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(57) Abstract: RNAi sequences that are useful as therapeutics in
the treatment of cancers of various types, including prostate cancer,
sarcomas such as osteosarcoma, renal cell carcinoma, breast cancer,
bladder cancer, lung cancer, colon cancer, ovarian cancer, anaplastic
large cell lymphoma and melanoma; and Alzheimer’s disease. These
sequences target clusterin, IGFBP-5, IGFBP-2, both IGFBP-2 and
-5 simultaneously, Mitf, and B-raf. The invention further provides
for the use of these RNAi sequences in the treatment of cancers of
various types, including prostate cancer, sarcomas such as osteosar-
coma, renal cell carcinoma, breast cancer, bladder cancer, lung can-
cer, colon cancer, ovarian cancer, anaplastic large cell lymphoma
and melanoma; and Alzheimer’s disease, and a method of treating
such conditions through the administration of the RNA molecules
with RNAI activity to an individual, including a human individual
in need of such treatment.
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ZELLWEGER TOBIAS ET AL: "Antitumor
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induction with various types of synthetic
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CARTHEW R W: "Gene silencing by
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ISSN: 0955-0674

cited in the application

CHACKO MARY S ET AL: "Double-stranded
ribonucleic acid decreases C6 rat glioma
cell numbers: Effects on insulin-1ike
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MIYAKE HIDEAKI ET AL: "Castration-induced
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vol. 60, no. 11, 1 June 2000 (2000-06-01),
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ISSN: 0008-5472

WO 01/05435 A (UNIV BRITISH COLUMBIA
;GLEAVE MARTIN (CA); MIYAKE HIDEAKI (JP))
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;GLEAVE MARTIN (CA); RENNIE PAUL S (CA);
NEL) 21 March 2002 (2002-03-21)

WO 00/69454 A (CHAKRABARTY SHILA ;SINGH
POMILA (US); UNIV TEXAS (US))
23 November 2000 (2000-11-23)
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MOLECULAR MEDICINE (BALTIMORE),

vol. 8, no. 3, March 2002 (2002-03), pages
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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, Claims Nos.: artiall

13-17
because they relate to subject matte?not required'to be searched by this Authority, namely:

see FURTHER INFORMATION sheet PCT/ISA/210

2. [X] claims Nos. 1-3, 10-16 partially

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. l—_—l 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

—

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

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

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

1-3,10-16 partially; 4,5,7,17 completely

4, l:l 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.:

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

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

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

1. Claims: 1-3,10-16 partially; 4,17 compietely

RNA molecules effective for blocking transiation of or
degrading a mRNA that is the transcriptional product of a
target gene, the target gene being clusterin, and their use
in the treatment of cancer and Alzheimer disease.

2. Claims: 1-3, 10~-16 partially; 5 completely

RNA molecules effective for blocking translation of or
degrading a mRNA that is the transcriptional product of a
target gene, the target gene being IGFBP2, and their use in
the treatment of cancer and Alzheimer disease.

3. Claims: 1-3,10-16 partially; 6 completely

RNA molecules effective for blocking translation of or
degrading a mRNA that is the transcriptional product of a
target gene, the target gene being IGFBP5, and their use in
the treatment of cancer and Alzheimer disease.

4. Claims: 1-3,10-16 partially; 7 completely

RNA molecules effective for blocking translation of or
degrading a mRNA that is the transcriptional product of a
target gene, the target genes being IGFBP2 and IGFBP5
simultaneously, and their use in the treatment of cancer and
Alzheimer disease.

5. Claims: 1-3,10-16 partially; 8 completely

RNA molecules effective for blocking translation of or
degrading a mRNA that is the transcriptional product of a
target gene, the target gene being Mitf, and their use in
the treatment of cancer and Alzheimer disease.

6. Claims: 1-3, 10-16 partially; 9 completely

RNA molecules effective for blocking translation of or
degrading a mRNA that is the transcriptional product of a
target gene, the target gene being B-raf, and their use in
the treatment of cancer and Alzheimer disease.
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 21(

Continuation of Box I.1

Although claims 13-17 are directed to methods 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.: 13-17 partially

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

Continuation of Box I.2

Claims Nos.: 1-3, 10-16 partially

Present claims 1-3 relate to a RNA molecule defined by reference to a
desirable characteristic or property, namely that it has "a sequence
effective to mediate degradation or block translation of mRNA that is the
transcriptional product of a gene, wherein the target gene is selected
from among genes encoding clusterin, IGFBP-5, IGFBP-2, both IGF-BP-2 and
5 simultaneously, MITF, and B-raf" (result to be achieved).

The claims cover all RNA molecules 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 very Timited number of such RNA molecules. In the present case,
the claims so Tack support, and the application so lacks disclosure, that
a meaningful search over the whole of the claimed scope is 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 RNA molecules specifically referred to in claims
4-9,

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
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 II procedure.
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