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FICORT TRz FRLZES A, 7
L — LD Z NP OPUR T Y% xR
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fEREC & 70\ B O RCHUEME R O FEHE L 25
HENTZD DD - 729,

(9) HiH, LEOWIThh—FDES THE

niHE (©)

SR 7 PR TIE HEER O L 10 —fEHH O
R)XRTFFIZLoTEREINTNED, 7L
—LIZBWVWT, HEXIILEOEELEL—FHD
B DA THEHEL TWIEAEL RN, Kt
HBcBIFAZoEAD s -2k LT, H
SNIZLBHICE B 50— OAREF % Fl# L T
FrET A, HEOEY & LEORLH] O M &
rRE Lo ETWEE UL (or)” 2R P
HER &S (selected from)” @ b L < I&
“W*/Xix (andor)” 0 CTHEXIL LD
RHOELE LN FTIUEIVE VI TETHE
THRIFEP RS 7z,

BEFEHICBVTIE, ZOFRROZ L —a08
BRI CRBENTEHS &, HBASLDID
S X o TR 25E A & - FE o
WHAET LI EBOLNTI, BREIIBITHIE
FMOMHNIE, SR REE I ERY, BRETEEE
EWRE, AR — PEER HETH o7, T,
FEAEFLE 2PE ) A E 2 S ORIEICOVWTH S
L, HEIILEOATORE CIEEM %72
SHRWVEVH) L OYITINZ T, PiEDOFEEICH
MR LgICHRT 5% 3 DOCDRAEKI D4
TCHET 5 Z DB L Difan DML THERT
BENERE SN T WL H:0 3380 57z,

FAHEE % 2 ) 72 A O MBEA O & HL 5
&, H#AE LEOW S ORYTHRE S 512 HH
B9 5 2 & THEM % Bl 26000 b R 57z,
T/, P, KETOFREICBVLTH#E LI
LR THEE L7227 L — L CFE R fe B
JKOIEMILHASBA S Nz 2 L zxh L, HEEX
(L HO A THUEAE G MR T & TV % 4]
ZBR L T A ICEROFERR, PURTERSEAN IE
Be U 7234l 72 o TREM 2 5R#03 7 < T b A

NI T ICFERETRE AR SN TWB IS
LW EDFREIT) T TRmEITo 72
A, FWAE S OEMIELH L8 S $ICHA A
FLTWBHES RS iz,

3. 3 FHESH

(HE6175] F60 1

[H 7 5] 47 #6°7-2005-534622, US2004-
23313, EP1494717A

[ D4 Fr] BIROPGLARK 1 » L ¥ ¥
— & Lok MHLOPGLH LA

[5#] ®, ®, @

[E6 O] A, PAEREZ AL, »
O, BWiEGHMME AT A MTOPGL (&
AFHTATrY )R R) HRIconT,
pifkru—>r (6 7u—>r) OHEKLEHD
FLEUTE A RS E 7 L — A1k b
M Z ATV, =B CHEEL T 72FHTH S,

HATIX, UETH 5B NOPGLARHTH
5722 L2 A, OPGLIZxEd 2 HlfiLig o Al
EEIZ DWW CEEH L 729 101 % 2122955 2 THIE I
DOIEHEELFHATEE S 7z (200745 A17H),
MBI, ABEICHR 2 P42 e P OPGLICHER
MICKEET 52 L, FElabURs o— 12k
T A5 VHXIIVLOES % &6 2 &L RO Lo
AT H B L FH L, FIHOH
R & B Ul A BT Fp RS PE AT |
NTW3ZEEBERETIRLZ (2007411A
22H), T LEAER, HEedftos
WHikZ ZA 2 ) =20 X5 I L IEREFICE
STHEHIZHLEBELZETHDL E L LT,
CDREH| D A THE L72Pihko 7 L — 24 (®)
23 LT, PR oR GBS, FRES & (&
IR CCDRECHID AIZ L o TERENLHE
ThbEFADLNLVWEREL, 29% 2 HE
F % MEFE L 72 IRE CHEAE AT E & L7z (20074F:12
H17H)

ZFDOtk, MEANE, EIZEELZ7 L—2A
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A OEMSCIRE T AMIE 24TV (©,®),
A E AR (1S AR2008-06630) % &K L
720 HIEHFRAICBWT, HEAE L CIZLEHOR
5| L IZCDRECH & v o 72— D F 1 T 0 Ab
EENTHEDOETIZONT T THEEMEZ D
BB LRREET S EITER R W
ELTHERUDSTESNDL & &b, RETH
IRENTHUE 7 0= ofEEEICOVWTYH, |
RO OREE TOMYFE S NPk 4TI
FCIRIEL, Mty sti3Tcawve L
T365 6 T 1 5HEX AR S 7z (20084F 6 H
20H). A, BfE, FHIREFTH S,
KETIE, ROOIEMBEBAIZB T, H
Bl % B 1209 RFACHBUHUS L 72k 7 1o —
YOHMKE L E0%L EOMEAEE AT 5
HE KO L#HE &g (®), &5,
Pk v — > OH KO L 1k D CDR3AC
Hl D A X ILCDR3ELHI & CDRIBCHIA L < 1
CDR2[EH] & DM AT THE S, b NOPGL
CRRRIICR &S 80K (®) 1I22o0nw T,
SRR RRs %R <, BEHEPINS
DOPRFEN % Ef T 5 (B % AT HE A
BThHhbHEIN, 6MHETOCDREY] THE
STV ZRWHE (©, @) RIS L72Hik s
O— > OHE KO LEHE90%L. EOMENELH
THHHEKEOL#EZEOLHUE (®) 122w T,
t b OPGLIZK 3 2 fe RS A MEAT 00 ISR 5
ENTWwBEEEZLRZWVE LT, 1125
(1) EAHRI SNz (20054E10H21H) .
AU L CHIBE A, BUS L 72k b —
YOHSEHNE L E0% L EOMFEMEET S
HE RO Lz ZOHE (®) 1I2onwT, 4%
# CTHIIEFREH) 2 CDRALHI N DZEF i A
REMETYA Y LTIT) TENTE, BRYE
ALZHAEDOPGLND#ESEIZ DWW T D
ELISA# 2 EORHDFETHRD Z EHT
E5720, ETRREM WM LGS L FIRL
720 72, Vitkru—C OHBEXII LSO H

DA DOEHTHE L 725K (@) 122w T,
HEE I LD A THIENOFEEVED RO S
TV R EF AR L7251 A2 28 THE L, it
fhro—>OHE RO L#EIZHET 5CDR3E
51D A XILCDR3ALHI & CDRIFLHIE L < I
CDR2ICH & D #LA Y TH A% FE L 72 Hik
(®) 122w Tid, HERHIHDCDR3D AT
PR RS ST S TV BB B R R A
FEVZHSHOCDRIVEE 2 E 2 R L T 55|
BHZFED VT, HEEKL O L $HOCDRIBS] % 4
ETIUIPTROK SRR fFicads e %
S L, EMETRREM I LIRS E TR L 72,
EHICHEAE, FUROBFIRHEE 12DV T D
BRIED AT TE, Pk o EE &
USPTOD Bk L T\ 5 X 9 12 L 728l ©
BHHIoOwW, MIEZIF NS DEREFIHT 5
LT, RFEEMEERT S EPTRETH S
L ERL (20064E 4 A18H),

