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1 RCCANACCCAABRARRAGARGATCTGGARTTCGEATCCTCGAGGCCACGANGECCEAAACAG
61 TGCTGARGCCT T TARATGCACCATCTGCCATGTGAGGAAAGGCACCTCCACCAGRAABACT

121 ToGRATCAAT T CTCAGCTCETERENCAACAAGTGECACAACAGTATGCCACCCCACCACC
181 CCCTARARAGGAGARGRAGEAGAAAGTTCGARAAGCAGGACAARNGAGARACCTGAGARAGA.
241 CAAGGARATTAGTCCTAGTGTTACCARGRARARTACCAACAAGAARACCAAACCAAAGTC
301 TCEACATTCIGAAAGATCCTCCTAGTGAAGCARACAGCATACAGTCTGCARATGCTACAAC
361 AAAGACCAGCGAAMCARAATCACKNCCTCARAGGCCCCEGCTGARAMACGTGRACAGGAGCAC
421 TGCACAGCAGT TGGCAGTAACTGTGGGCAACGTCACCGTCATTATCACAGACTTTAAGGA

481 AAAGACTCGCTCCTCATCGACATCCTCATCCACAGTGACCTCCAGTGCAGGGTCAGARACA,

541 GCAGARCCAGASCAGCTCGERGTCAGAGEAGCACAGACAAGGGCTCCTCCCGTTCCTCCAC
601 GCCAAAGGEGCGACATGTCAGCAGTCAATGAT GAATCTTTCTRAAATTGCACATGGAATTG
661 TGAAAACTATGAATCAGGGTATGAAATTCAARACCTCCACCTGCCCATGCTGCTTGCATC
721 CCTGGAGAATC T TCTGTGGACATCGACCTCT TAGTGAT GCTGCCAGGATAAT TTCTGCTT
781 GLCATGGGCATCTGGCCACCAAGGAAT TTCGCACCCTRACEATTACTCTTGACACTTTTA
841 TETATICCATTGTT TTATATGATTTTCCTAACAATCATETATAATTGEATGTGCTCCTGA

Xhol
9qg1 ATCTACTTITTATAAAAAALAGCCTTYGTGGCCTCGAGAGATCTATGA

Fig. 1
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1 TATAACTATCTATTCGATGATGARGATACCCCACCAANCCCARAARARRGAGATCTCSGAAT
Zhol
61 TCEGATCCTCGAGGCCACGARGGECCTITTCTCCICCEAGCGRLGCCGEITTCGECTTGGEEE
121 GRGRCECEETACAGCCCATCCATGACCATGEGCGACARGAACAGCCCGACCACECCAMAR
181 AGACAAGCEAAACCTGCCGCAGACGAAGGGTTT TGGEAT TGTAGCGTCTGCACCTTCAGR
241 AACAGTGCEGAAGCCTTTAARATGCAGCATCTGCGATGTGAGGAAAGGCACCTCCACCAGA
301 AAACCTCGGATCAATTC T CAGCTEGTEECACAACAAGTGGCACAACAGTATGCCACCCCA
361 COACCCCCTAMAAAGGAGAAGAAGGAGAAAGTTGAAARGCAGGACARAGACGALACCTGAG
421 AAAGLCAMGGAAATTAGTCC TAGTGT TACCAACAAAAATACCAACAAGAAAACCAAACCA
481 AAGTCTGACATTCTGAAAGATCCTCCTAGTGRAGCAAACAGCATACARGTCTGCAAATGCT
541 ACAACAAAGACCAGCEAAACRAATCACACCT CARGECCCCGGC IGAMAAACCTGEACAGSE
601 AGCACTECACAGCAGT TGECACTAACT T CRECAACCTCACCETCATTATCACRCACTTT
661 AARGAARACGACTCGC TCCTCATCGACATCCTCATCCACAGTGRAOCTCCACTCCAGSGGTCA
721 GAACAGCAGAACCAGAGCRGCTCGGEETCAGAGASCACAGACAAGGGCTCCTCCCGTTOC
781 oA COCCAMGGEGCGACATGTCAGCACTCAATGATGAA TCTITCTCAAATICCACATER
841 AATTCTRAAAACTATGAATCAGGGTATGARATTCAAAACCTCCACCTGCCCATGCTGOTY
301 GCATCCCTGGAGAATCTTCIGIGRACATCGACCTCTTAGTGATGCTGCCAGGATAATTTC
961 Te T e ATGEGCATC TGGCCACCARGEAAT T TCCCACCCTRACCAT TAC TCTTGACAC
1021 TT A TG TA T T CAT TG T T T TATATGATT T TCCTRAACAAT CATTTATAATTGEATSTGCT
Xhol
1081 CCTGAATCTACTI T TATAARAAGGCCTTCGTGGCCTCGAGAGATCTATGR
Fig. 2
o000

