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ooocoobOoooooooooooao
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133A, C34S, C34A, R371, VI38S, L39A, E40A, R41A,
R41B, R41E, R41Q, Y42A, Y42F, Y421, K47A, K47E, E48A, N51K, C3568, C56Y,
AS5TN, H39T, C60S, C60Y, N65K, PoSN, P69A, D70A, T711, K72A, K72D, V73A,
N74A, F75A, F751, Y76A, Y768, W78F, W78N, K79A, Q86N, E89T, L94S, L97A,
NI110K, D123R, Kl124A, S127R, S127E, S127A, S127T, G128A, GI1281, L129A,
RI30A, S131A, S1311, L132A, TI133A, T1331, T134A, T134L, L135K, L135A &R ©
L1355;
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ooocobobobooooooooobbbooooooooooboObbobOooooonn

goooaod
N51Q, P1148, W115N &G P117T;
N65Q, P114S, WIISN X TG P117T;
NI110Q, P114S, W115N W P117T.
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guggono

TTTGCAGAGT: e TATTTGCCCCCATC
AAATTCCTCAACATGGTCAACATTGTT! GTCCTGGGATT CACTCATTTGCCC
CTCCCTAAAGCTTCTGGGCTTCCAGACCCAGCTACT TTGCGGAACTCAGCAACCCAGGCAT TCCGC
CCAAGACCGGGATGCCCC CGGGAGCCCAGCCTTTCCCAGATAGCACGCTCCGCCAGTCCEA
\GGGTGCGCARC CCCCT AGGGCCCGGGAGCAGCCCCCATGACCCACACGCACGTC

TGCAGCAGCCCCGCTCACGCCCCGGCGAGCCTCARCCCAGGCETCCTGCCCCTGCTCTGACCCCGGETGECCCCT
ACCCCTGGCGACCCCTCACGCACACAGCCTCTCCCCCACCCCCACCCGCGCACGCACACATGCAGATAACAGCCC

CGACCCCUGGCCAGAGCCGCAGAGTCCCTGRGCCACCCCOECCaCTCOCTECGCTGCG! CGCGCTGICCT

GETCECTGEGEGACCCCEECCABGCECARABATEAEEGTRCACGGT GAGTACTCGCGEGCTGEGCGCTCCCECCC
(‘(‘C(‘GGC1‘{‘(‘(‘TGTTT(‘)\(‘CGG{‘G}\TTT}\GC(‘CCC(‘GE‘(‘TATTGG(‘CADGAG("IF{‘CT(‘GG’I"PCA?\GPACFGGL(:
CTTGTC

\GGACC CTCCACGTGCCAGCGGGGAC CTT
3 ACCTGACC TGCT

GTECCH TGATAAGCTGATAACCTGGGCGCTGGAGCCACCACTTATCTEC
TCTGTCACACC] TGAAGTTTGGCC TGGTAGC CGGCAGC
GCACCTGAGTGCTTGCATGGT G G
TGG AGGRAGCTGTCCTTCCACAGCCACCCTTCTCCCTCCCCGCCTGACTCTCAGCCTGECTATC

ClDGGleA(:ALCCCTTCC"CAGCACATTCCN.M;AACTCACGCTCPG(:GL'I'TMAGGGAACTCCTCCCAGATCCAG

\CCTGGCAC TAGACACTGCCCCCCT:
CCARACCATACCTGOARACTAGGOARGARG AGATCCTACGG
CAGGGACCCTTGACICCCCQGGCTGTGI‘GC}\TTTCA

TGTGGGCC? GGGCCAGAGCCM
A!L'

2 GAGT"
TTTCTTTTG AGAATCTCATTTGCGAGCCTGMT'1'TGGATGAAAGGGAGAATGATCGAGGGAAAGGTAAAATGGA
TGCCTGGECGCAGRAGGCTCACGTCTATAAT! GG

TTGCTTGAGCCCTGGAGTT ACCAAC! ATAGTGAGATCCCCCATCTCTACARACATTTARARAA
ATTAGT TGCATGGTGGTAGTCCCAGATAT T TGGAAGGCT GAGGCGEEAGGATCGCTTGAGCCE
AGGRAT' TGCAGTGAGCTGTGATCACACCACTGCACTCCAGCCTCAGTGAC CTC

