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Group | Claims 1-12, 21, 22 are directed to a method of diagnesing whether a subject has, of Is at risk for developing a ovarian-related
disorder, determining a prognosis of a subject with ovarian related disorder, and/or treafing a ovarian relaled disorder in a subjact who
has the ovarian related disordar and & method for screening for one or more biomarkars and the biomarkers.

Group Il claims 13-15 are directed to a methed for influencing transeript abundance andfor protein expresston of targat mRNAS in the
ovary of & subject in nesd therecf.

Group ill claim 16 ig diracted to the use of & large-scale gene expressien profiling of microRNAg and/or protain enceding RNAs o
identify alterations in microRNA function that eccur in human ovarian tumors.
e ————canitinued on Extra Sheet——-—-—-

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

2. D As all searchable claims conld be searched without effort justifying additional fees, this Authority did not invite paymest of
additional fees.

3. D 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.:

4. g 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.:
Group |: 1-12,21,22

Remark on Protest D The additional search fees were accompanied by the applicant s protest and, where applicabie, the
payment of a protest fee.
D The additional search fees were panied by the applicant’s protest but the applicable protest
fiee was not paid within the time limit specified in the invitation.
D Nao protest accompanied the payment of additional search fees.

Form PCT/1SA/210 (continuation of first sheet (2)) (April 2007}
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continuation of Box lll: Lack of Unity of invantion

Group IV claim 17 are directed to a methad for scresning for ovarian in a subject in need therecl, comprising the step of perfarming real-
time polymerase chain reaction (RT-PGR) on a serum sample

from the subject.

Group V claim 18-20 is directed to a tumor gane signature for an ovarian related disorder,

_Group )fl claiim 23 is directed to the Use of mif-21, miR92 andfor mif-93, or functional variants thereof, as a target for al least one gene
in ovarian cancer cells and/or use in inhibiting protein expression of such gene.

Group VIl claim 24 is directad 10 2 methed for regulating cne or more of genes expressed by ovarian cancer cells, compiising the step of
altering expression of miA-21, miR92 and/or miR-83 in
ovarian cancer cells.

Group VIl claim 25 is directed to the use of binding of microRNAs to 3'UTR sequancas to lead to degradation and/or accumulation of
targeted mBNA In mammalian ovaran cancer cells.

Group IX claim 26 is directed to the use of an inverse and/or a positive corrslation betwasn a microRNA and a mRNA in a human tissue
pradictive of a microRNA target gene for ovarlan cancer.

Group X claims 27, 28 are directed to an miR-expression inhibitor comprising one or mere of: miR-21, miRY2, miR-93, miR-126 and
miR-29a, or functional variants theraof.

Group X| claim 29 is directed to an mIR-expression antisense inhibitor comprising one or more of; miR-155, miR-127 and miR-8%b, or
funetional variants thereof,

Giroup Xl claims 30-31 are directed to an oncomiR biomarker of an cvanian disorder or digsease.

Group Xlll claim 32-37 are directed to 2 method ior regulaling protein exprassion and expression of one or more genes in ovarian
cancer cells.

Group XIV claims 38-41 are directed to a method for detarmining the prognosis of a subject with ovarian cancer.

Group XV claims 42-46 are diracied 10 a method of treating ovarian cancer in a subject who has an ovarian cancer in which at least one
biomarkear is down-regulated or up-regulated in tha cancer cells of the subject relative to coniro! calls and & pharmaceutical compasition.

Groyp X¥i claims 47-51 are directed to a mathod of identifying an anti-ovaran cancar agent and mathod of detarmining the
affectiveness of a therapy 1o prevent, diagnoss and/or treat an cvarian cancer associated disease.

Group XV claim 52 is directed to an articke of manufacture,

Group XVl claims 53, 54 are directed to a kit for ing for a candidate compound for a therapeutic agent to treat 2 ovarian cancet
associated diseasa.

Group XIX claim 55 Is directad to the use of an agent that interferes with an ovarian cancer assoclated discase response signaling
pathway.

Group XX claims 58, 57 are directed Yo a method of treating, preventing, reversing or limiting the severity of an ovaran cancer
associated disease complication in an individual in need thareot

Group XXI claim 58-63 is diracted to a compasition comprising an inhibitor of one or more of mIR-21, miR-92 and miR-83 and its use
Group XX claims 84-67 is directed to a method for datecting the presence of an ovarian cancer in a blological sample.

Group XX claim 68 is directed 1o 2 method for treating an ovarlan cancer in a subject using mIR-21, miRg2, miR-93, miR-1268 and MR-
28a, or functional variants thereof,

Group XXIV olaim 69 is directad 1o a method for treating an ovarlan caneer in & subject using miA-155, miR-127 and miR-88b, or
tfunctional variants thereof,

Group XXV daims 70, 71 are directed 1o "& use, to manufacture a drug for the treatment of an ovarian cancer." [sic].

Group XXV claims 72-76 are dirscted to an in vitro methed la identify affective therapeutic agents or combinations of therapeutic
agents 1o induce the differentiation of evardan cancer cells.

Group XXVII claims 77-81 are directod to a method for classifying an ovarlan tissue from a subject.

The shared technical ieature ol the Groups are various miRNAs and their association with the diagnosis, treatment, and development of
treatments of cancers and cancerpus cells. Howaver, This Is not an improvement over the prior art of WO2007081740 A2 to Croce et al.
{19.07.2007) that teaches metheds and compesitions for the diagnosis and treatment of solid cancars as well s methods of ldentifying
Inhibitors of tumorigenesis {abstract}. These include miRMAs for tha identification and treatment of cancers associated with the ovaries
{para [DD55]). exprassion profilas, microarrays and the itke {para [0072]) and Include each of miR-28a, miR-155, mIR-127 , miR-99b
(paras [0060], [0073], [O0BD], [0171], 10172, [0174, [0175) and elsewhere In the documnent).
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