NSO ADOERICHL, FEEH,S X
—EOHMIIHE LN 0D, HEH L $HA
DEFIEA (®) [ZonTlE, EOHFIZED
MEX TOEEEANZT> TH HWOHEDOH
TRASHERE S L2 22D W T ERAY 22 BIR A 70
2k, HEEL IZL#EOEYI X IZCDREY
THESNZ7 V-4 (©®, ®) 22T,
FNENHE 7O - OHB LI LBEOA LS
TLIURIZ OV THEERHESHERR SN L 2 L %
RTERR RV &, MEaMHEFICBT S
CDR3DEENEIZOWTIE, EBRICHUE L 722
O— Y CEIENSIN TN EELRFHS
M, 7 L — 2O TR B % G 72 3 i
EEHNGBERERALTCOWALENSHDL L L
o R SRR S LTe, 70, PUROfE
FUIAFAN CTH 5 & 32 HEADERIZON
T, FRMREMFICET2HIETH Y, ERTHE
B IISHEL TEZARETH A LD
7 &7z (20064E 7 H12H)

Z D%, WEGHRGEL RIS BT, FEhgnT
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REZEMRIZ BT 2 O AT OLEMED
WL, ZERSINDFEFRORTIIZRL, V—F
MEETHEDPEPICL > THBENAERET
HbHEDEREEIT- 20RO LT (20074 1
HI12H), BEL7-7u0— Y OHEKR L&
90% L. EOMEMEE AT A2 HEE I LEHE &
PUED 7 L — A% HIBET AHIE 24T ) L3k,
PR 10— OHE KO L #iHkOCDR3EL
50 & X 1ECDR3ALF) & CDRIALHIF L < 1
CDR2ECH] & DFLAE THE L 729tk o 7 L —
L7, HEEN O LE#EOCDRIEYI, CDR2ES
T O'CDR3BELH DA ZEMET57 L — 4
(®) IZBRET AHMIEEZTT o7z (20074E10H 2
H)o

L2 LA, HEEIE LR OEG) L
1Z 6 4 TOCDRELHI A > TV W THE
SNT-PUEFEART S (an antigen-binding frag-
ment) (ZDWTUE, FEMETTREEME X O FEHERE
HAHERF S v (20074E12A21H), —FEH Ok
WA S b 2 & &7 o 72 (20084 6 21
H)o &L, HfE, HFEIHREPTH S,
RN T, W2 fEe L&k a—ro
HEH & LEOIE L WHEED 7 L — L LSO
EREZ L—2a (), @) 12 LT, HmE
TLPUR EREET 5 720121%, PuRIZHEE RO
L#ICH%T 2 6 MOCDRE AL, h
LR LWIEFETIATWS Z DB L E R
SNBED, KFEEOLFEL7 L — LR 5 PR,
1 D XEARELEOCDRICE > THES
TBY, RECTHRE LT A IO
v A LR DRSOV ETNS L LT,
845 ISR S 7z (20084E 5 H23H) . A
%, BUE, FEIRETTH 5,
(6175 ] F40 2

[Fir 7] 7773896160, H5FH2006-265263,
¥5F2008-24707, US5824307, EP783525B
GO L] WY » o F T 4 VA%
i<k h—<w 2% X FHUE

[Hi37.H]) JP : 20064F12H22H, US : 19984
10H20H, EP : 20064£10H 4 H

[75#] ©, @, ®, @, ®

[HEBIOBEE] AKX, b MLz LI
W > F 7 A4V A (RSV) IZHAIRE
Wb~ AE 70—+ Uk (1129) KO8
FIFEOEMEZE A9 5 b ME1308FASAHI ORI
T SN L CHIBMAR SN2z F:50 T
Hbo ARTIIHBMEOLEHOLET I/ BEELY
RRELTCES SN0 L, kETIE
CDRECHIFF PR L [ — ¥ b — T IZHEAT
BHARAY, I TIECDRD —HELH] % H55E L
AL SN FEBTH S, B, HRT
d e MME1129131129& 1) S AEAESEH W &
&, KRETIIEATHM OPIRSVE / 7 10—+
VPR (HNK20) (FERRHER TG sl R
RS o 2t ME11291E B R ER TR R
AR L7722 &, BN Tide ME1129A e ML
1308F & 1) & BN 72 ANEEDL S 5 2 L & Fik
L, #EREIFEOLNTND,

HATIE, FFEhfsfadse =TI
L BHE (@) KUY, HEEROLEHOK 3
DCDROEHN #E L7227 L—2m (®) 12
L, 52 EETLL00HPIZDONT
[FR&4FEL, 2002, 3MHOESHCDRE 3fH D
BSCDROMA G DEETRTEHELLD
TlE 7% <, YEGEREICR L EHO2HPIZ S
WCAREHORES R ENL Z LIZOVWTHE
M7 AR v, | LT 5295 2 THER
2, HHOFEM R FHBICHR SN TV LEFED
Pk DAL OFik Iz oW TIE TEARMZ T 3 /8
Aoy b BE S ED SN TB S5, KM E
DM F e D AT, MUEBILEIFEDOH
N RERIE (0%) OEHFPIZINR 2w L —ikib
TELEWVZRWV| & LT3654 HER, &
2, BEIAIEAETAIE b= 712X BHE
7 L= (@) 12onTlE, [H%FHe Medh
PkOZH T E b — T2 W T BRI % 5
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bEINTBOT, REAHFHREOEAME#A 5 A
T, BHFE—DITE F—THERT BEATIEE
F2SABD 29 Thb.| L LT3656H2 5
HETIEMAE & 2o 72 (20054612 6 H) o
ZDt, VHEVLO 7 3 BRI % FE$ 5
EM & LT, FERFAE S M7z (20064FE12H 14
H)o

RAIIZ 2 o EIMEA ), 5 5i12008-
24707TlE, BEFORNGEEZ AT 5~ 7 Ak
OFREH| & ESEOMEIEEZ AT 5 e ko
FREHITHELZZZ L—2m (@D, ®) 124
L, AEZEWE [FAEORYED & ORE D2 R
WCETIERTE L) 2 &2 BANHSE
BIORT O /AT I EiETE R & F
5295 2 THOM, 3654 1H, 6IH1 5K 25
EIXTHMAE L o TWwh (20084E5 F 7
H)o
KETIE, BISEEOATHFESN 7 L —
L (@) 122 T, BHME PSPV T S
EOVERTED L) 1T TH RSN DT
v & L CHRARER R ASE A S 7z (1995
F11H24H) . 208, B~ T AP
(MAD1129) OCDRELH % Feobifk & F—1 ¥
b= TIHKEET PR (@) KUMADL129
DOCDREH & Fe2oPifE” (®©) (2HiiE L THOL
L7z,