1 HEGLSPPSGA GEGLGGAGYS PSHMIMGDEKS PTRPERQARR

41 AADEGFWDCS VCTFRNSAEA FKCSICDVRK GISTREPRIN

81 SQLVAQQRVAR QYATPPPPEK EKKEKVEKQD KEKPERDKEI

121 SPSVTEINTI! KKTKPKSDIL KDPPSEANSI QSANATTKTS

161 ETNHTSRPRL ENVDRSTAQQ LAVIVGNVIV IITDFREKTIR

201 S55TSSSTVT SSAGSEQQND SSSGSESTDK GSSRSSTFRG

241 DMSAVNDESE *NCTWHNCEMY ESGYEIQNLH LPMLLASLEN

281 LIWTSTS**C CODNECLPWA SGHQGISHPD DYS*BEYVEH

321 CFI*ES8*0SEF IIGCAPESTE YKEAFVASRD L™

Fig. 3



43) uoboooboooboaobod

goon

100
90
80
70 -
60 —a—-AAP1D
50 —~—AAP1b + 7RFF >
40 - —A— FRTF
30 A
20 -
10 -

(%)

O
[=]

—Z2ME

7Rk

2 3 4
SR a3 OB

Fig. 4



(44)

gooooogg

uoboooboooboaobod

INTERNATIONAL SEARCH REPORT |

lenat Application Mo

PCT/NL 00/00612

A. CLASSIFICATION OF SUBJECT MATTER

IPC 7 CLZN1G/12 C12n5/10 C12N1/19 Co7K14/47
AG1KA48/00 A61K38/17 AGIK31/713  A61P3L/00
c1201/68 GOIN3Z/68 GOIN33/53 GOLN33/50

According 1o Intematicnal Palent Class¥ication {IFC) ot [o both nalional classificalion and PG

CO7K16/18
ABIP37/00

B. FIELDS BEARCHED

Wiinimum documentalion seerched {clagsificalion system followed by classification symbols)

IPC 7 ClzN CO7K A6IK AG61P ClzQ GOIN

Documeniation skarched other than minimumn dogumentalion 1o the edent that such decumeants are incluGed in she fiekts searched

EPO-Internal, WPI Data, PAJ, STRAND. MEDLINE

ERctronic gala base consulled during the internalional search (name of data base and. where practical, search terms used)

C. DOCUMENTS CONSIGERER TO BE RELEVANT

Calegary © | Gitation of docurnent. wath indicallen. whese appropriaie. of he relevant passages

Helevant 1 claim No.

4 GARCIA E ET AL: "RYBP, a new repressor
protatn that interacts with companents of
the mammalian Polycomb complex, and with
the transcription factor YY1"

EMBC JOURNAL .,

vel. 18, mo. 12,

15 June 1998 {1999-06~1b), pages
3404-3418, XPCG02131759

cited in the application

g8 7% 1dentity in 226 aa overlap with
seqldNe. 10 / 91.1% identity in 824 nt
gverlap with SeqldNo.9

e

1-4,6-18

IE Fursher docymenis are listed in the: confirualion of box G.

E Patent family members ar listed In annex,

= Special calegories of ciad documents :

A" decument defining 1he general state of the an which is not
considered 1o be of pasticular felevance

*E* earier dotumedt bul published on or afier the intemational
filing <daie

#L* dagurtent which Imay throw doubts on priarity claim{s) or
which im cite¢ 10 =ctablich the publization date of anether
citation or oiker special reason (as specified)

"0 document referring fo an cral disclosure. use, exhibiion or
olhar means

'P' gcumient published prior o the intemalional fiing date but
iater than the priorily date claimed

invention

in the arl.

