE— (FAN) WEZOEHMRER (CDR) E#BE

) EEZ (AN) MEZEHERE (FR)

EEAERCIANBIREEABAEECHE - &
BEAREREQERNCF ANDYEANEEZIE » EW
XenoMouse® - R FHEBIN G EHBELIE > EAKEH
BRT ETYNBERERARERELFT -

' AT RFEI IREMREH® N B EERBEF
7 EBEFNZLZHREBEHLBYHEESW - IEFI AT E
ZIREMAEBHEREFRUEK  DREBPREAERE -
® MEFEFASRAMRSRERET - T8 5% 5 s &
CEHENERESRBEEERFY - "EEMMERFIIGLEE
AR BHNEFY > EWELRR I EANRERE
PERTEFF Y SEQ ID NO : 3 k 4 ZREEBRR I - FERH
MRHEENEFI AEEREREEELE <
F—SEEBHEERER  HBEBRZIEFY - £— L&
FoiEEeEL—EEFY > ZMEFIITREERX
ARV ENEFIREBFEETEFI -
ARS8 FEEL-BEUEB MR GTEHES S

863820-1 -17 -
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MER BRZEETRAIKRIE4MADNOEREE T —HEE
SERER SBEBETER -RZETITH  ERER - —
KEZEAEFI (FUEIKREE F R HIERTF )
HARGEBEEB LR IRE » /R — W% &R HEE
LERERN (FURPKRNEZTNEEERNRTH AR
bl B ecERN -+ WER) - A TRHAEHE
IBREAREEZTMEARTEE B SRV EHE -

MEFX AR RETRERNEREH B S B % &
HFRIEZSEFENWME BIMHREYTREZMEEIE %M
e "EMHEZMEEEHALSDHE  ZUERIH YK
FERDYME - EEMEZIBSE  EYHEERE S
%@°%Eﬁﬁiﬁ%ﬁ@ﬂ@%%@@%@K@%Nm’
A ~ PER.C6®H g ( Crucell) -~ 293 #fifd x CHO i i -
K 293 M fE & CHO #i Mg 2 A7 £ Al B 1 20 43 B & 293-6E #H
i k2 DG44 fl jE -

LERMMEACHEIE B I REEEVIEERBEERX
AP —EBRBHRHIBD O T - BOHKR  EZRKHAE

AEBCHBEANNESEERGSEE > ZSHREES I
oMK EZMRERRBREMAE I BT > DUYWHE
ARANDHEeSZ IR LERELZER CHMEERARZ

THIZZK  FAERN EZERETFRIEZHREEARATEE
REFHRBEREIBASEETR ISR (FUBHKRE
K DNA Zikiff#e DNA- DL DNA ZREFBEF ) -
HNAERSTER CHEBENESEE LB 58 (6@

863820-1 -18 -
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RNA SHREBBA)  HEIETBEREROEIN -

Wit BEREZMEAZBEEDA DNA S5 BT 6
WERB RN RAEXSKREREXR P REZEE
Pl B B

W REAEIRRE I TXARERUES A - &

—EEHERET > ABRVREGBREEMBEILTYST HE
HMEA B EBEERTERNEESY - EAR 3 - R -

® E&#-%~%$~Mi~@ﬂ@%%%§%%\%ﬁ@
VMRSEY  WALBYREGYRELGWHEY -

A ERREME R (RA) (REE-—EBEEIER
BRI FERUAENMEAR (BEE) #L o BT
EREEEE EREBHEEE - DEBRLARBE - AR
RA TRESBISERE  AENE - - WEE  HIiL#
MBEEMHER -

PRI HMETEMLE (MS) JRETESRERRK

@ (CNS) gt HBRENE RERHEK Eho@u
ERAMESHEBIAROREROMEK - EHE®BE %
% ZHEREGEBERERS > NS ARaEen -

FISE T RIS R ZHE ZHMMELE - RSZHEE <4
MERRBAZHBEACERZGERER  BEAEHER
[RAFLE - BIPIBRE ~ FiE - BF - BREE - 2EE -
EORE BUEUEHKCE #FEBREeER - JKE - BHE
moMIRE - EEATERERE  LEER O BEE - R
EERARE  FRBESMRE BE - BAE - BE

863820-1 -19 -
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HMERrMERE  ZERE - JILE HMEE - AXE - ERM
Mg ek EMIEE - BB REAE - BRE - FEBEK

(

Kaposi's) & ~ IFHEE - gllw (BEZEBE MK

(Pl EMREMREERLR  SHEEEMEED MK S
mERIEMEE meEMEE - BEREMRE - BEIK
MEMAMEREOMKE) ) kEEamE (518 % 5 8 M

i
BE %
el

o

%‘

-

)

T (EERE) MRk EEREMBERLK) - B
EAEREMEBRHFEEMAMIKE ZLE - ME®E (FaE

» X (Hodgkin's) J§ - FETEKRK) ~ ZH M B
B & H it K ( Waldenstrom's) R ER&E H M fE - E IR
EEEBLAEINRIRABERE  SHUOBERE -

MEAR  FEAE - BERMEAE TFTRE ONDEAE KN

FAE MEERNE HKEENKAE  BRE®E - EHX

M~ R K (Bwing's) B - FEIAE - BEILA
BB lEE - EEMEE - BRE - THEE  KXER

I

=T~ A

E

m ,
o> bl

B

R EE - R ERMRE EWEE =%
R MESMEE EAKE SR ilEE
R - bR HAEEE I RTEER TR BEER

M - BHEHK (WVilm's) BE - 75 EHE -

FLERE  FLERRE - ZBRE BRE XK
- EMREE - BFE EERE WMBEE BHEEE -]

i

A}

:>J‘
RS

NI RE - BEREE  ERMEE  MRKRBEE

ﬁs&%

a1
tiﬂé
o aF -
& RO\ o

AR ESEHMAERZIETD - BHKR > THBEEE IR
HEREEBEZELFERNERILE U RE - Mg B

863820-1 -20 -
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o BEREERZOREEBER LIRS -
REA S R EREER REETERE RS
BN ER KRR BHEEERETERKER A
- A BEEEBI R EEEERE WX REFALIER
BEEEBERFEHCBEMEEN EERERBR L - &
BUHEFRTREESNBEBEBRERCEE K75
1 R 0 R R B AT R TR R R E BB R 2 (B
® %w@ﬁ%%Zﬁ%%gw%ﬁ¢’ B M R AT S B
BUEERALRGHBAR LA BREREL - £ABH K
fREEEREET  BEETERLERBEETER
CEERSWR BN REEE  ERERE  RBHER
%%%ﬁ%ﬁ%ﬁ%?ﬁ@*&$Wﬂ%%%F:é%ﬁﬁiiw@%
EER - BERAR BN REEAR BHEBRE ; %
MER BEBEEZE (BAEESSHEBEHREE)
FERER: BEREF  BERRFABREREE: BHEER
@ I CEEMHEEELTR BUNF BEFESE2EF
B OBMMWER  BERERRRENERIRE S RSN
Bk EEBREMGA CRBEENGL BEESET
B FAREMESK (Paget's) HHMNZE &L -

A BEaR Ut ElEREs R EHBSEBES
BEHEEREICHATLRER  FEEEHEREREEE
FENCBARMAEEEENE - B AEEERE
WEMEEG REESBRES s EANEENE ERE L
ZEES -

Hlqu

863820-1 . 21-
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LEERA S BEIRE R EEY S ERER
ERCME - ERTSEYE  BEHGNPRBEER > B%
ERAESEEMAE ERdRTSEEEEA RS A 0
B - EEA BT EEs R RSB RE
M MBRE A RER > RERIERA/NEEEN - kB
Pl Fl 2 P25 TCSFIR-{k M8 1 B 4 B | (R 38 i 0 40 Ja 7%
B CSFIR A M ThaE LB R Mg & e E -

LEFEAY BB EECAATREABLT YA
BACERSBERN BEnEENsERRER S #
B UG REBEFRBIER ELHIBE - B5 %
SR EEERRERRE  PIMBEEREE > RIRER
ERHES RORRBL N RAMERZAE -

I THERECASHERZRD RIE L RS
W R B M B R - RO A M -

WHLABETCRE RS EEEE SEHBRR
WK MEA  HBME - FRE  NXESEE
HGRE —RE AL AR TEARE S (BREAR YT
HE - BELUESCRBERER A EREE T HR
BEZEFEBHALTAS AN LR AEE - S8 %
LHSZCREBARE S HNE - BHIKR > EZR
BEHEREORT  SHBATEBRBESE - £2%BLEB K
HETET  ZHREEEERUMEE > L RS RS
i1 7 JE - | |

863820-1 -9 .
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PL-CSFI1R P18

REZHHNEH —MHPL CSFIR ZHERE - J1-
CSFIR i EERTERALIE ®E0E - NER
- AVBABEESHENMTRcEER " HEHF CDR
gL

H AL BT

e - EMmEE T ABBERMEE CSFIR 42 A
i A\HBTHRAXEBSEEST ESA LS
BOHBHEAEEAT B RERE (FWAHR/DE T ®
C(HAMA) )  BERETEHHAABEERLFE
B E > BRI A R
' R EREE A LB EELEFHLE Abl =
Abl6 - JEIRGIMERBEE A LKBRALELSEE AL =
Able  PIENEHE T EE K HEH Abl £ Abl6

@ THESETWHEEIAE - FRHETEEACABOESR
&3 E SEQ ID NO: 39 & 45 rEMASE &/ HE
SEQ ID NO : 46 % 52 Y BT & J 88 - R A
R AEETRERDSEE 0301 0302 5 0311 2 Hi 8
B E# CDR1 - CDR2 K CDR3 K /# &g CDR1 - CDR2
B CDR3 & AL #1488 -

BT 0 AMLH-CSFIR &L & 2 H

0301 ~ 0302 B, 0311 BB E#H CDR1 - CDR2 & CDR3
¥ /8 # 4% CDR1 - CDR2 % CDR3 - 3k IR % % o~ & 7% A 1k

863820-1 -23-
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JL-CSFIR il HfEH &% 5 SEQ ID NO:

1516 & 17 ~
SEQ ID NO : 21~ 22 % 23> 5 SEQ ID NO : 27~ 28 & 29

< B # CDRI1-CDR2 K CDR3 I -
HALI-CSFIR FIBTAEES
19 X 20~ SEQ ID NO : 24~ 25 J 26 58 SEQ ID NO :
CDR2 j CDR3 #HHy L 88 -

JERRHI M R & AL PL-CSFIR MiBEEAELEE 1 2
E$ CDR1- CDR2 F CDR3 # K &4 CDRI1 - CDR2 &
CDR3 il zJifig (B/R SEQ ID NO: FFHIHEFE 6) - £ 1
THE—-JIERTE L 2= CDR1 - CDR2 & CDR3
K # $ CDR1 - CDR2 F CDRS3 -

7B IR il 1% oK &

432 E SEQ ID NO: 18 -

30~ 31 % 32 7 & £ CDRI -

R 1 HE KR CDR
EHE [
CDR1 | CDR2 | CDR3 | CDR1 | CDR2 | CDR3
SEQID |[SEQID| SEQID | SEQID | SEQID | SEQ ID
15 16 17 18 19 20
21 22 23 24 25 26
27 28 29 30 31 32
= (N RN R
F—EEBEKT > AMLI-CSFIR HTEE
FZE#EMEHEEG SEQ ID NO: 9~ 11~ 13 5 39 & 45 &
FIIEFED 90% ~ EEA 919% ~ EE4A 92% ~ B4 939% -
ED 94% ~ B 959% - B 96% - EH 97% - B
NEED 9N —HMUZITEEFY - HHE g a

863820-1
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CSFIR #& - 75— M EE T - AL#-CSFIR H A
LU FIEMASEEY SEQ ID NO: 10+ 12 14
C A6 E S2ZFEIIEEED 90% - BA 91% - B 929 -
ED 939 ~ B 94% ~ B 95% ~ B4 96% ~ B 97
%~ 2D BXHED 9% —HMHEcATBEFI > EF
puiefd CSFIR 55 - E—EEBEBRET » AMHL-CSFIR
MO e EMREM FEMMAMEESE SEQ ID NO :
. 911~ 13 B 39 £ 45 2 FF A 274 90% - 4 91
9% « B 929 « B 939 « B 94% - B 95% « B
96% ~ 24 97% ~ B2 I8 HED 99% —H AT EBE
_ B3 ZRiEaSHEHZER SEQ ID NO: 10~ 12~ 14 5 46
£ 52 YEIIAGED 90% B 91% - B 92% - =
939 ~ B 94% B 95% ~ BEA 96% - B4 97
%~ B OBRMEL 99% — M T TEREFF 0 K
78 B CSFIR 5 &
® ML EFE AR BESHKESTHKERT S S 6
T SU T —HMUETHEANEKERHE - §H 2R
ERVETHBEFEIEEHAM 95% 2 — MR —K
HMeESILEREREZZ2ZFRERFII 2R E
E—LEEEEF > AMePL-CSFIR BB E S —
AL BT 5 = CDR - W 250 > 72 — 45 B 5 #8 4% o
PL-CSFIR fiEEH T ELY —HEBH IR 7 <« E &
CDRI - S5 2 E 4 CDR2- el % 2 =4 CDR3 -
IR A #2848 CDRI - L sf 5 2 84 CDR2 o UL &

/

A

>

’

863820-1 -25-
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AU

G L B 48 CDR3 .2 CDR - 5341 » ZE— S ERER T - Ak
JL-CSFIR fiB B2 —HLLEN R COR BEEZ
z¢# CDR - HPIZE#% CDREENRILES#H 2 CDR A5
122 3% 4 EHREBTA E—SEHEET > —X%
& BRI BRAERTERERNAR - ZERZIEEALT

CDR FH#E -—HLEHEE 2 HE5F 8K EB I
LT ZEECRTIERERNARAEHSGEZ N E
e# CDR I BHEERME -

NELTE AN ML PU-CSFIR 51 88 78 0 45 2 b 5 7% it & 37 28
wi ¥ CSFIR G oHeE - At #F—
IR GEE ¥ H  Fab 0301 - 0302~ 0311 5% % Fab = £
BE(AMES_HGRESER _KEHE) HBERAZRERS
CSFIR & & & AL #-CSFIR F1 8 -

ices
5 F

Jm
‘tfft Fl} PBfﬂt

2

A,

N
HJ>

THEEALIEEE®

EF-EEREBET  BEFMA A iiEBEsd =%
ZEANELER  FE-EEBRERF % N\ E 8 E & R R
REH IgA~1gG 5 IgD TR - F—SLEFHEBEEF > &
NEFEREBERBREE c R L ZRE - E—HEFHERE
B BRI AT BEES AN CGEETE - £ &7
MERERT LR AL aEE A 1gG4 EfEE
@ - fEF-ERFEEERET  BEA#ELZ A LiEas
EZAN 1gG4 HE® F iz S241P Ze 8 - 7f — & F i (& 1
Foo BRI AR B EE A 1564 WEE R A £ &

863820-1 - 26 -



1595008

CRETMRENBET LA BN L W E
ThAE - 7E MG RERE R - % IE T AE A IR B 4B K 9 1 A
WA M AR M M (ADCC) & /B B 4k R 1 A B
(CDC) » EAENBET R BN S L@l - & B8
BT MEREE G B MRS
Pl gy e AR EE s R - TX5
@ IEER LR MO m TR A
B R B T Y M KR R R AR
EBRGEEZ RS AERFURSB AN - £— L&
BT EAEEMNENERS  REES A g6l B
ﬁk@a@wywmmMRm%o |
“ e yhE T EE TR o SCHE THAE TT RS 3E B R AR - 2B 4%k

Mo~ EEREKRT > FHROEMAKERE MS kK
AR/BEERBINETSAENEDRE - Bt - £ — &

@ =ZHEEET  WERRKBREEZII-CSFIR IiE AR
GRAMNEE MS /B RA K /HEERR WL £—
HLEEERT > BRZBEEFNEINGE ZJL-CSFIR L A
RWGHE MS /B RA R /HEEE®E E-SEHREK

Ho FAREE MS K/ RA K /EEEEEZI-CSFIR
MEaEaE AN 1gG4 B 1gG2 EMEEE - /£ — % F B &K
oo 1gG4 15 E & A4 S241P Z2 % o

A BEA A EME AN - FERG M oREME AL
F v e mfE =% | E 5,530,100~ 5,585,089

863820-1 -7 -
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5,693,761 ~ 5,693,762 ~ 6,180,370 5% E F] - Jones et al.,
Nature 321: 522-525 (1986) ~ Riechmann et al., Nature 332:
323-27 (1988) ~ Verhoeyen et al., Science 239: 1534-36
(1988) & £ B B FIl A B BF US 2009/0136500 th ff itk 2 5
i -

MR AMHBEAEEREATBEE S EE b
CES-BEREBROHEAS A SED R 2 S B
MK E— BEREET £ ATRE > &
BRES - BO=M FL0E ELEMH - A
B ESEME - EH/ A FH 10 5 11{5 - B
12 6 B 15 HRED 20 BREBB AL K5 6 A
BHEET RS EYEME L EEBTA -
LS R PN e L
RELERCBEE - Wt ER > F i
RS EE S R T Y S
A%%@ﬁm%—Aﬁ@ﬁmaiﬁ%ﬁ%Z%
WA — WS EREE A BEB T RE S - A
BRERHE A REREOER T EE S 5
RS EREE A MER TS S AR
REREE S ARERE HEE 5 E 2 5
% BA O E-BERER T FENARE
LB FR2 2 B R B A 2 B R B ok 54
R A EEEEET > AR
e Y EE T EPC s

S - T
fE W S 4 m
BN M OB oW > pt
ZHIH%>~§‘§§N§‘$@I
= o> R
O m
1 &
& &
(.
ITF

i
= N B

i
=X
&

U

N
R
h
<

el

I~

(_\-P,LE

& N

Btb
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EHERARE -

E-EEBHEERT  EBEREFADUHEZATRERN
R—HZEZEBEZEREMUAL E-EFBREREF >
REHEHGNAZHFABXREEARESEERNESREC A BT R
& E—EEHEET ZALRER CORBERE -

E-EEHBEERT > £ CDR BEEZCR > —RZEF
HREEBREABER/NEEREFCHERER - £ & §F

BHERTETZEFEREZRE ) DRE L EUFE L

=t
&
G

—HZE CDR 2Bk WA KAFERZBE R MU
FHIEBECBEGETEEERN A BREERER - £

l
|IEF
\H]]$]'
=
lelr

B > JLEERE CDR BiER >  EEREET 10
10 {8 ~ 9 LR 9@ -8 EELHK 8 7 H
el ~6 HIADH 6 ~5 ML 5 @ - 4 H 5
B3 EHPR 3 HE 2 EHERASR 261 EH 0

\x ==
=
& oW
B\

%

\&
P
AN
ﬁ\l

18 [E] 15 28 %
® E—EEBHEEERT  AMEBELREEANEEEEREK

THERERETh o HU-CSFIR MIBEHR S HE - £
— B EEREE T - JI-CSFIR MiB A& EH — @ A2
BERELS—EAERZE - E— L XEETHES T  5-
CSFIR i Z BB EREANATEE - B H -CSFIR H
BUFEEEERAETE - £ LHFHBES  RE K

W
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BEre—XZETEERNETEZER BB AEEE
EHHENTFTNRCE AR ECREZEHEREE » EHEWEE -
mEVERNRAIWERE 4,816,567 55 H FJ & Morrison et

al. Proc. Natl. Acad. Sci. USA 81: 6851-55 (1984 ) th&f

Kl

%{

il
Hp
o

FERFIETHEERENEBEEESREER 0301 - 0302
B 0311 CHENEER NEETBER IKRGHE - H
MIARFETHEHERSNELESEZEE 0301 0302 =
0311 Z P #E I E & CDRI1 - CDR2 } CDR3 K /IR §&
CDR1 - CDR2 F CDR3 2 & ¥4 -

FERFIE REME R S PL-CSFIR BB EESEHF TIE
e EE Y P8 C SEQ ID NO: 9 & 10~ SEQ ID
NO : 11 F 12 8 SEQ ID NO : 13 J 14 -

FERFIEREMEIL-CSFIR B EBESHFEMW LER 1 AT
R E4$ CDR1 - CDR2 } CDR3 K #4E CDR1 - CDR2
CDR3 fH Z Hi #& -

A T S b
fF— B E MR o Hi-CSFIR B H A& =

FEMEASHEED SEQ ID NO: 9~ 11~ 13 5 39 E 45 &

90% ~ E4 91% ~ 24 92% ~ B4 93% -
ED 94% ~ ED 95% ~ BL 96% ~ BEL 97% - B 98
B ED 9% - B ZATEEFI > KR EitEH
CSFIR & - £ —BEHBEE T - 71-CSFIR t &6
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/E\

-
HAl
(e

 HEEREGHEHES SEQ ID NO: 10~ 12+ 14 =%
46 B 52 LEFIABEED 90% ~ B 91% B 929%
1 T 9396 - B 94% ~ B 95% B 96% « B 97
% ~FBED BBBED 9% —HBHEcTBEFY » HEfz%
Hi#S B CSFIR f5& - £ — B EHEREET » H-CSFIR & &
M a s B EE SEMHMSEEE SEQ ID NO ¢
911~ 13 B 39 & 45 ZFFAEFEDH 90% B4 91
@ U ED 2% ED 3% ED 4% - B 95% - £
96% ~ EDH 97% - B 98B WED 99% — KT T EHE
F7l» ZEmLSEZER SEQ ID NO: 10+ 12~ 14 5 46
E OS2 CFHAAED 90% - B 91% ~ B 92% - B
A 939% ~ B4 94% ~ B 95% ~ EEA 96% ~ B A 97
% B BRREA 99% —HMTWEEEG >
SiEl

/

F—EEHERKRT  JL-CSFIR B mgagEd—
‘ B Eige~ CDR- hit @k " E— LS EHERE$ >
JL-CSFIR e B2V —HEBHILEN w2 E

CDRI1 - L ST 2 =6 CDR2 - LS #H 2= CDR3 -
IR S 3 2 # 4% CDRI - [hE 33 2 i 4% CDR2 B I 5 &

BB fE CDR3 2 CDR- B4 » F—HEmERF » -
CSFIR meiEEEaE2) @K EN#HZ CDR BEE
Z e CDR> HohgZze® CDRMHEBE R ENmL CDR &
Z 12 3R AMEBEERNN E—EEFHEBKE+F > —
ZEBEEBNARBRTIERERNR - ZEB KB AL

R
N
S2g

H
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ARFE CDR FIEE-HLEEE ZRTMHEEERI
RO EFZBEBEZCRTERERNATIHBSEHEE
ZHEERE CDR VBN ESRYE -
MNEPEPL-CSFIR A MBI EFEHEEREBERL B
mF CSFIR A ZHMETNE - HIt » £ — % F K
o AKZEBHRE MG EEEF Fab 0301 ~ 0302 ~ 0311 E %%

Fab o & F (HMEFE _KREER _HFEE) MEBERAZ R
B P CSFIRE G ZI-CSFIRRE M8 -
rEERENEBEE SR

E-EHERBRET HBEFELZIREABE S — K
ZEANEER E-SEBHRBED  ZAEHEEERE
PRiEE IgA~1gG 3 Igh KRB - F—EFBRmEES » &
NEBHEBEEERBREE c A 2R - - S EHEER
TRt CRENEELEAN CGREER - E— & F
REET > WEF#fcHmeanNEama N 1gG4 BEERETE
& - E-ERFEREET bLEFELcRENEBEES
E&Z A 1gG4 HE & F 2 S241P 28 - £ — B H i EBE
T MEMERcRERBEEE A 664 BEE KA £ 8K
#E e

MmEfr  EEFEEMUEDREKBIN B ZE R
EHEBEAEME - At E—SEHEBET > EFZHEHB
e ZTh & ﬁ’%ﬁﬁﬁklwlﬁﬁﬁﬁﬁﬁklw3ﬁﬁ
lHeE®<Ji-CSFIR e E E-SEFHEBEF - EF
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HLEEMNEDRER - BEBA S A 1gG4 5 1gG2 BHEEE
@2 f-CSFIR & T8 -

NEEANDIRE
AMEAMEEMNEE T &8 - FER & % R & 1%®
FEAFREES A NREREDENEBECERNBE/EEN
B APriE - HH 40 Jakobovits et al., Proc. Natl. Acad.
. Sci. USA 90: 2551-55 (1993) - Jakobovits et al., Nature
362: 255-8 (1993) ~ Lonberg et al., Nature 368: 856-9
(1994) -~ 2 B 2 5,545,807 ~ 6,713,610 -~ 6,673,986
. 6,162,963 -~ 5,545,807 -~ 6,300,129 ~ 6,255,458
5,877,397 ~ 5,874,299 k 5,545,806 -
P PR MR o M T vk 7R B R A IR B R R R B B A
e - H 40 Hoogenboom et al., J. Mol. Biol. 227: 381-8
(1992) ~ Marks et al., J. Mol. Biol. 222: 581-97 (1991)%
‘ PCT A B 5% WO 99/10494 -
B E T A-CSFIR ABHEAAE SEQ ID
NO: 1 ZfF¥li % Bkt e « maalk A -CSFIR #2854
FHIILEMBMRZEHS CSFIR 462 - At > &
EfEET  ARHEMHEZET Fab 0301 - 0302 »
0311 B¢ Fab <8 E (MEF-GE#&E K _HFREHE)
MBERAZIEHF CSFIR EHGZ JL-CSFIR AfiEE -
FE—SEREERT > PL-CSFIR ANTEES — XL E
ANEEE ZEZ-EEHEET  ZAEEEEEREBENE

|
|5
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5 TgA - 1gG % IgD Z R H - £ L EERES - %A K
MECERBREE c R A ZBA - 7 — 0 F fE I b
B R Y A SiH A A 1gG R E - 7 —
o BRI A B A S A [5G4 BT E
BYEERERT  BAFEAL ANBASEZA
1G4 M E W h iz S241P ZEf « fF — L6 B M AR B o o Ik
B A ME S A oG4 EE B A & B4 -
EoEEEEET  ERIAMMENEN  BED g
& A 1gG1 EEEE EERA 1263 E4E % B 2 #1-CSFIR
NF - AE— e E R ERE T - K R 7 B A E T BB
EEEE A IgG4 I 1gG2 EEE EE Z H -CSFIR A #
%% o

[
R
|

HA R#E I -CSFIR fi
NEETEPL-CSFIR i FEFEETRKE & 640 — 5
ZREUMLRE Tt CDR A/ NEFeE - A -
A BARABREIRL A & B H R
JL-CSFIR fiEEE WLt cEFEAJEE - 16
HER& & 0 PL-CSFIR H 88 B & 40 Ih B Ar it 2 &
=Rl

J&
-
| _

l
5
il

%
&
el
M

& - F-EHB/mBAET > JT-CSFIR 318 6 & 40 I & fr at
LESETUBBE KWL RERLECRETEE - £ — L EF EE

)
=

Bk - JI-CSFIR iAW EMMR T EHE C
CDR2 J CDR3 - ZE —EFEHE T - J1-CSFIR &
20 0k pE B At i ¥ 2 CDR1 -~ CDR2 & CDR3 - £ —

i
@
i

5
i}
&
G2
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Bk > PI-CSFIR i E & W EF M = CDRI -
CDR2 } CDR3 R Al B ATt 2 & CDRI1 - CDR2 &
CDR3 -

E-EERERT - JU-CSFIR BT &EH Fab
0301 ~ 0302 B¢ 0311 ZHBAEMETEE - IR %R &
MEHL-CSFIR SIE A BESHRE AT Abl £ Abls6
LB ERATEE I - FER & Mo & 4 H-CSFIR