RRHITIE, B2 6 D DOCDRELH D A THE &
N7z7 L—2m (®) 122w T, BfiEfic+
SCBRENT2 L DTIZ 019 & L T83555E X
DA A5 S L (20024E 2 H28H),
1129DCDRECH| & FoPifk & [/ — ¥ b — 72
HETHMEO 7 L—2 (@) 123 L, 1235
(2) BROFHIHOFT, PR EOREETA
MBI ZIEZFDTE b = FOREHNIC & - TE,
BEBR S 2B S FERSNZHEICOAZORE
P A M X BPUEOFFEIIFFTITRETH A ),
LIRfE S 7z (20044 3 A31H) . wEMICH
HE LEHEN TN 2L 12D1129D

CDR & 1129DFROEFNHEE T B HiE= (D)
% LC, #Fsnsz (20064FE 2 H20H)

(F61%5] F:403

(% 5] FiF3925943, US5968511,
EP896586B

[ZH D4 F5] ErbB3finfk

(B2 H] JP 2200745 3 H 9 H, US : 19994F
10H19H, EP : 20064E 9 H14H

[/#] ©, @, ®

(B OBE] AfEE, ErbB3% /327 EIC
K& L, 1) ErbB2M& OErbB3% %8 % il
BT se L 7)) YHEMEDOEDB2-ErbB3 %
YN EEAERER WA T B, i)
ErbB3% Y87 EITd T He L) Y OREET
T4 =T A4 —EWAT AN, KU i)
ErbB2 X OUErbB3% #Bl§ A Mlaic 817 5 L
7 v FEEDOErbB2iE AL % A T B i,
* BT HPuk%E, Eitoist, CDREAI KO
IEN—FTHELLZZ L—LIZDOWVWTHELES
N7-HpITH 5,

HARTIE, §MFEs L—2a2 (D) 122w
T, FERTBEEME M O R — b B E 3R
ENhholzbod (20064 8 H28H), HA
DEFECHERIEZ BT 2 HIED % S, 45
TEICIEEL Do 72,

72, ¥ F—=THE7 L — 4 R UCDRE
I 7 L— a2 (@, ®) 122w Tid,
[ATCC HB-12070& L THEEENznA 7 K
—XDEET L] L) BRI S ik
I2& o T3656H2 FER ZE L, PUROIE
PO W CHERME FET 5 2 & CTHTFEE
IZE -7 (20074E 1 H22H) . AREATIX, HIH
LA OWHMEIZCDRE P E » — 7 OEHIE
ISR SN TV VDS, FEHE AT AE B E K&
O R — PERERRH S ND 2 LR, F
BRI T RE 22 Pifk (ATCC HB-12070) &
fl—DOCDREVZY h—T%HT LHMED 2
L— 24k LT E S 7,
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KETE, HHFEZ L—2% (D) 1220w
T, WIEEZT52 &%, Z0F FOIRETE:
AE Sz (19994 3 H17H) 6

F7, T¥b—=THE2 L — A KUCDRE
e 7 L— a0 (@, ®) 122w Tid,
[ATCC HB-12070] &\ EEE A0 5 4 1E
AT CETHRHEEICESTBY, Fitah
72NA4 7)) F=<I12X 5o TCDREV TV | —
TEBEL TS EIZOWTII25(1) #EXIX
i ENLZ Lz hd ol

BRI T, EEEE 7 L—2a® (D) 122w
T, 545:(3) B#ERZMRE T H72OICTFAL7 L
— L@ o 7B OIE R OB 2 AN 5
B2 24T\, BREFAEE S 7z (20064 9 H14
H)o

¥/, TV = T4EE S L — 4 K UOCDRED
g 7 L — a0 (@, ®) 22w Tid,
[obtainable from the hybridoma cell line
ATCC no. HB-12070] &\ 9 ZEfEZfHINd %
HIEZATV, PUROIHMEIC D W CERME
R AL CTHIHDRE CTHRITFAEICE> T
By, HEINLNA T F=7I2&LoT
CORE VLY b =7 ZHEL TWVDHTIZDON
TYALHERITIRIEE N D Z L3 e b o 72,

[F613% 5] F60 4

[H#r 5] H55F8-503617, US6210671,
EP671951A

[ ZHK] L-kL 7 F 2 sEo e b
(7R

(37 H] US:20014£4 A 3 H

(73] @, @, ®

[HEBIOBE] AKX, HEORHM~ Y A
L-+ L 27 F »Hifk (DREG-55% O’'DREG-200)
b EICER I N MEME RO ZF O &%
7 L—24L7:HETH A, DREG-2009TK DAL
HINEME T IZBR S TWw 5 %Y, DREG-55
kO RIITHHE E N TE 59, DREG-555
ROEH % CIPHFEIC X 0 Nz 72 K EHEE O A

WEERENTZFHTH 5,

HACTIE, #ag, B, R0, fit5-CDR
EZFARFR & ORFIMREIC & o THE S
27— (@, @, ®) 28172 HHMEEE
% (@) 122w T, [DREG-200 & [7—dCDR
I A Lo 2ok MEDREG-200& 57z 5 n] 2%
WA AT S e MEPURIZOWTIE, JTLodufk
LRl — DRGSR NS 2, AT 5 EMF1T
SENTWZ v, | & L T3654 MHEK & Hl S
Nize 72, BFIMEMEIC X 25E (®) (1,
[65% L EOAMFEMEEZ A L Cwitid Lv & EEk
ERLE SN TV B AY, F ORI S EZAMFIT 5
NTWa ] & L T365 4 &K & HIF S h
720 512, #t54K%DREG-20012H5E L 722
EWXXDCDRPFFESINSZZ L— L1122V T
b FEBE OB 2> 5365 4 THER LW S iz
(20024E12H10H ) o HFE A E TR HIBT 128 L C,
53% OECHIAHFEE 2 R O fEEH O b MMEPifg
DAEEREZ IR L T BB 22 TG LD
D, [FREDFEE & MEFE L 72 7 L — A1
EL72e U7 L — a0k, 365418, 5IH
25 B O 6 TEE R LI S 7z (20054F 3 A 8
H) %%, fiE1cid [T65% L EoRFME] & i,
TV — LT =7 2RORBIZBIT S b OWEFE
SNY, KHEETHL, /2, 7L—L7—7
EROIEIZ BT 5 —g Ll EOMFEMD, D
< EBDI0M DB E BE OHRE & HIR T 5
TZOWLBETHLEROLNL,| LiHE SN,
WIEDOREE LT [T65%LL EOMEME] & i,
TL—LT = ERORBIZBITL5DTH S
ZERWHLMIIENT V] EOFEEE R
FLER STz, ZORMAIIIDE 3
HEL -7 (20054E9 A 6 H),

