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JEDBH: PR E R FELWER
Ala (A) Val; Leu; lle Val
Arg (R) Lys; Gln; Asn Lys
Asn (N) Gln; His; Asp, Lys; Arg Gln
Asp (D) Glu; Asn Glu
Cys (C) Ser; Ala Ser
Gln (Q) Asn; Glu Asn
Glu (E) Asp; Gln Asp
Gly (G) Ala Ala
His (H) Asn; Gln; Lys; Arg Arg
Ile () Leu; Val; Met; Ala; Leu
Phe; / V01
Leu (L) a4 ;e Val, lle
Met; Ala; Phe
Lys (K) Arg; Gln; Asn Arg
Met (M) Leu; Phe; Ile Leu
Phe (F) Trp; Leu; Val; Ile; Ala; Tyr Tyr
Pro (P) Ala Ala
Ser (S) Thr Thr
Thr (T) Val; Ser Ser
Trp (W) Tyr; Phe Tyr
Tyr (Y) Trp; Phe; Thr; Ser Phe
Val (V) Ile; Leu; Met; Phe; Leu
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FIG. 1 FIG. 3

Library | Roupd gct Protein
AP I
Ineutravidin P2 IN-GST jinsulin rsion 1_[version 2{mVEGFhVEGF|
= - = 3 3 o 1 1 Q 1 29 2
Tibrary Randomized Positions YA M 4 1 1 h N 1 1 | 2s
CDRL3 ‘CDRH1 CDRH2 CDRH3 5 2 5 346 13 6 5 34
3 44 2 229 1 1 0 250 55
A 8,30,31, | 50,5253, 54, | 95,96,97,98,99, v : ‘ 2 p I I el I
32,33 56,58 100, 100a 5 1 0 800 100 | 120 167 | 367
28,30,31, | 50,52,53, 54, | 95,96,97,98,%9,
YS-B 9194, 96
32,33 56,58 100, 100a
FIG. 4
FIG. 2
Tibrary type
Libr YS-A YS-B
Naric Soquence . Round
HI GCA GCT TCT GGC TIC TMT ATT TMT TMT TMT TMT ATA CAC TGG GTG CGT number / Rn::;nd R(;\%rd Rt:;nd Ro;smd RA:‘uzﬂﬂ R‘:;M‘ R%\;nd R:;m‘l
iz CTG GAA TOG GIT GCA TMT ATT TMT CCA 1MT TMT GGT THT ACT THT TAT | Taget
GCC GAT AGC GTC : BVEGE | 1/24_| 11724 | 24124 7724 | 19794 | 5414
H37___|GIC TGT AGC CGC (IMT); GCL ATG GAC TAC TGG neutravidin 0724 | 3724 [ 23/24 0724 [ 21/24
H38 GIC T AGC CGC (TM1); GCT ATG GAC TAC TGG maltose .
[H39 __|GIC 3 GC CGC (TMI), GCT ATG GAC TACTGG binding 0124 | 0724 | 0/24 Ll o 7124
3 C 1) < |_protein_
g;_ g:g A" N gCGGC%(T%":(:gg' ig AC Erbin GST 1/48 33/48 24/24 17/48 24148 24/24
yion sl GT AGC CGC (THTy; GCT ATG GAC oty 0724 | 1/24 | 5124 0724 | 0724 | 12/24
H3- GIC TAT TAT TGT AGC CGC (IMT);; GCT ATG GAC ke 0/24 2124 3/24 | s 0/24 23/24
B34 | GIC 'GT AGC CGC (TMT)y; GCT ATG GAC AP vers
A3-5 [ GIC 'GT AGC CGC (IM1)s GCT ATG GAC i 0/24 | oi% | 124 0/24 | 024 | 242
’ii- 6 GTC 'GT AGC CGC (TMT);5 GCT ATG C mVEGE 15748 25748 24124 10/48 15748 24124
H347 | GIC AT TGT AGC CGC (ZM1)y; GCT ATG GAC ‘murine 1%
[B318_[GrC TGT AGC CGC (TMT)is GCT ATG GAC 16 2124 | 2/ | AIA 0r24 | o1
H3-19 GIC TGT AGC CGC (TMT);5 GCT ATG GAC
[H320 [ GIC AT'TGT AGC CGC (TMT)y GCT ATG GAC TA
L3a GCA ACT TATTAC TGT CAG TMT TMT TMT TMT CCA TMT ACG TIC GGA CAG
GGT ACC
3 ACTTAT TACTGT CAG CAA THMT TMT TMT TMT CCA TMT ACG TIC GGA CAG
‘| garacc R
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FIG. 6

