
WCK1031 
Page 1

PTOISB/81 (O1-D9)
Approved for use through 11/30.l20‘l 1. OMB 0651-0035

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Papenlvork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.

POWER OF ATTORNEY ”"""'°""‘°" "“'""°' ‘"544-44°
OR Filing Date August 24, 2007

REVOCATION OF POWER OF ATTORNEY F!""“ ”°'“""' "“°“'°' “'3” ” A”e’“*’°"Methods and Compositions for Treating Cance

WITH A NEW POXVNEDR OF ATTORNEY 1628 - Confirmation No. 6850
Examiner Name HUI, San Ming R.

CHANGE OF CORRESPONDENCE ADDRESS Attorney Docket Number 11 515_004_999

I hereby revoke all previous powers of attomey given in the above-identified application.

D A Power of Attorney is submitted herewith.
OR

I hereby appoint Practitioner(s) associated with the following CustomerNumber as mylour attomey(s) or agent(s) to prosecute the application
identified above, and to transact all business in the United States Patent
and Trademark Office connected therewith:

OR

B I hereby appoint Practitioner(s) named below as mylour attomey(s) or agent(s) to prosecute the application identified above, andto transact all business in the United States Patent and Trademark Office connected therewith:

Practitioner(s) Name Registration Number

Please recognize or change the correspondence address for the above—identified application to:

The address associated with the above-mentioned Customer Number.
OR

B The address associated with Customer Number:
OR

Firm or
Individual Name

Address

City

Telephone
I am the:

E] Applicantllnventor.RO

Assignee of record of the entire interest. See 37 CFR 3.71.Statement under 37 CFR 3. 73(b) (Form PTO/SB/96) submitted herewith or filed on

SIGNATURE of Applicant or Assignee of Record

Signature G,-‘fix;-,a
Name Andrea Kamage, Esq. Telephone (732) 524-3957

Asst. Secretary, Cougar Biotechnology, Inc./Johnson & Johnson
NOTE: Signatures of all the inventors or assignees of record of the entire interest or their representative(s) are required. Submit multiple forms it more than one
signature is required, see below*.

forms are submitted.

This collection of information is required by 37 CFR 1.31, 1.32 and 1.33. The information is required to obtain or retain a benefit by the public which is to file (and by the
USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.11 and 1.14. This collection is estimated to take 3 minutes to complete,
including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on
the amount of time you require to complete this form andlor suggestions for reducing this burden. should be sent to the Chief Inforrnaticn Officer, U.S. Patent and
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS
ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

ifyou need assistance in completing the form, call’ 1-800-PTO-9199 and select option 2.
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U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.

STATEMENT UNDER 37 CFR 3.73§b)

Applican-bipatent Owner: Cougar Biotechnology, Inc.

Application No..’Patent No.2 111344.440 Filed/Issue Date: AUQU5t 24. 2007
Titled

METHODS AND COMOSITIONS FOR TREATING CANCER

Cougar Biotechnology, Inc. , a Corporation
(Name of Assig nee} {Type of Assignee, e.g., corporation. partnership, university, government agency, etc.

states that it is:

the assignee of the entire right, title, and interest in;

an assignee of less than the entire right, title, and interest in
(The extent (by percentage) of its ownership interest is %); or

the assignee of an undivided interest in the entirety of (a complete assignment from one of the joint inventors was made)

the patent applicationlpatent identified above, by virtue of either:

A. D An assignment from the inventor(s) of the patent applicationlpatent identified above. The assignment was recorded in
the United States Patent and Trademark Office at Reel , Frame , or for which a
copy therefore is attached.

OR

B. A chain of title from the inventor(s), of the patent application/patent identified above, to the current assignee as follows:

1_ prom; Alan H. Auerbach and Arie S. Belldegrun T0; Cougar Biotechnology, Inc.

The document was recorded in the United States Patent and Trademark Office at

Reel 018339 , Frame 0027 , or for which a copy thereof is attached.

