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AMACR: a *FLT7LIL-CoASE~Y—F,
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M261 , 19 20 | 49..456
FLI23153: BAERET — o
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M271A | GOLPH2: s yvawioge 23 24 | 199,..1404

M279A | HSRG1: HSV-] ®Ii#EEEET 1 25 26 | 331..1974
IM:IIM & vna2g Sy b 7AaTs w5+ —F€C

M747 HETZF 2 LEW), HEE?2 20 30 | 394,828
NET-6: 4 BEEBRA—A—F 7 ) — A tri—

M164A | 7 +FR: NET-6 31 32 | 207...821

M301A | NPY: Za—HBRIFFFY 33 34 | 87...380
PLA2G2A: Rz U A—¥ A2, FL—FIIA

M308A | (fu/him, @ 35 36| 273..707
SMS: RRLI v we—+F

M318A |ARILED Y PR/ FOELMS YRI5 —F 37 38 | 102..1202
SPON2: 24202 MENEESR 0 H

M320 , 39 40 | 276..1271
TACSTD1: BBEEAIL S S LI T FIGERTFL

M389 41 421 179..1123
TARP: Tl L+ 74 —r #HEIRH

M322A | V—TFTa¥2L—Lawi0HE 43 44 | 98..274
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INTERNATIONAL SEARCH REPORT Intecnationsl applicafion No.

PCTAUS05/28781

A CLASSIFICATION OF SUBIECT MATTER
PC; C12Q 1/68( 2006.01);COTH 2144

USPC: 435/6;536/24.3
According {o International Patent Classification (IPC) ot to both national classification and IPC

B. FIELDS SEARCHED

Minjmum documentation searched {classification system followed by classification symbols)
U.S. : 435/6; 536/24.3

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search tenms used)
FAST, NCBI, STN

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category * Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X Xu. Jiangchun. et al. Identification of Differentially Expressed Genes in Human Prostate 1,2,4-5, 811
— Cancer Using Subtraction and Microarry. Cancer Reseach. March 2000, Vol 60. pages 1677- |  —emeeee
Y 1682, especially pages 1677, and 1680-1681 16, 18-20, 23
Y US 2006/0084056 AT (Harbeck et al) 20 April 2006 (20.04.2006), paragraph 0144, 16, 18-20
Y Ahern, Holly. Biochemical, Reagent Kits Offer Scientist Good Return On Investment. The 23

Scientist. July 1995, Vol 9. No.15 pg 20.

|:| Further documents are listed in the continuation of Box C. D See patent family ennex.

. Special categories of cited documents: T Iater document published afer the international filing date or priority
date and not in conflict with the application but cited to understand the:
“A"  dovument defining the gencral state of the art which ls not considered 10 be of pringiple or theory underlying the invention
pasticular relevasce
-x" of p I e clafmed invention cannot be
“E*  earlier appli or patent published on or after the jonal filing date considered novel or cannor be considered (o involve an inventive stey
when the dorument is taken alons
“L*  document which may throw doxbis an priority clafm(s) or which is cited to
establish the publicaten date of another citation or other special reason (as wy d i 3 the claimed invention cannot be
specifiad) cunsl.duad ta involve an invemive step when the document is combined
with ana or more other such docwments, such combination being
“0"  d ferring to an oral discl usg, exhibition or other means chvious 40 a person skilled in the art
“P"  document published priot to tha itmemational fling date but later than the “&" documsnt member of the same patent family
priority dale claimed
Date of the actual completion of the intemational search Date of mailing ot‘ the ints onﬁﬂ
13 June 2006 (13.06.2006)
Name and mailing address of the [SA/US Authorized ofﬁoer
Mail Stop PCT, Atn: ISA/US
P Amanda M. Shaw

Commissioner for Patents
PO Box 1450
Alexandria. Virgma 22313-1450 Telephone No. (571) 272-0500
Facsitnile No. (571) 273-3201
Form PCT/ISA/210 (second sheet) {April 2005)
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INTERNATIONAL SEARCH REPORT Intornational application No
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BoxNo. Il  Observations where certain ¢laims were found unsearchable (Continuation of item 2 of first sheet)
This intemational search report has not been es@blished in respect of certain claims under Article 17(2)(a) for the following reasons:

1. |:| Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2 D Claims Nos.:
because they relate to paris of the intemational application that do not comply with the prescribed requirements to such
an extent that no meaningfial international search can be carried out, specifically:

3. I:' Claims Nos.:
: they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

BoxNo.IEI  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
Plese See Continuation Sheet

1. D As all required additional search fees were timely paid by the applicant, this internetional search report covers alt
searchable claims.
2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
D of any additional fees,

As only some of the required additional seanch fees were timely prid by the spplicant, this international search report
covers only those claims for which fees were paid, specifically claims Nos.:

4. ’E No required additional scerch fies were timely paid by the applicant. Consequently, tbis international search report is

regtricted to the invention first mentioned in the claims; it is covered by claims Nos.: 1,2,4,3,8-11,16,18-20 and 23

Remark on Protest l:l The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee,

I:I The additional search fees were accompanied by the applicant’s protest but the appliceble protest fes
was niot peid within the time limit speeified in the Invitation.

D No protest sccompanied the payment of additional search fess.
Form PCT/ISA/210 (continuation of first sheet(2)) (April 2005}
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BOX III. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING

This application contains the following inventicn or groups of inventlons which are not so linked as to form a single general
inventive concept under PCR Rule 13.1. In order for all inventions to be searched, the appropriate additional examination
fees must be paid.