codon | _composition in base amino acids encoded
RMC CYAC)C TNDA
RMG GYAC)G TEEA
RRC AGYAG) NSDG
RSA G)COA TRAG
vook an oo MKC (ACYTG)C LRIS
woor woannn @ @ (TCYCAT SYPH
001 varrms  ix 0 > B oL o
oo >- > >0 > o0 > RMT (TGXCAIT__ YADS
100+ & aannnn o> >00nn SRC (CGAGC HRDG
400k > ® wo>nn> B> >a® MRT ACYAG)T HNRS
8004 o > »>00B00 0> GB>0 WMT (TAYCAT SYIN
1001 > @ FEBEO>> 0> B>r>0>00n0
200L o > E>A>WE> BB > B>

POLO QD >>>> >000>000 O> GOBNAOOND
OOL> ) > >35> > >>>>> BB >B OB>>0>>>>
WL>@>DOD> O>BO>>>> OB >D>0>0ANA
BOL> 0> ODDD GBH>>D>D> >BH D> D>>BODD
WD >>>>>0 DRODNDDGO >0 ADD>D>>>>
Br>D>>DB F>>>>>DN >> JD>>DNGNOD D D D [
W>VOOD>> >>0O>BD> >0 LOL>D>>>>
BO>>>>>0 >O>>0>>0 >> 0>0>0>000

WON>DOD> NAO>>NDBD B> >D>D>BODD .
2| B> 000> 00 ©>000>>>n0 0 FIG. 7
g T - e . .
3 ', (V]
2 —
g T8
Romd Target Ant
TGF | BVEGF | Ant-hGH | HGHDp |
2 2/24 0/24 124 0/24
3 6/24 341216 13796 4724
4 3724 172 724 T1/48
SEESEC EEREET I R
ERDRBBDS GO BONH >6 GO>ZODGDD oogogno
W>>VDOD> DODDDB>N> >0 O>D>VOBNHD
Nno@@®O>> >0>>>0>0 OO >O0>000000
Er>>wung
CETLEET 3 FIG. 8
Land X0}
e maigray i)
G B 00> 0.0
g .
Target Tibiaty of origin for sach binder ol
WB"B""”%EE%;%% %E TRAG | GAST | HRDG | SYIN | SYPH | YADS
3443447 34 N N 2 1[5
[ Eveer I )
snpueE s YL EF e anti-hGE 5 5 7 1 15
GWBL _ o hGH bp 3 6
svopuoys @ & 8
—_— [ T

oooad ooooao
FIG. 9

Soquonee ] I IG n 1 0
GCA GCT TCT GGC TTC WMT ATT WMT WMT WMT WMT ATA CAC TGG GTG CGT

CTG GAA TGG GTT GCA WMT ATT WMT CCA WMT WMT GGT WMT ACT WMT TAT
GCC GAT AGC GTC
YADS-H3- | GTCTAT TAT TGT AGC CGC (WMZI); GCT ATG GAC TAC TGG