2. From: Alan H. Auerbach To: Cougar Biotechnology, Inc.

The document was recorded in the United States Patent and Trademark Office at

Ree] Fl-ar-ne , or for which a copy thereof is attached.

3_ From; Arie S. Bellclegmn To: Cougar Biotechnology, Inc.

The document was recorded in the United States Patent and Trademark Office at

Reel 020040 , Frame 0690 , or for which a copy thereof is attached.

E Additional documents in the chain of title are listed on a supplemental sheet(s).

As required by 37 CFR 3.73(b)(1)(i), the documentary evidence of the chain of title from the original owner to the assignee was,
or concurrently is being, submitted for recordation pursuant to 37 CFR 3.11.

[NOTE: A separate copy (r'.e., a true copy of the original assignment document(s)) must be submitted to Assignment Division in
accordance with 37 CFR Part 3, to record the assignment in the records of the USPTO. E MPEP 302.08]

The u?,r1ersigned (whose title is supplied below) is authorized to act on behalf of the assignee.
LJ»l’\xC‘ir'bto'L aiaalrr

Signature Date

Andrea Kamage, Esq. Assistant Secretary

Printed or Typed Name Title
This collection of infonnation is required by 37 CFR 3.73(b). The information is required to obtain or retain a benefit by the public which is to file (and by the USPTO to
process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.11 and 1.14. This collection is estimated to take 12 minutes to complete, including
gathering, preparing, and submitting the completed application fonn to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time
you require to complete this form andlor suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office. U.S.
Department of Commerce, PO. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner
for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

ifyou need‘ assistance in completing the form, cal.‘ 1-800-PTO-9199 and select option 2. VVCPKa1g0e3;
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Electronic Patent Application Fee Transmittal

—
Filing Date:

Title of Invention: Methods and Compositions for Treating Cancer

First Named Inventor/Applicant Name: Alan H. Auerbach

Attorney Docket Number: CGR5001USCNT1

Filed as Large Entity

Utility under 35 USC111(a) Filing Fees

Sub-Total in

USD($)

Claims:

Independent claims in excess of3 1201 1 220 220

Miscellaneous-Filing:

Description Fee Code Quantity
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Sub-Total in

USD($)

Patent Appeals and Interference

Description Fee Code Quantity

Extenslon of-Tlme

Miscellaneous.

Total in USD ($) 2142

Post-AIIowance-and-Post-Issuance: 
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Electronic Acknowledgement Receipt

m

—

Title of Invention: Methods and Compositions for Treating Cancer

I

—

Payment information:

Submitted with Payment yes—

—Auth°“zedUser  
The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

Charge any Additional Fees required under 37 C.F.R. Section 1.16 (National application filing, search, and examination fees)
WCK1031

Charge any Additional Fees required under 37 C.F.R. Section 1.17 (Patent application and reexamination processing fees) P36 5
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Charge any Additional Fees required under 37 C.F.R. Section 1.19 (Document supply fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.20 (Post Issuance fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.21 (Miscellaneous fees and charges)

File Listing:

Document . . File Size(Bytes)/ Multi Pages

1031200
CGR5001USCNTAPPL|CAT|OND

Application Data Sheet A_|_ASHEE_|_.pdf 0997e1bece1ad81a95897fd4e7556e09e91
73a7b

Information:

1649829
CGR5001USNPAPPLNASOR|G|N

ALLYF|LED.pdf 9b0f93c22c6b033155e73cc04a189006792

Multipart Description/PDF files in .zip description

c044f69ffb40b471b2e4909aacd40d005591
1ee1

Assignee showing of ownership per 37
CFR 3.73(b). b7bfddbc2b3dbba4b04935ef24ce3e0c691

10307

Fee Worksheet (PTO-875) fee-info.pdf 2aa3ea7e51ac8b33a96fbf7bee79bde5f4d7
589e
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This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.
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I
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Payment information:

Submitted with Payment yes—

—Auth°“zedUser  
The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

Charge any Additional Fees required under 37 C.F.R. Section 1.16 (National application filing, search, and examination fees)
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Charge any Additional Fees required under 37 C.F.R. Section 1.19 (Document supply fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.20 (Post Issuance fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.21 (Miscellaneous fees and charges)