® NELEeEFEETRBECE ZEEVTERESEH

SEQID NO: 9~ 11~ 13 8 39 FE 45 Z 5 -

EF-EHERET > JI-CSFIR fiB B & EH Fadb
03010302 3¢ 311 ZHWEEATEE - JFRH MR EH
MEFL-CSFIR B FTEE&HFEE AMLITE Abl £ AbL6
RS B E BB - JER &) M R 85 4 1 -CSFIR
MEBELESAREVTEECHE RS THEER S
SEQIDNO: 10~ 12+ 14 5 46 £ 52 Z F 7 -

o L EBEE S 0 F-CSFIR A &8 H Fab
0301~ 0302 8¢ 0311 XMW EHENE R KKETHERE -
FERE E RS -CSFIR fiB B EeFEB A LTS
Abl £ Able ZHENEETEEIEEITZEBE ZHE -
FRHEMEREMEI-CSFIR BB EEE S I EH L KM
W E P  SEQ ID NO: 9 & 10+ SEQ ID NO : 11
K 12~ SEQ ID NO: 13 § 14~ SEQ ID NO: 39 & 40 -

y

[
Hﬂ$}

SEQ ID NO : 41 F 42 - SEQ ID NO: 43 F 44 -~ SEQ ID
NO : 45 R 46 ~ SEQ ID NO : 47 & 48 ~ SEQ ID NO : 49
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K 50 8¢ SEQ ID NO : 51 Kk 52 - FEFR &M R~ & 1% 3t -
CSFIR i fHEZEF NI E#EKEER ZHE - SEQ
ID NO : 33 F 34+~ SEQ ID NO: 35 F 36 8 SEQ ID NO : .
37 K 38 ¢

E—EEHBEBEF > PIL-CSFIR LB A & EH Fab
0301 -~ 0302 B, 0311  $i ¥ Ay = ## CDR1 - CDR2 &
CDR3 - 3k [R &l 1% 7% # 1 -CSFIR B A E A S EH SEQ
ID NO: 15+~ 16 K 17 SEQ ID NO: 21~ 22 K 23 & P
SEQ ID NO : 27 ~ 28 K 29 Z #E # CDR1 - CDR2 & CDR3
fH B PLER -

T— S EBEREET - JPL-CSFIR B E & E B Fab
0301 ~ 0302 B¢ 0311 Z H B CDR1 - CDR2 K
CDR3 - FEPRMBIMEREL M PL-CSFIR MBEALFEAEEE SEQ

ID NO: 18-~ 19 K 20- SEQ ID NO : 24~ 25 F 26
SEQ ID NO: 30~ 31 J 32 2 #& & CDRI1 - CDR2 F CDR3
HATLE - o
£ EBRBEKF > JL-CSFIR i B & EH Fab
0301~ 0302 B 0311 Z JBEMWE 48 CDR1 - CDR2 & CDR3
J #& &% CDR1 - CDR2 & CDR3 -
JF BR &1 14~ #8 M P -CSFIR H g & ?‘aﬁ W Ex 1 Ay
7~ BE$ CDR1- CDR2 J CDR3 K # & CDRI - CDR2 &
CDR3 fH < P18 -

FL i R &6 M pT R
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F—EEBHRREBEF > JI-CSFIR fiE B EH » X E
EAUSHEEH SEQ ID NO: 9~ 11~ 13 39 F 45 Z F ¥

- EEED 90% ~EAH91% ~ D 92% ~ T4 93% ~ A
949% ~ 2 A 95% ~ BA 96% ~ BA 97% -~ B 98K HE

Do99N — BB EFY > HFZEE CSFIR

- HE—EEBBEBEST > Pi-CSFIR iEL 2 RKHE > ZK
MEA S EBEE SEQ ID NO: 10~ 12~ 14 5 46 £ 52 2 %

® FIEEFEZRED 90% - BEEAH 91% ~ B4 92% - A 93% ~ &
A 94% ~ B 95% ~ B 96% - BEAH 97% - EA 98%

00 — WM BB I - Hh ¥ BE CSFIR
REHE d o $U-CSFIR BiM8 4 & & 48 & &%
EE#EH SEQ ID NO:9-~11-~ 13 8, 39 &
45 T HEBIEBED 90% - B 91% - B 92% - B
939 « B 94% « B 959% « B 96% « B 97% - E
D ORKWME D 999% —H ML THREEH - HE AL E
' M H SEQ ID NO: 10~ 12~ 14 8, 46 £ 52 v FH &
| D 909% - B 91% - B 92% - B 939% - B 94
% « B 95% « B 96% « B 97% « B 8% K E

990§ — B w AW FF > HhH B E CSFIR £ & -
£ EEREE D > J-CSFIR B a2 % & — {8 i
WS %2 CDR - it B8 > F— BEBBEED - -
CSFIR MBHEE=ED —(H2EkENH2 B8 CDRI -
Ba 2 ES CDR2- L33~ B8 CDR3 - 5 5
2 ¥548 CDRI1 - [t 38 2 #5488 CDR2 o bt /% 37 3 = 45 48

Nl
o> W o
\&

5 NS
|
|5
il
E@?

=3
a4

\f"fg{'
&
.
F—}g{-
@
)

JﬁTUJ>
[

"/
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CDR3 2 CDR- B4 »E—EEHERTD
2P —ELUEEN#Z CD
Hrh#ze® CDR B R ILEFT 2 CDR &
4 EEERDA - E-RHEEEF > —
ﬁ%ﬁ?@ﬂ%@@ﬁo%%ﬁz&
FIEE-—RNZEHE 2R
LBERTHERER NN GBS HE
TN EERE -

7~ E M L -CSFIR P18 75 40 75 B Ok 3R %
CSFIR ff &9 - Bt » 7F — B F B E

HF
S
MIW
s
=i
&

e
B
[t
i
N\
pis
i
O
)
e

it Z P B F
SRR i E

BEBIEE Fab 0301~ 0302~ 0311 B4 % Fab Z @ ( A
EE _GEER _HGEE) BRAZINES S CSFIR

& 2 PL-CSFIR HL & -

NHEETEEE®

£ EETERKR T - 1L ATtz 58
ANEE®R ~-E—EBHRBEF  ZAEHEE
H IgA -~ IgG 3 Igh x4 - /£ — b & i &
HEEEREBENEE c A ZRE - f£— &
LLREAmL e MEELE N 1gG HE® - £
Fo LR BEAE S A 1gG4 EHEE

)

A
REEREEARD  LERAELcHEZES
EWH 2 S241P 228 o fF — L B BB kS b

NEES AN 1G4 HEE K A £ 8§ -

A
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/

MEFit  EEALEBREDEEEREY EES
ERFEHEME - B - EEEEET  EF DA
O MEIIEER > EE A A 1gGl EEE FE R A 1563 B4
HE® 2§ -CSFIR ¥t - % — BEHERL T » % F % &
B METhRER > BRAS A g64 K 2 EMEEE

L -CSFIR #1828 o

1

® NEMHEPI-CSFIR EFE T B &
F—EERBEBHRET > FTFEHREHRA-CSFIR I E &
M E o fF—EEHEEBET > Pi-CSFIR i EMEA 2 E
RAOABRWEE - ARJEBEBRACTERZER -
JL-CSFIR NEEHE TS EEL S E# CDRI - FR2 -
CDR2 - FR3 & CDR3 - fE— H B8 H » ${-CSFIR #
BREFETEEESAMSEM FRI K /5 FR4 - JER 4] 1% & &
HEHEEZ2EEFEHEARNKAERFEES SEQ ID NO: 9 -
@ I BENDEBEASCIHERFINEMETER -
E—EEHRmBEEFT > JL-CSFIR B EHE U2 E B
£ 5% E SEQID NO : 15~ 21 8 27 7 £ 5]y CDRI »
- EFHAEBKRFT > FI-CSFIR MiEEEE T B E B
&% HE SEQID NO: 16+ 22 5 28 2 F 5 CDR2 -
fF—EEHmEBEKF > PL-CSFIR B EMI 2 E LHE
&4 % H SEQID NO : 17+ 23 B 29 Z £ 5] CDR3 -
ERHMENEMHEHET R ELOEELRERED S EE
SEQ ID NO: 15+ 16 & 17 - SEQ ID NO : 21 ~ 22 B 23

863820-1 -39 -
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8, SEQ ID NO : 27~ 28 &k 29 2 CDR1 - CDR2 K CDR3 #

L BEGER]BE o
E—EEBHmEBERT - JU-CSFIR i EHEL S 2 &
Pl M BEFIEEH SEQ ID NO: 9~ 11~ 13 5 39

£ 45 CFIEBEEED 90% -~ D 91% ~ 2D 92% ~ =
B 93% ~ B 94% - B 95% ~ B 96% - B 97
%~ 2D 98N WMED 99% & — Bk o H PR E G

— R Y K B CSFIR 5 & 2 B4 -
- EEmERET  f-CSFIR ABEMLEE D —
gt at < CDR- W BH - £ — & 5 G5

JI-CSFIR M@ ER LG EL — @2 E LR H < E M
CDRI - (L # 2 B4 CDR2 S UL H 2 =4 CDR3
Z CDR- H4 » E—EEHBHT > FI-CSFIR FEEHE
BEES—ELEENH S CDR BE[E Y %% CDR - X

F ez CDR fHEM R IR~ CDR & 123 B 4
T EERNAR E—SFRERT  —3%EKERIA

}

RERTEEERNA  ZHEABRCETBALT RS E CDR
FIHEE NP EEECRTERERINA > EHhZEE
LRTHEBEEBNAAN AT THEEZUEZ NG5 % CDR
LENEERMTE -

E-EHEHEERT EECcEEEER - —%F
MREES > EEUS AEEEER A —LEFHEEERT
ZANERECERBNRZEER IgA - IgG = IgD ZXRT - 7F
—EEHEEERT ZAEEECER CGRER - /£ — &
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BEfEED  EHEAS A 1¢G4 EEEEE - £ — B ZE
EEET 2 A 1gG4 E%ﬁﬁ[ﬁmﬁ 4 S241P Zg % -

- EF-—LEREET  EHFLEBRNETDIGRE  EHEG
SANIgGl K IgG3 EfEERE - F—HEBERFT > EF
AEEMBEDRER EET S A 1gG4 3 1gG2 EFEE E
]E,_’ o

® 7~ P P -CSF1R B §8 7] 8 |

E—EEREEREF > XEHREMEF-CSFIR Hi B HE
AEE - E-ELEREBEYT - PL-CSFIR fiERETT B E

RABRTRE A\TBEERALTRE
JL-CSFIR MEKWER B & H S & 4 CDR1 - FR2 -
CDR2 - FR3 J% CDR3 - 7f — B B EERE th » 37-CSFIR #i
ERETESE SO K FR1 K5 FR4 - JER & M 7~ &
M ELEAAEE SEQ ID NO: 10+ 12+ 14
@ ENIHERFINEMTRE -

EMEE+F » JL-CSFIR MiERE T EE L HE

&A% E SEQID NO : 18+ 24 8 30 Z F 5] # CDRI
£ EEREBEF > PL-CSFIR JIERET 2 & EF

S H¥EH SEQIDNO: 19+ 258 31 Z FE %% CDR2 -
EF—HEEFHEEKF > JL-CSFIR fiEBKETEE L

4 EEH SEQIDNO : 20~ 26 8 32 2 %)% CDR3 -
RS TEEEATEEABRETRAC S RE
SEQ ID NO : 18+ 19 & 20 -~ SEQ ID NO : 24 ~ 25 & 26 -

-[_T—b,
|
[
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B¢ SEQ ID NOI30\31&32ZCDR1\CDR2)§2CDR3,%E
BT BE - |
L EHBAE T > J-CSFIR MBKE DS TH#E :
FY o BB EFIEEE SEQ ID NO: 10~ 12 14
46 B 52 ZFYIEAED 90% - B 91% ~ B 929% -
B 93% - E b 4% B 95% « B 96% - B 97
%~ B 989 HME A 999% ¥ — B M o B R E% 4 0 e
— M T R B2 CSFIR & & Hi#l - P
TR EMEE TS 0 FI-CSFIR B EREEE D —
1 401 Bt B 51 B 2 CDR - W B2 8% > 7F — 5 M 08 5 R
H-CSFIR fiBEMAEEL —EE LR H 2 g
CDRI - [ 575 2 848 CDR2 S Ut 3/ 5 ~ 648 CDR3
Z CDR- 534} > £ —SEHAEM D > §-CSFIR §i 8 45 48
240 -ELUKEENRZ CDR BEEZ €% CDR H
Rz ZE % CDR HBN R %2 CDR A& 12 3 5 4
BEERRR E-SBHEERT  —RSEBREBRDA @
FRFEEEBRMA - FERC KB AL AB%E CDR
FRIEZ NS BHEELRTEBRERNA  EhEEE
CRFEEEBRBNA TR A G E S WE SRS CDR
SR A R
E-mEHEET B ANEEEE - £ &

\
319

E

BEREET > ANBEECERZBEE AR A LEHEHETE
B -
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HM_EME CSFIRE GO T
E—EEEERET > AEPREMEE CSFIR e H
ity ¥+ - ZFESTEHEEANRNKIFEB ZR - 32050 E &

= B ( anti-calins ) ~ Zh3E & & ( adnectins ) ~ $&8F H
(ankyrin) EHZ% - E #]40 Hosse et} al., Prot. Sci. 15:14
( 2006 ) -~ Fiedler, M. and Skerra, A., '"Non-Antibody
Scaffolds," pp.467-499 in Handbook of Therapeutic

. Antibodies, Dubel, S., ed., Wiley-VCH, Weinheim,
Germany, 2007 -

 Pi-CSF1IR J1#8 & 7~ % 5 &
F-LEHESET  EBELREBIREBUARK 1 £
CEEH (oM) ZEAEMME (Kp) B CSFIR f & » HE
CSF1 % /8¢ IL34 88 CSFIR 2 &4 » RHI&IE CSFl & /
B IL34 fT 55 # &~ CSFIR BB (L -

@ E—SmEREEBHES > PL-CSFIR Fi B E CSFIR Z @4t
B (CSFIR-ECD) # & - ff —EHFErEZF » 5 -CSFIR
PIEBEE/NK 1 nM~ /MR 0.5 nM -~ /NR 0.1 oM B /PNRA
0.05 nM  CSFIR #&a#HME (Kp) - fFE— B EHEEBE
> JL-CSFIR i E BN 0.01 £ 1 oM~ MK 0.01 &
0.5 nM~ /"5 0.01 & 0.1 nM~ /- 0.01 £ 0.05 oM =
A 0.02 F 0.05 nM & Kp »

fr— % E i & - PL-CSFIR # %8 [H B i &8 =
CSFIR Z#& - E— L EMBEBKF > JL-CSFIR FLEETH B
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Al
AU

CSF1 Bl CSFIR Z# & - £ — & i #
PrAaz fHBr 1L34 B CSFIR v & & - FE— L EHmERZE F - #1-
CSFIR # B [HEr CSF1 & IL34 — % Hl CSFIR 24 - &
—EEHREET  BEEFEKEESZPEHE CSFIR 2t

fk 1 JL-CSFIR

G

BiEa - ENEBRAIEDS S0 2o mEl 2 i iEE CSFIR
macE  HWHERAUIMNMEEBRKEBE CSFIR Z&4&) 0
FRAMERA 3 FAm e mllE - E—EREKS > FH

I}
T

MEMS 3 HAdmEllE > BRI ED 60% ~ B

709% ~ E24 80% MED 90% 2 A Ml BL B CSFIR

MEE £ EERFEHRRBRET  SBRINBHEEZED

50% ~ 24 60% - ED IO EHETEBESG
E—EERBEBHES > F-CSFIR MENFRESE R

CSFIR BEERfu - £~ H B F - H-CSFIR HL &1 &
CSF1 #% % < CSFIR BB - £ - EFEHEEKRF - 5i-
CSFIR fuf2 1 # IL34 5 %« CSFIR B & 1k
R > JU-CSFIR FEINE CSF1 FH R IL34 FH
CSFIR BBt - EFWEEM D EL 50% 2 0 M Wl 2 B 8855
#FZ CSFIR BiRRUL B > EHF R T IHGEKBESE R
CSFIR BBeft ) > FIH WM E KA 4 vl s @l % - 7 —

=
|
|IE:
il
=

EEMRRE T M A MERE 4 AT R R
DEL60% ~ 2D T0% - EL B0%EED 909% & W
CHFEHL CSFIR i & - E— B S EHERE
T BEMERNBHUAEED 50% - 2D 60% - EAH 70% %
B FE 2 CSFIR BB 1L -
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T L S
fF—EEEERE D - H-CSFIR HMERMER /&
A1 T L WE - B R OB P RS R R B O L BE R
SRER R RN ES RSS2 A TOEE - 3 S
SR AR ETRAREERME  BEEE  BEE - 4
BHREE AWK BRAEE SBEOES% - %A
@ FUHEALTREEEEMBEEYLLEL
B 1 B 2 A B B 4R 96 R 4 — % TE 4 B 2 98
mEE Ty EE - SMREA L RERE SR 8 e s
CRETIWR D BBUAER o B A I AT A BE O 5L
RIEC EM MRS E A M EN R REESE -
B o 3F IR M T M A B B AR R IR B A 49
PR E  BRREEES - SER Y HE AL TRE
R T
® - E MR o R WA B R S
BS 0L (B2 5k B B 5 B o 3F TR M T B0 B SR 4R A
RHERE A AETEHBEARES LIRY - FER
B E Bl o Bl a0 ZE BR B £ ( Thermo Scientific) 4 dy Bl 2 iF
% AF (HISEFIEMNBETET (Rockford, IL) &8 &
( Pierce) A H] ) ~ HE (Prozyme) 0 H (JIINEEXRET
( Hayward, CA) ) ~ SACRI HMIEHAT (&K<
fl B ( Calgary, Canada ) ) -~ AbD %F ¥%& & ( AbD

Serotec) v & (dbLFFEF ™ (Raleigh, NC) ) F - £ —
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LE R EEER M BB RS B > %
ﬁ&/&%mﬂ@mﬁg FHE . RBHERED —EHR
B AR LELR2BAENBE I ELR WM
M2 Sk - FES KB A LTRSS E RS
WECENET R MRS EE AEZ H %

7~ % M BT E P A

BRITEXESDWEEREULRERA LW  %ER
HAERBFEEEOECHERFI - £ — L F K F
BFIMREEDHNREEREFETEFI L SEQ ID NO
3k 4 E—EEFHBEET IR M A B BER
HEEANREZERIRAZRARSFAIRUNBRERBZATEF
SIESWMEBETERERETHBEER - HIMEBFREREEF

EREEELISWEEEOEMSE -

B 55 oK R AU E R S R i ke B B 40 B BT 0 3% B 3L oK 2
VM ERME IR LN ERFINERE - & Choo et al.,
BMC Bioinformatics, 6: 249 (2005) &k PCT NB&HE WO

2006/081430 o

w5 PL-CSFIR il K LR 7> T
ABTREBLESRBI-CSFIR filf & —HZ 2
? A

BFERIEZBRIT E-LSEERBRET BB TESR
HUL-CSFIR i EHNBELIRETR - £— & FE
RBhET > EROTEESRBI-CSFIR FIBZEHN L&
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KPR EL S EBEH-CSFIR EER /5 I -CSFIR
M SREBRCBRE - ABELSRELSEB -
CSFIR EHE K /S #-CSFIR EE L S TR HE - ¥
EHELEERER DNA H8  KHEHE  BEH8
BORHSFERES  F-LEHEEET RBLAE
BEESS SR EREFIREBEE S E - SRERE
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Fl - E—ETHEBRET  ZEEREERADL _EsHZZ
MMEEERA - LSEBHREBETS  ZEELTHEMRE
—ZRCE > RIE - EMB O KR E Z IR scFv & o
E-EERERERET B -SBEaRBEEZIIKE
BMAEFE_SEECREEECORETR - CE—EFHER
FORE-BEBERE _HBERUEOEELREEFIMARA

(HUWEUEHREEREUEE) A
FR5:1 2 1iSs EEWLLSNEEBLLIE HERE _HERR ®
HAEFEETMBEAN E—EFEHEEET > FHNK 111 =
)5S BEELCHERBEEIEBRFEHEE Z&HE - F— &
BEEETF  FH 12 BEELZREBEHESHELFEBER
v

FEF—LEEREEYT > BELE CHO fifg - CHO-47 &£ #
e NSO MiENEBARBE LR HE - RE TS H
8 % #5 5% 7 1 41 Running Deer et al., Biotechnol. Prog.

=y
|
iz
il
=3
o
S
F
>

Hﬂ$}

i
fmlé

20:880-889 (2004) - ®
- EEREERT  BEEHYUEBAZEBERNRE

PL-CSFIR EHE K B H-CSFIR E & - £ EFE

EREET ZZRREEABFEEERE 72 HEH T %

o BAPIKR  HMEEEBFHFREBERREA WO PCT A B

5% WO 2006/076288 -

85 X MM
T%ﬁ%ﬁ ek > PL-CSFIR EHE R/ HHL-CSFIR
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RETWERCGMARTRE  BUOMBMHAE  SEEEHR

HMEEMARE (BUBREBE) - EYARE - ESMEEE

ABMARFRE - ZRATRBAOZALCH L H &

T HARER SRS RE M EKHERGEETFRER

COS #ifg (A% COS 7 #iE) - 293 Mg (B 293-6E
ML) -~ CHO #ifa (A4 CHO-S #ifla & DG44 #fE)

PER.C6®#H fd ( Crucell) K NSO #HifE - £ — £ F g f8 &

@ [ UL-CSFIR ESER SH-CSFIR 888 £ B B B o %

Boo HBI 402 B E A A BISE US 2006/0270045 Al - 7F — b

EHEET  RBAKBEIMBYE A -CSFIR BEE

,mm

CPI-CSFIR HEETHMACREEZEM L DM EFR
EEEXME  BHRHR  HE-LEFREEHKS - CHO

CHIMES Y SIRAEBRRE 293 EELECHASKAER
HE TSR -
T2 v Lt CAER Ak LR R
‘.,&ﬁ& 45 (0 7R IR B B B 45 B 4 - DEAE-% 5B 15 1 1%
My BETIEEENGEL  BEI - EE . BEE .
JE (5 &1 PE R 5 M 5 %GR #5 0t B I A Sambrook et al.,
Molecular Cloning, A Laboratory Manual, 3rd ed. Cold
Spring Harbor Laboratory Press ( 2001) - &% B o 18 3% {F
MEE Y FEMMBEE R B B RS A LA
f -
E-LEEEET S —NSESUTRBEMEE
FHEEBTRERE - RS MEBS KL LD TR
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HYEENER -

M L DL -CSFIR i 8
JL-CSFIR i AN A EAEE 2 HFEfMih - ZEFH

AEERRAERAENEEERBALEFABN - &
EZHBRMMEEE SR CSFIR ECD REFMBHEEERK S X
iz - BBk - EHE A-EHE G- EHE A/GHI
EAMMEEETHRANREEEES S KM HL-CSFIR 1 ®
- RAKRAEHAEMONTEREEEE A TREES A
PRMARERESRKR - -#FEMAEZRE T ERZERTA -

WA ESRP-CSFIR I8

HE—EEHRBEF > PL-CSFIR MBARREME R K
hoE S - FERF M N E MR KE RS SRR R A
Sitaraman et al., Methods Mol. Biol. 498: 229:44 (2009)
Spirin, Trends Biotechnol. 22: 538-45 (2004) - Endo et al.,, (@

Biotechnol. Adv. 21: 695-713 (2003) -

BRI &5k

FIHPL-CSFIR iBHEEER 2 75 &
ABEWPCHEREEERBH B ZHE Y BRI

ARERAREDCHE  FAHEATRBBRERKZA

B EFNHEEEHTI-CSFIR FU8 - A HHL-CSFIR 1

R REIHFRFAETHERFELCEETERL RA - MS -
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- BBEFRERBREREL  BAEREERRSEELES

EEBEET  ABUREBBHEZRRRRLZ
& FH-CSFIR HM8 - 75— &

T RE AR R 0 A EE RIS % T H1-CSFIR
MBLBEZBERARRN T E  EFZBRRAEREEEE
HMERR IHETFTRESERHE HENMNRENES
ENrEE2EE -EBR - BLULEEE - -FEE - TZ
HIGEE BEERX BRRX BEEEBRX REESE

ll

K EMEBL BRMBEEBL - BEL - GHL - A
EETA BRI EE FA BAMBER  EE
(Crohn) K% -~ B4 - ®¥#% 5K ( Whipple's) & -
@ - EE - EmEKT REEAWER - BERO S
WRBE - BT - MM - KEE (sepsis) - B
§5 (septicemia) - NEMhE - BHFE - BEH - BB
WANEIE - AFEER O EANER - REERE  WEA -
Bk - BTAIER A REL  TREL - MEE - BE -
BIEEBEL - Tk WL HXREL Wk - i
% oBEA MR WEREBROBEBEL - BB EL
HIV Bi%: - B BIPF AW 35 A% - C BT 4% 3 R g - 808
MEONE BEH-  2WREE- EBE- MAF - WkE
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iE- EHEREE -BE KEX - - EILRK- -BE- ERE -
E-RBREBR -mMER - IREX - LDWERX - BRE - 8 R
i MR A - DR~ LK~ LB - &
eIk A E R BEE - FMEE®R (Alzheimer ) K
iE - BEEER  BEELED - BERL - KL - KHEE
fite 2 ~ BE Z X (Guillain-Barre ) fEE & ~ #H& L -
RE - -FTHEEE  WME - wEEL - BHER - BFHER -
mER > MER K (Paget's) W~ BHE - FEAK -
CEENESD - BARBRE - 25 MAHEERE - &
H ¥ #] )X ( Goodpasture's ) fF & 8 - H Z&E B K
ehcet) JERE - ZEEBEER  BHEYHE X - B
SEMEEF MR - MK B (Berger's) 8 - FE—EHER
B ITARERK - MEE (Berger's) W -~ B4 K

eiter's) ME{RBF B E &F & Kk (Hodgkins) fE - =ik
LR Ul M B 2 3 R -

E-EBHEERT  ABHEERBEREZHE
FEEE R TFTH-CSFIR Fifg - F—ELEHERZT
% CSF1 WM T LEHEEES > ZEFR K
#EEH LB - RIVIRE - FENRN
WooBRAIEE  wEBEEARE - EEEMRE
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CSFIR fie W RN E— XS EREZEME - &
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B BEEMREZE -

B TRERRA |
& TEE M EE T > F-CSFIR HETRES @R
HEENRT BEEFRRED  BIEAN - FRE - B
MBI DR ER (LR C RERN R -
B BB EAN BE MEREEEN N
@ FEATRA LR o A E U A R E
PEE RERABPRCNE BEERERES B
CHE - B BB SR BB EBA - A
EABIREER - MBS -CSFIR HBZKEA T TR
HREEBE L TEMRLEREER EEE ERE
P AIACRR R A (B BIAT Tang et al., Nature 356:152-
154 (1992)) ¥ 2 08 B B T 5k K 0 A 5 B A
28 -
) A TEEWBET - B4 F-CSFIR F 2 8RR
BERGEECEEC B E LSS 8 2 AT
( B, #70 Gennaro, Remington: The Science and Practice of

Pharmacy with Facts and Comparisons: Drugfacts Plus,

20th ed. (2003) -~ Ansel et al., Pharmaceutical Dosage

Forms and Drug Delivery Systems, 7th ed., Lippencott
Williams and Wilkins (2004) - Kibbe et al., Handbook of

Pharmaceutical Excipients, 3rd ed., Pharmaceutical Press

(2000)) - FEEHELUEZCHKBER TN > ZFEH
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WA (vehicles) ~ EBIRFEREAE - B4 > & fE %%
LA EZCHREMEREN pH RERBEER - RIOAE
Bl - REH - HMRAEAZEOYARS T A - JEIR & MR &6
MEFEEEK  BEEK @EE K -HH- Z2BX
HEZHEE -

EEEEBEKRY  EEH-CSFIR MEZHKY T
BHEARBEENA  BEEXTETFT HEHBEHEERE 8
FERLARN AR IE KSR - BB Efm - & ®
BCEREB®REME SRIEBEFEB BN _E > BEEE
ZoNESERGNEZEMNGER - SB2H - B82® - 9
Rl - MERMRER - EEBHEBER S > ZMEARYAT
MU ER AN O ASsBETES S #EERE N
S_FAEK A AARERZENY ZEERWIRTE
REEHMERFTEEFNTEYEENATEYRRBEZRES
AR BRFF AR B E - JE R &R &8 ] &Y R
LHARHMOUERAR-CERREY - FREUESHET @
NEYEBRCHANECUERTHMERBE - MHXSH%