3
YADS-H3- | GTC TAT TAT TGT AGC CGC (WMT), GCT ATG GAC TAC TGG
M 2

YADS-H3- | GTC TAT TAT TGT AGC CGC (WMT)s GCT ATG GAC TAC TGG
5

Round Libeary

3- | GTC TAT TAT TGT AGC CGC (WMT), GCT A1G GAC TAC TGG YADS-A YADS-B
37224 0724
27132 347408

49 /128 5/24
2724

YADS-H3- | GTC TAT TAT TGT AGC CGC (WMT)s GCT ATG GAC TAC TGG
6

[ YADS-

7
YADS-H3- | GTC TAT TAT TGT AGC CGC (WMT)s GCT ATG GAC TAC TGG

8
YADS-H3- | GIC TAT TAT TGT AGC CGC (WMT); GCT ATG GAC TAC TGG
9

YADS-H3- | GTC TAT TAT TGT AGC CGC (WMD) GCT ATG GAC TAC TGG
10
YADS-H3- | GTC TAT TAT TGT AGC CGC (WMT)y GCT ATG GAC TAC TGG

Lh| ] wbes

YADS-H3- | GTC TAT TAT TGT AGC CGC (WMT)1; GCT ATG GAC TAC TGG

YADS-H3- | GTC TAT TAT TGT AGC CGC (WMT);3s GCT ATG GAC TAC TGG
13

YADS-H3- | GTC TAT TAT TGT AGC CGC (WMT),, GCT ATG GAC TAC TGG

14
YADS-H3- | GTC TAT TAT TGT AGC CGC (WMT);s GCT ATG GAC TAC TGG
5

YTNS-HI | GCA GCT TCT GGC TTC KMT ATT KMT KMT KMT KMT ATA CAC TGG GTG CGT
YINS-HZ | CIG GAA TGG GTT GCA KMT ATT KMT CCA KMT KMT GGT KMT ACT KMT TAT

gooad

|gccgartaccere 0 |
GTC TAT TAT TGT AGC CGC (KMT); GCT ATG GAC TAC TGG
FIG. 11
short
clone clene human AP cyno AP
name name (nM) (nM)
Ys1 YS1-AP 79 32
Ys2 YS2-AP 15.8 > 1000
Y83 YS3-AP 348 >1000

Ooooao
FIG. 12

Randomized Positions

CDRLT | CDRL2 CDRL3
28,29, 30,31, 32 ’ 50,53 91.94, 96




(90) JP 2007-501011 A 2007.1.25

gooado ugooad
FIG. 13

uence
ACC TGC CGT GCC AGT CAG KMT KMT KMT KMT KMT GTA GCC TGG TAT CAA
CAG

CCG AAG CIT CTG ATT TAC KMT GCA TCC XKMT CTC TAC TCT GGA GIC CCT
ACT TAT TAC TGT CAG CAA KMT KMT KMT KMT CCA KMT ACG TTC GGA CAG
GGT ACC

32 0195 4% 128 0,109 62%
33 0097 4% 129 0088 3%
34 0208 (2% 130 0415 37%
35 0036 {4% 131 0095 85%
38 0235 4% 132 0115 43%
37 0213 3% 133 0.069 46%
38 0113 0% 134 0080 33%
39 0245 1% 135 0172 M%
4 0211 8% 136 0149 39%
M 0112 2% 137 0160 47%
42 o1ar 1% 138 0.106  63%
3 0198 3% 139 0104 49%
44 0241 4% 140 0131 7%
45 0130 7% 141 0118 4%
46 0185 19% 142 0112 48%
47 0104 25% 143 0089 0%
43 0186 13% 144 0097 47%
49 0117 30% 145 0115 47%
50 0104 44% 148 0083 41%
51 0071 2% 147 0092 48%
52 0121 3% 143 0108 80%
53 0107 24% 149 0003 16%
54 0133 28% 150 0427 V4%
65 0125 53% 151 0109 46%
56 0089 7% 152 0106 46%
57 0088 0% 153 0089 68%
58 0149 16% 154 0120 37%

oooogad ooooand

Asp Te Gln Met Thr Gln Ser Pro Ser Ser Len Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Arg
+ Ala Ser Gln Asp Val Asn Thr Ala Val Ala Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys Leu Len Ile
" Tyx Ser Ala Ser Phe Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly Ser Arg Ser Gly Thr Asp - #Phe
Thr Leu Thr Te Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gin His Tyr Thr Thr Pro
Pro Thr Phe Gly Gln Gly Thr Lys Val Glu lle Lys Arg Thr

|

[elel

C CACCICAGAC

“CDR-12

TICTGATTTA GICGGCATCC TTCCTCTACT CTGGAGTCCC TTCTCGCTTC
“CBR-L2 .
TTCGCAACTT
~CDR~L3
COAGTAACTC CC
“EMEEY

(BESIBES 1)