TCT
TGTAT! ATTCATTATTCATTCACTCACTCACTCAC
TCACTCATTC ACAAGTCTTATTGCATACCTTCTGTTTGCTCAGT!
TGCTGAGGGGCRGGRGGGAGAGGGTGACATGGGTCAGC'A'GACTCCCAGAGTOCACTCCCTGTA ¢
TG G1C

Sendear = o o
SCCTGERBCTECA KAAGCCGTCACTGGCCTT COLRGC e
TGAGTBGGAGCGGACACTTCTSCTTGCCCTTTCTGTAAGABGSGGAGAAGGGTCT
TGTCCCTA'I"I'CCTTCCCTTTC1‘GTGGCACTGCACCGA!‘CTCCTGTTTTCTCCTTGG

cTGcGAACC'tcmbﬂ‘ccCCTGGCTCTGTOCCACTCCchcAGCAGTGCAGcAGGTCCAGGTCOGGGAAACGAGG

GTGCTGTCTCACACAGCCTGTCTGACCTCTCGACC
CAAGCTCTGCCTACGCTGGTC CATTCAAGGCCTC GGCAGCTGCCAACCCTGC

! TTGTCATC AGC: CCTTTTGGGAGTTT
TGGGGGCTGETAACAGCTGCCAACCCTGETCACTGGCCCTTGTTAATTTCTGCCTCTTCTTTGGTCTCTTCGGCT
GATGCCACACTCCCAGCATCAGCCTTCCGCCTCAATGCACATCCTCGCTAAGTCCAGCTGCCTCCTTTACTCACT
TGGGGACTGTCACCATC AATTC CACACAGGTGCEGTT C;
cTe! TCTGCTCGGGEACAAGGECCACTCTAGGTGETCCA

Figure 1

ggoano

GGCCACCGCGCCCGCTCTGCTCCGACACCGCGECCCCTEEACAG

1 CCCGGAGCCGGACC

GCTGGCCCTGCACCGCCGAGCTTCCC

61 CCGCCCTCTC

121 GCCCC

CCCGGCGCGCCCCAGGTCGCTGAGGGACTC GG

181 GATGGGGGIGC)

241 TCTE

301

GRAT, ‘CCAGACAC TATC

361 CAGCTTGAAT

421

481

541
601 AGCCC

CATCTCCCCTCCAGAT TCAGCTGCTCC cchGAAcAAT

661 CACTGCTGACACTTTCCGCAAACTC TACTCCAATTTCCTC

721 GAAGCTGTACAC

TGCAGGACAGGGGACAGATGACC] TGT ACCTG

781 GGCATATCCACCACCTCCCTCACCAACATTGCTTGTGCCACACCCTCCCCCGCCACTCCT

841 GAACCCCGTC!

\GCTCAGCGCCAGCCTGTCCCATGGACACTCCAGTGCCA

901 GC:

961 TCACAGGGCCAR

TCAGGGGCCAGAGGA GAGAT
r

ATPCAGAGAGCAGCTTTAAACTCAG

1021 GGACAGAGCCATGCTGGGAAGACGCCTGAGCTCACTCGGCACCCTGCARRRTTTGATGCT

1261 GCCT!

1081 AGGACACGCTT ITTACCTGTTTICGCACCTACCATC
1141 TGGATAAC 'TTCTCCAGGTCTCAC! ACTCCCTT
1201 GGTGGCAAGAGCCCCCTTGACAC :
CATGGGGTCC TTCTTCAACCTCATTGACAAGAACTG
1321 ARACCACC
Figure 2



ogogoano

-

CCCGGAGCCGGACCGEGECCACCECGOCCEET ACCGCGCCCCCTGGACAG

301 GAGGT. 3% GGCCAAGGAGGCCGAGAATATCACGACGGGC! S cTG
20 ~C-

361 CAGC AGRATATCACTGTC TAATTTCTATGCC A

60 X
421 GAT G GCAGEC TGGCAGGGCC CCTGCTGTCEGARGE
80 T

481 TGICCTGC GGCCCTGTTAGTCAACTCTTCCCAGCCGTGRGAGCCCCTECAGCT
100 L TeQ—1
541 GCATGT CGTCAGTGGCCTTCGCAGCCTCACCACTCTGCTTCGGECTCTGEE
120 —-T. -G
601 AG CATCTCC 6 TCCGARCAAT
140 ==A--(: I “R--T--1
661 CAC TTTCCGCARACTCTTC TCCAATTTCCTC ARGCT
160 T ~—F-