Bl Hikfpwat R B 40 EP 1 125 584 Al -

REHRNDNEHRBE NI ERR I EELE
XEHELE - HLZEEEZP-CSFIR 8 - £ - S EF
Rk AR REBEMNEHE EFZELCHELSTES
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REMABET 2 ARDTESEA  EERZENY - B
BERENBRERLEMNY R REANREERE X
v pH BEN - REE-EEMERE - HRY TR
e 5 85 0 B o %O D R E R T O 2 W E 51 40 4 B K
BURER E-BERERT BERYAE - RNSE
M EEEREZYE  BEETRAEELMER - &
—LEMEET ARV ERVEEFER S KE AR
BEARY R EE SO EREN S EEEE 2 RS
P URREUERBEDARB AR ABOBE -
ETGES ET 1T E S Ak ) 252
B BB AR - —RICHR > F-CSFIR FiBE T LG
S OME/AFBEEY 0ER/AFBENERT -
— R 0 HL-CSFIR BT LE KA S0 M/
FHESH S SR/AFBEYRET - £ &8 il %
@ ' F-CSFIRFIBTLEXRHY 100 ME/ATBEEH 10
EW/AFBENERT - E—BEMBHET - F-CSFIR
WAL ERG 100 ME/ARBESH WER/AFBE
WERT - LEMEET 0 HI-CSFIR AETUEX
BOSER/AFBESY 0 ER/AFBENERT -
f-CSFIR MER N TREEZBELT - B TH
T R OB A YR E B X v AT AR A
B iu - BERE EEGER - B O E 2 IR R
S UINE L S P2 L TR Y T LSty
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P?f
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BEHEET > Ji-CSFIR fiBZERBES —HZ
B  EXEEHBEF > JL-CSFIR i@ FH
FIBERUBR R -BAEBE-—RETFTEER > B0
BlkEhi g —EAEBE=EHA®RF—R - £HME KEEKE

> JL-CSFIR FIBCAERBEERULRERE —XREBT >
REAMBPIARRE _HBHHEBEEKRT— K - Hi-CSFIR EZ
BEREHERRERTEEEES R - E—BERREHEF
JL-CSFIR MECARBEARKSRE T AEEZEL — ®
WA ~-EZ2IPAEREUEL —F ZHH

N
P
<X

>§é}l—-
%
5 i

T

M & B ¥R

JL-CSFIR FiE Al #L 2 8 % 7 2 B H 5 = —
RF EMUTEETEMERER I - EE LHBRZ
et EMBEERABORBREFM - LBWEE - B
BEREREBETEVHBENS —BEHREERE - £HEEHER
RIEBE K > JL-CSFIR IR BEMBERE —E8 @
T oo BIA0 A R BRI (methotrexate ) ~ HL-TNF H 5% 40 3 2K
gl & ( Remicade ) -~ {8 # ( Humira ) -~ JR & JB
( Simponi ) ~ R ( Enbrel) -~ ¥ ZE =R 35 W58 ¥ 2
( prednisone ) -~ K & K %% ( leflunomide ) -~ B Wb I 14
(azathioprine) ~ JAK HI %I 241 CP 590690 ~ SYK [ &l
B E% 40 R788 ~ HL-1IL-6 HL &8 ~ HL-IL-6R HL 88 - $T-CD-20 #T
fig ~ 1-CD19 #Hi e - $.-GM-CSF i #8 K& PL-GM-CSF-R #f
- EmELREBEAER > J1-CSFIR PLE W 8 H M1 15
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B — BT N FERe FEERL - BmER
( prednisone ) ~ ¥l -a 4 & X F OB WK WL
( Tysabri) - #7-CD20 H7 2 3 1 & /A % ( Rituxan)
FTY720 ( 2 X E 2 ( Fingolimod ) ) & T FI &E &
( Cladribine) (Z %5 {2 T ( Leustatin) )

CGESESLD
® B 1 EoRMEMA 4 Rt REALKE Al =
AbI6 P ANMEBTBE LY  FERBEREAZIE
Fr 1 o g i I BT FE N BB T B E -
 EH 2 EAMEMA 4 R SE AL Abl
CAbI6 ¥ A LS G A B v bh B o 7 E B B R E A B 2
WEAh R EEEE R B
B 3 EAWMEREG 5 R RE A LimE A
CSFIR ECD &2k a Mk - @ 3A EREABA B
9o (cAb) 0301 R A4k LB ( huAb) 0301.1 -~ 0301.2 -
0302.3 ~ 0301.4 -~ 0301.5 & 0301.6 ( 5> B]& hO301-LOHO -~
h0301-LOH1 ~ h0301-LO0H2 ~ h0301-L1HO »~ h0301-L1H1 &
h0301-L1H2) & f& & #i &k - B 3B B RE AR cAb 0302 B A
i ¥t %8 ( huAb ) 0302.1 -~ 0302.2 ~ 0302.3 ~ 0302.4 -
0302.5 & 0302.6 ( 4 B8] & h0302-LOH1 ~ h0302-L1HI1 -
h0302-L2H1 ~ h0302-LO0H2 ~ h0302-L1H2 & h0302-L2H2)
TS ES - B 3C EaEEMA cAb 0311 R Ak
( huAb ) 0311.1 ~ 0311.2 ~ 0311.3 Kk 0311.4 ( 43 B &
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h0311-LOHI ~ h0311-L1HI »~ h0311-LOH2 } hO0311-L1H2)
7R

B 4 BEOoRWERS S AT 2 5 AL 5T A B S AR W
f& CSFIR ECD 52 E&ag - 4A FE R cAb
0301 & A 4Py ¥ ( huAb ) 0301.1 ~ 0301.2 ~ 0302.3 -~
0301.4 ~ 0301.5 & 0301.6 ( 9-%B] & hO0301-LOHO - h0301-
LOHI ~ h0301-LOH2 ~ h0301-L1HO ~ h0301-L1H1 5 h0301-
L1H2) i &t - B 4B ERHEMR cAb 0302 B A
#= ( huAb) 0302.1 -~ 0302.2 ~ 0302.3 ~ 0302.4 ~ 0302.5 &
0302.6 ( 4 B] & h0302-LOHI -~ hO302-L1H1 ~ h0302-
L2H1 ~ h0302-LOH2 ~ h0302-L1H2 & h0302-L2H2) Z i &
ffg - B 4C BESREA cAb 0311 B ALH B ( huAb)
0311.1 ~ 0311.2~0311.3 & 0311.4 ( 53 8]E hO311-LOHI1 -~
h0311-L1H1 ~ h0311-LO0H2 & h0311-L1H2) = & & i o

B 5 BEoRMEHA S hATM Y i AN E
CSFIR ECD & Z i &M - B SA EREMA cAb 0301
B AL # (huAb) 0301.1 ~ 0301.2 ~ 0302.3 ~ 0301.4 -~
0301.5 k& 0301.6 (4 B] & hO0301-LOHO ~ h0301-LO0H1 -
h0301-LOH2 ~ h0301-L1HO ~ h0301-L1H1 kX h0301-L1H2)
CAE S M o B SB ERE MR cAb 0302 R A b B
( huAb ) 0302.1 ~ 0302.2 ~ 0302.3 ~ 0302.4 ~ 0302.5 &
0302.6 ( 4 B B hO0302-LOH1 -~ h0302-L1H1 -~ h0302-

L2H1 ~ h0302-LOH2 ~ h0302-L1H2 } h0302-L2H2) Z & &
il 5C BERFA cAb 0311 k AL HE (huAb)
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0311.1~ 0311.2~ 0311.3 & 0311.4 ( 55 h0311-LOHI -
h0311-L1HI ~ h0311-L0H2 % h0311-L1H2) Z & & B -

6 BONMEA 6 ATt L K& AL g I

CSF1 3.~ CSFIR Bk - B 6A BERHE cAb 0301 &
A i 8 ( huAb) 0301.1 ~ 0301.2 ~ 0302.3 ~ 0301.4 -
0301.5 % 0301.6 ( 4 B & h0301-LOHO - h0301-LOHI -
h0301-LOH2 ~ h0301-L1HO + h0301-L1H1 } h0301-L1H2)

@ < EEdHRE- 6B EE R B AR cAb 0302 & Ak HLE
( huAb ) 0302.1 » 0302.2 -~ 0302.3 ~ 0302.4 ~ 0302.5 ¥

0302.6 ( 4 B] & h0302-LOHI - h0302-L1H1 - h0302-
CL2HI1 ~ h0302-LOH2 ~ h0302-L1H2 & h0302-L2H2) Z [H &
il 6C B RHMA cAb 0311 R AATLE (huAdb)
0311.1-~ 0311.2~ 0311.3 % 0311.4 (4355 h0311-LOHI -
h0311-L1H1 »~ h0311-L0H2 K h0311-L1H2) 2 [H & i 4% -

7T EORMERA 6 k2 K& A IR A

@ 1134F S CSFIRBEEEL - Bl 7A ERHE A cAb 0301 X
AL HiE (huAb) 0301.1 ~ 0301.2 ~ 0302.3 ~ 0301.4 -
0301.5 B 0301.6 ( 4> B & h0301-LOHO - h0301-LOHI -
h0301-LOH2 ~ h0301-L1HO ~ h0301-L1H1 F h0301-L1H2)

< FH B R oA 7B EE R B cAb 0302 K At LR

( huAb) 0302.1 » 0302.2 ~ 0302.3 ~ 0302.4 + 0302.5 X

0302.6 ( 4> H £ h0302-LOH1 - h0302-L1HI1 - h0302-

L2H1 ~ h0302-LOH2 - h0302-L1H2 % h0302-L2H2)  [H &

B - B 7C BERE A cAb 0311 K& AP EE (huAb)
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0311.1~0311.2~ 0311.3 & 0311.4 ( 455 h0311-LOHI -
h0311-L1H1 ~ h0311-LO0H2 K h0311-L1H2) ;2 [H B g & -
8 BA/NINE Al 7 ATt B A b 5188 TH B A
CSF1 B A M CSFIR ECD Z#4 - 8A FE R
cAb 0301 F AfbHi# (huAb) 0301.1- 0301.2 - 0302.3 -
0301.4 ~ 0301.5 K& 0301.6 ( 555 h0301-LOHO - h0301-
LOH1 ~ h0301-LOH2 ~ h0301-L1HO ~ h0301-L1H1 % h0301-
LiH2) 2 [H & B 4% - 8B MR cAb 0302 K AMLHT
# (huAb) 0302.1 - 0302.2 ~ 0302.3 -~ 0302.4 ~ 0302.5
0302.6 ( 4 3] & h0302-LOHI - h0302-L1HI1 - h0302-
L2H1 + h0302-LOH2 + h0302-L1H2 % h0302-L2H2) = [0 &
AR 8C FNH M cAb 0311 R AfH B (huAb)
0311.1~0311.2~0311.3 &% 0311.4 ( 5515 h0311-LOH1 -
h0311-L1H1 ~ h0311-L0H2 K h0311-L1H2) Z [H & #h & -
O MM ERE 7 ATz K AL EE A
IL34 S A2 % CSFIR ECD Z#4 - OA FETNE AR
cAb 0301 K AfHi# (huAb) 0301.1 - 0301.2 ~ 0302.3 ~
0301.4 ~ 0301.5 & 0301.6 ( 4> 3] % h0301-LOHO - h0301-
LOHI ~ h0301-L0H2 + h0301-L1HO ~ h0301-L1H1 & h0301-
L1H2) Z BH & i 4% - 9B MmN cAb 0302 Kk AfkHL
# (huAb) 0302.1 -~ 0302.2 -~ 0302.3 ~ 0302.4 ~ 0302.5 K
0302.6 ( 4 5] % h0302-LOHI - h0302-L1H1 - h0302-

L2H1 ~ h0302-LOH2 ~ h0302-L1H2 } h0302-L2H2) ;7 [ &
i AR o 9C M m#H M cAb 0311 X A H # (huAb)
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0311.1~0311.2~0311.3 F 0311.4 (455 hO311-LOHI -
h0311-L1HI1 ~ h0311-LOH2 & hO0311-L1H2) 2 fHE7 B &%

(EmHR]

UTFS s BEHAEASREASE A - F E®E
BLAMARIREAEY - FEEHIRREUT 2 E 1
PIEFRARWE - ETCRE FAERBNREEARF (6

@ [ BEZ) LEEE BEBRREREEEREE -
BESABRE > PHREEENE STEEREERST
BATER BERBREE  EIVRASBRELASR
EZ{ o

CPEHEI 1: SEIEEL CSFIR JI4h 5 (ECD) #& 2 Fab

INEB R A CSFIR g 43 Fc i & hCSFIR ECD.506-
Fo (SEQ ID NO : 6) Z R IE « 1 %% /NG 5 8 B e - %

@ LM Fab WEHBRETE - BEMEA CSFIR

ECD # & % Fab-EHUEE 8 - A E B M SR # 2 Fab
FREBE R R T R A - 2 1056 {H Fab kDl & —
i

B Fab BHi A CSFIR ECD # & ~ 'HEr A CSF1 .Eﬁi}\
CSF1R ECD # & EFHEF A 1L34 Bi AL CSF1R ECD # & <&
BEJ) - I EE AR IEH 2 Fab T E IS R B A
i 3 1 3 06 %5 Fab -

¥ 4% 5 Fab 3 —Z ST H B A CSFIR ECD #& & Z #8
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71 BA A& (cynomolgus) CSFIR ECD # & Z B/
K EL/NE, CSFIR ECD #& 28 1 - 78481 Fab [H B A
CSF1 #8 A CSFIR ECD &4 28 » B A IL34 8 A
CSFIR ECD #& 287 » K& & CSF1 o L34 72 7F BS
LR FE R M CSFIRBRBMAZE T - (BREXRER - )

BHEA 2 # X IT-CSFIR Fab DL & i i & 1 84

fEARRIE Fab BMfuth > BE 11 {# Fab DU =1k 5L #%
EHE - BE Fab BHEX BB EEH S241P E# 2 A
eG4 EREREBRAc BREEETEECHRANE - @
Z > Fab VH B RERE R RIANEHE pTTs (MERRR
BEPBEHAEFTLRMEABEAEEZEE > W2 A B
K#E)  HEBBAEHELEE/E IgH i EFY (SEQ
ID NO: 4) K& S241P »ﬂz)\ [gG4 EFEN E@ (SEQ
ID NO: 94) - Fab VL E%%ﬁé%?ﬁ&%fﬁﬁéﬁ% pTT5
REEFRECHELUEE/NE Igc BTHEF 5] (SEQ ID NO :
3) RN lgrk BgEEE® (SEQID NO : 95) - Fab V & I
BRUTEAFNTBETEMEBRERFIEREDE Z AAE
)K °

il

RO 3: AN BeEEREAL
BAVBRERERERNEHBE S R BB ML -
B 11 EEHAMEE A - GERER/NE CSFIR

ECD z#& - NS ILEHEE A CSF1 B A CSFIR
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ECD #5 & < 88 /7 » [HET A IL34 88 A\ CSFIR ECD i & Z &8
53 HEr A CSFl BBk CSFIR ECD & L8 -
K Hlf# & CSF1 2 IL34 FHER B # % CSFIR B &
el E-FUAZSESRENEEMRERE L L
CSFIR v & - &% HHAZERSNEEEREBEFER
MEAFHHE CSFIRBERL - (BRKRET - )

@ HMHf 4: H-CSFIRFBZ At
f L S B o REBHR A E M -CSFIR L 0301 -
0302 B 0311 DIEF AL - BB EEERETEE
,ﬂME¢M%%& BEEDALZSHE  ARALZ
FEYE R AT B 5 SR FR R o B 2 B E R 4N B B
’US 2009/0136500 -
Bl cAb 0301 WS RE=ZEAGCEETEER M
ArERERZE » LA ALIE Abl & Ab6 - Dl cAb
@ KT RI-EACERTEER=FALRET
BT M AEAGIE Ab7 E AbL2- Bl cAb 0311 i
SR CEACEETSEER _EACEETEE 0 M
H @ AL IE AbL3 E AbL6 -
EAEETRERALEETEE 2 F IR EER
REMBUTBEESFIREAESBIBELEE Z FI L
B o M@ 1 (EHE) K 2 (EHE) iR AT EEFT
FABRABESETESLEERIRRE LR RRER -
SETEE L% CDR FRAEBHTER > LEZFIE
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P9l E5#n CDR -

THZFR 6 8 ~PLEE Abl 2 Abl6 2 AL E 8 & AL
T ERFY  ZERNBIAMERER AMEBEN LR R
SEQ ID NO BH/RA K 2 -

&z 21 Abl E Abl6 2 Ak E #F K 8K g

MMeyigs | AMEHC | SEQIDNO | AMLLC | SEQIDNO
Abl h0301-H0 53 h0301-L0 60
Ab2 h0301-H1 54 h0301-L0 60
Ab3 h0301-H2 55 h0301-L0 60
Abd4 h0301-HO 53 h0301-L1 61
Ab5 h0301-H1 54 h0301-L1 61
Ab6 h0301-H2 55 h0301-L1 61
Ab7 h0302-H1 56 h0302-L0 62
AbS h0302-H1 56 h0302-L1 63
Ab9 h0302-H1 56 h0302-1.2 64

Ab10 h0302-H2 57 h0302-1.0 62
Abl1 h0302-H2 57 h0302-L1 63
Ab12 h0302-H2 57 h0302-12 64
Abl3 h0311-H1 58 h0311-L0 65
Abl4 h0311-H1 58 h0311-L1 66
Abl5 h0311-H2 59 h0311-L0 65
Abl6 h0311-H2 59 h0311-L1 66

BH B 5: ALPL-CSFIR MM ARG EEWB CSFIR
ECD # & » {8 F 8 /NB, CSFIR ECD # &

16 B AL MAE CHO MM BEERE - W F 5
Mo CHO-3E7 M RS MBI E s R s s = T E B 1L 1 & 4
B 2 BEEEYEEEEFEMYL > B 1:5 2 DNAK
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Z ik (PEL) LLBIGER PEl- S AMEEA 2 DNA B
1.5 355 /% 4 e -
A B8R FI B HiTrap B 8 A HP & (GE B&
E£H) DESEBEEREERMAL BEE—SARAEEL
HP % (GE BR&EE) M - BaEHE 2 LB RER
E R PBS/0.5 EH NaCl L F# 2 HiTrap S & A HP
B BRMEIEEL 10 SERBEZ PBS/0.S XE
. NaCl e » Wi L 0.1 EEHEM » pH 2.7/0.5 EH NaCl
B 100 T2 | BE Tris H K pH 8.0 Z B & &k
SRR EYR c 2 EMEZ WL PBS B 0 2R
B0 2.4 EE (NH):SOs (T (Sigma) 47 ) LUEE A
wH 10 EEHBERE pH7.0/1.2 EH (NH,),S0, ¥ ¥ &
EBEZERBERE | EFEE HP Gh (GE BEL
B) o FHL 10 BEEHBH pH7.0/1.2 B F (NH,),S0,
WA c EHRBIEEN SETHERY 10 SEER
@ FRSF pH7.0/1.2 B H (NH,),SO, Whi¥k - 2L 20 45 % ik 88 7%
210 EEERBS pH 7.0 ZHERR - KESHHRBY
%0 4> 36 DL PBS B AT o |
MEANAEBREECHERRESIE (cAb) HA -
L% R R /NE, CSFIR ECD Z A& » 1 F Frit -

AN CSFIRE & FE M
L1 i /=ZFE4H hCSFIR ECD.506-Fc ( SEQ ID
NO : 6 » FivePrime % /v 5] ) 3¢ A M-CSF R Fc Chimera
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(R&D R #M AT ) N PBS FEEABLE 96 FLEHEL &
ELISA 7L# - FER S b Dl 0.059% 38 ( Tween) 20 B
PBS H (PBST) BHFA WX » 1 B Blocker-Blotto ( £
AT (Pierce) A H ) B EAFLM - & Blocker-Blotto 1:1 #
B S50 i 0.5 FEEREBCA AN BHEARR S I
B (FHBEE 2000 /2 ) A INE CSFIR-BETL
- fEmE=RT (RT) % 90 o8 > DL PBST B FLAEE
R > HESAEFMA 1:5000 HFEBZ KBS LI LE ®
ZWER-A e REFRE (BKIFE (Sigma) A H ) R
Blocker-Blotto 1 o fE % 8 FE & 60 4527 » L PBST &
ALK > MAEZAEFTMA S0 BHAZHBE_E -G
w2t EEMAMEBEZE (EHKE (Sigma) /NHFH) - FER
TH%E 30 H@% > EEEMEAM SoftMaxPro ¥ ¥
SpectraMaxPlus 4> 3¢ 36 [ ( 4 F & % ( Molecular
Devices) v H ) EFEE KA FLIEZ A450 fF -

BB RERKE 3- MEEHARBREHBE AN ®
A ¥iEE ¥ B A CSFIR ECD &4 -

OB CSFIR & H#

SN BELTEFE R CSFIR ECD A4S B
fRf Esft A CSFIR Z HFkMElE » BT &% BHE ELISA
2 LML 2 M m/ZEF ZEFME cynoCSFIR ECD-Fc
( FivePrime J53E V5 > SEQ ID NO : 8 {H# 19 {F k%

BRETEFY ) BERE -
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EEBCERERIKRE 4- IEENNBREREANZ
AN EHE T E®IE CSFIRECD & & -

/NEL CSFIR /5 & i 2
g NP HE/NE CSFIR ECD & & & & /A
Eift A CSFIR x FEHEE » BRTZZWIE ELISA AL
FLAERI 2 M F/ZEF ZEHH mCSFIR ECD-Fc ( FivePrime
o BHE/ANT » SEQIDNO:93) WER®KE -
LB CHERERANRE 5- B —ECRUEBREHE
Wz AP BB R & & 918 7] 4 H B /N B CSFIR

_ECD & -
S8 EC50
% 3 B R {R Pl FI B 7R UR 8 98 ( GraphPad Prism)

(BRIREREAT) SHERENR (HBRREG) HAMHE

@ =i i-EEA CSFIR ECD R L% % CSFIR ECD & &
LA EBZ EC50- HNBE AR A B T il iy
Bi/NE CSFIR ECD &  HUEEFEHZLEBERTESH
EC50 - £ 3 N BEHEABKEIBEZEE EC50 -

863820-1 -67 -
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F 3 AuPL-CSFIR filg & 1E &

BEHH 6: AfLPi-CSFIR iR FI K EHE R Z CSFIR B
BR v

AR CSFIR
YN N At CSFIR ECD ECD EC50 (7%
EC50 (53 5/EEF) 7)
cAb0301 11.4 15.18
h0301-LOHO 13.4 15.11
h0301-LLOH1 14.23 14.39
h0301-LOH2 14.77 13.79
h0301-L1HO 13.35 11.93
h0301-L1H1 16.47 16.66
h0301-L1H2 16.23 16.59
cAb0302 15.94 17.34
h0302-L0OH1 14.64 466.5
h0302-L1H1 21.43 1058
h0302-L2H1 7.741 66.04
h0302-LOH2 17.85 154.9
h0302-L1H2 221 172.5
h0302-L2H2 10.15 17.96
cAb 0311 17.65 20.06
h0311-LOH1 13.12 21.65
h0311-L1H1 14.32 30.88
h0311-LOH2 11.54 17.47
h0311-L1H2 13.26 20.27

CSFIR 72 Bc#2 CSF1 B IL34 FHER R - ¥
AMMBEENFZRRBESIHE (cAb) HIH &HE 5 ik &2

H L CSFIR BREBR{c 2 BE 7 » 20 % Rt -

A CSF1 &% % & B R AL

863820-1
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#& CSFIR (SEQ ID NO: 2) #y . CHO Mg H & &
REERB A LABRERRERNE (BBRE 8 HM®
JZF) —RRIKEEE 60 o8 TRBRAEM 33 FRERL
A CSF1 (M-CSF> R&D R /AH ) EMA - (DL 0301 %
Fle ALHiBEmE  FREEREBERN 2 /27 A
kB ERERREGTE - ) MERK 37C Hx1 3 o# - &
EZEHBARMN /10 BB 10 EHEEBEEE®R (MEREFR

® ( Cell signaling) AAH ) MUE® - EHMEBRY T 26
B{ CSFIR ZEM®F A ANBE &E-M-CSF R ELISA £/
(R&D R AF ) RBEEMEHR A E -

_ R BECERETRNKRE 6AE 6C- R EAERFREES
B A At EsEIS A CSF1 % 2 A CSFIR ECD
ZBER -

#f0 TL34 35 %2 i Bt R AL

o & CSFIR (SEQ ID NO:2) # %L CHO #ifgH
0,002 £ 8 Y/ BAZEEALTBRHAAKEIE — &
Rk L E 60 o8 > ZHREMN 33 REFEZA IL34
(FivePrime ¥ /v & » SEQ ID NO : 68) B i@ - il fE
®37TC HE 3 oHE BERABN /10 BHEZ 10 £
MYAREER (MKES (Cell signaling) A HE ) MEE
e - EREE YR BBk CSFIR Z B{RAIA A Bk
E-M-CSF R ELISA E# (R&D R H) REHGHE
A E
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B HMRERINRE 7TAZ 7C- IEENHBED
BN Afufiie B M A IL34 552 A CSFIR Z B g
b -

B MBI 7 AL H-CSFIR % B B A CSF1 B A L34 5
AZE B CSFIR 2S5 A CSF1/CynoCSF1R [HET 15
WIE AL ST B BB R 8 S PT AR (cAb) FEEF A CSFI
Bl BB % CSFIR ECD #5& 26877 » W F Fritt - ®
W APiEEHE A CSF1 EHHG# % CSFIR ECD
fEa L) - EAH A CSF1 (M-CSF: R&D ZMAHE ) &
Sy EELGEANRE NH2-£29EEREH (HLEmE
Fi ( Dojindo Molecular Technologies) ) - 7% 8 i % /5 28
HH7H 7o LU SuperBlock HEAW ( KB B ( Pierce) A H ) #f
Bl Reacti-Bind BB EWZEL L EALE (LB
(Pierce) INHE ) ZFLEHEMA 100 A~ | #HE/=FH K
S ERE{M CSF1 } PBST/0.1% BSA - 50 #F &~ .
0.5 EEBERB L A LABRBERKSHE (HHEE
2000 =3E/ZF ) A 100 B F PBST/0.19% BSA A = 8
T 90 A CHREVEAVERE —NSERELET
B2 FLAE o FEEW T 90 54% 0 LlL PBST WH LM -
A E A& FLAE R A 1:5000 B RBZ Fo-fr B2 % B M A S (L
K2 L=FEH-AN IgG (R #H (Jackson) BEWH Z LA
7 ) R PBST/0.1% BSA i - =B T E 60 S 4%
LI PBST/0.1% BSA FE¥ETLIE » i 76 & 7L 08 o iy A B8 %€ =
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M-SR LWBELEZE (FEHKE (Sigma) A F)
TEEBTHE 30 58%  HEEEFEA SoftMaxPro K
SpectraMaxPlus 43 3¢ % E ( o F & 2 ( Molecular
Devices) AR ) LMK AL A450 H - |
B EETNE 8A £ 8C- A LL Fab 0301

B 0311 BEEC ALY S a0 1F WS 12 E s E W E B A
CSF1 ;@E%%ﬁ CSFIR ECD Z# & - LA Fab 0302 & &

@ V) KHBUREXARPETHEERN cAB 0302 2
7 ¥ 2 0 2 B I O 1

~ A IL34/CynoCSF1R [H &7 i5
Wi AL PURE[H Br A IL34 8 A CSF1R ECD # & & #%
e BE AL B E R LR AR CSFL 2
EEIE 0 BRT E M A IL34 (FivePrime V& A ® » SEQ ID
NO:68) HEYMEEAKRANA NH2-EYEZELEMH (H
@ <~ 2w A (Dojindo Molecular Technologies) ) &
T BEXZAERBERBEREFESLL SuperBlock HEA® (K
| Hr (Pierce) /v H ) £ B Reacti-Bind S E W R E T
BEAE (EEA (Pierce) AH ) ZAMFIMA 100 £
FZ I BB/ ZAREYREMZERM IL34 X PBST/0.1%

BSA -

RBCHERETKRE 9A £ 9C- FTH L Fab 0301
B 0311 REEZAMEERENGAREESGE RNER A
IL34 81 5 % i % CSFIR ECD Z #& - DL Fab 0302 B EE

863820-1 -71-
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AT R YR BN E T AR cAB 0302 2 E &
WE ik (B B I IE 1