GCARCATTAT ACTACTCCTC

ACGGCACGGT CAGTCCTACA
G
T

T GATCTCCAAC TCCACTAARA

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala
Ala Ser Gly Phe Asn Tle Lys Asp Thr Tyr Ile His Trp Val Arg GIn Ala Pro Gly Lys Gly Len Ghn Trp
Val Ala Arg lle Tyr Pro Thr Asm Gly Tyr Thr Arg Tyr Ala Asp Ser Val Lys Gly Arg Phe Thr Ile Ser
Ala Asp Thr Ser Lys Asn Thr Ala Tyr Leu Gln Met Asn Ser Len Arg Ala Glu Asp Thr Ala Val Tyr
Tyt Cys Ser Arg Tsp Gly Gly Asp Gly Phe Tyr Ala Met Asp Val Trp Gly Gln Gly Thr Leu Val Thr
Val Ser Ser
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INTERNATIONAL SEARCH REPORT PCT/US2004/024218
A. CLASSIFICATION OF SUBJECT MATTER
IPC 7 CO7K16/00 C12N15/62 £12N15/13 CO7K16,/22

Accorcing 1o International Patent Classification {IPC) ot to bath nalional classlfication and IPC

B. FIELDS BEARCHED

IPC 7 CO7K Cl2n

Minimum documaniation searched {elassificalion syslern jollowed by classifieation symbols)

Documentation searched othar than mintmum domimentation 1o the sxtent that such doeuments ane nluded In tha flalds searchad

Eleclronic date base cenaalted during the intemational eoarch (name of data base and, whese practizal, ssarch tarms used)
EPO-Internal, CHEM ABS Data, Sequence Search, BIOSIS,

PAJ, WPI Data

C. DOCUMENTS CONSIDERED TQ BE RELEVANT

Gategory ® | Ciation of documnent, with indication, where approgriate, of the raisvant passages Ralavant to ciaim No.
X KLEIN D ET AL: "I.29 lymphoma cells 1-5,
express a nonmubated VH gene before and 37-39,
after H chain switch."” 41-43,
JOURNAL OF IMMUNOLOGY (BALTIMORE, MD. : E9,.62,
1950) 1 MAR 1988, 63,
vol. 140, no. 5, 68-75,
1 March 1988 (1988--03-01), pages 78,83
1676-1684, XP002338100
ISSH: 0022-1767
the whole document
X DATABASE NCBI 1,2,5
31 January 1994 (1994-01-31),
SCHLUTER-C ET AL.: "CAA46520"
XPO0D233B103
abstract y

I:ﬂ Further doctments ara listed In the continuation of box C.

E Patent amily members are listed in annex.

© Spacial categorles of died docements :

*A" documsnt defining he general state ofthe art which Is not
congldsred to ba of particular relevance

"E" aarller document buf published on or akter the international

fillng ciate
** document which may throw doubis on prioiy clalm(s; or
which 15 cified 10 egtablish the publication date of another

citatlon or other special reason (as specillec

*0r documant refesring to an oral disclosuts, use, axhibition or
othetr maans

“T* |aker document published after the international flling dale
or priorily date &nd net in conilict with the application but
citad 1o understand the princlple or theary underlying the
invention

*%* document of particular relavance; the ciaimed invantion
canno! ba considered novel ur cannct be congiderad 1o
Involve an Invenitive slep when the document s taken alone

*v* documant of parkicular relevance; the claimed Invention
canhot be consldaerad to Involve an Inventive step when the
document is 6o rmbined with one or more other such docu—
msrrlﬂs, such co rnbinatlon belng obvious to 8 parson skilled
inthe art.

