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Tt — AT 51753 T I AT 74T —(5>3)

PLK1 CCTGTAATCCCAGCATTTGG AGACCTCGATCCGAGCAGA
(BLHE+r 1) (B FIHH 2)

NK4 TGGAGGTAGAAGAGCCCGTAGG GCCAAAAGTTCAAGGAGCCAA
(Bl5HE = 3) (Bl HEr 4)

SAA CAGAGTTGCTGCTATGTCCACCA CACTCCTTGTGTGCTCCTCACC
(ALFI%S 5) (ALFIES6)

K IIb. P C R

Ty P T i REH | BT X

PLK1 94", 14> 68", 14 72,145 40 % 32 990bp

NK4 94", 1% 65,174 727, 14408 32 877bp

SAA 94", 14 68,14 72, 14740 &b 32 1000bp
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INTERNATIONAL SEARCH REFORT Imert  mai Application No
PCT/US Q0/09286

A. CLASSIFICATION OF SYB.ECT MATTI

. ER
IPC 7 Cl2NI5/17  CO0/K14/47  GOLN33/68

Actording to Inkemational Palent Classtication (IPC) or o both nationat classifoation and IPC
B. FIELDS SEARCHED
Minimurn documentafion searched (classificaon system followed by classification symbols)

IPC 7 CO7K Cl2N GOIN

Documentation searched cther than minimun documaniation to the exient that such documents sre included in the fisids searched

Eiectronic data lase ponsulted during the intemational search iname ol data base and, where practical, search terms used)

EPO-Internal, PAJ, WPI Data, EMBASE, MEDGLINE, CAB Data, BIOSIS

£ DOCUMENTS CONSIRERED TO BE RELEVANT

Category * | Gitation of document, with indication, where sppropriate, of the relévani passages Rslavart to deim No.

X B.-D. CHANG ET AL.: “Transient 1-122,
averexpression of p2l WAF1/CIP1 induces 130-1€8
cell death and features of senescence in a
human fibrosarcoma line."

PROCEEDING OF THE AMERICAL ASSOCIATION FOR
CANCER RESEARCH ANNUAL MEETING,

vol. 40, March 1999 (1999-03), pages
04-95, XP0600914903

the whole dacument

X H. XIAO ET AL.: “"Sodium butyrate induces 133,167,
NIH3T3 cells to senescence-like state and 159
enhances promoter activity ef p2l waf/CIPL
in pb53-independent manner.”

BIOGCHERICAL AND BIOPHYSICAL RESEARCH

COMMUNICATIONS,
val. 237, 1997, pages 457-460, XPQ00914900
Y the whole decument 1-B3

— o

E] Patent tamily membars are listed in annex.

Further documenits are iisted in the continuation of box C.

N @l categones of Ciled documesnts
Spesial catego “T* later document published aftet the ntemational filng date
or priority date and nat in confict with the  application but
cited to understand the principle or theory undsdying the
nvertion

*A" decurment defining the generat state of the art which is nat
consideredt ta be of pariculsr relevance

2" padiar document but published on or after the ntemational

filing date

L' document which foay throw doubts on pricrity clsim(s) or
which is cited 10 establish tha publication date of anather
cilation of other special raason (as specified)

“" document referring to an oral disclosure, uga, axhibidon or
alher means

“B* document published prior to the intesnational fiing date bui
iter than the priarity date claimed

“t* decument of particular relevance: the claimed invertion
aanaok, be considerad noval or cannot ba considered o
invalve aninventive slep when the document is taken alona

Y gogumert of particuler relevancs; the climed invention
sannct be corsidered 1o invelve an inventive siep when the
docurnent is combined with one or more cther slich docu—
m:gt:, such combination being obvious tn a parsan skilled
in an.

‘%' decument member of the same paten family

Date of he acual campletion of fie intemational ssasth

Date of mailing of the intematicnal sesch repart

11 July 2000 18/07/2000
Name and realing address of the I1SA Autherized officer
Eurcpean Pater Office, P B, 5At8 Patentlzan 2
NL - 2260 HY Rijawijk
Tet, (+31—70) 340-2040, Tx. 31 661 epanl, Hi R
Fax; (+31-70} D40-K16 1X%,