& IC50

% 4 o R Al IR 8BS ( GraphPad Prism)
(BRRBEREAT) 2hEEEE (HHES) DHE
HEHESBEALNBNGRES B2 CSFIR BB 2
IC50 - % 4 JREA 7% Fl B #% F IR W 4 ( GraphPad Prism)
(RFEEREAT) 2hEEEE (HRES) DFE
MEHESE A LT EEETESR CSFIR BCD 241
IC50- J#% - % 4 EREABEA KRB AR EMN TR
ETHEAEEHE I ERERBE HEBUHE - &
BloE > ALHE h030ILIHI HE — EEEEBERE S

mExBR/ I NEBEERCEER A HAHFEEEFERESD
(=] 18 22 % g /N B BE 5 4

[ 74

Mo ER - RE 1 & 2 HEESF
BRAMRELEE | cBEBFRERES
BRBEEABRRMUNEER 3 ZMAE
71 ( A& 1B)
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x 4 AMJi-CSFIR 31 88 & [H B 5 %

A CSF1/ A|A IL34/ A| ACSF1/ | AIL34/ |FRH[E4E
CSF1R ECD |[CSFIR ECD | CynoCSF1R | CynoCSF1R | ZE8 /)N
Ny
1C50 IC50 ECD IC50 | ECDIC50 | EFREE

GFER/ED | &GR/ED | ERED | GRRED | @HH)
cAb0301  |307.2 312.2 22.01 29.53
h0301-LOHO| 1031 433 27.64 35.92 0+0
h0301-LOH1| 778.1 452.6 27.45 36.43 0+1
h0301-LOH2| 1317 480.9 28.05 37.37 0+4
h0301-L1HO| 6150 378 25.53 34.84 1+0
h0301-L1H1| 814.2 384.4 31.07 42 .41 1+ 1
h0301-L1H2| 682.1 397.1 27.77 36.53 1 +4
cAb0302  [263.5 350.8 33.09 49.38
h0302-LOH1| 927.7 615 15.55 2.00E+12 | 0+2
h0302-L1H1 742 363.7 60.49 676.4 1+2
h0302-L2H1 384 303.1 89827 509.1 3+2
h0302-LOH2| 438.2 474.2 none 248.1 0+5
h0302-L1H2| 597.8 495.3 1085 541.3 1+5
h0302-L2H2| 354.4 240.1 837.6 278.7 3+5
cAb 0311  |577 994.2 43.47 52.1
h0311-LOH1| 291.3 343.2 32.47 50.4 0+2
h0311-L1H1| 507.5 667.4 24.68 53.69 2+2
h0311-LOH2| 4355 633.3 25.96 40.79 0+5
h0311-L1H2 419 578.2 30.76 48.56 2+5
EHH 8: AMEIL-CSFIRFIBZHE A H B

ZEANLIIEE A CSFIR ECD &2 k.~ ka & Kp

R0 T HE -
JL-CSFIR AL JifE 8 CSFIR ECD XM & 8 2R &

F Biacore T100 £ &

= 4 #

863820-1
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NI) ) - Z£EAF-CSFIR N H IR E CM5 BREl&H
- FERAANEBHEEESE (GE BEEFLAGNREAT -
M N R RER ) DLPi- A I1gG HLEE E KR 150RU »
DL hCSFIR ECD.506 ( SEQ ID NO : 5) # & 2 Rmax {8
£ 100RU - K 150RU & Rmax fE DL IE HE B E &) 71 2
BE - 10 2% F Hepes fREBE K pH 7.4 B 0.05% H &
(Tween) 20 (HPS-P-> GE BEEE AWM 2 AT » M8
BN RER) A XBBRELFERBR &K -
hCSFIR ECD.506 LIATEREES (90 REEH - 30 =&
H--10R®EHFH -~ 3.33 %*?EH*I-H%?;EQEE&.O%%EH)2
v WEEBEERE 5 o@Dl E A L #8 /hCSFIR
ECD #5681 W2 2% - £ A CSFIR ECD Z Fab WiE &
HOE - MEEEE B - B RS A BE MR A Biacore T100
AEHmEEHEHMNAE LI EEEAGTE -

HENEHECHRETRRE 5
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Fz5: AP BEH CSFIR ZEGHME

huAbAb k, M's™) Kq (s Kp (nM)
huAb 0301-LOHO| 3.22 x 106 | 1.11 x 10-03 0.35
huAb 0301-LOH1| 3.56 x 106 | 1.22 x 10-03 0.34
huAb 0301-LOH2| 2.32 x 106 | 6.60 x 10-04 0.28
huAb 0301-L1HO| 3.29 x 106 | 1.15 x 10-03 0.35
huAb 0301-L1H1| 2.87 x 106 | 9.21 x 10-04 0.32
huAb 0301-L1H2| 2.95x 106 | 7.42 x 10-04 0.25
huAb 0302-LOH1| 3.54 x 108 | 3.69 x 10-03 1.04
huAb 0302-L1H1| 3.47 x 106 | 4.04 x 10-03 1.17
® huAb 0302-L2H1| 1.60 x 106 | 9.14 x 10-04 0.57
huAb 0302-LOH2| 3.40 x 106 | 1.79 x 10-03 0.53
huAb 0302-L1H2| 2.71 x 106 | 1.53 x 10-03 0.56
huAb 0302-L2H2| 1.84 x 106 | 8.40 x 10-04 0.46
huAb 0311-LOH1| 1.22 x 106 | 5.40 x 10-04 0.44
huAb 0311-L1H1| 1.32 x 106 | 6.64 x 10-04 0.50
huAb 0311-LOH2| 1.34 x 106 | 4.73 x 10-04 0.35
huAb 0311-L1H2| 1.51 x 106 |6.09 x 10-04 0.40

FTERT _EALIEETHE A CSFIR ECD & XFE
@ =ERZESENME FTW_EAIEE A CSFIR ECD
CREEHENEINR2EEE -

7 51 3% #%
x omMERTRCEERFI - TEZREIERFT]
NETRBERFI > BRIESZIEHH -

863820-1 -75-



1595008

=6 FIl K

st B

SEQ ID
NO

Sl

73l

hCSF1R (& #Exi]

BF5)

IPVIEPSVPE
WDGPPSPHWT
GTYRCTEPGD
VLAQEVVVFEFE
LVRVRGRPLM
IQSQDYQCSA
PGPPALTLVP
DVNEDVFELQH
VLTLNLDQVD
SMFFRVVESA
NLKVMVEAYP
KLANATTKDT
SFLARNPGGW
FINGSGTLLC
RCDEAQVLQV
SLLTVETLEH
PISAGAHTHP
LLLLLLLLYK
SYTFIDPTQL
AGAFGKVVEA
STAHADEKEA
LGACTHGGPV
EAMLGPSLSP
RRDSGFSSQG
QDLDKEDGRP
ASKNCIHRDV
ARDIMNDSNY
CVYTVQSDVW
LVNSKFYKLV
QACWALEPTH
ERDYTNLPSS
HLTCCEQGDI

LUVKPGATVT
LYSDGSSSIL
PLGGSAATHL
DQDATLLPCLL
RHTNYSFSPW
LMGGRKVMS T
AELVRIRGEA
NNTKLATPQQ
FQHAGNYSCV
YLNLSSEQNL
GLOGFNWTYL
YRHTFTLSLP
RALTFELTLR
AASGYPQPNV
WDDPYPEVLS
NOTYECRAHN
PDEFLETPVV
YKOKPKYQVR
PYNEKWEFPR
TAFGLGKEDA
LMSELKIMSH
LVITEYCCYG
GODPEGGVDY
VDTYVEMRPV
LELRDLLHFS
AARNVLLTNG
TVKGNARLPV
SYGILLWEIF
KDGYQMAQPA
RPTFQQICSF
SRSGGSGSSS
AQPLLQPNNY

LRCVGNGSVE
STNNATFQNT
YVKDPARPWN
TDPVLEAGVS
HGFTIHRAKF
SIRLKVQKVI
AQIVCSASSVY
SDFHNNRYQK
ASNVQGKHST
IQEVTVGEGL
GPFSDHQPEP
RLKPSEAGRY
YPPEVSVIWT
TWLQCSGHTD
QEPFHKVTVQ
SVGSGSWAFT
VACMSIMALL
WKIIESYEGN
NNLQFGKTLG
VLKVAVKMLK
LGQHENIVNL
DLLNFLRRKA
KNIHLEKKYV
STSSNDSFSE
SQVAQGMAFL
HVAKIGDFGL
KWMAPESIFD
SLGLNPYPGI
FAPKNIYSIM
LQEQAQEDRR
SELEEESSSE
QFC

hCSF1R (&E+qi

BF5)

MGPGVLLLLL
VVKPGATVTL
YSDGSSSILS
LGGSAAIHLY
ODALLPCLLT
HTNYSFSPWH
MGGRKVMSIS
ELVRIRGEAA
NTKLAIPQQS
QHAGNYSCVA
LNLSSEQNLI

VATAWHGQGT
RCVGNGSVEW
TNNATEFQONTG
VKDPARPWNV
DPVLEAGVSL
GFTIHRAKFEFI
IRLKVQKVIP
QIVCSASSVD
DFHNNRYQKV
SNVQGKHSTS
QEVTVGEGLN

PVIEPSVPEL
DGPPSPHWTL
TYRCTEPGDP
LAQEVVVFED
VRVRGRPLMR
QSODYQCSAL
GPPALTLVPA
VNFDVFLQHN
LTLNLDQVDF
MFFRVVESAY
LKVMVEAYPG

863820-1
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LOGEFNWTYLG
RHTFTLSLPR
ALTFELTLRY
ASGYPQPNVT
DDPYPEVLSQ
QTYECRAHNS
DEFLETPVVV
KQOKPKYQVRW
YNEKWEEFPRN
AFGLGKEDAV
MSELKIMSHL
VITEYCCYGD
QDPEGGVDYK
DTYVEMRPVS
ELRDLLHFSS
ARNVLLTNGH
VKGNARLPVK
YGILLWEIFES
DGYQOMAQPAF
PTFQQICSFL
RSGGSGSSSS
QPLLOPNNYQ

PESDHQPEPK
LKPSEAGRYS
PPEVSVIWTF
WLQCSGHTDR
EPFHKVTVQS
VGSGSWAETP
ACMSIMALLL
KITESYEGNS
NLQOFGKTLGA
LKVAVKMLKS
GOHENIVNLL
LLNFLRRKAE
NIHLEKKYVR
TSSNDSFEFSEQ
QVAQGMAFLA
VAKIGDFGLA
WMAPESIFEFDC
LGLNPYPGIL
APKNIYSIMQ
QEQAQEDRRE
ELEEESSSEH
FC

LANATTKDTY
FLARNPGGWR
INGSGTLLCA
CDEAQVLQVW
LLTVETLEHN
ISAGAHTHPP
LLLLLLLYKY
YTFIDPTQLP
GAFGKVVEAT
TAHADEKEAL
GACTHGGPVL
AMLGPSLSPG
RDSGFSSQGV
DLDKEDGRPL
SKNCIHRDVA
RDIMNDSNYI
VYTVQSDVWS
VNSKEFYKLVK
ACWALEPTHR
RDYTNLPSSS
LTCCEQGDIA

hCSF1R ECD.506

IPVIEPSVPE
WDGPPSPHWT
GTYRCTEPGD
VLAQEVVVFEE
LVRVRGRPLM
IQSQDYQCSA
PGPPALTLVP
DVNEDVFLQH
VLTLNLDQVD
SMEFRVVESA
NLKVMVEAYP
KLANATTKDT
SFLARNPGGW
FINGSGTLLC
RCDEAQVLQV
SLLTVETLEH
PISAGAH

LVVKPGATVT
LYSDGSSSIL
PLGGSAATIHL
DODALLPCLL
RHTNYSEFSPW
LMGGRKVMSI
AELVRIRGEA
NNTKLAIPQQO
FQHAGNYSCV
YLNLSSEQNL
GLOGFNWTYL
YRHTEFTLSLP
RALTFELTLR
AASGYPQPNV
WDDPYPEVLS
NQTYECRAHN

LRCVGNGSVE
STNNATEFQONT
YVKDPARPWN
TDPVLEAGVS
HGEFTIHRAKEF
SIRLKVQKVI
AQIVCSASSV
SDEHNNRYQK
ASNVQGKHST
IQEVTVGEGL
GPFSDHQPEP
RLKPSEAGRY
YPPEVSVIWT
TWLQCSGHTD
QEPFHKVTVQ
SVGSGSWAFI

hCSF1R ECD.506-
Fc

IPVIEPSVPE
WDGPPSPHWT
GTYRCTEPGD
VLAQEVVVEE
LVRVRGRPLM
IQSODYQCSA
PGPPALTLVP
DVNEFDVELQH

LVVKPGATVT
LYSDGSSSIL
PLGGSAATHL
DODALLPCLL
RHTNYSESPW
LMGGRKVMSI
AELVRIRGEA
NNTKLATPQQO

LRCVGNGSVE
STNNATEQNT
YVKDPARPWN
TDPVLEAGVS
HGFTIHRAKEF
SIRLKVQKVI
AQIVCSASSV
SDEFHNNRYQK
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VLTLNLDQVD
SMEFEFRVVESA
NLKVMVEAYP
KLANATTKDT
SEFLARNPGGW
FINGSGTLLC
RCDEAQVLQV
SLLTVETLEH
PISAGAHEPK
SVFLEPPKPK
EDPEVKENWY
TYRVVSVLTV
PAPIEKTISK
TKNQVSLTCL
NNYKTTPPVL
QGNVESCSVM

FOHAGNYSCV
YLNLSSEQNL
GLOGENWTYL
YRHTFTLSLP
RALTFELTLR
AASGYPQPNV
WDDPYPEVLS
NQTYECRAHN
SSDKTHTCPP
DTLMISRTPE
VDGVEVHNAK
LHODWLNGKE
AKGQPREPQV
VKGEFYPSDIA
DSDGSFFLYS
HEATLHNHYTQ

ASNVQGKHST
IQEVTVGEGL
GPEFSDHQPEP
RLKPSEAGRY
YPPEVSVIWT
TWLQCSGHTD
QEPFHKVTVQ
SVGSGSWAFI
CPAPELLGGP
VTCVVVDVSH
TKPREEQYNS
YKCKVSNKAL
YTLPPSRDEL
VEWESNGQPE
KLTVDKSRWQ
KSLSLSPGK

cynoCSF1R ECD
(ZETEERFZ)

MGPGVLLLLL
VVKPGETVTL
YSDGPSSVLT
LGGSAATHLY
QDALLPCLLT
HTNYSEFSPWH
MGSRKVMSIS
ELVRIRGEAA
TTKLAIPQRS
QHAGNYSCVA
LDLSSEQNLT
LOGEFNWTYLG
RHTFTLSLPR
ALTFELTLRY
ASGYPQPNVT
VDPHPEVLSQ
QTYECRAHNS

VVTAWHGOGI
RCVGNGSVEW
TTNATEFQNTR
VKDPARPWNV
DPVLEAGVSL
GFTIHRAKFI
IRLKVQKVIP
QIVCSASNID
DFHDNRYQKV
SNVQGKHSTS
QEVTVGEGLN
PEFSDHQPEPK
LKPSEAGRYS
PPEVSVIWTS
WLQCAGHTDR
EPFQKVTVQS
VGSGSWAFIP

PVIEPSGPEL
DGPISPHWTL
TYRCTEPGDP
LAKEVVVFED
VRLRGRPLLR
QGODYQCSAL
GPPALTLVPA
VDFDVFLQHN
LTLSLGQVDF
MFFRVVESAY
LKVMVEAYPG
LANATTKDTY
FLARNPGGWR
INGSGTLLCA
CDEAQVLQVW
LLTAETLEHN
ISAGAR

cynoCSF1R ECD-
Fc (BRTEFS)

MGPGVLLLLL
VVKPGETVTL
YSDGPSSVLT
LGGSAATIHLY
QDALLPCLLT
HTNYSEFSPWH
MGSRKVMSTIS
ELVRIRGEAA
TTKLAIPQRS
QHAGNYSCVA
LDLSSEQNLT
LOGENWTYLG
RHTFTLSLPR

VVTAWHGOGIT
RCVGNGSVEW
TTNATFQNTR
VKDPARPWNV
DPVLEAGVSL
GFTIHRAKEI
IRLKVQKVIP
QIVCSASNID
DEFHDNRYQKV
SNVQGKHSTS
QEVTVGEGLN
PESDHQPEPK
LKPSEAGRYS

PVIEPSGPEL
DGPISPHWTL
TYRCTEPGDP
LAKEVVVFED
VRLRGRPLLR
QGODYQCSAL
GPPALTLVPA
VDFDVELQHN
LTLSLGQVDF
MEFFRVVESAY
LKVMVEAYPG
LANATTKDTY
FLARNPGGWR

863820-1

-78-




1595008

ALTFELTLRY
ASGYPQOPNVT
VDPHPEVLSQ
QTYECRAHNS
KSSDKTHTCP
KDTLMISRTP
YVDGVEVHNA
VLHODWLNGK
KAKGQPREPQ
LVKGFYPSDI
LDSDGSFFLY
MHEALHNHYT

PPEVSVIWTS
WLQCAGHTDR
EPFQKVTVQS
VGSGSWAFIP
PCPAPELLGG
EVTCVVVDVS
KTKPREEQYN
EYKCKVSNKA
VYTLPPSRDE
AVEWESNGQP
SKLTVDKSRW
QKSLSLSPGK

INGSGTLLCA
CDEAQVLOVW
LLTAETLEHN
ISAGARGSEP
PSVFLEFPPKP
HEDPEVKENW
STYRVVSVLT
LPAPTIEKTIS
LTKNQVSLTC
ENNYKTTPPV
QOGNVESCSV

R

METDTLLLWVLLLWVPGSTG

EERTEF

MAVLGLLLCLVTEPSCVLS

Fab 0301 Ef#n]%E
&

EVOLOQOSGPELVRPGASVKMSCKASGYTETDNYMIW
VKQSHGKSLEWIGDINPYNGGTTENQKFKGKATLTV
EKSSSTAYMOLNSLTSEDSAVYYCARESPYFSNLYV
MDYWGQGTSVTVSS

10

Fab 0301 &g&#T]%Es
&

NIVLTQSPASLAVSLGORATISCKASQSVDYDGDNY
MNWYQQOKPGOPPKLLIYAASNLESGIPARFSGSGSG
TDFTLNIHPVEEEDAATYYCHLSNEDLSTFGGGTKL
EIK

11

Fab 0302 EEf#n]%E
&

EIQLOOSGPELVKPGASVKMSCKASGYTFSDENIHW
VKQKPGOGLEWIGYINPYTDVTIVYNEKFKGKATLTS
DRSSSTAYMDLSSLTSEDSAVYYCASYFDGTFDYAL
DYWGQGTSITVSS

Fab 0302 #EgER#%
&

DVVVTQTPASLAVSLGQRATISCRASESVDNYGLSE
MNWEQOKPGQPPKLLIYTASNLESGIPARFSGGGSR
TDEFTLTIDPVEADDAATYFCOOSKELPWTEFGGGTRL
EIK

Fab 0311 Ef#n]E

EIQLOOSGPDLMKPGASVKMSCKASGY IFTDYNMHW
VKONQGKSLEWMGE INPNNGVVVYNQKEKGTTTLTV

13 15 DKSSSTAYMDLHSLTSEDSAVYYCTRALYHSNFGWY
FDSWGKGTTLTVSS
DIVLTQSPASLAVSLGQRATISCKASQSVDYDGDSH

Fab 0311 #XgER[%* | MNWYQQKPGQPPKLLIYTASNLESGIPARFSGSGSG

14 & ADFTLTIHPVEEEDAATYYCOQGNEDPWTFGGGTRL
EIK

15 0301 E=#% CDR1 GYTFTDNYMI

16 0301 ==& CDR2 DINPYNGGTTENQKFKG

17 0301 E§E CDR3 ESPYFSNLYVMDY

18 0301 #&$E CDR1 KASQSVDYDGDNYMN
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19 0301 #E4# CDR2 | AASNLES

20 0301 #&g# CDR3 | HLSNEDLST

21 0302 E#% CDR1 GYTFSDENIH

29 0302 E## CDR2 | YINPYTDVTVYNEKFKG

23 0302 E#E CDR3 | YEDGTFDYALDY

24 0302 #g# CDR1 | RASESVDNYGLSEMN

25 0302 #&g# CDR2 | TASNLES

26 0302 #4# CDR3 | QOSKELPWT

27 0311 E## CDR1 GYIFTDYNMH

28 0311 Eg# CDR2 EINPNNGVVVYNQKFKG

29 0311 Ef# CDR3 | ALYHSNFGWYFDS

30 0311 #4# CDR1 | KASQSVDYDGDSHMN

31 0311 #4# CDR2 | TASNLES

39 0311 §%4E CDR3 | QQGNEDPWT
EVQLQQSGPELVRPGASVKMSCKASGYTFTDNYMIW
VKQSHGKSLEWIGDINPYNGGTTENQKFKGKATLTV
EKSSSTAYMQLNSLTSEDSAVYYCARESPYFSNLYV
MDYWGQGTSVIVSSASTKGPSVFPLAPCSRSTSEST
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVIVPSSSLGTKTYTCNVDHKPSNTKV

33 CAb 0301 E## | DKRVESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHN
AKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEM
TKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHE
ALHNHYTQKSLSLSLGK
NIVLTQSPASLAVSLGQRATISCKASQSVDYDGDNY
MNWYQQKPGQPPKLLIYAASNLESGIPARFSGSGSG
TDFTLNIHPVEEEDAATYYCHLSNEDLSTFGGGTKL

34 cAb 0301 #5# | EIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFY
PREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRG
EC
EIQLQQSGPELVKPGASVKMSCKASGYTFSDFNIHW
VKQKPGQGLEWIGYINPYTDVIVYNEKFKGKATLTS

35 cAb 0302 E4E DRSSSTAYMDLSSLTSEDSAVYYCASYFDGTFDYAL
DYWGQGTSITVSSASTKGPSVFPLAPCSRSTSESTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS
SGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVD
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KRVESKYGPPCPPCPAPEFLGGPSVELEFPPKPKDTL
MISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHNA
KTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKV
SNKGLPSSTIEKTISKAKGOQPREPQVYTLPPSQEEMT
KNQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSRLTVDKSRWQEGNVESCSVMHEA
LHNHYTQKSLSLSLGK

36

cAb 0302 #XgH

DVVVTQTPASLAVSLGOQRATISCRASESVDNYGLSE
MNWEFQOKPGOPPKLLIYTASNLESGIPAREFSGGGSR
TDETLTIDPVEADDAATYFCQQOSKELPWTEFGGGTRL
EIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEY
PREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRG
EC

37

cAb 0311 EfE

EIQLOQOSGPDLMKPGASVKMSCKASGY IFTDYNMHW
VKONQGKSLEWMGEINPNNGVVVYNOQKFKGTTTLTV
DKSSSTAYMDLHSLTSEDSAVYYCTRALYHSNEGWY
FDSWGKGTTLTVSSASTKGPSVFPLAPCSRSTSEST
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKV
DKRVESKYGPPCPPCPAPEFLGGPSVFLEFPPKPKDT
LMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHN
AKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEM
TKNQVSLTCLVKGEFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSVMHE
ALHNHYTQKSLSLSLGK

38

cAb 0311 #&RgH

DIVLTQSPASLAVSLGQRATISCKASQSVDYDGDSH
MNWYQOKPGOPPKLLIYTASNLESGIPARFEFSGSGSG
ADFTLTIHPVEEEDAATYYCQQGNEDPWTFGGGTRL
EIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEY
PREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRG
EC

39

h0301-HO EEg#ET]%:

[=]
(=]a]

QVOLVOSGAEVKKPGSSVKVSCKASGYTETDNYMIW
VROAPGQGLEWMGDINPYNGGTTFNQKFKGRVTITA
DKSTSTAYMELSSLRSEDTAVYYCARESPYFSNLYV
MDYWGQGTLVTVSS

40

h0301-H1 EEg#ET]#%

=]
e]a]

OVOLVOSGAEVKKPGSSVKVSCKASGYTETDNYMIW
VROAPGQGLEWMGDINPYNGGTTENQKEKGRVTITV
DKSTSTAYMELSSLRSEDTAVYYCARESPYFSNLYV
MDYWGQGTLVTVSS

41

h0301-H2 Ezf#En]iE

[=]
o

QVQLVOSGAEVKKPGSSVKVSCKASGYTEFTDNYMIW
VROAPGOQGLEWIGDINPYNGGTTENQKFKGRATLTV
DKSTSTAYMELSSLRSEDTAVYYCARESPYEFSNLYV
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MDYWGQGTLVTVSS

42

HO0302-H1 E&En]

[=]
(u]a]

QVOLVQSGAEVKKPGSSVKVSCKASGYTEFSDENIHW
VROAPGQGLEWMGYINPYTDVIVYNEKEKGRVTITS
DKSTSTAYMELSSLRSEDTAVYYCASYEFDGTEDYAL
DYWGQGTLVTVSS

43

HO0302-H2 EfHEn] %

[=]
(s]u]

QVOLVQOSGAEVKKPGSSVKVSCKASGYTEFSDENIHW
VROAPGOGLEWIGYINPYTDVTVYNEKFKGRATLTS
DKSTSTAYMELSSLRSEDTAVYYCASYFDGTEFDYAL
DYWGQGTLVTVSS

44

HO311-H1 E&HEAjE

[=]
(afu]

QVQLVQSGAEVKKPGSSVKVSCKASGY IFTDYNMHW
VROAPGQGLEWMGEINPNNGVVVYNQKEFKGRVTITV
DKSTSTAYMELSSLRSEDTAVYYCTRALYHSNFGWY
FDSWGQGTLVTVSS

45

it

HO311-H2 EEfHEA]%E

(=]
(=]

QVOLVQSGAEVKKPGSSVKVSCKASGY IFTDYNMHW
VROAPGOGLEWMGEINPNNGVVVYNQKEKGTTTLTV
DKSTSTAYMELSSLRSEDTAVYYCTRALYHSNEGWY
FDSWGQGTLVTVSS

46

h0301-L0 #REdHT] g

=]
(5]

EIVLTQSPATLSLSPGERATLSCKASQSVDYDGDNY
MNWYQOKPGQAPRLLIYAASNLESGIPARFSGSGSG
TDFTLTISSLEPEDFAVYYCHLSNEDLSTFGGGTKV
EIK

47

h0301-L1 BEEHFT4E

[=]
(e}

NIVLTQSPATLSLSPGERATLSCKASQSVDYDGDNY
MNWYQOKPGQAPRLLIYAASNLESGIPARFSGSGSG
TDFTLTISSLEPEDFAVYYCHLSNEDLSTEGGGTKV
EIK

48

HO0302-L0 gy

[=]
efa]

EIVLTQSPATLSLSPGERATLSCRASESVDNYGLSE
MNWYQOKPGQAPRLLIYTASNLESGIPARFSGSGSG
TDFTLTISSLEPEDFAVYYCQOSKELPWTEFGQGTKV
EIK

49

HO0302-L1 #REHH] 4

o]
u]u]

EIVLTQSPATLSLSPGERATLSCRASESVDNYGLSE
MNWYQOKPGOAPRLLIYTASNLESGIPARFSGSGSR
TDETLTISSLEPEDFAVYYCQOSKELPWTEGQGTKV
EIK

50

H0302-L2 SE4HAT 4

[ ]
afa]

EIVVTQSPATLSLSPGERATLSCRASESVDNYGLSFE
MNWEQOKPGQAPRLLIYTASNLESGIPAREFSGSGSR
TDETLTISSLEPEDFAVYYCQQOSKELPWTEFGQGTKV
EIK

51

HO0311-L0 #R§En]4E

[=]
a]a]