File Listing:

Document . . File Size(Bytes)/ Multi Pages
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CGR5001USCNTAPPL|CAT|OND

Application Data Sheet A_|_ASHEE_|_.pdf 0997e1bece1ad81a95897fd4e7556e09e91
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Information:
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1ee1

Assignee showing of ownership per 37
CFR 3.73(b). b7bfddbc2b3dbba4b04935ef24ce3e0c691

10307

Fee Worksheet (PTO-875) fee-info.pdf 2aa3ea7e51ac8b33a96fbf7bee79bde5f4d7
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This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.
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Approved for use through 09/30/2010. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Attorney Docket Number CGR5001USCNT1
Application Data Sheet 37 CFR 1.76 _ _

Application Number

Title of Invention Methods and Compositions for Treating Cancer

The application data sheet is part of the provisional or nonprovisional application for which it is being submitted. The following form contains the
bibliographic data arranged in a format specified by the United States Patent and Trademark Office as outlined in 37 CFR 1.76.
This document may be completed electronically and submitted to the Office in electronic format using the Electronic Filing System (EFS) or the
document may be printed and included in a paper filed application.

Secrecy Order 37 CFR 5.2

|:| Portions or all of the application associated with this Application Data Sheet may fall under a Secrecy Order pursuant to
37 CFR 5.2 (Paper filers only. Applications that fall under Secrecy Order may not be filed electronically.)

Applicant Information:

Applicant 1
Applicant Authority @|nventor | OLegal Representative under 35 U.S.C. 117 |OParty of Interest under 35 U.S.C. 118
Prefix Given Name Middle Name Family Name Suffix

Na"
Residence Information (Select One) @ US Residency Q Non US Residency O Active US Military Service

City Hermosa Beach StateIProvince CA Country of Residencei US

Citizenship under 37 CFR 1.41(b) I US

Mailing Address of Applicant:

Address 1 One Johnson 8. Johnson Plaza

Address 2

Applicant 2
Applicant Authority @|nventor OLegal Representative under 35 U.S.C. 117 C)Party of Interest under 35 U.S.C. 118

Prefix Middle Name Family Name Suffix
Be"de9wm

Residence Information (Select One) @ US Residency O Non US Residency O Active US Military Service

Los Angeles StateIProvince Country of Residence i
S

 

 

 

Citizenship under 37 CFR1.41(b)i

Mailing Address of Applicant:

 

  
Address 1

Address 2

S*a*elPr°vl"ce
Postal Code US

One Johnson & Johnson Plaza

  
All Inventors Must Be Listed - Additional Inventor Information blocks may be

generated within this form by selecting the Add button.

Add

Correspondence Information:

Enter either Customer Number or complete the Correspondence Information section below.

For further information see 37 CFR 1.33(a). |:| An Address is being provided for the correspondence Information of this application.

EFS Web 2.2.2
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CGR5001USCNT1

 
 

 

 
 

 

Attorney Docket Number

Application Number

Methods and Compositions for Treating Cancer

Application Data Sheet 37 CFR 1.76

Title of Invention

Customer Number 27777

Email Address jnjuspatent@corus.jnj.com

Application Information:

 

 

 
 

Title of the Invention Methods and Compositions for Treating Cancer

Attorney Docket Number CGR5001USCNT1 | Small Entity Status Claimed |:|
Nonprovisional

Utility

Application Type

Subject Matter 
  
 
 

Suggested Class (if any)  
Suggested Technology Center (if any)

  

Sub Class (if any)

Total Number of Drawing Sheets (if any)-Suggested Figure for Publication (if any)
Publication Information:

|:| Request Early Publication (Fee required at time of Request 37 CFR 1.219)

  

Request N012 t0 Publish. I hereby request that the attached application not be published under 35 U.S.

E] C. 122(b) and certify that the invention disclosed in the attached application has not and will not be the subject of
an application filed in another country, or under a multilateral international agreement, that requires publication at

eighteen months after filing.