*P' document published prior to the Infemational filng date but
later than lhe priority date claimad *%* document member of the same patent family
Date of the actual completion of the intamnational search Date of malling of the intemational szarch report
19 August 2005 13/09//2005
Name and malling addresg of the ISA Authorlzed officer
European Petent Office, P.B. 5818 Patentlaan 2
oL o kb0, Tx, 31 651 apa nl
+31-70) 340~ , Tx. apo nl,
Fax: (+31-70) 840-3016 lechner, 0
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Calegory ° | Chiation ci document, with indication, where appropriate, of the relavant passages Relevant to claim No.
X —& SCHLOTER € ET AL: "The cell 1,2,6
proliferation-associated antigen of
antibody Ki-67: & very large, ubiquitous
nuclear protein with numerous repeated
elements, representing a new kind of cell
cycle—-maintaining proteins.® THE JOURNAL
OF CELL BIOLOGY. NOV 1993,
vol. 123, no. 3, November 1993 (1993-11),
pages B13-522, XP002338950
ISSN: 0021-9525
abstract
X W0 01/27612 A (CONNEX GESELLSCHAFT ZUR 15,16,
OPTIMIERUNG VON FORSCHUNG; REITER, 18-20,
CHRISTIAN;) 19 April 2001 {2001-04-19) 22,23,
37-39, .
43,78,83
the whole document
X DATABASE REGISTRY RN 148222-13-3 7.8
22 June 1993 (1993-06-22), "Ani-human
thyroid peroxidase antibody Fab heavy
chain (human 1-3)"
XP002338104
abstract
X -& WO 93/08072 A 15,16,
18 March 1993 (1993-03-18) 18-21,
37-39,
41-43,
59,72,
73,78,
83,91,
95,96
abstract; figure 32a
X WO 03/055979 A (HUMAN GENOME SCIENCES, 15,16,
INC; RUBEN, STEVEM, M; BARASH, STEVEN, C; 18-20
CHOI,) 10 July 2003 (2003-07-10}
sequence 918
X Us 2003/091995 Al (BUECHLER JOE ET AL} 11,12,
15 May 2003 (2003-05-156} 14,
37-43,
59,
61-65,
68-76,
78-87
the whole document
X US 6 190 908 B1 {KANG ANGRAY S) 59-65
20 February 2001 (2001-02-20)
the whole document
—/—
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{ategory

Giation of document, with indication, where appropriate, of ihe relevant paseages

Relevant to claim No.

P.X

WO 03/089614 A (GENENCOR INTERNATIONAL,
INC; POWER, SCOTT, D; WANG, HUAMING; WARD,
MIC) 30 October 2003 (2003-10-30)

the whole document

HAWKINS R E ET AL: "SELECTION OF PHAGE
ANTIBODIES BY BINDING AFFINITY MIMICKING
AFFINITY MATURATION"

JOURNAL OF MOLECULAR BIOLOGY, LONDON, GB,
vol. 226, no. 3, 1992, pages 889-886,
XP000940994

ISSN: 0022-2836

the whole document

WINTER G ET AL: "MAKING ANTIBODIES BY
PHAGE DISPLAY TECHNOLOGY"

ANNUAL REVIEW OF IMMUNOLOGY, ANNUAL
REVIEWS INC, US,

val. 12, 1994, pages 433-455, XP000564245
ISSN: 0732-0582

the whole document

DESHAYES KURT ET AL: ™Rapid
identification of small binding motifs
with high-throughput phage display:
Discovery of peptidic antagonists of IGF-1
Function”

CHEMISTRY AND BIOLOGY (LONDON),

vol. 9, no. 4, April 2002 (2002-04), pages
495-505, XP002338407

ISSN: 1074-B621

abstract

paragraphs ‘MONOVALENT!, ‘LIBRARY!,
‘DESIGN!, °OAND!, ‘SELECTION!