Fomm PCTASAZ10 (second shest) [July 1982}
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INTERNATIONAL SEARCH REFORT inter,  Jnal Applieation No
PCT/US 00/09286
C.(Continuztion) DOCUNMENTS CONSIDERED TO BE RELEVANT
Category * | Ciation of deournent, with indication,where oppropriate, of the: ralavant passages Relmyant to claim Na.
X M. HSIAD ET AL.: “"Functional expression 133
of human p21 WAF1/CIPL gene in rat glioma
cells suppresses tumor growth in vivo and
induces radiosensitivity.”
RIOCHEMICAL AND BIOPHYSICAL RESEARCH
COMMUNICATIONS,
vol. 233, 1997, pages 329-335, XP00091489%
Y the whole document 1-122,
137-156,
159168
Y M. ¥0GT ET AL.: "Independent induction of 1-122,
senescence by pl6lHK4a and p21CIF1 in 137-1%6,
spontaneousty immortalized human 159-168
fibroblasts.”
CELL GROWTH AND DIFFERENTIATION,
vol. 9, no. 2, February 1998 (1998-02),
pages 139-146, XF000923096
the whole document
¥ ZENG Y.-X. ET AL: "Regulation of 12-20,
pe1{WAF1/CIP1) expression by 30-39,
p53-independent pathways." 74-83,
ONCOGENE, (1996) 12/7 (1557-1564). , 135,136
XPD00S22595
the whole document
Y AFSHARI C.A. ET AL: “A role for a p2l-EZF 40-732,
interaction during senescence arrest of g4-122,
normal human fibroblasts." 139-156
CELL GROWTH AND DIFFERENTIATION, (1996)
7/8 (979-988). ,
XP0O0O0922599
the whole document
¥ M. JOHNSON €T AL.: "Evidence for a 135,136
p53-independent pathway for upregulation
of SDI1/CIPI/WAF1/p21 RNA in human cells.”
MCLECULAR CARCINOGENESIS,
vol. 11, no. 2, Uctober 1094 (1994-14},
pages 59-64, XP(00922631
the whole document
P.X CHANG B.-D. ET AL: "Role of p53 and 1-122,
p21{wafl/cipl) in senescence -Tike 130-168
terminal proliferation arrest induced in
human tumor cells by chemotherapeutic
drugs.”
ONCOGENE, (26 AUG 1999) 18/34,
page A4B08-4818 XP000922555
the whole document
~f—

Form PCTASAZ1B {tantinuation of secand shest) (uly 1992)
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G.(Continuation) DOGUMENTS CONSIDERED TQ BE RELEVANT

Category 7 | Citation of document, with ndication,where appropriate, of the reléventpassages

Relevantto ciaim No

A M. NAKANISHI FT AL.: “the C-terminal
region of p21 SDIL/WAF1/CIP1 1s invalved
in preiiferating cell nuctear antigen
binding but dees not appear to be required
for growth inhibition."

THE JOURNAL OF BIOLOGICAL CHEMISTRY,
vol. 270, no. 29,

21 July 1995 {1995-07-21), pages
17060-17063, XPO00914898

the whole document

A M. NAKANISHI ET AL.: "Identificatien of
the active regton of the DNA synihesis
inhibitory gene p21 Sdil/CIP1/WAF1"

THE EMBQ JOURNAL,

val. 14, no. 3, 1995, pages 55h-563,
¥P00G2039812

the whole document

T B.-O. CHANG ET AL.: “Effects of pll
Waf1/Cipl/Sdil on ceilular gene
gxpression: Impiications for
carcinogenesis, senescence, and
age-related diseases.”

PROCEEDINGS OF THE NATIONAL ACADEMY OF
SCIENCES OF THE UNITED STATES OF AMERICA,
vel. 97, no. 8,

11 April 2000 (2000-04-11), pages
4201-4296, XP00Q921392

the whole document

T B.-D. CHANG ET AL.: "p21 WaFl/Cipl/sdil -
induced growth arrest is associated with
depletion of mitosis-control proteins and
leads to abnormal mitosis and
endoredupiication in recovering cells.”
ONCOGENE,

vol. 19, no. 17,

20 April 2000 (2000-04-20), pages
2166-2170, XPO00922527

the whoie document
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sntemational Application No. PCTAIS 00 49286

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 21(

Continuation of Box 1.2

Claims Nos.: 123-129

Present claims 123 to 129 relate to a products defined by reference to a
desirable characteristic or properiy, namely that the product acts as an
inhibitor of p2l-mediated modulation of cellular gena expression or as an
inhibitor or potentiator of senescence and as products of processes
whareby the products are identified only by their desirable
charactaristics.

The claims cover all products having this characteristic or property. In
the present case, the claims so Tack support, and the appiication so
lacks disclosure, that a meaningful search over the whele of the claimed
scope is impossible. Independent of the abave reasoning, the claims also
lack clarity (Article 6 PCT). An attempt ts made to define the product by
reference to a result to be achieved. Again, this Tack of clarity in the
present case is such as to render a meaningful search over the wheie of
the claimed scope impassible.

The applicant’s attention is drawn to the fact that claims, or parts of
claims, relating to inventions in respect of which ng internattenal
search report has been established need net 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 2
preliminary examination an 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 II precedure.
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INTEANATIONAL SEARCH REPORT PCT/US 00/ 09286

Bex Il TEXT OF THE ABSTRACT [Continuation of item & of the first sheet)

On tast line after "senescence™ insert ", regulated by p21°

Form PCT/ISA/Z10 {continuation of first shaet {2) (July 1298)
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4B024/BA80 4B024/CA04 4B024/DA02 4B024/EA04 4B024/FA02 4B024/FA04 4B024/FA10 4B024
/GA11 4B024/HA12 4B063/QA01 4B063/QA18 4B063/QQ20 4B063/QQ42 4B063/QQ53 4B063/QQ79
4B063/QR56 4B063/QR60 4B063/QR69 4B063/QR77 4B063/QR80 4B063/QS24 4B063/QS25 4B063
/QS34 4B065/AA93X 4B065/AA93Y 4B065/AB01 4B065/AC14 4B065/BA02 4B065/BA25 4B065/CA24
4B065/CA44 4B065/CA46 4C084/AA17 4C084/NA14 4C084/ZB212 4C084/ZB262

60/128676 1999-04-09 US
09/449589 1999-11-29 US
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