Representative Information:

Representative information should be provided for all practitioners having a power of attorney in the application. Providing
this information in the Application Data Sheet does not constitute a power of attorney in the application (see 37 CFR 1.32).
Enter either Customer Number or complete the Representative Name section below. If both sections

are completed the Customer Number will be used for the Representative Information during processing.

Please Select One: @ Customer Number 0 US Patent Practitioner 0 Limited Recognition (37 CFR 11.9)

Customer Number 27777
 
Domestic BenefitINational Stage Information:

This section allows for the applicant to either claim benefit under 35 U.S.C. 119(e), 120, 121, or 365(0) or indicate National Stage
entry from a PCT application. Providing this information in the application data sheet constitutes the specific reference required by
35 U.S.C. 119(e) or 120, and 37 CFR 1.78(a)(2) or CFR 1.78(a)(4), and need not otherwise be made part of the specification.

Prior Application Status Expired

Application Number Continuity Type Prior Application Number Filing Date (YYYY-MM-DD)

non provisional of 60/921506 2006-08-25

Prior Application Status Pending

Application Number Continuity Type Prior Application Number Filing Date (YYYY-MM-DD)

Continuation of 11/344440 2007-08-24 Wgalfgleofg
EFS Web 2.2.2
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 Attorney Docket Number CGR5001USCNT1
Application Data Sheet 37 CFR 1.76

Application Number

Title of Invention Methods and Compositions for Treating Cancer

Additional Domestic Benefit/National Stage Data may be generated within this form

by selecting the Add button.

Add

Foreign Priority Information:

This section allows for the applicant to claim benefit of foreign priority and to identify any prior foreign application for which priority is
not claimed. Providing this information in the application data sheet constitutes the claim for priority as required by 35 U_S_C_ 119(b)

and 37 CFR 1.55(a).

Application Number Parent Filing Date (YYYY-MM-DD} Priority Claimed

Additional Foreign Priority Data may be generated within this form by selecting the
Add button.

 

Assignee Information:

Providing this information in the application data sheet does not substitute for compliance with any requirement of part 3 of Title 37
of the CFR to have an assignment recorded in the Office.

Assi nee 1

If the Assignee is an Organization check here. |:|

Prefix  Middle Name Family Name

 

 
Mailing Address Information:

Address 1

Address 2

P“°"eN“mbe' —
Email Address

Additional Assignee Data may be generated within this form by selecting the Add
button. Add

Signature:

A signature of the applicant or representative is required in accordance with 37 CFR 1.33 and 10.18. Please see 37

CFR 1.4(d) for the form of the signature.

Signature /Andrea Jo Kamage] Date (YYYY-MM-DD) 2011-02-24 

First Name Andrea Jo Last Name Kamage Registration Number 43703
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Approved for use through 09/30/2010. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

. . Aeemev eeeke Number
Application Data Sheet 37 CFR 1.76 _ _

Aeeheeeee Nemeer T Title of Invention Methods and Compositions for Treating Cancer

This collection of information is required by 37 CFR 1.76. The information is required to obtain or retain a benefit by the public which
is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U_S_C_ 122 and 37 CFR 1.14. This
collection is estimated to take 23 minutes to complete, including gathering, preparing, and submitting the completed application data
sheet form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you require to
complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR
COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.0. Box 1450, Alexandria, VA 22313-1450.
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The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the attached form related to
a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised that: (1) the general authority for the collection
of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the principal purpose for which the information is
used by the U.S. Patent and Trademark Office is to process and/or examine your submission related to a patent application or patent. If you do not
furnish the requested information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may
result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1.