KETIE, HREFAMROBEREREFT S 7
L—2aw (@, @, ®) IZBIF5 [at least
1M1 & @ FEEO 2 WEMEEE (@) 1oxt
LC1125:(2) #ER LM s n7z (19974 2 A
4 H) oizx LT, 54 % ERi% ODREG-
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55824 E L [between 10°M ! and five-fold
the affinity of the mouse DREG-55 antibody |
EBMVED ERRE TR E S NHIEIC LD
FEAEEE 2 S 7z, 72, [65% or more
identical ] & OEFIMHFEEIC & 245% (®) T
EETEY b OMREMA D ), BEZILBEED
ATEERA A B 5 & L1124 (1) &L & I
Sz (19974E 2 H 4 H)o WAL, 73/
FREIADRERIIN —F > Th D L\ L 3t
2, FeED e MEHSH L OTL $HECHIZ xS LT
7 EH90% & OB & 2 H5E (®)
R & 5 IZEGIHF I [by the Kabat num-
bering convention] & O¥E%E b AHN$ 5 4 E
AT 7205, EHIHFMEC & 245521233 540
MEFRFNIAERE S N, B IS ECAIAE IS & %
FENHIBRENG Z EI2X ) BRI LI,
W ClE, KREE FEOBKEEEZET 57
L—24IZBIF5 [at least 100M 1] & o EAIME
B (@) 1o L CHEAE O HIBHIIR S e h o
72 (20004 H7H), 72, 165% or more
identical] & OEFIFFEMEIZ X 245 (®) (&
T3 RS ER S T e Wit 5RZ L
REF—Db Db Gtz oA (845EKX)
CHIWr Sz, WA EZ L—20% A4 R
7L —LIHIE L TREEE T8 ¥/ LT, %
DR Z L) T 72,

(FE61%5] F605

(a5 ] Har3757986, 72005225884,
US6235883, EP979246B

(DL FR] 1Bz iR B 5l K] 752 25 A L2 3
T5e NEJ 7 O—F iR

[Besz 1] JP @ 20064 1 H13H, US : 20014
5 A22H, EP: 200747 A11H

(/%] @, ®, @, ®, ©

[FHFI O] K, SEPUE IS 558
b MUADOHETH ), HIKTIZFRIO—&R
R A SEIECH R 2 L — A TEERS I,
KIETIEVHD E 53 5 CDR1~CDR3D A RS

FRESIN/Z7 L— A BERS NN, HARDG
EIHEE T, AR BER7 L— 2 LR DR
FICHE SN2 L — LIZFRIO—EE R &
LS NFEBTH 5L,

HATIX, &I 2538 0 Ry [F —1
ko THEEINZZ L—2am (®) &, [#
ZEEIE, (B) CDRE L COMRENZILT 5%
REDRBVWL D LBOLNE LA, () #
DRFEZR LD TIEILSEONL T I/ ik
DI BERBEHEIZOVWTHZALTH I TV
W] b LT365 4 HER RIS N, F7z,
VHDO —# O ARHFEE SNz 7 L — L2 g,
[EREHE 70 7)) LI h b T 3 BEY
PoLhDbDBHETLODOTH LM, (W)
ERBICTRONIPUR L AEOEELT A S 2w
BOPHELEINTVE DENVZ B, &
LT365 4 BHER &I &z, $72, VHO
3 D2DCDRXIE/ K UVLD 3 DDCDRD AHL
lfsE S niz7 L—24 (©) 1%, [ (KEOFEN
Bk L) MEOEEE A LT85 155
72OIZIE, BEICHET AFRO T I BRECH
DA EGOENSERHE 55T I BRI OM
HEbEELERL, (M) HEE2HET L22E0
RHERT HLENH L] & LT365K4HERE
HWr sz, 72, [7 3 7 BEECY) % &1 CDR]
% 5Ee#E (©) 1&, [(CDR#EED) AT
BOT I BT UXITEOCDROBERE DS
ZAbT 5| & L T365 4 HEK L HIW & iz,
72, VHXIIVLOCDR3D AFLFIHE Sz
sL—2n (©) &, [E#HGE7 7)) v L
EteE a7 P OFREDHEAET A3 DD
CDRFEIHAHNIZHED G\, Br v &K
L, #&%K7y PR G % 2 b
ThoH0b, EFRET D7) v HEMTILEEH
RESOTY) CHM FLTR, 97 3/ ERE
MO B R)XTF D, ik L CORFE
% MR 2 SRR Tl | & L7365
4 TEER L HIBr & 7z (20074E12H 5 H) o
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FENIZ, VHD 3 D2DOCDREUFVLD 32D
CDROAEFE SN2 L—24 (®) (24
EL7275, [(6 2OCDREEIR) P~
EBLUVEREO-OICEGTH L2 Lk
WS, (B%) FEEOFMME, AL, MEEEit
Y AHEDPEONDL Z L ETHTALDTIE
WL, () CDROT 3 BRECHID A A&
SNk odhr s, (W) [F15% O RS R O
BAMEA A L TR EE2 7201213, (B)
WEZAHEY RS | & L7365 4 HERIZ X

DM EE o7 F 72, FRIO—#% KL
IR EL A 7 L — & (FFF3757986) O
Bk L— LA LR LRSI TRES NI L—24
T OVH] ZEFHIR O 8 45t 9 A CDR1~CDR3 D AR
g sz L— 24 (FRIEZOFRAKRE) (14,
Z DPUEDAFR O FEFEBIHUAR & 755 OFF
UCHMEEESTL22AHTHY, $/2FRE
CDRO T RTHUFE SN T WHLKD Hi
5, ERBIPUA & W% OB K OB % A
T HPRORAHEI B 2 B 2@ 5 & L T36
4 HERICEDVIEMAERE L ko7 T2,
A DRFIEEZ L—6 (®, @, ®) \ZithE
T2 BAEHIFA O _ER O ABRE S BRI E
JL—2nw (@) &, APEE LT36561H?2
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¥, TReL W 2520 REINLE /) 70— F
VLR

(a) (M%) ;