721 GAAGCTGTAC TG GGGACAGATGAC CACCTG
180 PGB ~Am—Cm—R-=T-—G==D=—Re=X L

1021 GGACAGA ! CCTGAGCTCACTCGGCACCCTGCAAAATTTGATGCC

1081

1141

1201 GCTGGCAAGAGCCCCCTTGACA CATGA

1261 GCCTCTGGCTCTCATGGGGTCCAAGTTTTGTGTATTCTTC N
1321 AARCCACC

Figure 3

1 CCCGGAGCCGGACCGEGGC TCTGCTCCGACACCGCGCCCCCTGGACAG

181 \CGAATGTCCTGCCTGRCTGTEGCTICTCCTGTCCCTECTGICGCTCCC
HomLmm Lme L.
241 TCCCAGTCCTEEGCECCCCACCACGCCTCATCTGTGACAGCCGAGTCCTGGA
20 I ?
301 GAGGTACCTCT GCCAAGGAGGCCGAGAATATC] CATCTCCCCTCC
40 --R-~Y- K=E A~=1
361 AGATGCGECCTCAGCTGCTCCACTCLG! TCACTGCTGACACTTTCCGCARACTCTT
60 -- 1~-R--T--T T F
421 CCRATTTCCTCC TGARGCTGTACAC TGCAG
K- T --R
481 GACAGGGGACAGATGACCAGGTTGTCCACT ACCACCTCCCTCACCAAC
100 --T-
CTCAGCTCA

601 GCGECAGCECTGIC T AG AGGGGCCAGAGGAR

Figure 5

(104)

oggoao

1 CCCGGAGCCGGACCGGGGCCACCECGCCCGCTCTGCTCCGACAS C CA

61 CCGCCCTCTCCTCCAGGCCL TGGCCCTGCACCGCCGAGCTTCCC GAGG

TGGCTGTGRCTTCTCCTETCCCTECTGTCGCTCC
=M= =G==V==H~~E~-C--P==R=~W-~L-—ii~ ~L--§--L--L--S--L--P

241 TCTGGE CL"l‘CCCRGTCVTGGJCGCC”CACCACGCCTCATCTGTCACRGCCakGTyCTGGA

20 --L--G--T. ~-I--C
301 GAGETACCTCTTGGAG GGAGGCC CACGGTCEGECAGCAGGCCGTAGR
40 --R--Y--Ir T

361 AGTCTGGCAGGECCTGGCCCTGCTGT! 'CTGCGGGGCCAGG!

60 : 2

421 CAACTCTTCCCAGC CCCTGCAGCTGCATGT! AAGCCGTCAGTGGCCT

o

481 TCGCAGCCTCACCACICTGCTTCGGGCT! Gee TCTCCCCTCE
100 =T L 1

541 AGATGCGGCCTCAGCTGCTCCACTCCGAACARTC CACTTTCCGCARACTCTT
120 S 2 - 5 —-F
601 CCGAGTCTACTC 'TTTCCT! Ci 'CTGCAG
140 --R
661 GACAGGGGACAGATGACCAGGTGTGTCCACCTGGGCATATCCACCACCTCCCTCACCAAC