"T* later document pubished aer (ke iNlernanional fling daie
or pririty dale and not i conflict with the application but
ciled 10 understand ine princiDic or thesry underling the

*X* documeni of particular relevance; the claimed invention
cannol be considered acvel of cannet be Considesed 1o
invehee 2N inveniive step when ihe doclment is taken alone

¥ document cf paricular relpvance; the claimed invertion
cannol be considered 10 involve an inventive siep when the
document iz cembined wilh oree or more other such datu—
ments, siich combination being obviqus 1z a person skilled

*&" document shember of the same patent farmily

Date of the: zctual completion of the injernational search Dale of malling of the interralional search report
20 February 2001 06/03/2001
Narmne and mailing adaress of ihe 154 Authorired officer
Furopean Paten! Ofiloe, P.B. 5818 Patentlaan 2
NL - 2260 HY Rijswiji
Tel, (+31-70) 380-2040, Tx. 3t 451 gpenl,
Fax (+£31-70) 3H0-30716 Lonnoy, O

Fomn PCTASHARIG (seconiishaet) (uly 1592)

page 1 of 3



(45)

INTERNATIONAL SEARCH REPORT

uoboooboooboaobod

Inte.  ional Application Mo

PCT/NL D0/00612

C.(Centinuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Galegary = | Cilation of dorument, with indication.wharg appropriale, of the relevant passages

Felevant 1o claim Ro.

X DATABASE EMHUML

E.M.B.L. Databases;

Accession Number: AF1792B6,

1 September 1399 (1999-09-01)

ZHENG L ET AL: "Homo sapiens death
effector domain-associated factor mRNA,
compiete ¢ds”

XPOD2160804 ‘

99_514% identity in 1029 nt overlap with
SeqIdNo.9

abstract

X DATABASE EM_HUM

E.B.I., Hinxton, U.K.;

Accession Number: AF085340,

29 August 1998 (1982-08-29)

WOESSNER 3 ET AL: "Hamo saplens full
Tength insert cDNA cTone YI[44E12"
XP0OOZ160805

abstract

X WO 99 28460 A (LEADD B V ;DANEN VAN
QORSCHOT ASTRID ADRI {NL); NOTEBORN
MATHIEU HY 10 June 1999 (1999-06-10)
the whole document

4 EP O 924 296 A (LEADD B V)
23 June 199% (1999-06-23)

the whale document
X Wo 99 28461 A (LEADD B V ;DANEN VAN
OORSCHOT ASTRID ADRI (NL); NOTEBORN
MATHIEU H)Y 10 June 1999 (1999-06-10)
ctaim 8
P,X WO 99 57144 A (INCYTE PHARMA INC

;PATTERSON CHANDRA {US); AZIMZAI YALDA
(US); RED) 11 November 1999 (1999-11-11)
SeqldNo.43: 100.0% identity in 223 aa
gverlap with SeqldNo.10 / Seqldia.108:
98.9% identity in 1046 bp overlap with
seqIdNo. 9
F,x DATABASE EM_HUM

E.B.I., Hinxton, U.K.;
Accession Number: ABO295G1,
19 January 2000 {2000-01-1%9)
SAWA C ET AL: "Homo sapiens YEAF1 mRNA for
YY1 and E4TF1 assaclated Factor 1,
complete cds”
¥P002160806
98.7% identity in 1046 nt overlap with
SeqldNo.?
abstract

—fum

1-18

1-18,22

Ferm PCTASA/Z10 (continuakan of sorand sheel) (uly 1962)

page 2 of 3



(46)

uoboooboooboaobod

INTERNATIONAL SEARCH REPORT

Inte Janal Application No

PCT/NL 00/00612

C.({Cantinugtion) DOCUMENTS CONSIDERED TO BE RELEVANT

Category

Citation of docarment, with ingicalion whers appropriate. of the relevan passaces

Relavant to claim Ma

A

DANEN-VAN OODRSCHOT A A A M ET AL:

"APOPTIN INDUCES APQPTOQSIS IN HUWAN
TRANSFORMED AND MALIGNANT CELLS BUT NOT IN
NORMAL CELLS"

PROCEEDINGS OF THE NATIONAL ACADEMY OF
SCIENCES OF USA,US,NATIONAL ACADEMY OF
SCIENCE. WASHINGTON,

vol. 94, 1 May 1997 (1997-05-01), pagss
5843-5847, XPQ020h2232

ISSN: 0027-8424

cited in the application
ZHUANG S -M ET AL: T"APOPTIN, A PROTEIN
DERIVED FROM CHICKEN ANEMIA VIRUS, INDUCES
P53— INDEPENDENT APOPTOSIS IN HUMAN
OSTEQSARCOMA CELLS"