EIVLTQSPATLSLSPGERATLSCKASQSVDYDGDSH
MNWYQOKPGQAPRLLIYTASNLESGIPARFSGSGSG
TDEFTLTISSLEPEDFAVYYCOQQGNEDPWTFGQGTKV
EIK

52

HO311-L1 f&gsn]ss

DIVLTQSPATLSLSPGERATLSCKASQSVDYDGDSH
MNWYQOQKPGOAPRLLIYTASNLESGIPARFSGSGSG
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ADFTLTISSLEPEDFAVYYCQOGNEDPWTEFGQGTKV
EIK

h0301-HO Eg#

QVOLVQOSGAEVKKPGSSVKVSCKASGYTETDNYMIW
VROAPGOQGLEWMGDINPYNGGTTENQKFKGRVTITA
DKSTSTAYMELSSLRSEDTAVYYCARESPYEFSNLYV
MDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSEST
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKV
DKRVESKYGPPCPPCPAPEFLGGPSVFLEPPKPKDT
LMISRTPEVTCVVVDVSQEDPEVOEFNWYVDGVEVHN
AKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKGLPSSIEKTISKAKGQPREPOQVYTLPPSQEEM
TKNQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSRLTVDKSRWOEGNVESCSVMHE
ALHNHYTQKSLSLSLGK

h0301-H1 EgE

QVOLVOSGAEVKKPGSSVKVSCKASGYTETDNYMIW
VROAPGQGLEWMGDINPYNGGTTENQKFKGRVTITV
DKSTSTAYMELSSLRSEDTAVYYCARESPYESNLYV
MDYWGQGTLVIVSSASTKGPSVFPLAPCSRSTSEST
AALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQ
SSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKV
DKRVESKYGPPCPPCPAPEFLGGPSVELFPPKPKDT
LMISRTPEVTCVVVDVSQEDPEVOEFNWYVDGVEVHN
AKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEM
TKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTT
PPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSVMHE
ALHNHYTQOKSLSLSLGK

h0301-H2 Eg#

QVOLVQSGAEVKKPGSSVKVSCKASGYTFTDNYMIW
VROAPGOGLEWIGDINPYNGGTTEFNQKFKGRATLTV
DKSTSTAYMELSSLRSEDTAVYYCARESPYFSNLYV
MDYWGOGTLVTVSSASTKGPSVFPLAPCSRSTSEST
AALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQ
SSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKV
DKRVESKYGPPCPPCPAPEFLGGPSVFLEPPKPKDT
LMISRTPEVTCVVVDVSQEDPEVOQEFNWYVDGVEVHN
AKTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCK
VSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEM
TKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSRLTVDKSRWOQEGNVFSCSVMHE
ALHNHYTQKSLSLSLGK

53
®

54
o

55

56

HO0302-H1 E§E

QVOLVQOSGAEVKKPGSSVKVSCKASGYTESDENTIHW
VROAPGQGLEWMGYINPYTDVTVYNEKFKGRVTITS
DKSTSTAYMELSSLRSEDTAVYYCASYEFDGTEFDYAL
DYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQOS
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SGLYSLSSVVIVPSSSLGTKTYTCNVDHKPSNTKVD
KRVESKYGPPCPPCPAPEFLGGPSVELEFPPKPKDTL
MISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNA
KTKPREEQEFNSTYRVVSVLTVLEQDWLNGKEYKCKV
SNKGLPSSIEKTISKAKGOPREPQVYTLPPSQEEMT
KNOQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTP
PVLDSDGSEFLYSRLTVDKSRWQEGNVESCSVMHEA
LHNHYTQKSLSLSLGK

57

HO0302-H2 EfE

QVOLVOSGAEVKKPGSSVKVSCKASGYTESDENIHW
VROAPGOQGLEWIGYINPYTDVTVYNEKFKGRATLTS
DKSTSTAYMELSSLRSEDTAVYYCASYFDGTFDYAL
DYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS
SGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVD
KRVESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTL
MISRTPEVICVVVDVSQEDPEVQEFNWYVDGVEVHNA
KTKPREEQFNSTYRVVSVLTVLHOQDWLNGKEYKCKV
SNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMT
KNQVSLTCLVKGEFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSRLTVDKSRWQEGNVESCSVMHEA
LHNHYTQKSLSLSLGK

58

HO0311-H1 EH##

QVOLVOSGAEVKKPGSSVKVSCKASGY IFTDYNMHW
VROAPGOGLEWMGEINPNNGVVVYNQKFKGRVTITV
DKSTSTAYMELSSLRSEDTAVYYCTRALYHSNEGWY
FDSWGQGTLVTVSSASTKGPSVEFPLAPCSRSTSEST
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKV
DKRVESKYGPPCPPCPAPEFLGGPSVEFLEFPPKPKDT
LMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHN
AKTKPREEQENSTYRVVSVLTVLHQOQDWLNGKEYKCK
VSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEM
TKNQVSLTCLVKGEYPSDIAVEWESNGOPENNYKTT
PPVLDSDGSFEFLYSRLTVDKSRWQEGNVESCSVMHE
ALHNHYTQKSLSLSLGK

59

HO311-H2 EH§H

QVOLVQSGAEVKKPGSSVKVSCKASGYIEFTDYNMHW
VROAPGQGLEWMGEINPNNGVVVYNQKEKGTTTLTV
DKSTSTAYMELSSLRSEDTAVYYCTRALYHSNEGWY
FDSWGQGTLVTVSSASTKGPSVEFPLAPCSRSTSEST
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKV
DKRVESKYGPPCPPCPAPEFLGGPSVFLEFPPKPKDT
LMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHN
AKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKGLPSSIEKTISKAKGOPREPQVYTLPPSQEEM
TRKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTT
PPVLDSDGSFEFLYSRLTVDKSRWQEGNVESCSVMHE
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ATLHNHYTQKSLSLSLGK

h0301-L0 #EHE

EIVLTQSPATLSLSPGERATLSCKASQSVDYDGDNY
MNWYQOKPGOAPRLLIYAASNLESGIPARESGSGSG
TDFTLTISSLEPEDFAVYYCHLSNEDLSTEGGGTKV
EIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEY
PREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSFENRG
EC

61

h0301-L1 #ggE

NIVLTQSPATLSLSPGERATLSCKASQSVDYDGDNY
MNWYQQOKPGOAPRLLIYAASNLESGIPARFEFSGSGSG
TDETLTISSLEPEDFAVYYCHLSNEDLSTEGGGTKV
EIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEY
PREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRG
EC

62

HO0302-L0 #&5#

EIVLTOSPATLSLSPGERATLSCRASESVDNYGLSFEF
MNWYQOKPGOAPRLLIYTASNLESGIPARFESGSGSG
TDFTLTISSLEPEDFAVYYCQQSKELPWTFGQGTKV
EIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEY
PREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRG
EC

63

HO0302-L1 #§i#

EIVLTQSPATLSLSPGERATLSCRASESVDNYGLSE
MNWYQOKPGQAPRLLIYTASNLESGIPARESGSGSR
TDEFTLTISSLEPEDFAVYYCQOSKELPWTEFGQGTKV
EIKRTVAAPSVEFIFPPSDEQLKSGTASVVCLLNNEY
PREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVITKSEFNRG
EC

64

HO0302-L2 #X§HE

EIVVTQSPATLSLSPGERATLSCRASESVDNYGLSE
MNWEQOKPGOAPRLLIYTASNLESGIPAREFSGSGSR
TDETLTISSLEPEDFAVYYCQQSKELPWTEGQGTKV
EIKRTVAAPSVEFIFPPSDEQLKSGTASVVCLLNNEY
PREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRG
EC

65

HO311-L0 #&gE

EIVLTQSPATLSLSPGERATLSCKASQSVDYDGDSH
MNWYQOKPGOAPRLLIYTASNLESGIPARFSGSGSG
TDFTLTISSLEPEDFAVYYCQQGNEDPWTFGQGTKV
EIKRTVAAPSVEIFPPSDEQLKSGTASVVCLLNNEY
PREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVITKSEFNRG
EC

66

HO311-L1 #&gE

DIVLTQSPATLSLSPGERATLSCKASQSVDYDGDSH

863820-1
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MNWYQQKPGQAPRLLIYTASNLESGIPARFSGSGSG
ADFTLTISSLEPEDFAVYYCQQGNEDPWTEFGQGTKV
EIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEY
PREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS
| STLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRG
EC
EEVSEYCSHMIGSGHLQOSLQRLIDSQMETSCQITFE
FVDQEQLKDPVCYLKKAFLLVQDIMEDTMRERDNTP
67 A CSF1 NAIAIVQLOELSLRLKSCFTKDYEEHDKACVRTFEFYE
TPLOLLEKVKNVENETKNLLDKDWNIFSKNCNNSFA
ECSSQGHERQSEGS
NEPLEMWPLTQONEECTVTGFLRDKLQYRSRLQYMKH
YFPINYKISVPYEGVFRIANVTRLQRAQVSERELRY
LWVLVSLS
IL34 ATESVQDVLLEGHPSWKYLQEVQTLLLNVQQGLTDV
68 EVSPKVESVLSLLNAPGPNLKLVRPKALLDNCFRVM
ELLYCSCC
KQOSSVLNWQDCEVPSPQSCSPEPSLQYAATQLYPPP
PWSPSSPPHSTGSVRPVRAQGEGLLP
69 ANEE#E AFRlI | QVQLVQSGAEVKKPGSSVKVSCKAS
70 ANEZ#2 AFR2 | WWRQAPGQGLEWMG
71 NE5Z#2 AFR3 | RVTITADKSTSTAYMELSSLRSEDTAVYYCAR
72 N8 AFR4 | WGQGTLVTVSS
73 ANEZ#E BFRI QVQLVQSGAEVKKPGSSVKVSCKAS
74 ANE=Zf2 BFR2 | WVRQAPGQGLEWMG
75 ANFEZHE BFR3 | RVTITADKSTSTAYMELSSLRSEDTAVYYCAR
76 ANEZHE BFR4 | WGQGTLVTVSS
77 ANEEZH#E CFRlI | QVQLVQSGAEVKKPGSSVKVSCKAS
78 AN#5ZHE CFR2 | WYRQAPGQGLEWMG
79 AN#3%Z#8 CFR3 | RVTITADKSTSTAYMELSSLRSEDTAVYYCAR
80 ANEZH#E CFR4 | WGQGTLVTVSS
81 AN DFRI | EIVLTQSPATLSLSPGERATLSC
82 AN##ZH# DFR2 | WYQOKPGQAPRLLIY
83 NEZ#8 DFR3 | GIPARFSGSGSGTDFTLTISSLEPEDFAVYYC
84 228 DFR4 | FGGGTKVEIK
85 %3 fe EFR] | EIVLTQSPATLSLSPGERATLSC
86 ANE3ZEE EFR2 | WYQQKPGQAPRLLIY
863820-1 - 86 -
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- 87

E FR3

GIPARFSGSGSGTDFTLTISSLEPEDFAVYYC

88

E FR4

FGOGTKVEIK

89

F FR1

EIVLTQSPATLSLSPGERATLSC

90

= FFR2

WYQOKPGQAPRLLIY

91

F FR3

GIPARFSGSGSGTDFTLTISSLEPEDFAVYYC

92

F FR4

FGOGTKVEIK

93

mCSF1R ECD-Fc

APVIEPSGPELVVEPGETVTLRCVSNGSVEWDGPIS
PYWTLDPESPGSTLTTRNATEFKNTGTYRCTELEDPM
AGSTTIHLYVKDPAHSWNLLAQEVTVVEGQEAVLPC
LITDPALKDSVSLMREGGRQVLRKTVYFFSPWRGET
IRKAKVLDSNTYVCKTMVNGRESTSTGIWLKVNRVH
PEPPQIKLEPSKLVRIRGEAAQIVCSATNAEVGENV
ILKRGDTKLEIPLNSDFODNYYKKVRALSLNAVDFQ
DAGIYSCVASNDVGTRTATMNFQVVESAYLNLTSEQ
SLLQEVSVGDSLILTVHADAYPSIQHYNWTYLGPFF
EDQRKLEFITQRAIYRYTFKLFLNRVKASEAGQYFL
MAQNKAGWNNLTFELTLRYPPEVSVTIWMPVNGSDVL
FCDVSGYPQPSVIWMECRGHTDRCDEAQALOVWNDT
HPEVLSOKPFDKVIIQSQLPIGTLKHNMTYFCKTHN
SVGNSSQYFRAVSLGOSKQEPKSSDKTHTCPPCPAP
ELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GOPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWOQOGNVESCSVMHEALHNHYTQKSLSLSPGK

94

A lgG4 S241P

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEP
VIVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPP
CPAPEFLGGPSVEFLFPPKPKDTLMISRTPEVTCVVV
DVSQEDPEVQEFNWYVDGVEVHNAKTKPREEQENSTY
RVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTI
SKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGE
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFEFLYS
RLTVDKSRWQEGNVEFSCSVMHEALHNHYTQKSLSLS
LGK

95

A gk

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPRE
AKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSENRGEC

863820-1
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adlEd
<110> KIFneEAERAHE
(FIVE PRIME THERAPEUTICS, 1NC.)

<120> EAEERIHAT 132 (CSFIR) S & ZHiieiR

<140> TW105113540
<141> 2011-05-04

<150> US 61/331,177
<151> 2010-05-04

<160> 95

<170> PatentIn BRZA 3.5
‘ Q10> 1
: Q11> 953

<212> PRT

Q13> A

<220>

<221> misc 5=

222> (1)..(953) ‘
<223> hCSFIR (& ,EFTEFS)

<400> 1

Ile Pro Val Ile glu Pro Ser Val Pro Géu Leu Val Val Lys Pro Gly
1 1 15

Ala Thr Val Thr Leu Arg Cys Val Gly Asn Gly Ser Val Glu Trp Asp

‘ 20 25 30

Gly Pro Pro Ser Pro His Trp Thr Leu Tyr Ser Asp Gly Ser Ser Ser
35 40 45

Ile Leu Ser Thr Asn Asn ééa Thr Phe Gln Asn ghr Gly Thr Tyr Arg
50 0

Cys Thr Glu Pro Gly Asp Pro Leu Gly Gly Ser Ala Ala Ile His Leu
65 70 75 80

Tyr Val Lys Asp Pro Ala Arg Pro Trp Asn Val Leu Ala Gln Glu Val
85 90 95

863820-1 -1 -
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Val Val Phe Glu Asp Gln Asp Ala Leu Leu Pro Cys Leu Leu Thr Asp
100 105 110

Pro Val Leu Glu Ala Gly Val Ser Leu Val Arg Val Arg Gly Arg Pro
115 120 125

Leu Met Arg His Thr Asn Tyr Ser Phe Ser Pro Trp His Gly Phe Thr
130 135 140

Ile His Arg Ala Lys Phe Ile Gln Ser Gln Asp Tyr Gln Cys Ser Ala
145 150 155 160

Leu Met Gly Gly Arg Lys Val Met Ser Ile Ser Ile Arg Leu Lys Val
165 170 175

Gln Lys Val Ile Pro Gly Pro Pro Ala Leu Thr Leu Val Pro Ala Glu
180 185 190

Leu Val Arg Ile Arg Gly Glu Ala Ala Gln Ile Val Cys Ser Ala Ser
195 200 205

Ser Val Asp Val Asn Phe Asp Val Phe Leu Gln His Asn Asn Thr Lys
210 215 220

Leu Ala Ile Pro Gln Gln Ser Asp Phe His Asn Asn Arg Tyr Gln Lys
225 230 235 240

rQ

Val Leu Thr Leu Asn Leu Asp GIn Val Asp Phe Gln His Ala Gly Asn
245 250 255

Tyr Ser Cys Val Ala Ser Asn Val Gln Gly Lys His Ser Thr Ser Met
260 265 270

Phe Phe Arg Val Val Glu Ser Ala Tyr Leu Asn Leu Ser Ser Glu Gln
275 280 - 285

Asn Leu Ile Gln Glu Val Thr Val Gly Glu Gly Leu Asn Leu Lys Val
290 295 300

Met Val Glu Ala Tyr Pro Gly Leu Gln Gly Phe Asn Trp Thr Tyr Leu
305 310 315 320

Gly Pro Phe Ser Asp His Gln Pro Glu Pro Lys Leu Ala Asn Ala Thr
863820-1 -2 -
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325 330 335

Thr Lys Asp Thr Tyr Arg His Thr Phe Thr Leu Ser Leu Pro Arg Leu
340 345 350

) Lys Pro Ser Glu Ala Gly Arg Tyr Ser Phe Leu Ala Arg Asn Pro Gly
355 360 365

Gly Trp Arg Ala Leu Thr Phe Glu Leu Thr Leu Arg Tyr Pro Pro Glu
370 375 380

Val Ser Val Ile Trp Thr Phe Ile Asn Gly Ser Gly Thr Leu Leu Cys
385 390 395 400

Ala Ala Ser Gly Tyr Pro Gln Pro Asn Val Thr Trp Leu Gln Cys Ser
‘ 405 410 415

Gly His Thr Asp Arg Cys Asp Glu Ala Gln Val Leu Gln Val Trp Asp
420 425 430

Asp Pro Tyr Pro Glu Val Leu Ser Gln Glu Pro Phe His Lys Val Thr
435 440 445

Val Gln Ser Leu Leu Thr Val Glu Thr Leu Glu His Asn Gln Thr Tyr
450 455 460

Glu Cys Arg Ala His Asn Ser Val Gly Ser Gly Ser Trp Ala Phe Ile
465 470 475 480

. Pro Ile Ser Ala Gly Ala His Thr His Pro Pro Asp Glu Phe Leu Phe
485 490 495

Thr Pro Val Val Val Ala Cys Met Ser Ile Met Ala Leu Leu Leu Leu
500 505 510

Leu Leu Leu Leu Leu Leu Tyr Lys Tyr Lys Gln Lys Pro Lys Tyr Gln
515 520 525

Val Arg Trp Lys Ile Ile Glu Ser Tyr Glu Gly Asn Ser Tyr Thr Phe
530 535 540

Ile Asp Pro Thr GIn Leu Pro Tyr Asn Glu Lys Trp Glu Phe Pro Arg
545 550 555 560

863820-1 3.
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Asn Asn Leu Gln Egg Gly Lys Thr

Val Val Glu éég Thr Ala Phe Gly

Lys Val Ala Val Lys Met Leu Lys
. 595 600

Glu Ala Leu Met Ser Glu Leu Lys
610 615

Glu Asn Ile Val Asn Leu Leu Gly
625 630

Leu Val Ile Thr Glu Tyr Cys Cys
645

Arg Arg Lys Ala Glu Ala Met Leu
660

Asp Pro Glu Gly Gly Val Asp Tyr
675 680

Tyr Val Arg Arg Asp Ser Gly Phe
690 695

Val Glu Met Arg Pro Val Ser Thr
705 710

Gln Asp Leu Asp Lys Glu Asp Gly
725

Leu Gly Ala Gly Ala Phe Gly Lys
570 575

Leu Gly Lys Glu Asp Ala Val Leu
585 590

Ser Thr Ala His Ala Asp Glu Lys
605

Ile Met Ser His Leu Gly Gln His
620

Ala Cys Thr His Gly Gly Pro Val
635 640

Tyr Gly Asp Leu Leu Asn Phe Leu
650 655

Gly Pro Ser Leu Ser Pro Gly Gln
665 670

Lys Asn Ile His Leu Glu Lys Lys
685

Ser Ser Gln Gly Val Asp Thr Tyr
700

Ser Ser Asn Asp Ser Phe Ser Glu
715 720

Arg Pro Leu Glu Leu Arg Asp Leu
730 735

Leu His Phe Ser Ser Gln Val Ala Gln Gly Met Ala Phe Leu Ala Ser
740 745 750

Lys Asn Cys Ile His Arg Asp Val Ala Ala Arg Asn Val Leu Leu Thr
755 760 765

Asn Gly His Val Ala Lys Ile Gly Asp Phe Gly Leu Ala Arg Asp Ile
770 775 780

863820-1 -4 -
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Met Asn Asp Ser Asn Tyr Ile Val Lys Gly Asn Ala Arg Leu Pro Val
785 790 795 800

Lys Trp Met Ala Pro Glu Ser Ile Phe Asp Cys Val Tyr Thr Val Gln
805 810 815

Ser Asp Val Trp Ser Tyr Gly Ile Leu Leu Trp Glu I[le Phe Ser Leu
820 825 830

Gly Leu Asn Pro Tyr Pro Gly Ile Leu Val Asn Ser Lys Phe Tyr Lys
835 840 845

Leu Val Lys Asp Gly Tyr Gln Met Ala Gln Pro Ala Phe Ala Pro Lys
850 855 860

Asn Ile Tyr Ser Ile Met Gln Ala Cys Trp Ala Leu Glu Pro Thr His
865 870 875 880

Arg Pro Thr Phe Gln GIn Ile Cys Ser Phe Leu Gln Glu Gln Ala GIn
885 890 895

Glu Asp Arg Arg Glu Arg Asp Tyr Thr Asn Leu Pro Ser Ser Ser Arg
: 900 905 910

Ser Gly Gly Ser Gly Ser Ser Ser Ser Glu Leu Glu Glu Glu Ser Ser
915 920 925

Ser Glu His Leu Thr Cys Cys Glu Gln Gly Asp Ile Ala Gln Pro Leu

. 930 935 940

Leu Gln Pro Asn Asn Tyr Gln Phe Cys
945 950

210> 2
Q11> 972
<212> PRT
Q13> BA

<220>

<221> misc F5E

22> (1)..(0972)

<223> hCSFIR (ZR+ETERFF)

<400> 2
863820- 1 5.
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Met Gly Pro Gly Xal
1

Gly Gln Gly Ile Pro
20

Lys Pro Gly Ala Thr
35

Glu Trp Asp Gly Pro
50

Ser Ser Ser Ile Leu
65

Thr Tyr Arg Cys Thr
&5

Ile His Leu Tyr Val
100

Gln Glu Val Val Val
115

Leu Thr Asp Pro Val
130

Gly Arg Pro Leu Met
145

Gly Phe Thr Ile His
165

Cys Ser Ala Leu Met
180

Leu Lys Val Gln Lys
195

Pro Ala Glu Leu Val
210

863820-1

Leu Leu Leu Leu Leu Val
10

Val Tle Glu Pro Ser Val
25

Val Thr Leu Arg Cys Val
40

Pro ger Pro His Trp Thr
5

Ser Thr Asn Asn Ala Thr
70 75

Glu Pro Gly Asp Pro Leu
90

Lys Asp Pro Ala Arg Pro
105

Phe Glu Asp Gln Asp Ala
120

Leu Glu Ala Gly Val Ser
135

Arg His Thr Asn Tyr Ser
150 155

Arg Ala Lys Phe Ile Gln
170

Gly Gly Afg Lys Val Met
185

Val Ile Pro Gly Pro Pro
200

Arg Ile Arg Gly Glu Ala
215

Ala Thr Ala Tgp His
1

Pro Glu Leu Val Val
30

Gly Asn Gly Ser Val
45

Leu Tyr Ser Asp Gly
60

Phe Gln Asn Thr Gly
80

Gly Gly Ser Ala Ala
95

Trp Asn Val Leu Ala
110

Leu Leu Pro Cys Leu
125

Leu Val Arg Val Arg
140

Phe Ser Pro Trp His
160

Ser Gln Asp Tyr Gln
175

Ser Ile Ser Ile Arg
190

Ala Leu Thr Leu Val
205

Ala Gln Ile Val Cys
220
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Ser Ala Ser Ser Val Asp Val Asn Phe Asp Val Phe Leu Gln His Asn
225 230 235 240

Asn Thr Lys Leu Ala Ile Pro Gln Gln Ser Asp Phe His Asn Asn Arg
245 250 255

Tyr Gln Lys Val Leu Thr Leu Asn Leu Asp Gln Val Asp Phe Gln His
260 265 270

Ala Gly Asn Tyr Ser Cys Val Ala Ser Asn Val Gln Gly Lys His Ser
275 280 285

Thr Ser Met Phe Phe Arg Val Val Glu Ser Ala Tyr Leu Asn Leu Ser
290 295 300

‘ Ser Glu Gln Asn Leu Ile Gln Glu Val Thr Val Gly Glu Gly Leu Asn
305 310 315 320

Leu Lys Val Met Val Glu Ala Tyr Pro Gly Leu Gln Gly Phe Asn Trp
325 330 335

Thr Tyr Leu Gly Pro Phe Ser Asp His Gln Pro Glu Pro Lys Leu Ala
340 345 350

Asn Ala Thr Thr Lys Asp Thr Tyr Arg His Thr Phe Thr Leu Ser Leu
355 360 365

Pro Arg Leu Lys Pro Ser Glu Ala Gly Arg Tyr Ser Phe Leu Ala Arg
370 375 380

Asn Pro Gly Gly Trp Arg Ala Leu Thr Phe Glu Leu Thr Leu Arg Tyr
385 390 395 400

Pro Pro Glu Val Ser Val Ile Trp Thr Phe Ile Asn Gly Ser Gly Thr
405 410 415

Leu Leu Cys Ala Ala Ser Gly Tyr Pro Gln Pro Asn Val Thr Trp Leu
420 425 430

Gln Cys Ser Gly His Thr Asb Arg Cys Asp Glu Ala Gln Val Leu Gln
435 440 445

Val Trp Asp Asp Pro Tyr Pro Glu Val Leu Ser Gln Glu Pro Phe His
863820-1 .
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450 455 460

Lys Val Thr Val Gln Ser Leu Leu Thr Val Glu Thr Leu Glu His Asn
465 470 475 480

Gln Thr Tyr Glu Cys Arg Ala His Asn Ser Val Gly Ser Gly Ser Trp
485 490 495

Ala Phe Ile Pro Ile Ser Ala Gly Ala His Thr His Pro Pro Asp Glu
500 ' 505 510

Phe Leu Phe Thr Pro Val Val Val Ala Cys Met Ser Ile Met Ala Leu
515 520 525

Leu Leu Leu Leu Leu Leu Leu Leu Leu Tyr Lys Tyr Lys Gln Lys Pro
530 535 540

Lys Tyr Gln Val Arg Trp Lys Ile Ile Glu Ser Tyr Glu Gly Asn Ser
545 550 555 560

Tyr Thr Phe Ile Asp Pro Thr Gln Leu Pro Tyr Asn Glu Lys Trp Glu
565 570 575

Phe Pro Arg Asn Asn Leu Gln Phe Gly Lys Thr Leu Gly Ala Gly Ala
580 585 590

Phe Gly Lys Val Val Glu Ala Thr Ala Phe Gly Leu Gly Lys Glu Asp
595 600 605

Ala Val Leu Lys Val Ala Val Lys Met Leu Lys Ser Thr Ala His Ala
610 615 620

Asp Glu Lys Glu Ala Leu Met Ser Glu Leu Lys Ile Met Ser His Leu
625 630 635 640

Gly Gln His Glu Asn Ile Val Asn Leu Leu Gly Ala Cys Thr His Gly
645 650 655

Gly Pro Val Leu Val Ile Thr Glu Tyr Cys Cys Tyr Gly Asp Leu Leu
660 : 665 670

Asn Phe Leu Arg Arg Lys Ala Glu Ala Met Leu Gly Pro Ser Leu Ser
675 680 685

863820-1 3.
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Pro Gly Gln Asp Pro Glu Gly Gly Val Asp Tyr Lys Asn Ile His Leu
690 695 700

Glu Lys Lys Tyr Val Arg Arg Asp Ser Gly Phe Ser Ser Gln Gly Val
705 710 715 720

Asp Thr Tyr Val Glu Met Arg Pro Val Ser Thr Ser Ser Asn Asp Ser
725 ' 730 735

Phe Ser Glu Gln Asp Leu Asp Lys Glu Asp Gly Arg Pro Leu Glu Leu
740 745 750

Arg Asp Leu Leu His Phe Ser Ser Gln Val Ala Gln Gly Met Ala Phe

‘ 755 760 765

Leu Ala Ser Lys Asn Cys Ile His Arg Asp Val Ala Ala Arg Asn Val
770 775 780

Leu Leu Thr Asn Gly His Val Ala Lys Ile Gly Asp Phe Gly Leu Ala
785 790 795 800

Arg Asp Ile Met Asn Asp Ser Asn Tyr Ile Val Lys Gly Asn Ala Arg
805 810 815

Leu Pro Val Lys Trp Met Ala Pro Glu Ser Ile Phe Asp Cys Val Tyr
820 825 830

’ Thr Val Gln Ser Asp Val Trp Ser Tyr Gly Ile Leu Leu Trp Glu Ile
835 840 845

Phe Ser Leu Gly Leu Asn Pro Tyr Pro Gly Ile Leu Val Asn Ser Lys
850 855 860

Phe Tyr Lys Leu Val Lys Asp Gly Tyr Gln Met Ala Gln Pro Ala Phe
865 870 875 880

Ala Pro Lys Asn Ile Tyr Ser Ile Met Gln Ala Cys Trp Ala Leu Glu
885 890 895

Pro Thr His Arg Pro Thr Phe Gln Gln Ile Cys Ser Phe Leu GIn Glu
900 905 910

863820-1 .9 .
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Gln Ala Gln Glu Asp Arg Arg Glu Arg Asp Tyr Thr Asn Leu Pro Ser
915 920 925