160 --T==G~-D--R—

721 ATTGCTTGTGCCACACCCTCCCCCGCCACTCCTGARCCCCGTCGAGGGGCTCTCAGCTCA

781 GCECCAGCCTGTCCCATGEACACTCCAGTGCCAGCAATGAC

TCTGAGATCT. CAGGGCCAA

Figure 4

ggoano

181 T CGAARTGTCCTGCCTGAL 'CTGCTGTCGCTCC

241 TCTGGGCCTCCCAGTCCTGEGCGCCCCACCACGCCTCATCTGTGACAGCCGAGTCCTGGE

20 --I--C-

301 GAGGTACCTCTTGGAGECCAAGGAGGCCGAGAATATCACGACGCGCTGTGCTGAACACTG
I I=~T=~T~~G-—C

361 CAGCT' CTGTCCCAGACACC Y 2
60 --S--L I-mT D--T

121 GATGGAGGTCGGGCAGCAGECCGTAGAAGTCTEGCAGEGCCT! CGGAAGC
80 —-M——E: Q-0 I

481 TGICCTGCCGEGCCAGGCCCIGTTGOTCARCTCTTCCCAGCCGTGEGAGICOCTGCAGCT

100 --v--L: Q-=A--L: Q ==Q--L
541 GCR CGPCAGTGGCCTTCGCAGCCTCACCACTCTGCTTCGGECTCTCGE
120 R 1. -G
601 AGCCH GGACACTTCTGCTTGCCCTTTCTGTAR
140 —=A~--Q- =T, ——
Figure 6
1 CCCGEAGCCBGACK GCCCGCTCTGCTCCGACACCGCGECCCCTGRACAG

GGCCCEPECEECTGECCCTGCACCGCCRAY

181 COAMGTCOTGEOTCRCTGTGECTTCTCOTRTCCCTGETGTCRCTCOS
L--Lm-§--L—-L

241 TCTGGGCC CCACCACGCCTCATCT CGAGTCCTGGA

20 T=mCmDr

301 GAGGTACCTCTTGGAGECC AGAATATCACGACGGGCTGA 349

Figure 7
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241 CCCAGTC

20 --L-
301 GGTACCTCTTGGAGGCCARGE: T 349
a0 —=L I
Figure 8
ogoogoao
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Intamational Appiication No. PCT/EP2006 /068859

FURTHER INFORMATION CONTINUED FROM PCTASA! 210

Continuation of Box II.1

Although claims 29-33 and 36 are directed to a method of treatment of
the human/animal body (Article 52(4) EPC), the search has been carried
out and based on the alleged effects of the compound/composition.

Continuation of Box II.2

Claims Nos.: 2-7 (partially)

The present claims 2, 3, 4, 5, 6, 7 {parts a, b and as a consequence
parts e, f, o and when present parts h, i) relate to an extremely large
number of possible polypeptides. The claimed polypeptides are not
clearly defined because the claims contain so many permutations ("the
lack of at least one of the amino acids...") making the claims unclear
and inconcise to the extent that the presentation of the claims unduly.
obscures the subject-matter for which protection is sought . Support and
disclosure 1n the sense of Article 6 and 5 PCT 15 to be found however
for only a very small proportion of the polypeptides claimed, see
Examples 11-15 wherein onlty EPOv, EPOvl, EPOVZ and EPOV3 are
substantially supported. The non-compliance with the substantive
provisions is to such an extent, that the search is to be performed
taking into consideration the non-compliance in determining the extent
of the search of claims 2, 3, 4, 5, 6, 7 (PCT Guidelines 2.19 and 9.23).

The search of claims 2, 3, 4, 5, 6, 7 is to be restricted to those
claimed polypeptides which appear to be supported (i.e. EPOv, EPOv1 and
EPOV2 as claimed in parts ¢ and d of said ¢laims) and a generalisation
of their structural formulae as reflected in parts e, f, g and when
pqesent parts h, i insofar as they refer back to parts c and d of said-
claims.

The applicant’s attention 1s drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter 1I procedure. If the application proceeds intc the regional phase
before the EPO, the applicant 1s reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, 8.5),
should the problems which led to the Article 17(2) declaration be
overcome. :
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iermational appikcation No,
?CT/ EP2006/068859

INTERNATIONAL SEARCH REPORT

BoxNo. |l Observations where certain clalms were found unsearchable {Continuation of item 2 of firat shest)

This Intemational sassch fepert has not bean esteblished in respact of certain cielms undar Article 17(2)(a) for the following reasane:

1. EI Claims Nos.:
becauss they relate ko subjsct madter not requlmd to bie searchad by this Authority, namely:

Although claims 29-33 and 36 are directed to a method of treatment of the
human/animal body (Article 52(4) EPC), the search has been carried out and
based on the alleged effects of the compound/composition.

a. “ Clalma Nes.: 2-7 (par‘tia'lly)
becausa they rolate to parts of the intermational application that do not comply with tite preaoribed requirements to such’
-an extant that no meaningful intamationa) sesrch can be tarmled out, spacifically:

see FURTHER INFORMATION sheet PCT/ISA/210

8. [ ] claims os.:
because thay are depandant claime and are not drafied in acoordance with the gecond and third santences of Rule 8.4{a).