CANCER RESEARCH,US ,AMERICAN ASSOCTATION
FOR CANCER RESEARCH, BALTIMORE, MD,

vel. 6B, no. 3,

1 February 1995 {1995-02-01}, pages
486-489, XPOO0602162

I155N: 0008-5472

WO 96 41191 A [AESCULAAP BV}

19 December 1996 (1996-12-19)

cited in the application

WO 98 46760 A [PIETERSEN ALEXANDRA MARTA
<LEADD B ¥V {NL); NOTEBORN MATHEUS HUBERT}
22 October 1998 (1998-10-22)

cited in the application

KALENIK J ET AL: "Yeast two-hybrid
cloning of a navel zinc finger protein
that interacts with the muTtifunctional
transcription factor YYL"

NUCLEIC ACIDS RESEARCH.,

vol. 25, noc. 4,

15 February 1997 (1997-02-1B), pages
£43-849, ¥P002160803
WO 9% DR108 A {LEADD B V ;NOTEBORN MATHIEH
HUBERTUS MARI {NL})

18 February 1999 (1999-02-18)

cited in the application

Form PCTASAZIA (coatimuation of socmnd shes} (July 1662)

page 3 of



“n uoboooboooboaobod

International Appication MNo. PCTAL 00 DOGIQ

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

Continuation of Box I.Z2

Claims Nos.: 1-34

Present cTaim 6 relates to a nucleic acid capable of hybridising te 2
nuctelc actd melecute encoding an apoptin—associating proteinaceous
substance as shown in figure 1 or 2.
Present claim 7 relates to a nucleic acid keing at least 70% homologous
to a nuclefc acid motecule encoding an apeptin-asseciating protefnaceous
substance as shown in figure 1 or 2.
Present claims 4, b and claims dependent thereon reiate to an extremely
large number of passible compounds. In fact, backtransTation of the
palypeptide seguance in polynucleatide sequence already generates a very
great number of nucleic acid seguences. A claim relating to a nuclelc
acid hybridising to said polynuclegtide sequence embraces an enormous set
of theoretically possibTe nucleic acid sequences. Hence, the claims
contain so many pessible embodiments that a lack of clarity (and
cancisenass) within the meaning of Article 6 PCT and/or disclasure within
the meaning of Article & PCT arice to such an extent as to render a
meaningful search of the whole of the claimed scope impossible.
Consequently, the search has been carried out for those parts of the
appTicatfon which do appear teo be clear (and conctise), namely fa the
conventional nucleic acid/nucTeic acid, protein/protein, and
protein/six-frame translated nucleic acid comparisans of the sequences of
the figures 1, 2 and 3.

Present claim 1 relates to a nucleic acid encoding an apoptin-asseciating
proteinaceous substance capable of providing apoptosis.

Present claim 12 relates to an apoptin-associating proteinaceous
substance capable of providing apoptosis.

Present clafms 1, 12 and claims dependent thereon relate to compounds
defined by reference to a desirable characteristic or property, namely
that they are capable of providing apoptosis. The claims cover all
compeunds having this characteristic aor property, whereas the application
provides support within the meaning of Article 6 PCT and/or disclosure
within the meaning of Article 5 PCT for only a limited number of such
compaunds. In the prasent case, the claims so lack support, and the
appltcatian so lacks disclosure, that a meaningful search over the whole
of the claimed scope is impossible. Independent of the above reasaning,
the ctaims alsc tack clarity (Article 6 PCT). An attempt is made to
define the compound by reference to a result to be achieved. Again, this
lack of clarity in the present case is such as teo render a meaningful
search cover the whole of the claimed scope impossible. Consequently, the
search has been carried out for those parts of the ¢laims which appear to
be clear, supported and disclosed, namely those parts reiating to the
compounds deptcted tn figure 1, figure Z and figure 3.

The applicant’s attention 1s drawn to the fact that claims, or parts of
cTatms, relating to inventions in respect of which no internatianal
search repart has been established peed not be the subject of an
international preliminary examination {Rule &6.1(e)} PCT}. The appTicant -
is advised that the EPO policy when acting as an International
Pretiminary Examining Authority is mormally net to carry out a
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preliminary examination on matter which has not beem searched. This is
the case frrespective of whether or not the claims are amended following
recetpt of the search repart or during any Chapter II procedure.
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