Ser Ser Arg Ser Gly Gly Ser Gly Ser Ser Ser Ser Glu Leu Glu Glu
930 935 940

Glu Ser Ser Ser Glu His Leu Thr Cys Cys Glu Gln Gly Asp Ile Ala
945 950 955 960

Gln Pro Leu Leu Gln Pro Asn Asn Tyr Gln Phe Cys
965 970

10> 3
211> 20
<212> PRT
<213> FHEEE,

<220>

<221> misc 45FEL
<222> (1)..(20)
<223> ERPERIETY

<400> 3
Met Glu Thr Asp Thr Leu Leu Leu Trp Val Leu Leu Leu Trp Val Pro
1 5 10 15

Gly Ser Thr Gly
20

210> 4
211> 19
<212> PRT
<213> FREER,

<220>

<221> misc &

<222> (1)..(19)

<223> FEHFERIEFT

<400> 4

Met Ala Val Leu Gly Leu Leu Leu Cys L8u Val Thr Phe Pro Ser Cys
1 5 1 15

Val Leu Ser
863820-1 - 10 -
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10> 5

211> 487
<212> PRT
Q13> A

<220>

<221> misc
<222> (1)..(487)
<223> hCSF1R ECD.506

<400> 5
Ile Pro Val Ile Glu Pro Ser Val Pro Glu Leu Val Val Lys Pro Gly

1 5 10 15

Ala Thr Val Thr Leu Arg Cys Val Gly Asn Gly Ser Val Glu Trp Asp
. 20 25 30

Gly Pro Pro Ser Pro His Trp Thr Leu Tyr Ser Asp Gly Ser Ser Ser
35 40 45 ,

Iie Leu Ser Thr Asn Asn Ala Thr Phe Gln Asn Thr Gly Thr Tyr Arg
50 55 60

Cys Thr Glu Pro Gly Asp Pro Leu Gly Gly Ser Ala Ala Ile His Leu
65 70 75 80

Tyr Val Lys Asp Pro Ala Arg Pro Trp Asn Val Leu Ala Gln Glu Val
85 90 95

. Val Val Phe Glu Asp Gln Asp Ala Leu Leu Pro Cys Leu Leu Thr Asp
100 105 110

Pro Val Leu Glu Ala Gly Val Ser Leu Val Arg Val Arg Gly Arg Pro
115 120 125

Leu Met Arg His Thr Asn Tyr Ser Phe Ser Pro Trp His Gly Phe Thr
130 135 140

Ile His Arg Ala Lys Phe Ile Gln Ser Gln Asp Tyr Gln Cys Ser Ala
145 150 155 160

Leu Met Gly Gly Arg Lys Val Met Ser Ile Ser Ile Arg Leu Lys Val
165 170 175

863820-1 - 11 -
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Gln Lys Val Ile Pro Gly Pro Pro Ala Leu Thr Leu Val Pro Ala Glu
180 185 190

Leu Val Arg Ile Arg Gly Glu Ala Ala Gln Ile Val Cys Ser Ala Ser
195 200 . 205

Ser Val Asp Val Asn Phe Asp Val Phe Leu Gln His Asn Asn Thr Lys
210 215 220

Leu Ala Ile Pro Gln Gln Ser Asp Phe His Asn Asn Arg Tyr Gln Lys
225 230 235 240

Val Leu Thr Leu Asn Leu Asp Gln Val Asp Phe Gln His Ala Gly Asn
245 - 250 255

Tyr Ser Cys Val Ala Ser Asn Val Gln Gly Lys His Ser Thr Ser Met
260 265 270

Phe Phe Arg Val Val Glu Ser Ala Tyr Leu Asn Leu Ser Ser Glu Gin
275 280 285

Asn Leu Ile Gln Glu Val Thr Val Gly Glu Gly Leu Asn Leu Lys Val
290 295 300

Met Val Glu Ala Tyr Pro Gly Leu Gln Gly Phe Asn Trp Thr Tyr Leu
305 310 315 320

Gly Pro Phe Ser Asp His Gln Pro Glu Pro Lys Leu Ala Asn Ala Thr
325 330 335

Thr Lys Asp Thr Tyr Arg His Thr Phe Thr Leu Ser Leu Pro Arg Leu
340 345 ’ 350

Lys Pro Ser Glu Ala Gly Arg Tyr Ser Phe Leu Ala Arg Asn Pro Gly
355 360 365

Gly Trp Arg Ala Leu Thr Phe Glu Leu Thr Leu Arg Tyr Pro Pro Glu
370 375 380

Val Ser Val Ile Trp Thr Phe Ile Asn Gly Ser Gly Thr Leu Leu Cys
385 390 395 400

863820-1 - 12 -
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Ala Ala Ser Gly Tyr Pro Gln Pro Asn Val Thr Trp Leu Gln Cys Ser
405 410 415

Gly His Thr Asp Arg Cys Asp Glu Ala GlIn Val Leu Gln Val Trp Asp
420 425 430

Asp Pro Tyr Pro Glu Val Leu Ser Gln Glu Pro Phe His Lys Val Thr
435 440 445

Val GIn Ser Leu Leu Thr Val Glu Thr Leu Glu His Asn Gln Thr Tyr
450 455 460

Glu Cys Arg Ala His Asn Ser Val Gly Ser Gly Ser Trp Ala Phe Ile
465 470 475 - 480

Pro Ile Ser Ala Gly Ala His
485

<210> 6
211> 719
<212> PRT
Q213> BA

<220>

<221> misc $FEL

222> (1)..(719)

<223> hCSFIR ECD.506-Fc

<400> 6
‘ Ile Pro Vval Ile grlu Pro Ser Val Pro Glu Leu Val Val Lys Pgo Gly
1 10 1

Ala Thr Val Thr Leu Arg Cys Val Gly Asn Gly Ser Val Glu Trp Asp
20 25 30

Gly Pro Pro Ser Pro His Trp Thr Leu Tyr Ser Asp Gly Ser Ser Ser
35 40 45

Ile Leu Ser Thr Asn Asn géa Thr Phe Gln Asn ghr Gly Thr Tyr Arg
50 0

Cys Thr Glu Pro Gly Asp Pro Leu Gly Gly Ser Ala Ala Ile His Leu
65 70 75 80

863820-1 - 13 -
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Tyr Val Lys Asp Pro Ala Arg Pro Trp Asn Val
85

90

Val Val Phe Glu Asp GIn Asp Ala Leu Leu Pro

100

105

Pro Val Leu Glu Ala Gly Val Ser Leu Val Arg

115

120

Leu Met Arg His Thr Asn Tyr Ser Phe Ser Pro

130

135

Tle His Arg Ala Lys Phe Ile Gln Ser Gln Asp

145

150

155

Leu Met Gly Gly Arg Lys Val Met Ser Ile Ser

165

170

Gln Lys Val Ile Pro Gly Pro Pro Ala Leu Thr

180

185

Leu Val Arg Ile Arg Gly Glu Ala Ala Gln Ile

195

200

Ser Val Asp Val Asn Phe Asp Val Phe Leu Gln

210

215

Leu Ala Ile Pro Gln Gln Ser Asp Phe His Asn

225

230

235

Val Leu Thr Leu Asn Leu Asp Gln Val Asp Phe

245

250

Tyr Ser Cys Val Ala Ser Asn Val Gln Gly Lys

260

265

Phe Phe Arg Val Val Glu Ser Ala Tyr Leu Asn

275

280

Asn Leu Ile Gln Glu Val Thr ValiGly Glu Gly

290

863820-1

295

- 14 -

Leu Ala Gln Glu Val
95

Cys Leu Leu Thr Asp
110

Val Arg Gly Arg Pro
125

Trp His Gly Phe Thr
140

Tyr Gln Cys Ser Ala
160

Ile Arg Leu Lys Val
175

Leu Val Pro Ala Glu
190

Val Cys Ser Ala Ser
205

His Asn Asn Thr Lys
220

Asn Arg Tyr Gln Lys
240

Gln His Ala Gly Asn
255

His Ser Thr Ser Met
270

Leu Ser Ser Glu Gln
285

Leu Asn Leu Lys Val
300
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Met Val Glu Ala Tyr Pro Gly Leu Gln Gly Phe Asn Trp Thr Tyr Leu
305 310 315 320

Gly Pro Phe Ser Asp His GIn Pro Glu Pro Lys Leu Ala Asn Ala Thr
325 330 335

Thr Lys Asp Thr Tyr Arg His Thr Phe Thr Leu Ser Leu Pro Arg Leu
340 345 350

Lys Pro Ser Glu Ala Gly Arg Tyr Ser Phe Leu Ala Arg Asn Pro Gly
355 360 365

Gly Trp Arg Ala Leu Thr Phe Glu Leu Thr Leu Arg Tyr Pro Pro Glu
370 375 380

. Val Ser Val Ile Trp Thr Phe Ile Asn Gly Ser Gly Thr Leu Leu Cys
385 390 395 400

Ala Ala Ser Gly Tyr Pro Gln Pro Asn Val Thr Trp Leu Gln Cys Ser
405 410 415

Gly His Thr Asp Arg Cys Asp Glu Ala Gln Val Leu Gln Val Trp Asp
420 425 430

Asp Pro Tyr Pro Glu Val Leu Ser Gln Glu Pro Phe His Lys Val Thr
435 440 445

Val Gln Ser Leu Leu Thr Val Glu Thr Leu Glu His Asn Gln Thr Tyr
450 455 460

Glu Cys Arg Ala His Asn Ser Val Gly Ser Gly Ser Trp Ala Phe Ile
465 470 475 480

Pro Ile Ser Ala Gly Ala His Glu Pro Lys Ser Ser Asp Lys Thr His
485 490 495

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val
500 505 510

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
515 520 525

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
863820-1 - 15 -
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530 535 540

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
545 550 555 560

Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser
' 565 570 575

Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
580 585 590

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile
595 600 605

Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
610 615 620

Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
625 630 635 640

Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
645 650 655

Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
660 665 670

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
675 680 685

Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
690 695 700

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
705 710 715

<210> 7

<211> 506
<212> PRT
213> AEERE

<220>
<221> misc_ 5
<222> (1)..(506) g
<223> cynoCSF1R ECD (ZRIZERF)
863820-1 - 16 -
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<400> 7
Met Gly Pro Gly gal Leu Leu Leu Leu Leu Val Val Thr Ala Trp His
1 10 15

. Gly Gln Gly Ile Pro Val Ile Glu Pro Ser Gly Pro Glu Leu Val Val
20 25 30

Lys Pro Gly Glu Thr Val Thr Leu Arg Cys Val Gly Asn Gly Ser Val
35 40 45

Glu Trp Asp Gly Pro Ile Ser Pro His Trp Thr Leu Tyr Ser Asp Gly
50 55 60

Pro Ser Ser Val Leu Thr Thr Thr Asn Ala Thr Phe Gln Asn Thr Arg
. 65 70 75 80

Thr Tyr Arg Cys Thr Glu Pro Gly Asp géo Leu Gly Gly Ser Aéa Ala
85 9

Iie His Leu Tyr Val Lys Asp Pro Ala Arg Pro Trp Asn Val Leu Ala
100 105 110

Lys Glu Val Val Val Phe Glu Asp GIn Asp Ala Leu Leu Pro Cys Leu
115 120 125

Leu Thr Asp Pro Val Leu Glu Ala Gly Val Ser Leu Val Arg Leu Arg
130 135 140 A

‘ Gly Arg Pro Leu Leu Arg His Thr Asn Tyr Ser Phe Ser Pro Trp His
145 150 155 160

Gly Phe Thr Ile His Arg Ala Lys Phe Ile Gln Gly Gln Asp Tyr Gln
165 170 175

Cys Ser Ala Leu Met Gly Ser Arg Lys Val Met Ser Ile Ser Ile Arg
180 185 190

Leu Lys Val GIn Lys Val Ile Pro Gly Pro Pro Ala Leu Thr Leu Val
195 200 205

Pro Ala Glu Leu Val Arg Ile Arg Gly Glu Ala Ala Gln Ile Val Cys
210 215 220

863820-1 - 17 -
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Ser Ala Ser Asn Ile Asp Val Asp Phe Asp Val Phe Leu Gln His Asn
225 230 235 240

Thr Thr Lys Leu Ala Ile Pro Gln Arg Ser Asp Phe His Asp Asn Arg
245 250 255

Tyr Gln Lys Val Leu Thr Leu Ser Leu Gly Gln Val Asp Phe Gln His
260 265 270

Ala Gly Asn Tyr Ser Cys Val Ala Ser Asn Val Gln Gly Lys His Ser
275 280 285

Thr Ser Met Phe Phe Arg Val Val Glu Ser Ala Tyr Leu Asp Leu Ser
290 295 -~ 300

Ser Glu Gln Asn Leu Ile Gln Glu Val Thr Val Gly Glu Gly Leu Asn
305 310 315 320

Leu Lys Val Met Val Glu Ala Tyr Pro Gly Leu Gln Gly Phe Asn Trp
325 330 335

Thr Tyr Leu Gly Pro Phe Ser Asp His Gln Pro Glu Pro Lys Leu Ala
340 345 350

Asn Ala Thr Thr Lys Asp Thr Tyr Arg His Thr Phe Thr Leu Ser Leu
355 360 365

Pro Arg Leu Lys Pro Ser Glu Ala Gly Arg Tyr Ser Phe Leu Ala Arg
370 375 380

Asn Pro Gly Gly Trp Arg Ala Leu Thr Phe Glu Leu Thr Leu Arg Tyr
385 390 395 400

Pro Pro Glu Val Ser Val Ile Trp Thr Ser Ile Asn Gly Ser Gly Thr
405 410 415

Leu Leu Cys Ala Ala Ser Gly Tyr Pro Gln Pro Asn Val Thr Trp Leu
420 425 430

-

Gln Cys Ala Gly His Thr Asp Arg Cys Asp Glu Ala Gln Val Leu Gln
435 440 445

863820-1 - 18 -
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Val Trp Val Asp Pro His Pro Glu Val Leu Ser Gln Glu Pro Phe Gln
450 455 460

Lys Val Thr Val Gln Ser Leu Leu Thr Ala Glu Thr Leu Glu His Asn
465 470 475 480

Gln Thr Tyr Glu Cys Arg Ala His Asn Ser Val Gly Ser Gly Ser Trp
485 490 495

Ala Phe Ile Pro Ile Ser Ala Gly Ala Arg
500 505

<210> 8
<211> 740

. <212> PRT
) 13> R

<220>

<221> misc ¥5EL

2225 (1).-(740) N

<223> cynoCSFIR ECD-Fc (&HIZEFESI)

<400> 8
Met Gly Pro Gly gal Leu Leu Leu Leu Lgu Val Val Thr Ala Trp His
1 1 15

Gly Gln Gly Ile Pro Val Ile Glu Pro Ser Gly Pro Glu Leu Val Val
20 25 30

‘ Lys Pro Géy Glu Thr Val Thr Lgu Arg Cys Val Gly Agn Gly Ser Val
3 4 4

Glu Trp Asp Gly Pro Ile Ser Pro His Trp Thr Leu Tyr Ser Asp Gly
50 55 60

Pro Ser Ser Val Leu Thr Thr Thr Asn Ala Thr Phe Gln Asn Thr Arg
65 70 75 80

Thr Tyr Arg Cys ggr Glu Pro Gly Asp géo Leu Gly Gly Ser A%a Ala
9

Ile His Leu Tyr Val Lys Asp Pro Ala Arg Pro Trp Asn Val Leu Ala
100 105 110

863820-1 219 -
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Lys Glu Val Val Val Phe Glu Asp GIn Asp Ala Leu Leu Pro Cys Leu
115 120 125

Leu Thr Asp Pro Val Leu Glu Ala Gly Val Ser Leu Val Arg Leu Arg
130 135 140

Gly Arg Pro Leu Leu Arg His Thr Asn Tyr Ser Phe Ser Pro Trp His
145 150 155 160

Gly Phe Thr Ile His Arg Ala Lys Phe Ile Gln Gly Gln Asp Tyr Gln
165 170 175

Cys Ser Ala Leu Met Gly Ser Arg Lys Val Met Ser Ile Ser Ile Arg
180 185 190

Leu Lys Val Gln Lys Val Ile Pro Gly Pro Pro Ala Leu Thr Leu Val
195 200 205

Pro Ala Glu Leu Val Arg Ile Arg Gly Glu Ala Ala Gln Ile Val Cys
210 215 220

Ser Ala Ser Asn Ile Asp Val Asp Phe Asp Val Phe Leu Gln His Asn
225 230 235 240

Thr Thr Lys Leu Ala Ile Pro Gln Arg Ser Asp Phe His Asp Asn Arg
245 250 255

Tyr Gln Lys Val Leu Thr Leu Ser Leu Gly Gln Val Asp Phe Gln His
260 265 270

Ala Gly Asn Tyr Ser Cys Val Ala Ser Asn Val Gln Gly Lys His Ser
275 280 285

Thr Ser Met Phe Phe Arg Val Val Glu Ser Ala Tyr Leu Asp Leu Ser
290 295 300

Ser Glu Gln Asn Leu Ile Gln Glu Val Thr Val Gly Glu Gly Leu Asn
305 310 315 320

Leu Lys Val Met Val Glu Ala Tyr Pro Gly Leu Gln Gly Phe Asn Trp
: 325 330 335

863820-1 - 20 -
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Thr Tyr Leu Gly Pro Phe Ser Asp His Gln Pro Glu Pro Lys Leu Ala
340 345 350

Asn Ala Thr Thr Lys Asp Thr Tyr Arg His Thr Phe Thr Leu Ser Leu
355 360 365

Pro Arg Leu Lys Pro Ser Glu Ala Gly Arg Tyr Ser Phe Leu Ala Arg
370 375 380

Asn Pro Gly Gly Trp Arg Ala Leu Thr Phe Glu Leu Thr Leu Arg Tyr
385 390 395 400

Pro Pro Glu Val Ser Val Ile Trp Thr Ser Ile Asn Gly Ser Gly Thr
405 410 415

. Leu Leu Cys Ala Ala Ser Gly Tyr Pro Gln Pro Asn Val Thr Trp Leu
420 425 430

Gln Cys Ala Gly His Thr Asp Arg Cys Asp Glu Ala Gln Val Leu Gln
435 440 445

Val Trp Val Asp Pro His Pro Glu Val Leu Ser Gln Glu Pro Phe Gln
450 455 460

Lys Val Thr Val Gln Ser Leu Leu Thr Ala Glu Thr Leu Glu His Asn
465 470 475 480

Gln Thr Tyr Glu Cys Arg Ala His Asn Ser Val Gly Ser Gly Ser Trp
485 490 495

Ala Phe Ile Pro Ile Ser Ala Gly Ala Arg Gly Ser Glu Pro Lys Ser
500 505 510

Ser Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
515 520 525

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
530 535 540

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
545 550 555 560

His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
863820-1 - 21 - ~
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565

570

575

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

580

585

590

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

595

605

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

610 615

620

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

625 630

635

Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr

645

650

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser

660

665

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr

675

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr

690 695

700

Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe

705 710

715

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys

725

Ser Pro Gly Lys
740

<210> 9
211> 122
<212> PRT
Q13> ZFHEE

<220>

<221> misc HE

<222> (1)..(122)

<223> Fab 0301 Eiﬁ__T&*EE

863820-1
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640

Lys Asn Gln Val
655

Asp Ile Ala Val
670

Lys Thr Thr Pro
685

Ser Lys Leu Thr

Ser Cys Ser Val
720

Ser Leu Ser Leu
735
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<400> 9

Glu Val Gln Leu gln Gln Ser Gly Pro Glu Leu Val Arg Pro Gly Ala
10 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Asn
20 25 30

Tyr Met Ile Trp Val Lys Gln Ser His Gly Lys Ser Leu Glu Trp Ile
35 40 45

Gly égp Ile Asn Pro Tyr ésn Gly Gly Thr Thr gge Asn Gln Lys Phe
5

Lys Gly Lys Ala Thr Leu Thr Val Glu Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Gln Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Glu Ser Pro Tyr Phe Ser Asn Leu Tyr Val Met Asp Tyr Trp
100 105 110

Gly Gln Gly Thr Ser Val Thr Val Ser Ser
115 120

<210> 10
211> 111
<212> PRT

' Q13> FEE,

<220>

21> misc ¥FE

222> (1)..(111)

<223> Fab 0301 Eﬁﬁé—jﬁté%

<400> 10
Asn Ile Val Leu ghr Gln Ser Pro Ala Ser Leu Ala Val Ser Lgu Gly
1 10 1

Gln Arg Ala Thr Ile Ser Cys Lys Ala Ser Gln Ser Val Asp Tyr Asp
20 25 30

Gly Asp Asn Tyr Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro
863820-1 - 23 -
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35 40 45

Lys Leu Leu Ile Tyr Ala Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Asn Ile His
65 70 75 80

Pro Val Glu Glu Glu Asp Ala Ala Thr Tyr Tyr Cys His Leu Ser Asn
85 90 95

Glu Asp Leu Ser Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 : 110

<210> 11
211> 121
<212> PRT
213> ZIEEE,

<220>

<221> misc &L

<222> (1)..(121) -
<223> Fab 0302 EHfEAEE

<400> 11
Glu Ile Gln Leu gln GIn Ser Gly Pro Géu Leu Val Lys Pro Géy Ala
1 1 1

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ser Asp Phe
20 25 30

Asn Ile His Trp Val Lys Gln Lys Pro Gly Gla Gly Leu Glu Trp Ile
35 40 45

Gly Tyr Ile Asn Pro Tyr Thr Asp Val Thr Val Tyr Asn Glu Lys Phe
50 55 60

Lys Gly Lys Ala Thr Leu Thr Ser Asp Arg Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Asp Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Ala Ser Tyr Phe Asp Gly Thr Phe Asp Tyr Ala Leu Asp Tyr Trp Gly
863820-1 - 24 -
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100 105 110

Gln Gly Thr Ser Ile Thr Val Ser Ser
115 120

<210> 12
<211> 111
<212> PRT
Q13> ZHKHEEE

<220>
<221> misc_
<222> (1)..(111)

<223> Fab 0302 gm0

<400> 12
' Asp Val Val Val "ghr GIn Thr Pro Ala Ser Leu Ala Val Ser Leu Gly
1 10 15

Gln Arg Ala Thr Ile Ser Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

Gly Leu Ser Phe Met Asn Trp Phe Gln Gln Lys Pro Gly GIn Pro Pro
35 40 45

Lys Leu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60

Arg Phe Ser Gly Gly Gly Ser Arg Thr Asp Phe Thr Leu Thr Ile Asp
65 70 75 80

Pro Val Glu Ala Agp Asp Ala Ala Thr gyr Phe Cys Gln Gln Ser Lys
8 0 95

Glu Leu Pro Trp Thr Phe Gly Gly Gly Thr Arg Leu Glu Ile Lys
100 105 110

<210> 13
211> 122
<212> PRT
Q13> FHEE,

<220>
221> misc BHEH
222> (1)..(122)
863820-1 - 25 -
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<223> Fab 0311 EHEAEE

<400> 13
Glu Ile GIn Leu gln GIn Ser Gly Pro Asp Leu Met Lys Pro G%y Ala
1 10 1

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Ile Phe Thr Asp Tyr
20 25 30

Asn Met His Trp Val Lys Gln Asn Gln Gly Lys Ser Leu Glu Trp Met
35 40 45

Gly Glu Ile Asn Pro Asn Asn Gly Val Val Val Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Thr Thr Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Asp Leu His Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Ala Leu Tyr His Ser Asn Phe Gly Trp Tyr Phe Asp Ser Trp
100 105 110

Gly Lys Gly Thr Thr Leu Thr Val Ser Ser
115 120

<210> 14
211> 111
<212> PRT
213> FHEE,

<220>

21> misc 55E

<222> (1)..(111) .
<223> Fab 0311 #HHET]EEE

<400> 14
Asp Ile Val Leu Thr Gln Ser Pro Ala Ser Leu Ala Val Ser Lgu Gly
1 5 10 1

Gln Arg Ala Thr Ile Ser Cys Lys Ala Ser Glan Ser Val Asp Tyr Asp
20 25 30

863820-1 - 26 -
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Gly Asp Ser His Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro
35 40 45

Lys Leu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Ala Asp Phe Thr Leu Thr Ile His
65 70 75 80

Pro Val Glu Glu géu Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Géy Asn
90 9

Glu Asp Pro Trp Thr Phe Gly Gly Gly Thr Arg Leu Glu Ile Lys

100 105 110
‘I' <210> 15
<211> 10

<212> PRT
Q13> FEEE

<220>

<221> misc =

<222> (1)..(10)

<223> 0301 Eiﬁ_ CDR1

<400> 15

Gly Tyr Thr Phe ghr Asp Asn Tyr Met Iée
1 1

10> 16

Q11> 17

<212> PRT

Q13> FHEEE,

<220>

<221> misc_FFE

222> (1)..(17)

<223> 0301 E## CDR2

<400> 16

Asp Ile Asn Pro Tyr Asn Gly Gly Thr Thr Phe Asn Gln Lys Phe Lys
1 5 10 15
Gly

863820-1 - 27 -
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<210> 17
11> 13
212> PRI’

<213> SREERR,

<220>

<221> misc HFEL

<222> (1)..(13) '
<223> 0301 E=## CDR3

<400> 17

Glu Ser Pro Tyr Ehe Ser Asn Leu Tyr Val Met Asp Tyr
1 10

10> 18
Q11> 15
<212> PRT
Q13> FKEEE,

<220>

<221> misc HFE
<222> (1)..(15)
<223> 0301 #LFECDR1

<400> 18

Lys Ala Ser Gln ger Val Asp Tyr Asp Gly Asp Asn Tyr Met Asn
1 10 15

<210> 19
<211> 7
<212> PRT
213> FREEE,

<220>

<221> misc 5

<222> (1)..(7)

<223> 0301 #g# CDR2 1
<400> 19

Ala Ala Ser Asn %eu Glu Ser

1

<210> 20

211> 9

<212> PRT

Q13> FKEEE,

863820-1 - 28 -
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<220>

<221> nmisc *t?ﬁ
222> (1)..

<223> 0301 @“ﬁ_ CDR3

<400> 20

His Leu Ser Asn glu Asp Leu Ser Thr
1

<210> 21
211> 10
<212> PRT
213> ZFREER

<220>

<221> misc B
<222> (1)..(10)
<223> 0302 E## CDR1

<400> 21

Gly Tyr Thr Phe ger Asp Phe Asn Ile Hés
1 1

<210> 22
Q11> 17
<212> PRT
213> ZKEEE,

<220>
<221> misc ?Tfﬁ
222> (1)..