(b) (W) ; BIV

(c) & PCDSOWIE~DFEEIIH LT (a) F7-
X (b) o¥ifkELHEAL, () 72 (b) DL
RIZ X > TLREA éﬂé t FCDOPLHE D T E
— TG ET A PR,
FHpl 2 HEFF3896160, 4:FH12006-265263,
EP783525B ; US2003-170237
¥ F10-502168, US5622701 ; Fl 2
US5824307 ; ¥ 73720352 ; FHl 3 HF
3925943 ; $##73979008, EP1073683B
H£6710-502168, US5622701
HH 2  US5824307 ; H¥aF3720352 ; Hh 3 ¥
773925943 ; #5773979008, EP1073683B
FF7F3979008 [€ / 7 1 —F L PifkmAb163-933L
lEImAD174-24-11O VT I L H LY b — 72
EET AERELZ W L7TO W LIEICEEE O
VA==
B 2 FF 3896160, HF B 2006-265263,
EP783525B ; US2003-170237
F5FF3720352
ATCC HB-12070& L CHiE SN2 A 7Y F—
THEAT BHEBPURIC L > THEG SN L T K
N —TIHEET DU,
H:603  FFiF3925943
HFF6317-505526, US5919453 ; 44 7-7-502888,
US2001-18191 ; HHI 8  H:#F6-506120, 4FFA
2004-18068, 4:F2007-19745, #5E2007-
254477 ; US2003-124617
S F7-505526, US5919453 ; FH4l 8 HrF6-
506120, 5Fi2004-180686
EP633931B ; EP610330B ; EP1248804B
27502888 5 5 #F-7-505526, US5919453
3836500, US5919453
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H:H8  HEFT6-506120

$3%2003-520595, EP1248804A
H:322004-502421, US2004-47860, EP1299421A
H#73909084, US6900293

EP1169353B

$FFF3957765 ; FBI 6  4FAF3925663,
US6114507, EP842948B ; 4##3978338 ;
US7227002 ; Fil 2 US5824307 ; US5693323 ;
US6391299 ; US7183390

US2003-124617 ; %1 6  EP842948B ; Ffl 2
HrF3896169, H7EI2006-265263, H:EI2008-
24707 ; EP800536B ; Hf 5  4#512005-225884
US7169901 ; US5693323 ; EP783525B
EP1248804B

HH 3 HEEF3925943,
EP896586B ; EP668924B
EP1169353B [in order to display at least

desired specificity the minimum requirement

74)
75)

76)

77)

US5968511,
78)

79)
for an Ab is complete heavy or light chain vari-
able region sequence ie. comprising all three
CDR regions |

B 6 EP842948B [ As a matter of fact it has
not been shown that any antibody comprising
any of the 6 CDRs would bind to Fas-L. Since a
CDR alone is not enough to define an antibody,
] 83)
573957765 84)
US7169901

US7227002

FFFr3973682, US6734286, EP765392B ; il 2
EP783525B ; ¥:#3947570, EP966485B ; fFif
3920215, US2004-47860, EP1299421A ; ¥FiF
3904238

US5834597 ; US6254868, EP919617B

Fh 2 H#FI2006-265263

FB 2 F#FI2008-024707

FFRT3925663, US6114507, EP842948A
US6734286, EP765392B

Hpl 4 FrFP8-503617

¢ BA*129-500012

HBI5  KrF2005-225884

Fp5  US6235883

EP804235A

HI 6 FFEr3925663, US6114507, EP842948A
US6734286, EP765392B ; B~ 9 -500012

80)
81)
82)

oo
ol

0 00 X
0 N O
= T O

[0}
©
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EP973804B
US5922845, EP914346B ; US7183390,
EP1135415A ; US6210670 ; US5882644 ; Fifsi 5
F5FA2005-225884 5 Hfl 1 US2004-23313
Hp 4 FFF8-503617, US6210671 ; Fl 6
$7#73925663, US6114507, EP842948A ; Fifsl 2
7 312008-24707

(i) (ii) o3, CDREEIZxTT 5 EH[H
— M T SN2 L — 2 OHEBIDEISMY IR
Si7z (H57F3978338, EP1248804B), Z M HA
DHFFTIE, CDRIZBIFHERIZL ) LOHiE
EREDOEEERT P ERE L LIEEER
HATHEMA BT AL LTNH 7 L — 4133654
HEER & &Nz, BINTIE, EfLr L— 204t
B2 L — & L CHEB O C B iR S e,
US5922845, EP914346B ; EP1135415A ;
US6210670
US7183390 ; F6 1  US2004-23313 ; Ff 5
¥ P12005-225884 ; US5882644 ; FH Bl 4
US6210671
US7183390 ; F1 1 US2004-23313
H60 5 FFFH2005-225884
B4 FFF8-503617, US6210671 ; Fl 6
$#73925663, US6114507, EP842948A ; Fifsl 2
5 F2008-24707
HpE 6 HF#F3925663, US6114507, EP842948A
Hp 4 FFF8-503617, US6210671 ; Ffl 2
5 F2008-24707
Fpl 4 US6210671
Fi60 2 FEHH2008-24707
H:pl 4 FEEP8-503617
HpEl 6 HFFF3925663, US6114507, EP842948A
B4 FFF8-503617, US6210671 ; Ffl 2
5 F2008-24707
Hp 2 4FEA2008-24707 [#E$HCDRIMDSGHE 4 ©
DT I BREHNCEREIMZ THER R e MEPT
RSVAFIPUAEZEY L2 L2 T 27 HD
FiElX, MEDI493 (b ~E1129) $ifk, 2% b,
B OEHICBIT AL THOCDREAETHO T L
— L =7 L O HEL I E S T —RERR
BT DHMETH > T, AFEWMEORLEZ S
BLTATD, FEORIESEORE DL
FCHRTELDONE V) 2L & BAMESR
BWICRTIOZRET LI TE VDR
5, UM TFEZHHATAIENTE VL] (29
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G 2m), [HAMEREICE 3 2 AR 2 FiE e
N E112995AMEDI-49312 5 2 b DDA TH -
T, TOMDERAEA L 72 ETARIZONT
73 BREFICET AT T4 A Y PRSI A
R 2 58T v 72006, BHIEICBI
%t ME11299TAMEDI-49312 B9 % Hr A PERE 12
DWTIRZ W LB TE % &3 2 BARMIR
PUI R MRV (3654 TH, 365<6IH1%5)
US6391299 ; F#l 5 EP979246B ; US2003-
124617 ; 6 1 45£2005-534622, US2004-
23313, EP1494717A

EP1248804B ; 45774080692

F 8 US6284471

F517  US7033590, EP1220923B

68 US6284471 ; US6391299 ;
EP1248804B ; ###F4080692

US2003-124617 ; H%1 7  US7033590 ; FHH4l 1
US2004-23313

615  EP0979246B ; Fi 1
H:6 1 FE#2005-534622
FHpHl5 EP0979246 ; US7033590,
EP1248804B ; FHfl 1 4#:3£2005-534622,
US2004-23313

)1 US2004-23313, EP1494717A

HH5 EP979246B ; H6l 7 US7033590,
EP1220923B

Noelle v. Lederman, 69 USPQ2d1508, 1513-1514
(Fed. Cir. 2004)

