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(54) Title: AGENTS IMPLICATED IN ENDOMETRIOSIS

Q\ (57) Abstract: The present invention relates to the discovery of genes and their products that are associated with the disease en-
dometriosis. It has been discovered that cathepsin D, AEBP-1, stromelysin-3, cystatin B, protease inhibitor 1, sFRP4, gelsolin,
IGFBP-3, dual specificity phosphatase 1, PAEP, immunoglobulin A chain, ferritin, complement component 3, pro-alpha-1 type III
collagen, proline 4-hydroxylase, alpha-2 type I collagen, claudin-4, melanoma adhesion protein, procollagen C-endopeptidase en-
hancer, nascent-polypeptide-associated complex alpha polypeptide, elongation factor 1 alpha (EF-1c), vitamin D3 25 hydroxylase,
CSRP-1, steroidogenic acute regulatory protein, apolipoprotein E, transcobalamin II, prosaposin, early growth response 1 (EGR1),
ribosomal protein S6, adenosine deaminase RNA-specific protein, RAD21, guanine nucleotide binding protein beta polypeptide
2-like 1 (RACK1) and podocalyxin are al implicated in this disease. The discovery of these associations has clear implications for
the diagnosis and treatment of endometriosis and related conditions.
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DI BLASIO ANNA MARIA ET AL: "Basic
fibroblast growth factor messenger
ribonucleic acid levels in eutopic and
ectopic human endometrial stromal cells as
assessed by competitive polymerase chain
reaction amplification."
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abstract
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abstract
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international application No.

INTERNATIONAL SEARCH REPORT PCT/GB 080/04228

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. Claims Nos.:

4
because they relate to subﬁact matter not required to be searched by this Authority, namely:

see FURTHER INFORMATION sheet PCT/ISA/210

2. m Claims Nos.: -

because they relate to parts of the International Application that do not comply with the prescribed requirements to such
an extent that no meaningful International Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. D Claims Nos.:
because they are dependent claims 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 International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

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

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

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

4. I——X——] 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 claims; it is covered by claims Nos.:

1-33, 35-58 (all partially)

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

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998)
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. Claims: 1-33,35-58 (all partially)
Invention 1:

Gene coding for cathepsin D, its gene product,
immunospecific antibodies thereto, arrays and kits
containing said sequences, modified non-human animals
derived thereof, and their use in methods relating to the
management (susceptibility screening, diagnosis, screening
for related genes) and treatment (identification of
modulating compounds, monitoring efficacy) of endometriosis.

2. Claims: 1-33,35-58 (all partially)

Invention 2: .

Gene coding for AEBP-1, its gene product, immunospecific
antibodies thereto, arrays and kits containing said
sequences, modified non-human animals derived thereof, and
their use in methods relating to the management
(susceptibility screening, diagnosis, screening for related
genes) and treatment (identification of modulating
compounds, monitoring efficacy) of endometriosis.

Idem for the 31 other genes listed in claim 7.
(stromelysin-3 is invention number 3, ..., podocalyxin is
invention number 33)




International Application No. PCT/GB 00/04228

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

Continuation of Box I.1

ATthough claims 35 to 44 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.

- - - - -

Continuation of Box I.1

Claims Nos.: 34

Rule 39.1(iv) PCT - Method for treatment of the human or animal body by
therapy

Continuation of Box I.2

Present claims 4-6,18,19,24-26,29-33,35-38,40-43,45,47,49-53,55,56,58
relate to methods involving the use of compounds (genes) defined by
reference to a desirable characteristic or property, namely genes which
encode gene products identified according to the screening method
proposed in this application (claims 1-3), e.g. comparing the pattern of
gene expression in a diseased endometrium tissue from a patient suffering
from endometriosis to the pattern of gene expression in healthy
endometrium tissue from the same patient.

The claims cover all compounds (genes) having this characteristic or
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 compounds (genes), i.e. the ones listed in
claim 7. In the present case, the claims so lack support, and the
application so lacks disclosure, that a meaningful search over the whole
of the claimed scope is impossible. Independent of the above reasoning,
the claims also lack clarity (Article 6 PCT). An attempt is made to
define the compounds (genes) by reference to a result to be achieved.
Again, this lack of clarity in the present case is such as to render a
meaningful search over the whole of the claimed scope impossible.
Consequently, the search has been carried out for those parts of the
claims which appear to be clear, supported and disclosed, namely those
parts relating to the 34 differentially expressed genes on pages 44 to 83
of the description (See the 1ist of genes in claim7).

The applicant's attention is drawn to the fact that claims, or parts of
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

page 1 of 2




International Application No. PCT/GB 00 /04228

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 210

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 Il procedure.

page 2 of 2
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Information on patent family members

Inte

onal Application No

PCT/GB 00/04228

Patent document Publication Patent family Publication

cited in search report date member(s) date

WO 9746664 A 11-12-1997 AU 3640297 A 05-01-1998
CA 2257304 Al 11-12-1997
EP 0937137 Al 25-08-1999
JP 2000512141 T 19-69-2000
WO 9746664 Al 11-12-1997

US 5776759 A 07-07-1998 AU 4593397 A 17-04-1998
EP 0932668 Al 04-08-1999
Us 5965129 A 12-10-1999
WO 9813484 Al 02-04-1998

WO 9963115 A 09-12-1999 AU 4230499 A 20-12-1999
EP 1076723 A2 21-02-2001
WO 9963115 A2 09-12-1999

Form PCT/ISA/210 (patent family annex) (July 1992)
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