CHEN Y ET AL: "Selection and analysis of
an optimized anti-VEGF antibody: crystal
structure of an affinity-matured fab in
compiex with antigen"”

JOURNAL OF MOLECULAR BIOLOGY, LONDON, &B,
vol. 293, no. 4,

5 November 1999 (1999-11-05), pages
865-881, XP004461879

ISSN: 0022-2836

the whole document

—f—

1-5,15,
16,18,
37,39,
41,
43-45,
49-51,
53,54,
68,69,
72,74,
78,83

78-90

1-97

1-97

1-97.
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A ADAMS & P ET AL: "Generating improved
single-chain Fv molecules for tumer
targeting”

JOURNAL OF IMMUNOLOGICAL METHODS, ELSEVIER
SCIENCE PUBLISHERS B.V.,AMSTERDAM, NL,
vol. 231, no. 1-2,

10 December 1999 (1999-12-10), pages
249-260, XP004187649

ISSN: 0022-1759

abstract

A SCHIER R ET AL: "ISOLATION OF
HIGH-AFFINITY MOMOMERIC HUMAN
ANTI-C-ERBB-2 SINGLE CHAIN FV USING
AFFINITY-DRIVEN SELECTION"

JOURNAL OF MOLECULAR BIOLCGY, LONDON, 6B,
vol. 255, 1996, pages 28-43, XP000921474
ISSN: 0022-2836

abstract
paragraphs ‘SELECTION! - ‘O00OF!
A WO 01/44463 A (GENENTECH, INC)

21 June 2001 (2001-06-21)

the whole document

A VAJDOS F F ET AL: "Comprehensive
Functional Maps of the Antigen-binding
Site of an Anti-ErbB2 Antibody Obtained
with Shotgun Scanning Mutagenesis™
JOURNAL OF MOLECULAR BIOLOGY, LONDON, GB,
vol. 320, no. 2, 5 July 2002 {2002-07-08),
pages 415-428, XP004449739

ISSN: 0022-2836

the whole document

A SIDHU SACHDEY § ET AL: "Exploring
protein-protein interactions with phage
display.”

CHEMBIOCHEM : A EUROPEAN JOURNAL OF
CHEMICAL BIOLOGY. 3 JAN 2003,

vol. 4, no. 1,

3 January 2003 (2003~01-03), pages 14-25,
XP002338903

ISSN: 1439-4227

the whole document
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A MCCAFFERTY JOHN: "Phage display: Factors 1-97
affecting panning efficiency”

PHAGE DISPLAY OF PEPTIDES AND PROTEINS: A
LABORATORY MAMUAL ACADEMIC PRESS, INC.,
1250 SIXTH AVE., SAN DIEGO, CALIFORNIA
92101, USA; ACADEMIC PRESS LTD., 14
BELGRAVE SQUARE, 24-228 OVAL ROAD, LONDON
NW1l 70X, ENGLAND, UK, 1996, pages 261-276,
XPOOS051E1E

ISSN: 0-12-402380-0

the whole document

A ADEY NILS B ET AL: "Preparation of 1-97
second-generation phage 1ibraries®

PHAGE DISPLAY OF PEPTIDES AND PROTEINS: A
LABORATORY MANUAL ACADEMIC PRESS, INC.,
1250 SIXTH AVE., SAN DIEGO, CALIFORNIA
92101, USA; ACADEMIC PRESS LTD., 14
BELGRAVE SQUARE, 24-28 OVAL ROAD, LONDON
NWl 70X, ENGLAND, UK, 1996, pages 277-291,
XPOO9051516

ISSN: 0-12-402380-0

the whole document

A SIDHU S S ET AL: "PHAGE DISPLAY FOR 1-97
SELECTION OF NOVEL BINDING PEPTIDES"
METHODS IN ENZYMOLOGY, ACADEMIC PRESS INC,
SAN DIEGO, CA, US,

vol. 328, 2000, pages 333-363, XP000984091
ISSN: 0076-6879 .