B 1 US2004-23313

1. brOFAFAFFaFsy Y Y H v
(OPGL) ELH:EmIckE L, ek~ M
#4575, ¥ 7 ADOPGLPB X FOPGL/DEIZ
MR R E 2 RE A VHEE S Uk
ThoT, ik, EEE-I3Z0OPEKA
TIT7AY M BIUREE G A, ZEHD, B
HIF 5 10I127R S5 EEH W S 2 & A, (BE)
Pifk, 25 HipE SNk MUETH - T, DT :
a. (M%) v b EHCDRIFIAT, HFIE 582
WRENLT I/ HEEL, C PEHTIL— LA
7 — 7 fEi, v PESHCDRIFHIE, (M) CDR2
FHIRB L O (W) CDR3FEIK ; 7 5 Oh. (%)
F b NRSCDR3IMEEAY, MAIESM4F 7213/
FIFEZISIRENDT I /BE e, b MY
T L =L — 7, b MNEHCDRIGER, (W)
CDR2EIN S L O (W) CDR3MEIE ; & &, %

EP1494717A

M M OE

105)
106)

107)

108)

109)

110)
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Pufkss, e boFXRTATOTS) ) H R
(OPGL) EHeRMICHEE L, BEMIam %
£S5 505, 7 ADOPGLB L WOPGL,/DEIC
M RE A & 2 R & 72\, Pifks

In re Wands, 8 USPQ2d 1400 (CAFC1988)

24. The antibody of claim 23, wherein the
heavy chain variable region comprises an
amino acid sequence that has at least 90%
sequence identity to the amino acid sequence
set forth in SEQ ID NO:6, and wherein the
light chain variable region comprises an amino
acid sequence that has as least 90% sequence
identity to the amino acid sequence as set forth
in SEQ ID NO:8, and wherein the antibody
specifically binds to an osteoprotegerin ligand
(OPGL).

1. An isolated human antibody that specifical-
ly binds osteoprotegerin ligand (OPGL), com-
prising a heavy chain and a light chain, where-
in the heavy chain comprises a heavy chain
variable region comprising an amino acid
sequence as set forth in any of SEQ ID NO:6---
SEQ ID NO:26, ---. 59. An isolated human anti-
body comprising: a. human heavy chain frame-
work regions, a human heavy chain CDRI1
region,-*CDR2 region, *-*CDR3 region, wherein
the human heavy chain CDR3 region is the
heavy chain CDR3 region of 16E1---9H7 as
shown in FIG. 15; and b. human light chain
framework regions, a human light chain CDR1
region, a--*CDR2 region, and---CDR3 region,
wherein the human light chain CDR3 region is
the light chain CDR3 region of 16E11---9H7 as
shown in FIG. 16; wherein the antibody specifi-
cally binds to osteoprotegerin ligand (OPGL).
Noelle v. Lederman, 69 USPQ2d1508, 1513-1514
(Fed. Cir. 2004), citing Synopsis of Application
Written Description Guidelines, at 60, available
at http://uspto.gov/web/menu/written.pdf

The scope of the claims must bear a reason-
able correlation with the scope of enablement.
See In re Fisher, 166 USPQ 19 24 (CCPA
1970)

MPEP 2161: The written description require-
ment is separate and distinct from the enable-
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111)

112)

113)

114)

115)

116)

ment requirement. In re Barker, 559 F.2d 588,
194 USPQ 470 (CCPA 1977), cert. denied, 434
US. 1064 (1978) ; Vas-Cath, Inc. v. Mahurkar,
935 F.2d 1555, 1562, 19 USPQ2d 1111, 1115
(Fed. Cir. 1991)

1. LY > ¥ F 7 9 A v AR 5 mAlik
ThoT, b NEFHRB L OTERE &, (),
B bbb —HOmRLEHB I UREH7 L — 24
U= ZEEIEe MA> S FE I N, ArRLITK
UV FT ANV AIKT LU, B
FF310 7T I/ WEF531-37, 52-678 X UF100-
10907 X/ R%z &t 3O HESHCDRE, ALY
F5340 T I BT 524-33, 49-558 X 1°88-96
D7 3R ETL 3HOBRHCDR E # & Lo hifk
ELCR—OIY b —TIZHET 5 ik,

8. W v v F 7 7 AN AITHKT 5 HFAPUE
THoT, b MEWH, HEHB L ORHEITAL
i, (B) b —HomREHRB LV
BT L — 47 — 2 fEIE e MUk S S
M, HECCDRIE, MHIE 3107 I/ MR 731
37, 52-678 L T100-1090 7 2 /% &4 3HD
HHCDRE, FHFESIADOT I/ W 524-33,
49-558 X UF88-96D 7 I/ ik % &t 3HDOEEGH
CDR & % & & PR,

1. M o F 77 4 v AR 5 PRIk
THoT, b MEFH, HEETTEIDS X O
A A A, i RL E B A AR LA S 31D
T3/ BRECH & & A, ARCEEEH AR X EL S
F3ADT I BRECHI & & O AP

1. By v v F 74 VAR BT L E b
{LPIRSVILIKRTH - T, (a) BEHEFEZF31D
MEDI-493D FEHHCDRD ) b DA 7% & b —D,
B LU, BHIFES34DOMEDI-493D 1 §CDR D
Il —o2k, (b) BHIETR2O<
7 A 11290 W] 28 B G FRAE A L BE (A A 14
AT A MITAEEFREL, BLO, EHF
735D 7 A11290 ] LB FR AR 23 L s g
IHEM AT 5 e PITEREEFRES L, & &
2 & FEEM E S5 v MEFIRSVETA

[ The amount of direction or guidance pre-
sented in the specification is limited. The speci-
fication lacks adequate guidance for obtaining
and preparing an antibody that binds to RSV
v

1. A neutralizing antibody against RSV, com-

M M OE

117)

118)

119)

120)

121)

I Vol 59

prising: a human constant region and a vari-
able region, ---at least a portion of the heavy
and light chain framework regions being
derived from a human antibody, said neutraliz-
ing antibody against respiratory syncytial virus
binding to the same epitope as an antibody
comprising three heavy chain CDRs compris-
ing amino acids 31-37, 52-67 and 100-109 of SEQ
ID NO:31, and three light-chain CDRs compris-
ing amino acids 24-33, 51-56 and 89-96 of SEQ
ID NO:34.

8. A neutralizing antibody against respirato-
ry syncytial virus, comprising: a human con-
stant region and a heavy and light chain vari-
able region, ---at least a portion of the heavy
and light chain framework regions being
derived from a human antibody, said CDRs
comprising three heavy-chain CDRs comprising
amino acids 31-37, 52-67 and 100-109 of SEQ ID
NO:31 and three light-chain CDRs comprising
amino acids 24-33, 51-56 and 89-96 of SEQ ID
NO:34.

9. A human antibody as in Claim 8, wherein:
said three complementarity determining
regions from said variable heavy chain of Mab
1308F comprise amino acid sequence Nos. 31 to
35, 47 to 60 and 99 to 106 and said three com-
plementarity determining regions from said
variable light chain of MAb 1308F comprise
amino acid sequence Nos. 24 to 34, to 56 and 89
to 97.