. <223> 0302 EfL CDR2

<400> 22

Tyr Ile Asn Pro Tyr Thr Asp Val Thr Val Tyr Asn Glu Lys Phe Lys
1 5 10 15

Gly

<210> 23
Q11> 12
<212> PRT
Q213> FEEH,

<220>
863820-1 - 29 -



1595008

<221> misc #TF&
222> (1)..(12
<223> 0302 Eﬁﬁ_ CDR3

<400> 23
Tyr Phe Asp Gly Thr Phe Asp Tyr Ala Leu Asp.Tyr
1 5 : 10

10> 24
211> 15
<212> PRT
<213> ZFREEE,

<220>

221> misc ¥5
22> (1)..(15)
<223> 0302 #EECDR1

<400> 24

Arg Ala Ser Glu ger Val Asp Asn Tyr Gly Leu Ser Phe Met Asn
1 10 15

<210> 25
211> 7
<212> PRT
213> ZFEEE,

<220>

<221> misc 4FE
<222> (1)..(7)

<223> 0302 #g# CDR2

<400> 25

Thr Ala Ser Asn %eu Glu Ser
1

<210> 26
211> 9
<212> PRT
<213> ZFREEE

<220>

<221> misc #HE
<222> (1)..(9)

<223> 0302 #g# CDR3

<400> 26
863820-1 - 30 -
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Gln Gln Ser Lys glu Leu Pro Trp Thr
1

<210> 27
<211> 10
<212> PRT
213> FEER,

© 220> .
<221> misc_FFE
222> (1)..(10)
<223> 0311 ZE# CDR1

<400> 27

Gly Tyr Ile Phe ghr Asp Tyr Asn Met His
1 10

210> 28
Q11> 17
<212> PRT
Q13> FKEEE,

<220>

<221> misc 5
222> (1)..(17)
223> 0311 E$E COR2

<400> 28

Glu Ile Asn Pro ésn Asn Gly Val Val Vgl Tyr Asn Gln Lys Phe Lys
1 1 15

e

<210> 29
Q11> 13
<212> PRT
Q13> FHEEE

<220>

<221> misc 45
<222> (1)..(13)
<223> 0311 E# CDR3

<400> 29

Ala Leu Tyr His ger Asn Phe Gly Trp T%r Phe Asp Ser
1 1
863820-1 - 31 -
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<210> 30
Q11> 15
<212> PRT
213> ZFEEE

<220>

<221> misc ?TF&
222> (1)..(15)
<223> 0311 iﬁﬁ_ CDR1

<400> 30

Lys Ala Ser Gln ger Val Asp Tyr Asp Gly Asp Ser His Met Asn
1 10 15

<210> 31
211> 7
<212> PRT
13> FKEEER,

<220>

221> misc BE
222> (1)..(7)

<223> 0311 ELgE CDR2

<400> 31

Thr Ala Ser Asn %eu Glu Ser
1

<210> 32
<211> 9
<212> PRT
<213> ZEEE,

<220>

<221> misc BFE
<222> (1)..(9)

<223> 0311 #€## CDR3

<400> 32

Gln Gln Gly Asn Glu Asp Pro Trp Thr
1 5

<210> 33
<211> 449
<212> PRT
Q13> AITF5Y
863820-1 -3 -
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<220> X ‘
<223> St cAb 0301 E##
<400> 33
) Glu Val Gln Leu gln Gln Ser Gly Pro Géu Leu Val Arg Pro G%y Ala
1 1 1

Ser Val Lys Met‘Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Asn
20 25 30

Tyr Met Ile Trp Val Lys Gln Ser His Gly Lys Ser Leu Glu Trp Ile
35 40 45

Gly Asp Ile Asn Pro Tyr Asn Gly Gly Thr Thr Phe Asn Gln Lys Phe

. 50 55 60

Lys Gly Lys Ala Thr Leu Thr Val Glu Lys Ser Ser Ser Thr Ala Tyr
65 70 75 .80

Met Gln Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
’ 85 v 90 95

Ala Arg Glu Ser Pro Tyr Phe Ser Asn Leu Tyr Val Met Asp Tyr Trp
100 105 110 :

Gly Gln Gly Thr Ser Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
115 120 125

Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr
130 135 140

Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
145 150 155 160

Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro
165 170 175

Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr
180 185 190

Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp
195 200 205

863820-1 - 33 -
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His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr
210 215 220

Gly Pro Pro Cys Pro Pro Cys-Pro Ala Pro Glu Phe Leu Gly Gly Pro -
225 230 235 240

Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
245 250 255

Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp
260 265 270

Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
275 280 285

Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val
290 295 . 300

Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
305 310 315 320

Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys
325 330 335

Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
340 345 350

Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
355 360 _ 365

Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
370 375 380

Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
385 390 395 4OQ

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys
405 410 415

Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu
420 425 430

863820-1 - 34 -
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Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly
435 440 445.

Lys

210> 34
211> 218
<212> PRT
213> ATLF3

<220> . 3
<223> &EctE: cAb 0301 RgE

<400> 34
Asn Ile Val Leu ghr Gln Ser Pro Ala Ser Leu Ala Val Ser Leu Gly
1 10 15

Gln Arg Ala Thr Ile Ser Cys Lys Ala Ser Gln Ser Val Asp Tyr Asp
20 25 30

Gly Asp Asn Tyr Met Asn Trp Tyr Gln Glan Lys Pro Gly Gln Pro Pro
’ 35 40 45

Lys Leu Leu Ile Tyr Ala Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Asn Ile His
65 70 75 80

Pro Val Glu Glu Glu Asp Ala Ala Thr Tyr Tyr Cys His Leu Ser Asn
&5 90 95

Glu Asp Leu Ser Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg
100 105 110

Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
115 120 125

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
145 150 155 160

863820-1 - 35 -
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Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 35
Q11> 448
<212> PRT
213> ATFFI

<220> .
<223> &Rt cAb 0302 E§E

<400> 35
Glu Ile Gln Leu gln Gln Ser Gly Pro Glu Leu Val Lys Pro Géy Ala
1 10 1

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ser Asp Phe
20 25 30

Asn Ile His Trp Val Lys Gln Lys Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Eyr Ile Asn Pro Tyr ggr Asp Val Thr Val Tyr Asn Glu Lys Phe
0 60

Lys Gly Lys Ala Thr Leu Thr Ser Asp Arg Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Asp Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Ala Ser Tyr Phe Asp Gly Thr Phe Asp Tyr Ala Leu Asp Tyr Trp Gly
100 105 110

Gln Gly Thr Ser Ile Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser
115 120 125

863820-1 - 36 -
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Val Phe Pro Leu Ala Pro Cys
130 135

Ala Leu Gly Cys Leu Val Lys
145 150

Ser Trp Asn Ser Gly Ala Leu
165

Val Leu Gln Ser Ser Gly Leu
180

Pro Ser Ser Ser Leu Gly Thr
195

Lys Pro Ser Asn Thr Lys Val
210 215

Cys Pro
230

Pro Pro Cys Pro Pro
225

Val Phe Leu Phe Pro
245

Pro Lys

Thr Pro Glu Val Thr
260

Cys Val

Glu Val Gln Phe Asn
275

Trp Tyr

Glu Glu
295

Lys Thr Lys Pro Arg
290

Ser Val Leu Thr Val
305

Leu His
310

Lys Cys Lys Val Ser
325

Asn Lys

Ile Ser Lys Ala Lys
340

863820-1

Ser Arg Ser Thr

Asp Tyr Phe Pro
155

Thr Ser Gly Val
170

Tyr Ser Leu Ser
185

Lys Thr Tyr Thr
200

Asp Lys Arg Val

Ala Pro Glu Phe
235

Pro Lys Asp Thr
250

Val Val Asp Val
265

Val Asp Gly Val
280

Gln Phe Asn Ser

Gln Asp Trp Leu
315

Gly Leu Pro Ser
330

345
- 37 -

Ser Glu Ser Thr Ala
140

Glu Pro Val Thr Val
160

His Thr Phe Pro Ala
175

Ser Val Val Thr Val
190

Cys Asn Val Asp His
205

Glu Ser Lyé Tyr Gly
220

Ser

Leu Gly Gly Pro
_ 240

Leu Met Ile Ser Arg
255

Ser Gln Glu Asp Pro
270

Glu Val His Asn Ala
285

Thr Tyr Arg Val Val
300

Asn Gly Lys Glu Tyr
320

Ser Ile Glu Lys Thr
335

Gly Gln Pro Arg Glu Pro GIn Val Tyr Thr Leu .

350
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Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
385 390 305 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
420 425 430

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys
435 440 445

<210> 36
<211> 218
<212> PRT
13> AT

<220> X -
<223> SR cAb 0302 B

<400> 36
Asp Val Val Val ghr Gln Thr Pro Ala Ser Leu Ala Val Ser Leu Gly
1 10 15

Gln Arg Ala Thr Ile Ser Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

Gly Leu Ser Phe Met Asn Trp Phe Gln Gln Lys Pro Gly Gln Pro Pro
35 40 45

Lys Lgu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
5 55 60

Arg Phe Ser Gly Gly Gly Ser Arg Thr Asp Phe Thr Leu Thr Ile Asp
65 70 75 80

Pro Val Glu Ala Asp Asp Ala Ala Thr Tyr Phe Cys Gln Gln Ser Lys
85 90 95

863820-1 - 38 -
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Glu Leu Pro Trp Thr Phe Gly Gly Gly Thr Arg Leu Glu Ile Lys Arg
100 105 110

Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
115 120 125 .

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
145 150 155 160

Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asb Ser Thr

. 165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 - 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
” 195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 37
<211> 449
<212> PRT
213> AIFF!

‘ <220>
IS

<223> EfktE: cAb 0311 EfE

<400> 37
Glu Ile Gln Leu gln Gln Ser Gly Pro Aap Leu Met Lys Pro Gly Ala
1 1 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Ile Phe Thr Asp Tyr
20 25 30

Asn Met His Trp Val Lys Gln Asn Gln Gly Lys Ser Leu Glu Trp Met
35 40 45

Gly Glu Ile Asn Pro Asn Asn Gly Val Val Val Tyr Asn Gln Lys Phe
863820-1 - 39 -
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50 55 60

Lys Gly Thr Thr Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Asp Leu His Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Ala Leu Tyr His Ser Asn Phe Gly Trp Tyr Phe Asp Ser Trp
100 105 110

Gly Lys Gly Thr Thr Leu Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
115 120 125

Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr
130 135 140

Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
145 150 155 160

Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro
165 170 175

Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr
180 185 190

Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp
195 200 205

His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr
210 215 220

Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly'Pro
225 230 235 240

Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
245 250 255

Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp
260 265 270

Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
275 280 285

863820-1 - 40 -
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Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val
290 295 300

Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
305 310 315 320

Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys
325 330 335

Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
340 345 350

Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
355 360 365

Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
370 375 380

Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
385 390 395 400

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys
405 ' 410 415

Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu
420 425 430

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly
435 440 445

Lys

<210> 38
211> 218
<212> PRT
213> AR5

<220> X -
<223> &FlE: cAb 0311 EEiE

<400> 38

Asp Ile Val Leu Thr Gln Ser Pro Ala Ser Leu Ala Val Ser Leu Gly
863820-1 - 41 -
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Gln Arg Ala Thr Ile
20

Gly Asp Ser His Met
35

Lys Leu Leu Ile Tyr
50

Arg Phe Ser Gly Ser
65

Pro Val Glu Glu Glu
85

Glu Asp Pro Trp Thr
100

Thr Val Ala Ala Pro
115

Leu Lys Ser Gly Thr
130

Pro Arg Glu Ala Lys
145

Gly Asn Ser Gln Glu
165

Tyr Ser Leu Ser Ser
180

His Lys Val Tyr Ala
195

Val Thr Lys Ser Phe
210

<210> 39
211> 122

863820-1

10

Ser Cys Lys Ala Ser
25

Asn Trp Tyr Gln Gln
40

Thr Ala Ser Asn Leu
55

Gly Ser Gly Ala Asp
70

Asp Ala Ala Thr Tyr
90

Phe Gly Gly Gly Thr
105

Ser Val Phe Ile Phe
120

Ala Ser Val Val Cys
135

Val Gln Trp Lys Val
150

Ser Val Thr Glu Gln
170

Thr Leu Thr Leu Ser
185

Cys Glu Val Thr His
200

Asn Arg Gly Glu Cys
215

Gln

Lys

Glu

Phe

75

Tyr

Arg

Pro

Leu

Asp

155

Asp

Lys

42 -

15

Ser Val Asp Tyr Asp
30

Pro Gly Glanro Pro
45

Ser Gly Ile Pro Ala
60

Thr Leu Thr Ile His
80

Cys Gln Gln Gly Asn
95

Leu Glu Ile Lys Arg
110

Pro Ser Asp Glu Gln
125

Leu Asn Asn Phe Tyr
140

Asn Ala Leu Gln Ser
160

Ser Lys Asp Ser Thr
175

Ala Asp Tyr Glu Lys
190

Gly Leu Ser Ser Pro
205
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<212> PRT
213> AL

<220> . \
<223> &RkME: h0301-H0 A&

<400> 39
Gln Val Gln Leu gal Gln Ser Gly Ala Géu Val Lys Lys Pro Géy Ser
1 1 1

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Asn
20 25 30

Tyr Met Ile Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

' Gly /SX(s)p_Ile Asn Pro Tyr lskgn Gly Gly Thr Thr lghe Asn GIn Lys Phe
0

Lys Gly Arg Val Thr Ile Thr Ala Asp Lyé Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Glu Ser Pro Tyr Phe Ser Asn Leu Tyr Val Met Asp Tyr Trp
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 40

Q11> 122
<212> PRT
213> AILF5

<220> i \
<223> &k h0301-H1 EfEATEE

<400> 40
Gln Val Gln Leu gal GIn Ser Gly Ala Glu Val Lys Lys Pro Géy Ser
1 10 |

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Asn
20 25 30

863820-1 - 43 -
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Tyr Met Ile Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly égp Ile Asn Pro Tyr égn Gly Gly Thr Thr Phe Asn Gln Lys Phe
60

Lys Gly Arg Val Thr Ile Thr Val Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Glu Ser Pro Tyr Phe Ser Asn Leu Tyr Val Met Asp Tyr Trp
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 41

211> 122
<212> PRT
213> AT

<220> \ \ *
<223> &R h0301-H2 EfET &%

<400> 41
Gln Val Gln Leu gal Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Asn
20 25 30

Tyr Met Ile Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly égp Ile Asn Pro Tyr %gn Gly Gly Thr Thr Phe Asn Gln Lys Phe
60

Lys Gly Arg Ala Thr Leu Thr Val Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

863820-1 - 44 -
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Ala Arg Glu Ser Pro Tyr Phe Ser Asn Leu Tyr Val Met Asp Tyr Trp
100 105 110

I Gly Gln Gly Thr Leu Val Thr Val Ser Ser
- 115 120

210> 42
211> 121
<212> PRT
213> AL

<220> .
<223> &tk H0302-H1 EfETEE&E

<400> 42

. ' Gln Val Gln Leu \Sfal Gln Ser Gly Ala Glu Val Lys Lys Pro Géy Ser
1 10 1

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ser Asp Phe
20 25 30

Asn Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Tyr Ile Asn Pro Tyr Thr Asp Val Thr Val Tyr Asn Glu Lys Phe
50 55 60

Lys Gly Arg Val Thr Ile Thr Ser Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Ser Tyr Phe Asp Gly Thr Phe Asp Tyr Ala Leu Asp Tyr Trp Gly
100 - 105 110

Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 43

Q11> 121
<212> PRT
213> AT

863820-1 - 45 -
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<220> . .

<223> &R HO302-H2 EHEOTEE

<400> 43

Gln Val Gln Leu Xal Gln Ser Gly Ala Géu Val Lys Lys Pro Gly Ser
1 1 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ser Asp Phe
20 25 30

Asn Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Tyr Ile Asn Pro Tyr ggr Asp Val Thr Val Tyr Asn Glu Lys Phe
50 60

Lys Gly Arg Ala Thr Leu Thr Ser Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 30

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Ser Tyr Phe Asp Gly Thr Phe Asp Tyr Ala Leu Asp Tyr Trp Gly
100 105 110 :

Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 44
211> 122
<212> PRT
213> AT

<220> \ )
<223> EREHE: H0311-H1 EfEREEE

<400> 44
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Géy Ser
1 5 10 1

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ile Phe Thr Asp Tyr
20 25 30

Asn Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

863820-1 - 46 -
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Gly Glu Ile Asn Pro Asn Asn Gly Val Val Val Tyr Asn Gln Lys Phe
50 ' 55 60

. Lys Gly Arg Val Thr Ile Thr Val Asp Lys Ser Thr Ser Thr Ala Tyr
‘ 65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Ala Leu Tyr His Ser Asn Phe Gly Trp Tyr Phe Asp Ser Trp
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser

‘ 115 120

<210> 45

211> 122
<212> PRT
Q13> ANILF%]

<220> .
<223> &tk HO311-H2 EfEn& &

<400> 45
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ile Phe Thr Asp Tyr
20 25 30

‘ Asn Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Glu Ile Asn Pro Asn Asn Gly Val Val Val Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Thr Thr Thr Leu Thr Val Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Ala Leu Tyr His Ser Asn Phe Gly Trp Tyr Phe Asp Sér Trp
863820-1 - 47 -
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100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 46
211> 111
<212> PRT
13> ATFF%Y

<220> . B .
<223> &EME: h0301-L0 EEH#Hn] &

<400> 46

Glu Ile Val Leu ghr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 . 10 15

Glu Arg Ala Thr Leu Ser Cys Lys Ala Ser Gln Ser Val Asp Tyr Asp
20 25 30

Gly Asp Asn Tyr Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
35 40 45

Arg Leu Leu Ile Tyr Ala Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
65 70 75 80

Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys His Leu Ser Asn
85 90 95

Glu Asp Leu Ser Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 47
211> 111
<212> PRT
Q13> AT

<220>
<223> &R h0301-L1 #Rg#n] EE

<400> 47

Asn Ile Val Leu ghl Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 10 15

863820-1 - 48 -
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Glu Arg Ala Thr Leu Ser Cys Lys Ala Ser Gln Ser Val Asp Tyr Asp
20 25 30

. Gly Asp Asn Tyr Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
’ 35 40 45

Arg Leu Leu Ile Tyr Ala Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
65 70 75 80

Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys His Leu Ser Asn

. 85 90 95

Glu Asp Leu Ser Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 48

<211> 111
<212> PRT
13> ATLF5!

<220> \ N
<223> &Rt H0302-L0 EREET] S

<400> 48
Glu Ile Val Leu ghr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

Gly Leu Ser Phe Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
35 40 45

Arg Leu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
65 70 75 80

Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Ser Lys
863820-1 - 49 -
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85 90 95

Glu Leu Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

<210>
211>
<212>
<213>

<220>
<223>

<400>

100 105 110

49

111

PRT
ANLFF

B H0302-L1 EEpEmTEE
49

Glu Ile Val Leu Thr Gin Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

1

5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr

20 25 30

Gly Leu Ser Phe Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro

35 40 45

Arg Leu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
60

50

55

Arg Phe Ser Gly Ser Gly Ser Arg Thr Asp Phe Thr Leu Thr Ile Ser

65

70 75 80

Ser Leu Glu Pro géu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Ser Lys
90

95

Glu Leu Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

<210>
<211>
212>
<213>

<220>
<223>

<400>

100 105 110

50

111

PRT
ATLF3]

SR H0302-12 dREE TSR
50

Glu Ile Val Val Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

1

5 10 15

863820-1 - 50 -
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Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

: Gly Leu Ser Phe Met Asn Trp Phe Gln Gln Lys Pro Giy Gln Ala Pro
‘ 35 40 45

Arg Leu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Arg Thr Asp Phe Thr Leu Thr Ile Ser
65 70 75 80

Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Ser Lys

. 85 90 95

Glu Leu Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

Q10> 51
<11> 111
<212> PRT
Q213> ATLFFF

<220> . B -
<223> &RKME: HO311-LO ERgEn[E&

<400> 51

Glu Ile Val Leu ghr Gln Ser Pro Ala ¥8r Leu Ser Leu Ser Pgo Gly
1 1

Glu Arg Ala Thr Leu Ser Cys Lys Ala Ser Gln Ser Val Asp Tyr Asp
20 25 30

Gly Asp Ser His Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
35 40 45

Arg Leu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
65 70 75 80

Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Gly Asn
863820-1 - 51 -
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85 90 95

Glu Asp Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 52

211> 111
<212> PRT
213> AL

<220> i o
<223> &RECME: HO311-L1 ERGETIE

<400> 52

Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Lys Ala Ser Gln Ser Val Asp Tyr Asp
20 25 30

Gly Asp Ser His Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
35 40 45 ‘

Arg Leu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 . 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Ala Asp Phe Thr Leu Thr Ile Ser
65 70 75 80

Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Gly Asn
85 90 95

Glu Asp Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 53

<211> 449
<212> PRT
213> ATLF%

<220> )
<223> ERetE: h0301-HO Eg#

<400> 53

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15

863820-1 - 52 -
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Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Asn
20 25 30

: Tyr Met Ile Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
‘ 35 40 45

Gly Asp Ile Asn Pro Tyr Asn Gly Gly Thr Thr Phe Asn Gln Lys Phe
50 55 60

Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

| . 85 90 95

Ala Arg Glu Ser Pro Tyr Phe Ser Asn Leu Tyr Val Met Asp Tyr Trp
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
- 115 120 125

Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr
130 135 140 ,

Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
145 150 155 160

[—

Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro
‘ 165 170 175

Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr
180 185 190

Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp
195 200 205

His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr
210 215 220

Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro
225 230 235 240

863820-1 - 53 -
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Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp

245

250

Arg Thr Pro Glu Val Thr Cys Val Val Val Asp

260 265

Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly

Ala

Val

305

Tyr

Thr

Leu

Cys

Ser

385

Asp

Ser

275 280

Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn

290 295

Ser Val Leu Thr Val Leu His Gln Asp Trp

310

315

Lys Cys Lys Val Ser Asn Lys Gly Leu Pro

325

330

Jle Ser Lys Ala Lys Gly Gln Pro Arg Glu

340 345

Pro Pro Ser Gln Glu Glu Met Thr Lys Asn

355 360

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile

370 375

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr

390

395

Thr Leu Met Ile Ser
255

Val Ser Gln Glu Asp
270

Val Glu Val His Asn
285

Ser Thr Tyr Arg Val
300

Leu Asn Gly Lys Glu
320

Ser Ser Ile Glu Lys
335

Pro Gln Val Tyr Thr
350

Gln Val Ser Leu Thr
365

Ala Val Glu Trp Glu
380

Thr Pro Pro Val Leu
400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys

405

Arg Trp Gln Glu Gly Asn Val Phe
420 425

410

Ser Cys

415

Ser Val Met His Glu
430

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly

Lys

435 440

863820-1

- 54 -

445
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<210>
<211>
<212>
<213>

54

449

PRT
ALF5

<220> . \
<223> &RetE: h0301-H1 =

<400> 54
Gln Val Gln Leu gal Gln Ser Gly
1

Ser Val Lys Vgl Ser Cys Lys Ala
2

Tyr Met Ile Trp Val Arg Gln Ala
35 40

Gly Asp Ile Asn Pro Tyr Asn Gly
50 55

Lys Gly Arg Val Thr Ile Thr Val
65 70

Met Glu Leu Ser ggr Leu Arg Ser

Ala Arg Glu Seé Pro Tyr Phe Ser
10

Gly Gln Gly Thr Leu Val Thr Val
: 115 120

Ser Val Phe Pro Leu Ala Pro Cys
130 135

Ala Ala Leu Gly Cys Leu Val Lys
145 150

Val Ser Trp Asn Se§ Gly Ala Leu
16

Ala Val Leu Glg Ser Ser Gly Leu
18

863820-1

Ala Glu Val Lys Lys Pro Gly Ser
10 15

Ser Gly Tyr Thr Phe Thr Asp Asn
25 30

Pro Gly Gln Gly Lgu Glu Trp Met
4

Gly Thr Thr gge Asn GIn Lys Phe

Asp Lys Ser Thr Ser Thr Ala Tyr
75 80

Glu Asp Thr Ala Val Tyr Tyr Cys
90 95

Asn Leu Tyr Val Met Asp Tyr Trp
105 110

Ser Ser Ala Ser Thg Lys Gly Pro
12

Ser Arg Ser Thr Ser Glu Ser Thr
140

Asp Tyr Phe Pro Glu Pro Val Thr
155 160

Thr Ser Gly Val His Thr Phe Pro
170 175

Tyr Ser Leu Ser Ser Val Val Thr
185 ' 190

55 .
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Val

His

Gly

225

Ser

Arg

Pro

Ala

Val

305

Tyr

Thr

Leu

Cys

Ser

385

Asp

Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp
195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr
210 215 220

Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro
230 235 240

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
245 250 255

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp
260 265 270

Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
275 280 285

Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val
290 295 300

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
310 315 320

Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys
325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
340 345 350

Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys
405 410 415

863820-1 - 56 -
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Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu
420 425 430

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly
435 440 445

Lys

<210> 55
11> 449
<212> PRT
Q13> AL

<220> .
<223> ERetE: h0301-H2 =

. <400> 55

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Asn
- 20 25 30

Tyr Met Ile Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Asp Ile Asn Pro Tyr égn Gly Gly Thr Thr Phe Asn Gln Lys Phe
50 60

Lys Gly Arg Ala Thr Leu Thr Val Asp Lys Ser Thr Ser Thr Ala Tyr
‘ 65 70 75 80

Met Glu Leu Ser Ser Leu Arg SertGlu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Glu Ser Pro Tyr Phe Ser Asn Leu Tyr Val Met Asp Tyr Trp
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
115 120 125

Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr
130 135 140

863820-1 : - 57 -
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Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
145 150 155 160

Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro
165 170 175

Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr
180 185 190

Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp
195 200 205

His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr
210 215 220

Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro
225 230 235 240

Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
245 250 255

Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp
260 265 270

Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
275 280 285

Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val
290 295 300

Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
305 310 315 320

Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys
325 330 335

Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
340 345 350

Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
355 360 365
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Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
370 375 380

Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
385 390 395 400

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys
405 410 415

Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu
420 425 430

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly
435 440 445
8.

<210> 56
<211> 448
<212> PRT
213> AL

<220> . \
<223> &t H0302-H1 E¢#E

<400> 56
Gln Val Gln Leu gal Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ser Asp Phe
’ 20 25 30

Asn Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Tyr Ile Asn Pro Tyr Thr Asp Val Thr Val Tyr Asn Glu Lys Phe
50 55 60

Lys Gly Arg Val Thr Ile Thr Ser Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
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Ala Ser Tyr Phe Asp Gly Thr Phe Asp Tyr Ala
100 105

Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser
115 120

Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr
130 135

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro
145 150 155

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val
165 170

Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser
' 180 185

Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr
195 200

Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val
210 215

Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe
225 230 235

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
245 250

Thr Pro Glu Val Thr Cys Val Val Val Asp Val
260 265

Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val
275 280

Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser
290 295

Leu Asp Tyr Trp Gly
110

Thr Lys Gly Pro Ser
125

Ser Glu Ser Thr Ala
140

Glu Pro Val Thr Val
160

His Thr Phe Pro Ala
175

Ser Val Val Thr Val
190

Cys Asn Val Asp His
205

Glu Ser Lys Tyr Gly
220

Leu Gly Gly Pro Ser
240

Leu Met Ile Ser Arg
' 255

Ser Gln Glu Asp Pro
270

Glu Val His Asn Ala
285

Thr Tyr Arg Val Val
300

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr

305 310 315

320
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Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr
325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
385 390 395 400

. Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
420 425 430

Leu His Asn His Tyr Thr Glan Lys Ser Leu Ser Leu Ser Leu Gly Lys
435 440 445

Q10> 57
Q11> 448
<212> PRT
Q13> AL

<220> . \
‘ <223> ERetE: HO302-H2 =i

<400> 57
Gln Val Gln Leu Zal Gln Ser Gly Ala ?éu Val Lys Lys Pro ?%y Ser
1

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ser Asp Phe
20 25 30

Asn Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Tyr Ile Asn Pro Tyr Thr Asp Val Thr Val Tyr Asn Glu Lys Phe
50 55 60
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Lys Gly Arg Ala Thr Leu Thr Ser Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser ggr Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
90 95

Ala Ser Tyr Phe Asp Gly Thr Phe Asp Tyr Ala Leu Asp Tyr Trp Gly
100 105 - 110

Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser
115 120 125

Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala
130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val
145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala
165 170 175

Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val
180 185 190

Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His
195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly
210 215 220

Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro Ser
225 230 . 235 240

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
245 250 255

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro
260 265 270

Glu Val Gln Phe Asn Trp Tyf Val Asp Gly Val Glu Val His Asn Ala
275 280 285
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Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val Val
290 295 300

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr
305 310 315 320

Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr
325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro GIn Val Tyr Thr Leu

340

Pro Pro Ser Gln Glu Glu Met Thr
355 360

Leu Val Lys Gly Phe Tyr Pro Ser
370 375

Asn Gly Gln Pro Glu Asn Asn Tyr
385 390

Ser Asp Gly Ser Phe Phe Leu Tyr
405

Arg Trp Gln Glu Gly Asn Val Phe
420

Leu His Asn His Tyr Thr Gln Lys
435 440

58
449
PRT
AR5

<210>
211>
212>
<213>

<220>
<223>

<400>

ERCHE: HO311-H1 =
58

345 350

Lys Asn GIn Val Ser Leu Thr Cys
365

Asp Ile Ala Val Glu Trp Glu Ser
380

Lys Thr Thr Pro Pro Val Leu Asp
395 400

Ser Arg Leu Thr Val Asp Lys Ser
410 415

Ser Cys Ser Val Met His Glu Ala
425 430

Ser Leu Ser Leu Ser Leu Gly Lys
: 445

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
10

1 5

15

Ser Val Lys V81 Ser Cys Lys Ala Sgr Gly Tyr Ile Phe Thr Asp Tyr
2 2 ‘

863820-1
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Asn Met His Trp Val Arg Gln Ala Pro Gly Gln Gly
40