the whole document

A KONTHUR Z ET AL: T"Automation of phage 1-97
display for high-throughput antibody
development”

TARGETS, ELSEVIER,

vol. 1, no. 1, 1 July 2002 (2002-07-01),
pages 30-36, XP004886584

ISSN: 1477-3627

the whole document
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INTERNATIONAL SEARCH REPORT PCT/ 082004 /024218

Box No. | Nucleotide and/or amino acid sequence(a) {Continuation of tam 1.b of the firat sheet)

1. With regard to any nuclectide andéor amino acid sequence disclosed In the international application and necessary to the claimed
invention, the international search was carrled out on the basle of:

a. lyps of material

E & sequence listing
IEI table(s} related to the sequence listing

b.  format of malerial
E In written format
E in computer readable form

o.  time of fingHurnishing
[[]  containedin the Intemationai application as fled
[]  fea ogether with the ntemational application 1n computer readabls form
E furnished subseguentty to thls Authorlty for the purpose of search

2, D in addition, in the case that more than one vereion or copy of & sequence listing and/for table relating thereto has been filed
ar furnished, the required statements that the information in the subseguent or additional copies |8 Identcal to thatIn the
application as filed or does not go bayond the application as filed, 2s appropriate, were furnished,

3. Additional comments:

Form PCT/ISA/21 O (continuation of first sheet 1)) (January 2004)
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Intemational Application No. PCT/US2004 /024218

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box II.2

Claims Nos.: 37-43, 54-65, 68-74, 79-90 (all only in part), 26-36,
44-53, 66, 67 (not searched at al1)11)

Present claims 26-36, 44-53 and claims referring to sald claims relate
to completely undefined variants. In Fact, the claims contain so many
variables that a jack of clarity (and conciseness) within the meaning of
Article 6 PCT arises to such an extent as to render a meaningful search
of the claims impossible; Consequently, no search has been carried out
for said claims. Moreover, the "variant" is completely undefined since
the referenced sequence{s), of which the claimed shouid be a variant, is
not defined.

Claims 37-43, 54-65, 68-74, 79-90 were searched as far as not relating
to claims 26-36, 44-53.

Claims 60, 71 do not meet the reguirements of Article 6, PCT in that the
matter for which protection s sought is not clearly defined. The claims
relate to completely undefined variants and derivatives. In the present
case, the claims lack clarity. Consequently, the examination of novelty
and 1nventive step has been carried out for those parts of the claims
which appear to be clear and supported, namely those parts relating to
the specifically identified peptide sequences and formulas given in
claims 1-5, 7-25 and the specific viral-coat proteins given in claim 60,
peptide-tags given in claim 65, and the specific expression vectors
11sted in claim 71 (without derivatives).

The wording of claims 6, 66 is unclear in itself (Art. 6, PCT) not
allowing a meaningful search. Moreover, claim 6 relates to an Ab
designated by an in-house designation, i.e. 4DB which is also unclear in
the sense of Art. 6, PCT.

The applicant’s attention is drawn to the fact that ¢laims relating to
inventions in respect of which no international search report has been
established nzed not be the subject of an international preliminary
examination (Rule 66.1{e) PCT). The applicant is advised ihat the EPO
policy when acting as an International Preliminary Examining Authority is
narmally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or net the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPD, the applicant is reminded that a search may be carried
out during examination before the EPO {see EPO Guidelire C-¥I, B.5),
should the probiems which led to the Article 17(2) declaration be
overcome.
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Box Il Observations where certain claims were found unsearchable (Continuation of item 2 of {irst sheet)

Thie International Search Aeport has not been established in respect of certaln claims under Artlsle 17{2)(a} for the following reaeons:

1. Claims Mos.:
becauss they relate to subject matter not required to ba searched by thls Authority, namely:

2, Clalms Nos.:

becauss they relate to parts of the Intemational Application that do ot comply with the prescribed requirements 1o such
an extent hiat ro meaningiul Internaftional Searck can be carrled out, specifically;

see FURTHER INFORMATION sheet PCT/ISA/210

a ]___| Clalms Nos.:
because they are dependent claims and are not drafted in acoerdance with the second and third sentences of Rule 6.4(a).