The subject-matter of claims 1-20 seems to be
not sufficiently disclosed by the description
(Art.83 EPC), since neither a proof of deposit
of the humanized antibody producing cell line
is given nor the entire sequence of the human-
ized antibody is shown within the descriptions.
1.A humanized antibody that neutralizes RSV
and binds to the same site on RSV as an anti-
body that has heavy chain CDRs of MEDI-493
of Figure 7 and the light chain CDRs of MEDI-
493 of Figure 8.

1.A humanized antibody that neutralizes RSV
and that has at least one non-human heavy
chain CDR and at least one non-human light
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126)
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chain CDR of the heavy chain CDRs of MEDI-
493 of Figure 7 and the light chain CDRs of
MEDI-493 of Figure 8, wherein the light chain
framework of the humanized antibody compris-
es the light chain framework of MEDI-493 of
Figure 8 and the heavy chain framework of the
humanized antibody comprises the heavy chain
framework of MEDI-493 of Figure 7.
1. ErbB3% ¥ X7 FI2#4A L, ErbB2RL O
ErbB3% 533 2 Mlfa 12 51F 5 ErbB2-ErbB3%
YNTEBAERDO L 7)) VR
ERCE NGNS
15. 8BHLfEKIC L o THEE SN L ZE b =7
%%?é%*ﬁlﬁﬁwmwom.ﬁme@
AR PR e I 2 RO FEORIH 1 L Ok,
1. ATCC HB-12070& L CEFat & /oA 7
N—< LT H8B8HIA L - THIG SN D T
Y b —=7ICRET APufk, 2. ATCC HB-12070
ELTHFLSININA T F=—<2PEAET S
SBBHLAAR D HH Al 1 P H I & FF O RE K IH 1 ALk
DY,
1. An antibody which binds to ErbB3 protein
and reduces heregulin-induced formation of an
ErbB2-ErbB3 protein complex in a cell which
expresses ErbB2 and ErbB3. 3. The antibody
of claim 1 which further reduces heregulin-
induced ErbB2 activation in the cell.
15. The antibody of claim 1 which binds to the
epitope bound by the 8B8 antibody. 16. The
antibody of claim 1 which has the complemen-
tary determining regions of the 8B8 antibody.
1. An antibody which binds to ErbB3 protein
and (i) reduces heregulin-induced formation of
an ErbB2-ErbB3 protein complex in a cell
which expresses ErbB2 and ErbB3, and (ii)
reduces heregulin-induced ErbB2 activation in
a cell which expresses ErbB2 and ErbB3 pro-
tein.

L EEARGE T 7)) v b OMRETE R E
irEJZ (CDR) 1223 5CDRE Uk b3 »erﬂiﬁ‘ér
yua7) rEERTEHET L — LT — 7 12
THHEBPK ORGP EEHE T L - LT =7 2
L, 222, 2% L b10M OHMMEEH % b
ST LB L7 F VIZHERMICHAT S b
b ru7Y) v ThoT, & MufEsru s

M M OE

129)

130)

131)

132)

133)

I Vol 59

) v OESHWEEIE T L — L7 — 7 OFGAT,

MGk 70 7)) EPEAEE T L — 4T
— 7 OEHNIF L T65% L EOMFEETH S b
MefEora 7 v,

1. A humanized immunoglobulin having com-
plementarity determining region (CDRs) cor-
responding to CDRs from a donor immunoglob-
ulin and heavy and light chain variable region
frameworks corresponding to human acceptor
immunoglobulin heavy and light chain frame-
works, which humanized immunoglobulin
specifically binds to a human L-selectin with an
affinity constant of at least 10'M !, wherein the
sequence of the humanized immunoglobulin
heavy chain variable region framework is 65%
or more identical to the sequence of the donor
immunoglobulin heavy chain variable region
framework.

1. A humanized immunoglobulin having com-
plementarity determining regions (CDRs) cor-
responding to CDRs from the mouse DREG-55
donor immunoglobulin and heavy and light
chain variable region frameworks correspond-
ing to human acceptor immunoglobulin heavy
and light chain frameworks from the Gal anti-
body--*which humanized immunoglobulin
specifically binds to human L-selectin with an
affinity constant between 10°M~' and five-fold
the affinity of the mouse DREG-55 antibody,
wherein the mouse DREG-55 antibody has light
and heavy chain variable regions designated
SEQ. ID. Nos. 14 and 16 respectively.

1. b b EEMigan 7254 (EGFr) (2
KNy BEde MR 7 a—F ik (), DT
ZEOHUE D a) BAET L 17 (M) 12 LT
D LBB%ORYIE—E2ET L7 I /R
WHx&GoEHERE 7)) v BLUDb) B
%5 118 (W) 1ZxLTA %< &£ H95% D
FIFE—ME2AT 57 3 /BRI % & it
sa7) v,

6. FEHIFEST 4207 3/ BES 8 ~85I2iL#k
DT I EREY R GO EERE ST T VT
*EUEELNE// U —F VPR TH - T,
EGF-riZ# 2 ICHEET 5, Pk

17. PUIkAS, 10nM Z 7213 F LT o2 f T
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134)

135)

136)

137)

138)

139)

140)

141)

EGFIZIFRMIZHEET 5,
N —IHIZ RO PR,
3. An antibody against epidermal growth fac-

ORI L ~140nd

tor receptor comprising a heavy chain variable
region--wherein a portion of the sequence is
encoded by a human Vu 4-31 gene and any of
the mutations thereto represented---shown in
Figures 2 ---and 18.
47. An antibody that is capable of binding epi-
dermal growth factor receptor,comprising a
heavy chain variable region---comprises a con-
tiguous amino acid sequence from within an
FR1 sequence through FR3 sequence-:-and
that comprises---amino acid substitution in the
CDR1 sequences, CDR2 sequences, or frame-
work sequences shown in Figures 1 ---and 29.
1. An isolated antibody that is capable of
binding epidermal growth factor receptor com-
prising a heavy chain variable region compris-
ing a contiguous sequence from CDR1 through
CDR3 as represented in SEQ ID NO:23.
1. An antibody against epidermal growth fac-
tor receptor comprising a heavy chain variable
region---wherein a portion of the sequence is
encoded by a human Vu 4 family gene and any
of the mutations thereto represented---shown
in Figures 2 ---and 30.
1. 2% EH1I0M 1 OBAEK T MNFras) &
YRICHE L, RAIRORYFESLL, 13, 150
T3/ ERECH 2 A AT I8 (CDR)
*EHTAPHPUETH B, PiFas) 7> FiiL
o
1. 2% EH1I0M 1 OBMAEK T MNFras) 4
Y RICRAE L, BEOMEMEREHE (CDR)
133 FEORFNFHF 511, 13B L1507 3/
FERCHICE L Ehadic L, E#HOCDRI-32SELA
F519, 21B L U230 7 X/ EERAICENEN
AL, TNOEMEBLOEHILOHER SN
HHIGUATH %, $iFas) 77> FHifk,
1. An anti-Fas ligand antibody which is a
neutralizing antibody to suppress Fas ligand-
induced apoptosis of Fas antigen-expressing
cells to a suppression rate of 50% or higher.
[---the specification, while being enabling for
an anti-Fas ligand neutralizing antibody which

M M OE

142)

143)

144)

145)

146)

147)

148)
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suppresses Fas ligand-induced apoptosis of Fas
antigen-expressing cells in vitro, does not rea-
sonably provide enablement for in vivo---
Applicants have not shown any correlation
between the suppression of Fas ligand-induced
apoptosis of Fas antigen-expressing cells in
vitro with the in vivo system.

