WO 2012/135759 PCT/US2012/031679

112

—— CT +5% DMSO, 0.1% Tween, 1% CMC PO QDx21
—FE— GDC-0068 40 mglkg PO QDX21

—@— Abiraterone 200 mg/kg PO QDx21

—&— (GDC-0068 40 mglkg + Abiraterone 200 mglkg PO QDx21

1400

1200 -

1000 4

800

LME Fitted Tumor Volume (mmd)

600

400

200 rrrrjprrrrrprroerprrrerriprrorryproTrord

0 5 10 15 20 25 30
Time (days)

FIG. 1

SUBSTITUTE SHEET (RULE 26)



WO 2012/135759

—

Tumor Volume (mm3

2400

2200

2000
1800

1600
1400
1200
1000
800
600
400

200

2/2

PCT/US2012/031679

.\

\J

01- Vehicles (MCT +25%HPBCD), PO QD

—A— 03- GDC-0068 40mglkg, PO QD

1

—>— (- GDC-0068 40mglkg + Abiraterone 200mg/kg, PO QD

06 - Abiraterone 200mg/kg, PO QD

e

UJ

NN

| %

Vo 4

o

Day

FIG. 2

SUBSTITUTE SHEET (RULE 26)




WO 2012/135759
INTERNATIONAL SEARCH REPORT

—— PCT/US2012/031679 ____

International application No.
PCT/US 12/31679

A. CLASSIFICATION OF SUBJECT MATTER

USPC - 514/258.1; 544/253; 540/95

IPC(8) - A61K 31/517; CO7D 239/70; A61P 35/00 (2012.01)

According to International Patent Classification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

IPC(8) -A61K 31/517; CO7D 239/70; A61P 35/00 (2012.01)
USPC -514/258.1; 544/253; 540/95

Minimum documentation searched (classification system followed by classification symbols)

USPC - 514/252.13 (see search terms below)

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

ERBB2, HER2, cancer, chemotherapeutic agent, pyrimidy)

data base and, where practicable, search terms used)

PubWEST, Google Patents, Google Scholar, WIPO (combination, formula, abiraterone, hyperproliferative, mutation, PTEN, AKT, PI3K,

C. DOCUMENTS CONSIDERED TO BE RELEVANT

para[0024).

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
Y US 2008/0051399 A1 (MITCHELL, et al.) 28 February 2008 (28.02.2008) entire document, 1-7, 10-15
especially para[0006}, [0008]-[0008], [0015], [0043)-[0046]}, [0058], [0125], [0218], [0224], [0227]
-[0228), [0230}-{0232], [0234], [0262], [0266].
Y US 2009/0137595 A1 (SAKAL, et al.) 28 May 2009 (28.05.2009) entire document, especially 1-7, 10-15
para[0733]-[0734].
Y US 2010/0069357 A1 (BERGERON, et al.) 18 March 2010 (18.03.2010) entire document, 3,5, 7/(3,5)
especially para[0006].
A US 2009/0258364 A1 (GOEL, et al.) 15 October 2009 (15.10.2009) entire document, especially | 1-7, 10-15

D Further documents are listed in the continuation of Box C.

[]

* 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 application or patent but published on or after the international
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)

“0” 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 apElication but cited to understand
the principle or theory underlying the invention

“X” document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

“Y” document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

“&” document member of the same patent family

Date of the actual completion of the international search

19 June 2012 (19.06.2012)

Date of mailing of the international search report

13 JUL 2012

Name and mailing address of the ISA/US

Mail Stop PCT, Attn: ISA/JUS, Commissioner for Pétents
P.O. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No. 571.273.3201

Authorized officer:
Lee W. Young

PCT Helpdesk: 571-272-4300
PCT OSP: 571-272-7774

Form PCT/ISA/210 (second sheet) (July 2009)