35

Gly Glu Ile Asn Pro Asn
50

Lys Gly Arg Val Thr Ile
65 70

Met Glu Leu Ser Ser Leu
&5

Thr Arg Ala Leu Tyr His
100

Gly Gln Gly Thr Leu Val
115

Ser Val Phe Pro Leu Ala
130

Ala Ala Leu Gly Cys Leu
145 150

Val Ser Trp Asn Ser Gly
165

‘ Ala‘Val Leu Gln Ser Ser
180

Val Pro Ser Ser Ser Leu
195

His Lys Pro Ser Asn Thr
210

Gly Pro Pro Cys Pro Pro
225 230

Ser Val Phe Leu Phe Pro
245

863820-1

Asn Gly Val Val Val
55

Thr Val Asp Lys Ser
75

Arg Ser Glu Asp Thr
90

Ser Asn Phe Gly Trp
105

Thr Val Ser Ser Ala
120

Pro Cys Ser Arg Ser
135

Val Lys Asp Tyr Phe
155

Ala Leu Thr Ser Gly
170

Gly Leu Tyr Ser Leu
185

Gly Thr Lys Thr Tyr
200

Lys Val Asp Lys Arg
215

Cys Pro Ala Pro Glu
235

Tyr

60

Thr

Ala

Tyr

Ser

Thr

140

Pro

Val

Ser

Thr

Val

220

Phe

Leu Glu Trp Met

45

Asn Gln Lys Phe

Ser Thr Ala Tyr

Val Tyr Tyr
95

30

Cys

Phe Asp Ser Trp

110

Thr Lys Gly
125

Ser Glu Ser

Glu Pro Val

His Thr Phe
175

Ser Val Val
190

Cys Asn Val
205

Glu Ser Lys

Pro

Thr

Thr

160

Pro

Thr

Asp

Tyr

Leu Gly Gly Pro

240

Pro Lys Pro Lys Asp Thr Leu Met Ile Ser

250

- 64 -
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Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp

260 265

270

Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn

275 280

285

Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val

290 295

300

Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu

305 310

315

320

Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys

325

330

335

. Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr

340 345

350

Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr

355 360

Cys Leu Val Lys Gly Phe Tyr Pro Ser
370 375

Ser Asn Gly Gln Pro Glu Asn Asn Tyr
385 390

Asp Ser Asp Gly Seg Phe Phe Leu Tyr
40

365,

Asp Ile Ala Val Glu Trp Glu

380

Lys Thr Thr Pro Pro Val Leu

395

400

Ser Arg Leu Thr Val Asp Lys

410

415

‘ Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu

420 425

Ala Leu His Asn His Tyr Thr Gln Lys
435 440

Lys

<210> 59

211> 449
<212> PRT
Q213> ATLFA

863820-1

430

Ser Leu Ser Leu Ser Leu Gly

- 65 -
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<220> . \

<223> &R HO311-H2 Ef#E

<400> 59

Gln Val Gln Leu gal Gln Ser Gly Ala Glu Val Lys Lys Pro G%y Ser
1 10 1

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ile Phe Thr Asp Tyr
20 25 30

Asn Met His Trp Val Arg Gln Ala Pro Gly Gla Gly Leu Glu Trp Met
35 40 45

Gly Glu Ile Asn Pro Asn Asn Gly Val Val Val Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Thr Thr Thr Leu Thr Val Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Ala Leu Tyr His Ser Asn Phe Gly Trp Tyr Phe Asp Ser Trp
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
115 120 125

Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr-
130 ’ 135 140

Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
145 150 155 160

Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro
165 170 - 175

Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr
180 185 190

Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp
195 200 205
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His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr
210 215 220

Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro
225 230 235 240

Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
245 250 255

Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp
260 265 270

Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
275 280 285

. Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val
290 295 300

Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
305 310 315 320

Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys
325 330 . 335

Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
340 345 350

Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
355 360 365

Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
370 375 380

Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
385 390 395 400

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys
405 410 415

Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu
420 425 430

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly
863820-1 - 67 -
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435 440 445

Lys

<210> 60

<211> 218
<212> PRT
213> A%

<220> . _
<223> &RkME: h0301-L0 Heg

<400> 60
Glu Ile Val Leu ghr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 10 15

Glu Arg Ala Thr Leu Ser Cys Lys Ala Ser Gln Ser Val Asp Tyr Asp
20 25 30

Gly Asp Asn Tyr Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
35 40 45

Arg Leu Leu Ile Tyr Ala Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 . 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
65 70 75 80

Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys His Leu Ser Asn
85 90 95

Glu Asp Leu Ser Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys Arg
100 105 110

Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
115 120 125

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
145 150 155 160
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Gly Asn Ser Gln ?ég Ser Val Thr

Tyr Ser Leu Ser Ser Thr Leu Thr
- 180

His Lys Val Tyr Ala Cys Glu Val
195 200

Val Thr Lys Ser Phe Asn Arg Gly
210 215

<210>
211>
<212>
<213>

61
218

PRT
ATFF3

<220> i _
<223> &R h0301-L1 #gE
<400> 61

?§n Ile Val Leu ghr Gln Ser Pro

Glu Arg Ala Thr Leu Ser Cys Lys
20

Gly Asp Asn Tyr Met Asn Trp Tyr
35 40

Arg Leu Leu Ile Tyr Ala Ala Ser
50 55

Arg Phe Ser Gly Ser Gly Ser Gly
65 70

Ser Leu Glu Pro géu Asp Phe Ala

Glu Asp Leu 886 Thr Phe Gly Gly
1

Thr Val Ala Ala Pro Ser Val Phe
115 120

863820-1

Glu Gln Asp Ser Lys Asp Ser Thr
170 175

Leu Ser Lys Ala Asp Tyr Glu Lys
185 . 190

Thr His Gln Gly Leu Ser Ser Pro
205

Glu Cys

Ala Thr Leu Ser Leu Ser Pro Gly
10 15

Ala Ser Gln Ser Val Asp Tyr Asp
25 30

Gln Gln Lys Pro Gly Gln Ala Pro
45

Asn Leu Glu Ser Gly Ile Pro Ala
60

Thr Asp Phe Thr Leu Thr Ile Ser
75 80

Val Tyr Tyr Cys His Leu Ser Asn
90 95

Gly Thr Lys Val Glu Ile Lys Arg
105 110

Ile Phe Pro Pro Seg Asp Glu Gln
12

- 69 -
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Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
145 150 155 160

Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 62
<211> 218
<212> PRT
213> ALFF]

<220> . o
<223> &M H0302-LO ESHE

<400> 62
Glu Ile Val Leu ghr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

Gly Leu Ser Phe Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
35 40 45

Arg Leu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60 '

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
65 70 _ 75 80

Ser Leu Glu Pro g%u Asp Phe Ala Val T%r Tyr Cys Gln Gln Sgr Lys
: 9 9

863820-1 - 70 -
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Glu Leu Pro Tég Thr Phe Gly Gln
1

Thr Val Ala Ala Pro Ser Val Phe
115 120

Leu Lys Ser Gly Thr Ala Ser Val
130 135

Pro Arg Glu Ala Lys Val Gln Trp
145 150

Gly Asn Ser Gln Gég Ser Val Thr
1

Tyr Ser Leu Sgr Ser Thr Leu Thr
180

His Lys Val Tyr Ala Cys Glu Val
. 195 200

Val Thr Lys Ser Phe Asn Arg Gly
210 215

63

218

PRT
ATFF5I

<210>
211>
<212>
<213>

<220> . B
<223> &AM H0302-L1 g
<400> 63

Gly Thr Lys Val Glu Ile Lys Arg
105 110

Ile Phe Pro Pro Seg Asp Glu Gln
12

Val Cys Leu Leu Asn Asn Phe Tyr
140

Lys Val Asp Asn Ala Leu Gln Ser
155 160

Glu Gln Asp Ser Lys Asp Ser Thr
170 175

Leu Ser Lys Ala Asp Tyr Glu Lys
185 190

Thr His Gln Gly Leu Ser Ser Pro
205

Glu Cys

Glu Ile Val Leu ghr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

Gly Leu Ser Phe Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
35 40 45

Arg Leu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
863820-1 - 71 -



1595008

50 55 60

Arg Phe Ser Gly Ser Gly Ser Arg Thr Asp Phe Thr Leu Thr Ile Ser
65 70 75 80

Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Ser Lys
85 90 95

Glu Leu Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg
100 105 110

Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
115 120 125

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
145 150 155 160

Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 64

211> 218
<212> PRT
213> ANTF%

<220> . 3
<223> &REME: H0302-L2 #EH#

<400> 64
Glu Ile Val Val Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pgo Gly
1 5 10 1
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Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

Gly Leu Ser Phe Met Asn Trp Phe Gln Gln Lys Pro Géy Gln Ala Pro
35 40 4

Arg Leu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Arg Thr Asp Phe Thr Leu Thr Ile Ser
65 70 75 80

Ser Leu Glu Pro Géu Asp Phe Ala Val gyr Tyr Cys Gln GIn Ser Lys
8 0 95

* Glu Leu Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg
100 105 110

Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
115 120 125

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
145 _ 150 155 160

Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr
165 170 175

’ Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 65

<211> 218
<212> PRT
213> A%
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Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

<220> . -
<223> &fkiE: HO311-L0 HEHE
<400> 65

Glu Ile Val Leu ghr

1

Glu Arg Ala Thr Leu
20

Gly Asp Ser His Met
35

Arg Leu Leu Ile Tyr
50

Arg Phe Ser Gly Ser
65

Ser Leu Glu Pro Glu
85

Glu Asp Pro Trp Thr
100

Thr Val Ala Ala Pro
115

~ Leu Lys Ser Gly Thr
130

Pro Arg Glu Ala Lys
145

Gly Asn Ser Gln Glu
165

Tyr Ser Leu Ser Ser
180

His Lys Val Tyr Ala
195

863820-1

10 15

Ser Cys Lys Ala Ser Gln Ser Val Asp Tyr Asp
25 30

Asn Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
40 45

Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
55 60

Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
70 75 80

Asp Phe Ala Val gyr Tyr Cys Gln Gln Gly Asn
0 95

Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg
105 110

Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
120 125

Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
135 140

Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
150 155 160

Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr
170 175

Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
185 _ 190

Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
200 205

- 74 -
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Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

210> 66

Q11> 218
<212> PRT
213> AT

<220> o B
<223> &jfctE: HO311-L1 iKgE

<400> 66
?sp Ile Val Leu ghr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
10 15

Glu Arg Ala Thr Leu Ser Cys Lys Ala Ser Gln Ser Val Asp Tyr Asp
30

il' 20 25

Gly Asp Ser His Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
35 40 45

Arg Leu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60

Atrg Phe Ser Gly Ser Gly Ser Gly Ala Asp Phe Thr Leu Thr Ile Ser
65 70 75 , 80

Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Gly Asn
85 90 95

Glu Asp Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg
' 100 105 _ 110

Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
115 120 125

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu Gln Ser
145 150 155 160

Gly Asn Ser GIn Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr
165 170 175

863820-1 75 .
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Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
195 200 205 :

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

210> 67
<211> 158
<212> PRT
Q213> FHA

<220>

<221> misc 45E
<222> (1)..(158)
<223> A CSF1

<400> 67
Glu Glu Val Ser Glu Tyr Cys Ser His Met Ile Gly Ser Gly His Leu
1 5 10 15

Gln Ser Leu GIn Arg Leu Ile Asp Ser Gln Met Glu Thr Ser Cys Gln
20 25 30

Ile Thr Phe Glu Phe Val Asp Gln Glu Gln Leu Lys Asp Pro Val Cys
35 40 45

Tyr Leu Lys Lys Ala Phe Leu Leu Val Gln Asp Ile Met Glu Asp Thr
50 55 60

Met Arg Phe Arg Asp Asn Thr Pro Asn Ala Ile Ala Ile Val Gln Leu
65 70 75 80

Gln Glu Leu Ser Leu Arg Leu Lys Ser Cys Phe Thr Lys Asp Tyr Glu
85 90 95

Glu His Asp Lys Ala Cys Val Arg Thr Phe Tyr Glu Thr Pro Leu Gln
100 105 110

Leu Leu Glu Lys Val Lys Asn Val Phe Asn Glu Thr Lys Asn Leu Leu
115 120 125

863820-1 76 -
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Asp Lys Asp Trp Asn Ile Phe Ser Lys Asn Cys Asn Asn Ser Phe Ala
130 135 140

Glu Cys Ser Ser Gln Gly His Glu Arg Gln Ser Glu Gly Ser
145 150 155

<210> 68
211> 222
<212> PRT
13> FHA

<220>

<221> misc B
<222> (1)..(222)
<223> A IL34

‘ <400> 68

Asn Glu Pro Leu glu Met Trp Pro Leu Thr Gln Asn Glu Glu Cys Thr
1 10 15

Val Thr Gly Phe Leu Arg Asp Lys Leu Gln Tyr Arg Ser Arg Leu Gln
' 20 25 30

Tyr Met Lys His Tyr Phe Pro Ile Asn Tyr Lys Ile Ser Val Pro Tyr
35 40 45

Glu gly Val Phe Arg Ile g%a Asn Val Thr Arg %eu Gln Arg Ala Gln
0 0

Val Ser Glu Arg Glu Leu Arg Tyr Leu Trp Val Leu Val Ser Leu Ser
‘ 65 70 75 80

Ala Thr Glu Ser Val Gln Asp Val Leu Leu Glu Gly His Pro Ser Trp
85 90 95

Lys Tyr Leu Gln Glu Val Gln Thr Leu Leu Leu Asn Val Gln Gln Gly
100 105 110

Leu Thr Asp Val Glu Val Ser Pro Lys Val Glu Ser Val Leu Ser Leu
115 120 125

Leu Asn Ala Pro Gly Pro Asn Leu Lys Leu Val Arg Pro Lys Ala Leu
130 135 140

863820-1 - 17 -



1595008

Leu Asp Asn Cys Phe Arg Val Met Glu Leu Leu Tyr Cys Ser Cys Cys
145 150 155 160

Lys Gln Ser Ser Val Leu Asn Trp Gln Asp Cys Glu Val Pro Ser Pro
165 170 . 175

Gln Ser Cys Ser Pro Glu Pro Ser Leu Gln Tyr Ala Ala Thr Gln Leu
180 185 190

Tyr Pro Pro Pro Pro Trp Ser Pro Ser Ser Pro Pro His Ser Thr Gly
195 200 205

Ser Val Arg Pro Val Arg Ala Gln Gly Glu Gly Leu Leu Pro
210 215 220

<210> 69
Q211> 25
<212> PRT
Q13> BA

<220>

<221> misc B
<222> (1)..(25)
23> AN#EZHE A FR1

<400> 69
Gln Val Gln Leu gal Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser
20 25

<210> 70
11> 14
<212> PRT
Q13> BA

<220>

<221> misc B
<222> (1)..(14)
<223> AFEZEE A FR2

<400> 70

Trp Val Arg Gln éla Pro Gly Gln Gly L8u Glu Trp Met Gly
1 1
863820-1 - 78 -
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‘Ihg

<210>
211>
<212>
<213>

<220>
<221>
<222>
<223>

<400>

71
32
PRT
BA

misc HEEL
(1)..(32)
AN#EZHEE A FR3

71

Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr Met Glu

1

5

10 15

Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
30

<210>
<211>
<212>
<213>

<220>
<21>
<222>

<223>

<400>

20

72
11
PRT
BN

misc_FFEL
(1). (1)
AR A FR4

T2

25

Trp Gly Gln Gly ghr Leu Val Thr Val Ser Ser
1

<210>
211>
<212>
<213>

<220>
<221>
<222>
<223>

<400>

73
25
PRT
BA

misc_ 45EL
(1).(25)
A##EZE B FRI

73

10

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

1

5

863820-1
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Ser Val Lys Val Ser Cys Lys Ala Ser
20 25

<10> 74
11> 14
<212> PRT
Q13> HA

<220>

221> m1sc R
<222> (14)
<223> /Kf§5l§& B FR2

<400> 74
Trp Val Arg Gln éla Pro Gly Gln Gly Leu Glu Trp Met Gly
1 10

<210> 75
11> 32
<212> PRT
Q13> BHA

<220>

21> mlsc R
<222> .(32)
<223> /Kﬁgsz?“ B FR3

<400> 75

Arg Val Thr Ile ghr Ala Asp Lys Ser Thr Ser Thr Ala Tyr Met Glu
1 10 15

Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210> 76
Q211> 11
<212> PRT
Q13> A

<220>

<221> misc &L
<222> (1)..(11)
<223> A2 B FR4

<400> 76
Trp Gly Gln Gly Ehr Leu Val Thr Val Ser Ser
1 10

863820-1 - 80 -
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<210> 77

211> 25

<212> PRT

Q13> BA

<220>

<221> misc_ B

<222> (1)..(25)

<223> A#EX#E C FR1

<400> 77

?ln Val Gln Leu gal Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
10 15

: Ser Val Lys Val Ser Cys Lys Ala Ser
‘ii' 20 25

210> 78
<21l> 14
<212> PRT
213> BA

<220>

21> misc B
<222> (1)..(14)
223> A#EZHe C FR2
<400> 78

Trp Val Arg Gln gla Pro Gly Gln Gly Leu Glu Trp Met Gly
1

10
‘ <210> 79

211> 32

<212> PRT

213> A

<220>

21> misc B

<222> (1)..(32)

<223> A#ZE C FR3

<400> 79

Arg Val Thr Ile ghr Ala Asp Lys Ser Thr Ser Thr Ala Tyr Met Glu
1 10 15

863820-1 - 81 -
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Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210> &0
211> 11
<212> PRT
<213> FEA

<220>

<221> m1sc =
<222> (1D)
<223> /K%gﬁlﬁﬂ C Fr4

<400> &0

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
1 5 10

<210> 81
211> 23
<212> PRT
Q13> BEBA

<220>

<221> mlsc =
<222> (23)
<223> /kfﬁ51?“ D FR1

<400> 81

Glu Ile Val Leu ghr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 10 15

Glu Arg Ala Thr Leu Ser Cys
20

210> 82
211> 15
<212> PRT
213> FHA

<220>

<221> misc L
<222> (1)..(15)
<223> AIFZH D FR2

<400> 82

Trp Tyr Gln Gln %ys Pro Gly Gln Ala Péo'Arg Leu Leu Ile Tyr
1 1 15

863820-1 - 82 -
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<210>
211>
<212>
<213>

<220>
<221>
<222>
<223>

<400>

83
32
PRT
BEA

misc_HFE
(1)..(32)
ANF#FZEE D FR3

83

Gly Ile Pro Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1

5

20

10

25

15

30

'.‘ Leu Thr Ile Ser Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys

<210>
211>
<212>
<213>

<220>
<221>
<2272>
<223>

<400>

Phe Gly Gly Gly ghr Lys Val Glu Ile Lys
1

. <210>

<211>
212>
<213>

<220>
<221>
<222>
<223>

<400>

84
10
PRT
BA

misc_ HFEH
(1)..(10)
A##ZEe D FR4

84

85
23
PRT
BN

misc_ Bl
(1)..(23)
AN#%% E FR1

85

10

Glu Ile Val Leu Thr GIn Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

1

5

863820-1

10

- 83 -

15



1595008

Glu Arg Ala Thr Leu Ser Cys

<210>
<211>
<212>
<213>

<220>
<221>
<222>
<223>

<400>

20

86
15
PRT
BA

mlsc =
(15)

)\?%RHE E FR2

86

Trp Tyr Gln Gln %ys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr
1

<210>
<211>
<212>
<213>

<220>
<221>
<222>
<223>

<400>

1

87
32
PRT
BA

mlsc =
(32)
Mﬁxﬁ“ E FR3

87

10 15

Gly Ile Pro Ala érg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

10 15

Leu Thr Ile Ser Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys

<210>
211>
<212>
<213>

<220>
<221>
<222>
<223>

<400>

1

20

88
10
PRT
BA

misc 4FH
(1)..(10)
ANI#EZHE E FR4

88

Phe Gly Gln Gly ghr Lys Val Glu Ile Lys

863820-1

25 : 30

10
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<210> &9
211> 23
<212> PRT
213> FHA

<220>

<221> m1sc R
<222> (23)
<223> Mﬁmﬂ F FR1

<400> 89

Cl}lu Ile Val Leu 'ghr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
10 15

a Glu Arg Ala Thr Leu Ser Cys
- 20

<210> 90
211> 15
<212> PRT
213> HBA

<220>

21> misc BRHE
<222> (1)..(15)
<223> AFEZE F FR2

<400> 90

Trp Tyr Gln Gln ISJys Pro Gly Gln Ala Pro Arg Leu Leu Ile T%/r
1 10 1

‘ <210> 91

211> 32
<212> PRT
Q13> BA

<220>

<221> misc &
222> (1)..(32)
<23> NBEZEEF PR3

<400> 91
Gly Ile Pro Ala érg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
1 10 15

863820-1 - 85 -
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Leu Thr Ile Ser Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys
20 25 . 30

<210> 92
211> 10
<212> PRT
213> A

<220>

<221> misc BE
<222> (1)..(10)
<223> AFEZEE F FR4

<400> 92

Phe Gly Gln Gly Thr Lys Val Glu Ile L%s
1 5 1

<210> 93
211> 719
<212> PRT
<213> FEEER

<220>

<221> misc B
<222> (1)..(719)
<223> mCSFIR ECD-Fc

<400> 93
Ala Pro Val Ile Glu Pro Ser Gly Pro ?éu Leu Val Val Glu Pgo Gly
1 5 1

Glu Thr Val Thr Leu Arg Cys Val Ser Asn Gly Ser Val Glu Trp Asp
20 25 30

Gly Pro Ile Ser Pro Tyr Trp Thr Leu Asp Pro Glu Ser Pro Gly Ser
35 40 45

Thr Leu Thr Thr Arg Asn ééa Thr Phe Lys Asn Thr Gly Thr Tyr Arg
50 60

Cys Thr Glu Leu Glu Asp Pro Met Ala Gly Ser Thr Thr Ile His Leu
65 70 75 80

Tyr Val Lys Asp Pro Ala His Ser Trp Asn Leu Leu Ala Gln Glu Val
85 90 95

863820-1 .86 -
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Thr Val Val Glu Gly Gln Glu Ala Val Leu Pro Cys Leu Ile Thr Asp
100 105 110

Pro Ala Leu Lys Asp Ser Val Ser Leu Met Arg Glu Gly Gly Arg Gln
115 120 125

Val Leu Arg Lys Thr Val Tyr Phe Phe Ser Pro Trp Arg Gly Phe Ile
130 135 140

Ile Arg Lys Ala Lys Val Leu Asp Ser Asn Thr Tyr Val Cys Lys Thr
145 150 155 160

Met Val Asn Gly Arg Glu Ser Thr Ser Thr Gly Ile Trp Leu Lys Val
165 170 175

‘ Asn Arg Val His Pro Glu Pro Pro Gln Ile Lys Leu Glu Pro Ser Lys
, 180 185 190

Leu Val Arg Ile Arg Gly Glu Ala Ala Gln Ile Val Cys Ser Ala Thr
195 200 205

Asn Ala Glu Val Gly Phe Asn Val Ile Leu Lys Arg Gly Asp Thr Lys
- 210 215 220

Leu Glu Ile Pro Leu Asn Ser Asp Phe Gln Asp Asn Tyr Tyr Lys Lys
225 230 235 240

Val Arg Ala Leu Ser Leu Asn Ala Val Asp Phe Gln Asp Ala Gly Ile

? 245 250 255

Tyr Ser Cys Val Ala Ser Asn Asp Val Gly Thr Arg Thr Ala Thr Met
260 265 270

Asn Phe Gln Val Val Glu Ser Ala Tyr Leu Asn Leu Thr Ser Glu Gln
275 280 285

Ser Leu Leu Gln Glu Val Ser Val Gly Asp Ser Leu Ile Leu Thr Val
290 295 300

His Ala Asp Ala Tyr Pro Ser Ile GIn His Tyr Asn Trp Thr Tyr Leu
305 310 315 320

863820-1 - 87 -
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Gly Pro Phe Phe -Glu Asp
325

Ala Ile Tyr Arg Tyr Thr
340

Ser Glu Ala Gly Gln Tyr
355

Asn Asn Leu Thr Phe Glu
370

Val Thr Trp Met Pro Val
385 390

Ser Gly Tyr Pro Gln Pro
405

Thr Asp Arg Cys Asp Glu
420

His Pro Glu Val Leu Ser
435

Ser Gln Leu Pro Ile Gly
450

Lys Thr His Asn Ser Val
465 470

Ser Leu Gly Gln Ser Lys
485

Gln Arg Lys Leu Glu Phe
330

Ile Thr Gln Arg
335

Phe Lys Leu Phe Leu Asn Arg Val Lys Ala

345

350

Phe Leu Met Ala GIn Asn Lys Ala Gly Trp

360

365

Leu Thr Leu Arg Tyr Pro Pro Glu Val Ser

375 - 380

Asn Gly Ser Asp Val Leu
395

Ser Val Thr Trp Met Glu
410

Ala Gln Ala Leu Gln Val
425

GIn Lys Pro Phe Asp Lys
440 .

Thr Leu Lys His Asn Met
455 460

Gly Asn Ser Ser Gln Tyr
475

Gln Glu Pro Lys Ser Ser
490

Phe Cys Asp Val
400

Cys Arg Gly His
415

Trp Asn Asp Thr
430

Val Ile Ile Gln
445

Thr Tyr Phe Cys

Phe Arg Ala Val
480

Asp Lys Thr His
495

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val

500

Phe Leu Phe Pro Pro Lys
515

Pro Glu Val Thr Cys Val
530

Val Lys Phe Asn Trp Tyr
863820-1

505

Pro Lys Asp Thr Leu Met
520

Val Val Asp Val Ser His
535 540

Val Asp Gly Val Glu Val
- 88 -

510

Ile Ser Arg Thr
525

Glu Asp Pro Glu

His Asn Ala Lys
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[

545 550 555 560

Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser
565 570 575

Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
580 585 590

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile
595 600 605

Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
610 615 620

Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
625 630 635 640

Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
645 _ 650 655

Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
660 665 670 A

»Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg

675 680 685

Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
690 695 700

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
705 710 715

Q210> 94
211> 327
<212> PRT
Q213> A%

<220> .
<223> GEME: A 1gG4 S241p

<400> 94
Ala Ser Thr Lys gly Pro Ser Val Phe Pro Leu Ala Pro Cys Sgr Arg
1 10 1

863820-1 - 89 -
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Ser Thr Ser Glu Ser
20

Phe Pro G%u Pro Val
3

Gly Val His Thr Phe
50

Leu Ser Ser Val Val
65

Tyr Thr Cys Asn Val
: &5

Arg Val Glu Ser Lys
100

Glu Phe Leu Gly Gly
115

Asp Thr Leu Met Ile
130

Asp Val Ser Gln Glu
145

Gly Val Glu Val His
165

Asn Ser Thr Tyr Arg
180

Trp Leu Asn Gly Lys
195

Pro Ser Ser Ile Glu
210 _

Glu Pro Gln Val Tyr
225

Thr

Thr

Pro

Thr

70

Asp

Tyr

Pro

Ser

Asp

150

Asn

Val

Glu

Lys

Thr
230

Ala Ala Leu Gly Cys
25

Val Ser Trp Asn Ser
40

Ala Val Leu Gln Ser
55

Val Pro Ser Ser Ser
75

His Lys Pro Ser Asn
90

Gly Pro Pro Cys Pro
105

Ser Val Phe Leu Phe
120

Arg Thr Pro Glu Val
135

Pro Glu Val Gin Phe
155

Ala Lys Thr Lys Pro
170

Val Ser Val Leu Thr
185

Tyr Lys Cys Lys Val
200 :

Thr Ile Ser Lys Ala
215

Leu Pro Pro Ser Gln
235

Leu Val Lys Asp Tyr
30

Gly Ala Leu Thr Ser
45

Ser Gly Leu Tyr Ser
60

Leu Gly Thr Lys Thr
80

Thr Lys Val Asp Lys
95

Pro Cys Pro Ala Pro
110

Pro Pro Lys Pro Lys
125

Thf Cys Val Val Vval
140

Asn Trp Tyr Val Asp
160

Arg Glu Glu Gln Phe
175

Val Leu His Gln Asp
190

Ser Asn Lys Gly Leu
205

Lys Gly Gln Pro Arg
220

Glu Glu Met Thr Lys
240

Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
- 90 -

863820-1
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245 250 255

Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 95
<211> 107
<212> PRT
213> HA

<220>
<221> misc ¥FEL
<222> (1)..(107)

<223> A Igk

<400> 95

Arg Thr Val Ala éla Pro Ser Val Phe Iée Phe Pro Pro Ser Asp Glu
1 1 15

Gln Leu Lys Ser Gly Thr Ala Ser Vgl Val Cys Leu Leu Asn Asn Phe
20 2 30

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
863820-1 - 91 -
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85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

863820-1 =92 -
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