1. An anti-Fas ligand antibody which sup-
presses Fas ligand-induced apoptosis of Fas
antigen-expressing cells to an apoptosis sup-
pression rate of 50% or higher at a final con-
centration of 1, g/ml of anti-Fas ligand anti-
body in an in vitro assay at a final concentra-
tion of 0.09 . g/ml of human Fas ligand extra-
cellular domain.

9. An anti-Fas ligand antibody which is a
humanized immunoglobulin (Ig) comprising a
human acceptor framework region (FR) and a
CDR from a non-human donor Ig which specifi-
cally binds to human Fas ligand.

[Claims 9-14:--are not supported by the
description since only F919 has been human-
ized in the present application ]

3. An anti-Fas ligand antibody which com-
prises six complementarity determining
regions (CDRs) comprising the amino acid
sequence of SEQ ID Nos. 11,---and 23 shown in
Fig 10 or Fig 11.

[Depending on the chosen frameworks the
recombinant antibody may not be expressed
(aggregation problem) or in yields that are
not sufficient for recovering it. The framework
regions also have influence on the binding
properties of the antibody and on its neutraliz-
ing activity, as cited in the present application
v
1. An anti-Fas ligand antibody which is a
neutralizing antibody, binds to human Fas lig-
and with an affinity constant of at least 108M ",
and comprises six complementarity determin-
ing regions (CDRs) comprising the amino acid
sequence of SEQ ID Nos. 11,---and 23 shown in
Fig 10 or Fig 11.

1. An anti-Fas ligand antibody which is a
neutralizing antibody, binds to human Fas lig-
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and with an affinity constant of at least 108M,
and comprises six complementarity determin-
ing regions (CDRs) comprising the amino acid
sequence of SEQ ID Nos. 11,---and 23.

1. BIXKET/FBIXal 1205 254 % 721
PURFEARTH > T, FIXaDEeMAEE V% 8
KEE5D, PuikF 72 I 3PURGE LR,

1. An antibody or antibody derivative against
factor IX/factor IXa which increases the proco-
agulant activity of FIXa.

The Final Guidelines for the Examination of
Patent Applications Under the 35 US.C. 112,
1 “Written Description” Requirement,Federal
Register, Vol.66, No.4. pp.1099-1111,Frideay
January 5,2001.

1. An antibody or antibody fragment thereof
that binds Factor IX or Factor IXa and
increases the procoagulant activity of Factor
IXa.

1. increases the procoagulant activity of
FIXa, 2. in the presence of FVIII inhibitors,
3. in the presence of FVIIIa

1. An antibody against factor IX /factor IXa
which has a factor VIIIa-cofactor activity and
increases the procoagulant activity of FIXa.

8 . An antibody or antibody derivative
according to claim 1, wherein the variable
region of said antibody or antibody derivative
comprises amino acids 1 to 357 and/or amino
acids 403 to 726 according to Fig. 14.

1. (K%), & bOMEFEIEN T« (TNFa) 2
LU THRERNEZE N =T IEAET R 2T
HitkTdh > T, TNFOE /7 10— F LHifkcA2
LOMGEBEWIIHES S, * 2 7Hifk,

1. (B%), Z2\OT7 I VWISt —N—=Fv 7
LTwabt FOEHIEIEN T« (TNFa) OF
ARTF FXIE FTARTTF FOR)ZF L~
Voot eabi¥ b= vy o/t ko
THEEND, & FNTNF « D87-108( D7 I /
f, X1359-80f7 L 87-108fL D7 I JHRIZEHF
BLHRLEL—DODIY b —TITHEARESR ¥
A 7 Hifk,

150. A polypeptide comprising a structural

analog of SEQ ID NO:3 wherein said polypep-
tide binds to hTNF « and competitively

M M OE

159)

160)

161)

162)

163)

164)
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inhibits the binding of monoclonal antibody
cA2 to hTNF «.

[---are rejected under 35 U.S.C. 112, second
paragraph, as being indefinite for failing to par-
ticularly point out and distinctly claim the sub-
ject matter which applicant regards as the
invention.--The metes and bounds of what
nature of molecule qualifies as a structural ana-
log is unclear. |
151. A polypeptide of Claim 150 wherein said
structural analog has substantially the same
sequence as SEQ ID NO:3.

[The metes and bounds of what sequence is

“substantially the same” is unclear. Give the
uncertainty as to what comprises a polypeptide
“substantially the same” as SEQ ID NO:3---,
one of skill in the art can not make and use the
claimed polypeptide commensurate with the
scope of the claim without undue experimenta-
tion using the specification for guidance.]
1. A chimeric antibody---, said antibody capa-
ble of binding an epitope specific for human
tumor necrosis factor TNF «, wherein the non-
human immunoglobulin variable region com-
prises an amino acid sequence selected from
the group consisting of SEQ ID NO:3 and SEQ
ID NO:5.
2. A chimeric immunoglobulin molecule
according to claim 1, ---, said variable region
having specificity to human TNF « said
immunoglobulin molecule binding with high
affinity to a neutralizing epitope of human
TNF « in vivo.

[The contribution of present application over
the known prior art is considered to be the dis-
closure of a monoclonal anti-human TNF «
antibody (ie. A2) binding to a specific neutral-
izing epitope which includes amino acids within
87-108 of TNF « ---. Thus, the disclosed neutral-
izing epitope is considered to be an essential
technical feature of the present application
(Article 84 EPC).---does not fulfil this require-
ment as it is only defined by a general “neu-
tralizing epitope” but without further charac-
terization of said epitope.]
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1. A chimeric immunoglobulin molecule, ---,
said immunoglobulin molecule having specifici-
ty for a neutralizing epitope of human tumor
( TNFa )

immunoglobulin molecule (i) neutralizes or

necrosis factor-« and said
inhibits cytotoxicity of human TNF « and (ii)
does not inhibit cytotoxic activity of TNF «
produced by baboon, cynomolgus and rhesus
monkey or human TNF 28 and (iii) neutral-
izes: (a) TNF-induced IL-6 secretion; b) TNF
activation of procoagulant and adhesion mole-
cule activities of endothelial cells; and ¢) TNF-

166

)

induced surface expression of ELAM-1.
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