Box No. Il Observations where unity of invention is lacking (Continuation of ltem 3 of first shoet)

Thie International Searching Authority found multiple Inventions in this intemational application, &s follows:

see additional sheet

|:| As all required additional saarch foas wers Bmsiy paid by the appiicant, this international ssarch report covers allsearchabla
claims. '

2 D s seatchatie clams,could be searched without efiart usttylng an additional feas, this Authorlty cfd not invkie payment of
nal faas.

3 D As anly some of the required addtlonal search taes were timely pald by the applicant, this ntermationaf search reportcovers
only thoge cleima for which fees were pald, specifically cleims Nos.:

4, B:' No required additional search fees were timely pald by the appiicant. Cunssquenﬂv, thig intemational search report is
ragtrictad te the inventlon firet mantionad in the daims; it ls covered by claims No:

2-3 (restricted to subject matter to be searched), 1, 12-43 (partiaﬂy)

Remark on Protest I:IThﬂ additional search fees wera accompanied by the appllcant's protest and, where appilcable, the
payment of a protest s,

E:lThe arditional search tass were accompaniad by the applleanfs protagt but the applicabls protast:
fe2 was not pald within the ime Nmit spacified in the Invitation.

D No protest accompanied the payment of additional seasch foes.

Form PCT/ISA210 (continuation of first sheet {2)) (April 2005)
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Intemational Appiication No. PCT/EP 2006 /068859

FURTHER INFORMATION CONTINUED FROM  PCTASAY 210

This International Searching Authority found multiple {groups ofj
inventions in this international application, as follows:

1. claims: 2-3 (restr16ted to subject matter to be searched), 1,
12-43" (partially)

An isolated polypeptide comprising a polypeptide differing
from the sequence set forth at SEQ ID NO:3 by the lack of at
least one, of the amino acids 56 to 193, 1n particular a-
polypeptide comprising the sequence set forth at SEQ ID
NO:13 and subject-matter related to EPOv. -

2. claims: 4-5 (restricted to subject matter to be searched), 1,
" 12-43 (partially)-

An 1solated polypeptide comprising a polypeptide differing
from the sequence set forth at SEQ ID NO:3 by the lack of at
least one of the amine acids 54 to 82, in particular a
polypeptide comprising the sequence set forth at SEQ ID NO:4
and. subject-natter related to EPOVI.

3. claims: 6-7 (restricted to subject matter to be searched), 1,
12-43 (partially)

An 1solated polypeptide comprising a polypeptide differing
from the sequence set forth at SEQ ID MNO:3 by the lack of at
Teast one of the amine acids 54 to 142, 1n particular a
polypeptide comprising the sequence set forth at SEQ ID NO:6
and subject-matter related to EPOVZ.

4, claims: 8, 10, 12-43 (partially)

An fsolated polypeptide comprising the sequence set forth at
SEQ ID NO:8 and subject-matter related to the 3*end of Exon
4A.

B, claims: 9, 11, 1, 12-43 (partially)

A polypeptide comprising the sequence set forth at SEQ IP
. NO:9 and subject-matter related to EPOv3.
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4B065 AAO1X AAS7X AABBX AA9OX AA9OY ABO1 AC14 BAO2 CA24 CA44

4C084 AAO2 AAO7 AA13 BAO1 BAO8 BA19 BA21 BA23 DC50 NA14
ZAD11 ZA021 ZA161 ZA181 ZA201 ZA221 7ZA361 ZA391 ZA401 ZA421
ZA511 ZA551 ZA941 7B261 ZB271 ZC022

4C085 AA13 AA14 CC22 (C23

4C086 AAO1 AAO02 EA16 MAO1 MAO4 NA14 ZAO1 ZA02 ZAl16 ZA20
ZA22 7ZA36 ZA39 ZA40 ZA42 ZAS1 ZAS5 ZA94 7ZB21 ZB26
ZB27 7C02

4H045 AA10 AA11 AA20 AA30 BA10 BA41 CA40 DA13 DA76 EA24
EAS0 FA72 FA74 GA26
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