Box 1! Ohservations whers unity of invention i lacking (Coniinuation of item 3 of first sheet)

This Intamational Searching Autharity found multiple inventions In this Intemational application, as follows:

1, D Ae all required additional search faes wore timely paid by the applicant, thie international Search Report covers all
searchable claims.

2, r_—' As all searchable claims could be searched without effort justifying an addiional fese, this Authority did not Invite payment
of any additional fee.

8. D As only some of the required addiional search fees wers timely paid by the applicant, this Intemational Search Repont
cavers only those claims for which feas warg pald, specificaily claims Nos.:

4, D No required additional search fees were timely paid by the applicant. Consequently, this Intarnational Search Report s
restricted & the invention first mentioned in the daims; 1t Is covered by claims Nos.:

Remark oh Protest |:| The addltional saarch fees ware accarnpanied by the applicant's protest,

I:I No protest accornpaniad the payment of additional search fees.

Form PCT/ISA/210 [continuation of first shaet (2)) (January 2004)
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Patent document Publication Patent family Publloation

cited In saarch report date membar(s) date
up 0127612 A 19-04-2001 AT 236398 T 15-04-2003
AU 1137301 A 23~04-2001
AU 7787100 A 23~04-2001
BR 0014734 A 18-06-2002
CA 2387473 Al 19-04-2001
CN 1382259 A 27-11-2002
DE 50001665 D1 08-05-2003
DK 1232392 T3 28-07-2003
WO 0127612 A2 19-04~-2061
WO 0127613 AZ 19-04-2001
EP 1232392 Al 21-08-2002
EP 1221045 A2 10-07-2002
EP 1336850 Al 20-08-2003
ES 2194782 T3 01-12-2003
JP 2003511697 T 26-03-2003
JP 2003511698 T 25-03~2003
PT 1232392 T 29-08-2003
SI 1232392 T1 31-10-2003
TR 200201006 T2 21-11-2002
WO 9305072 A 18-03-1993 AU 2555792 A 056-04-1993
CA 2116453 Al 18-03-1993
EP 0604453 Al 06~07-1994
FI 940391 A 28-03~1994
FI 940732 A 28-04-1994
JP 7503604 T 20-04-1995
JP 7506960 T 03-08-1995
NO 940298 A 27-01-1994
NO 940668 A 29-04-1994
Wo 9305072 Al 18-03-1993
EP 1668918 Al 30-08~1995
WO 03055979 A 10-07-2003 AU 2002364954 Al 15-07-2003
‘ CA 2467521 Al 10-07-2003
EP 1456347 A2 15-09-2004
Wo 03055979 A2 10-07-2003
US 2003223996 Al 04-12-2003
Us 2003091995 Al 15-05-2003 AU 7849600 A 10-05-2001
CA 2385709 Al 12-04-2001
EP 1222314 Al 17-07-2002
JP 2003527832 T 24-08-2003
Wo 0125492 Al 12-04-2001
us 6190908 81 20-02-2001 Al 766253 B2 09-10-2003
Al 5554399 A 06-03-2000
CA 2336541 Al 24-02-2000
EP 1127142 Al 29-08-2001
JP 2002522084 T 23-07-2002
Wo 0009715 Al 24-02-2000
us 6323004 Bl 27-11-2001
Us 2002146827 Al 10-10-2002
WO 03089614 A a0-10-2003 AU 2003222664 Al 03-11-2003
EP 1495055 A2 12-01-2005
Us 2005158825 Al 21-07-2005
Wo 03089614 A2 30-10-2003
Us 2004018573 Al 29-01-2004
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