Groups 1-210, claim(s) 1-20, 23-24, with respect to a marker {Groups 1-21) or combination of 2 or more markers (Groups 22-
210) drawn to methods of assessing whether a paient is afflicted with prostate cancer and a kit containing & nucleic acid
probe for assessing expression of the marker. Group 1 is considered to be drawn to methods which defect biomarkers
M245A; Group 22 is consldered ta be drawn to methods which detect the combinaiion of blomarkers M245A and MBB3A. If
additional groups are 1o ba searched ploase indicats the corresponding markers, Claims 1-20 and 23-24 will be searched
anly for thelr elected markers.

Group 211-231, clalm(s) 21-22, with respect to a marker drawn to methods for ldentifying a candidate compound far inkibiing
prostate cancer by defermining the expression of a biomarker. Group 211 is considared to be drawn to methods for
identifying a candidate compound for inhlbiting prosiate cancer by determining the expression of biomarker M245A. [f
additional graups are to bae searched please indicate the corresponding markers. Claims 21-22 will be searched only for their
elacted markers.

Group 232-244, claim(s) 25, with respect to a single SEQ ID NO, drawn fo polypeptides. Group 232 is considared to be
drawn to polypeptides comprising SEQ 1D 4. If additional groups are to be searched please indicate the corresponding SEQ
ID NOs. Claim 25 will be searched only for the elected polypeptide sequence.

Group 245-268, claim(s) 23 and 26, with respect to a marker, drawn to a kit containing antibodies and antibodies that bind to
markers. Group 245 Is considered fo be drawn to antibodies that bind to biomarker M2454, If additional groups are to be
searched please indicate the corresponding markers. Claims 23 and 26 will be searched only for the antibodies which bind to
the biomarkers and the antibodies which bind to the stated polypeptide sequences. The inventions listed as Groups 1-266 do
not relate to & single general inventive concept under PCT Rule 13.1 because, under PCT Rule 13.2, they lack the same or
comespanding special technical feature for the following reasons:

Under 37 GFR 1.475(d) Applicant is antitled to an examination of the first praduct, method of making said product and
method of using said product. In the Instant Application, the kit for assassing whether a patient is afflicted with prostate cancer
{claim 23}, the nucleotides (Gaim 24), and the methods of assessing whether a patient is afflicted with prostate cancer
{claims 1-20) constitute the first product and method of using the product and therefore these claims will be examined
together, However, the methads of groups 211-231 constftute additional and distingt rethods and the products of groups 232-
244 and 245-266 constituie additional and disfinct products.

The inventions of, groups 1-210 and 211-231 are drawn to different methods such that each method requires different active
process steps, requine the use of different reagents and have different chjectives, and do not share a special technical
faaturs. The methods of groups 1-210 require determining the levet of expression of marker It a patient to diagnese or
prognose a disease. These steps are not required to practice the methods of groups 211-231. The methad of group 211-231
requires determining the level of exprassion of marker in a patlent sample In the presence of a compound and then
determining the level of expression of marker in a patients sample Iin the absence of a compound and comparing the level of

Form PCT/ISA/210 (extra sheet) (April 2005)



(74) JP 2008-509673 A 2008.4.3

Intemnational epplication No.
INTERNATIONAL SEARCH REPORT PCT/US05/28781

expression whersin significantly lower expression is an indication that the compound is efficacious for inhibiting prostate
cancer. These steps are not required to practice the methods of groups 1-210.

Furthermore, the products of groups 1-210, 232-244, and 245-266 do not share a comesponding structural property. The
special technical feature of the nucleic acids of Groups 1-210 is the identity of ifs monomers which are nucleotides and which
determine its structure, properties and funciion. In conirast, the speclal technical feature of the proteins of Groups 232-244
are its amino acid monomers, which determine its structure, propetties and function which are arranged In a specific 3-
dimensional structure. The specla! technical feature of the antibodies of groups 245-266 are also its amino acid monomers.
However, in an anfibody, the amine aclds are amanged in a specific tertiary siruciure wherein four subunits (2 light chains and
2 heavy chains) are joined via disulfide bonds. The antibedies of groups 245-266 differ from the proteins of groups 232-244
with respect to their amino acid sequence, secondary and fertfary structure and their functional activites. While antibodies
bind to specific larget antigens and function in Immunological reactions, such that they may neutralize an antigen,
palynucigotides da not have these functional activities. Proleins may be used for therapeutic purposss: or in ligand binding
assays. Further, while nucleic acids may be used In hybridization assays, antibodies and proteins may not be utilized in
hybridization assays. As the products differ from each other in structure, function, and effect, they do nof belong to a
recognized class of chemical compound, or have both a "common property or activity" and a common structure as would be
requirad to show that the inventions are "of a similar nature",

it is noted that the present claims have been presented in Improper Markush format, as distinct products and distinct methods
ara improperly joined in the claims. Each marker Is structurally and functionally distinct from all other markers and has a
different special technical feature. The chemical structure of each marker is different. For example marker M245A is
structurally and functionally different from marker MEB2A. As the products sncompassed by the claims do not share a special
{echnical feature, the distinct products and methods may not properly be presented in the alternative. Accordingly, the claims
have been saparated into a number of groups corresponding to the number of different inventions encompassed by the
claims and the dlaims will be examined oniy as they read upon the invention of the slectad graup. For *he same reasorns, the
remalnder of the claims have been separated in a number of groups comesponding to the number of different inventions
encompassed thereby.

Form PCT/ISA/210 {extra sheet) (April 2005)
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0000 OO0 FBO3

0000 OO 4B024 AALL BAO7 BA32 BASO CAO4 HAl4

0000 OO 4B050 DDO7  LLO3

0000 OO 4B063 QAOL QA19 QQO8 QQ43 QQ44 QR32 QRS6 QR62 QR66 QS16

0000 OO0 QS25 (S34 QS36 QX02

0000 OO 4C084 AAL7 MA16 MA3L MA35 MA36 MA37 MAS2 MAS55 MAS7 MA59
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