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(54) Title: CELL GROWTH REGULATORY GENES

(57) Abstract

Transcriptionally regulated growth-response genes play a
pivotal role in the determination o a cell’s fate. p53 is known
to transcriptionally regulate genes important in regulating cell
growth potential. Using differential RT-PCR analysis of rat embryo
fibroblast cells containing a temperature-sensitive p53 allele, we
were able to isolate several transcripts upregulated specifically in
cells harboring the wild-type p53 protein. Two of these genes,
SM20 and microsomal epoxide hydrolase (mEH), are previously
described genes. Two previously uncharacterized cDNA'’s, cell
growth regulatory (CGR) genes CGRI1 and CGR19, were isolated.
The predicted amino acid sequences of these novel proteins contain
known motifs; EF-hand domains (CGR11) and a ring-finger domain
(CGRI9), are suggestive of function. CGRII and CGRI9 appear
to be primary response genes expressed at 0.05 % and 0.01 % of
the total mRNA in wild-type p53 cells. Both CGR11 and CGRI9
as well as SM20 and mEH, are able to inhibit growth of several
cell lines.
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1995 115-119,
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transcriptional target of the p53 tumor 115-119,
suppressor protein." 123,124

Further documents are listed in the continuation of box C.

Patent family members are listed in annex.

° Special categories of cited documents :

‘A" document defining the general state of the art which is not
considered to be of particular relevance

*E" earlier dosument but published on or after the intemnational
filing date

*L* document which may throw doubts on priority claim(s) or
which is cited to establish the publication date of another
citation or other special reason (as specified)

*O" document referring to an oral disclosure, use, exhibition or
other means

*P" document published prior to the international filing date but
later than the priority date claimed

*T* later document published after the international filing date
or priority date and not in conflict with the application but
cited to understand the principle or theory underlying the
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see the whole document

A BUCKBINDER L. ET AL.: "Gene regulation by 1-53,
temperature-sensitive p53 mutants: 115-119,
Identification of p53 response genes." 123,124

PROC. NATL. ACAD. SCI. USA,

vol. 91, 1994,

pages 10640-10644, XP002046023
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Box! Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet)

This international Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. m Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

Remark: Although claims 14-19,41-50 and 119, as far as they are concerning
an in vivo method, are directed to a method of treatment of the human/
animal body, the search has been carried out and based on the alleged
effects of the compound/composition.

2. D Claims Nos.:

because they reiate to parts of the intemational Application that do not compiy with the prescribed requirements to such
an extent that no meaningful Intemationai Search can be carred out, specifically:

3. D Claims Nos.:

because they are dependent ciaims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box il Observations where unity of invention is lacking (Continuation of item 2 of first sheet)

This Intemational Searching Authority found muitiple inventions in this international application, as foltows:

see continuation-sheet

1. As all required additional search fees were timely paid by the applicant, this international Search Report covers all
searchable ciaims.

- D As all searchable claims could be searched without effort justifying an additionai fee, this Authority did not invite payment
of any additional fee.

3. As only some of the required additional search fees were timely paid by the applicant, this international Search Report
covers only those claims tor which fees were paid, specifically claims Nos.:

4. m No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is
restricted to the invention first mentioned in the ciaims; it is covered by claims Nos.:

1-53 and 124 (compliete), 115-119 and 123 (partially)

Remark on Protest D The additional search fees were accompanied by the applicant's protest.

D No protest accompanied the payment of additional search fees.
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FURTHER INFORMATION CONTINUED FROM PcT/ASA/ 210

1. Claims: 1-53 and 124 (complete),
115-119 and 123 (partially)

DNA molecule encoding CGR1l, expression vector and host cell
containing said DNA moiecule; mammalian CGR1l; antibody
against mammalian CGR11l; antisense molecules targeted
against CGR1l; method of suppressing growth of tumor cells
by administering CGR11 or the DNA molecule that encodes
CGR1l; method for diagnosing cancer by measuring expression
level of CGR1l or the corresponding mRNA or by identifying a
mutation in the CGR1l gene; method for promoting cell
proliferation by administering antisense molecules targeted
against CGR1l; method for assessing the susceptibility to
cancer by identifying a mutation in the CGR1l gene;
pharmaceutical composition comprising CGR1l;

2. Claims: 54-106 (complete), 115-119 and 123 (partiaily)

ONA molecule encoding CGR19, expression vector and host cell
containing said DNA moiecule; mammaiian CGR19; antibody
against mammaiian CGR19; antisense moiecules targeted
against CGR19; method of suppressing growth of tumor cells
by administering CGR19 or the DNA moiecule that encodes
CGR19; method for diagnosing cancer by measuring expression
level of CGR19 or the corresponding mRNA or by identifying a
mutation in the CGR19 gene; method for promoting cell
proliferation by administering antisense moiecules targeted
against CGR19; method for assessing the susceptibility to
cancer by identifying a mutation in the CGR19 gene;
pharmaceutical composition comprising CGR19;

3. Claims: 107-122 (partially)

expression vector and host cell containing DNA moiecule
encoding mEH and host cell containing said expression
vector; antisense moiecules targeted against mEH; method of
suppressing growth of tumor cells by administering mEH or
the DNA moiecule that encodes mEH; method for diagnosing
cancer by measuring expression level of mEH or the
corresponding mRNA or by identifying a mutation in the mEH
gene; method for promoting cell proliferation by
administering antisense moiecules targeted against mEH;
method for assessing the susceptibility to cancer by
identifying a mutation in the mEH gene; pharmaceutical
composition comprising mEH

4. Claims: 107-122 (partially)

expression vector and host cell containing DNA moiecule

encoding SM20 and host -cell containing said expression .
vector; -antisense molecules targeted against SM20; method of //(
suppressing growth of tumor cells by administering SM20 or
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

the DNA molecule that encodes SM20; method for diagnosing
cancer by measuring expression level of SM20 or the
corresponding mRNA or by identifying a mutation in the SM20
gene; method for promoting cell proiiferation by
administering antisense molecuies targeted against SM20;
method for assessing the susceptibility to cancer by
identifying a mutation in the SM20 gene; pharmaceutical
composition comprising SM20
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