Privacy Act Statement

The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act (5 U.S.C. 552)
and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the Department of Justice to determine
whether the Freedom of Information Act requires disclosure of these records.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a court, magistrate, or
administrative tribunal, including disclosures to opposing counsel in the course of settlement negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a request involving an
individual, to whom the record pertains, when the individual has requested assistance from the Member with respect to the subject matter of
the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for the information in
order to perform a contract. Recipients of information shall be required to comply with the requirements of the Privacy Act of 1974, as
amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records may be disclosed,
as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of National Security
review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or his/her designee,
during an inspection of records conducted by GSA as part of that agency's responsibility to recommend improvements in records
management practices and programs, under authority of 44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance with the
GSA regulations governing inspection of records for this purpose, and any other relevant (i.e., GSA or Commerce) directive. Such
disclosure shall not be used to make determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of the application pursuant
to 35 U.S.C. 122(b) or issuance ofa patent pursuant to 35 U.S.C. 151. Further, a record may be disclosed, subject to the limitations of 37
CFR 1.14, as a routine use, to the public if the record was filed in an application which became abandoned or in which the proceedings were
terminated and which application is referenced by either a published application, an application open to public inspections or an issued
patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law enforcement agency, if the
USPTO becomes aware of a violation or potential violation of law or regulation.
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Attorney Docket No. 11515-004-999

METHODS AND COMPOSITIONS FOR TREATING CANCER

FIELD OF THE INVENTION

[0001] Methods and compositions for treating cancer are described herein. More

particularly, the methods for treating cancer comprise administering a 17a-hydroxylase/C17,

20-lyase inhibitor, such as abiraterone acetate (i.e., 3[3—acetoxy—l 7—(3—pyridyl) androsta—5,

l6—diene), in combination with at least one additional therapeutic agent, such as an anti-

cancer agent or a steroid. Furthermore, disclosed are compositions comprising a l7ot-

hydroxylase/C17_20-lyase inhibitor, and at least one additional therapeutic agent such as an

anti—cancer agent or a steroid, e.g., a corticosteroid or, more specifically, a glucocorticoid.

BACKGROUND

[0002] The number of people diagnosed with cancer has significantly increased. Of

special interest are individuals diagnosed with androgen-dependent disorders, such as

prostate cancer, and estrogen-dependent disorders, such as breast cancer since such

diagnoses are increasing in number at an alarming rate.

[0003] Prostate cancer is currently the most common non—skin cancer and the

second leading cause of cancer-related death in men after lung cancer. The primary course

of treatment for patients diagnosed with organ—conf1ned prostate cancer is usually

prostatectomy or radiotherapy. Not only are these treatments highly invasive and have

undesirable side effects, such localized treatments are not effective on prostate cancer after

it has metastasized. Moreover, a large percent of individuals who receive localized

treatments will suffer from recurring cancer.

[0004] Additionally, breast cancer incidence in women has increased from one out

of every 20 women in 1960 to one out of every eight women in 2005. Moreover, it is the

most common cancer among white and African-American women. Similar to treating

prostate cancer, most options for women diagnosed with breast cancer are highly invasive

and have significant side—effects. Such treatments include surgery, radiation and

chemotherapy.

[0005] Hormone therapy is another treatment option for individuals diagnosed with

prostate or breast cancer. Hormone therapy is a form of systemic treatment for prostate or

breast cancer wherein hormone ablation agents are used to suppress the production or block

-1-
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the effects of hormones, such as estrogen and progesterone in the body, which are believed

to promote the growth of breast cancer, as well as testosterone and dihydrotestosterone,

which are believed to promote the growth of prostate cancer. Moreover, hormone therapy is

less invasive than surgery and does not have many of the side effects associated with

chemotherapy or radiation. Hormone therapy can also be used by itself or in addition to

localized therapy and has shown to be effective in individuals whose cancer has

metastasized.

[0006] Even though hormone therapy is less invasive and can be used on more

advanced stages of cancer, some individuals administered current hormone therapy

treatments may not show a significant response or may not show any response at all to such

treatments. Additionally, some patients treated with current hormone therapy treatments

may also suffer from relapsing or recurring cancer. Currently, such refractory cancer

patients are left with very few treatment options.

[0007] Despite the progress made in the treatment of cancer, there remains a need

for more effective ways to treat cancer such as, but not limited to, prostate cancer and breast

cancer. Additionally, there is a need for effective anti—eaneer treatment options for patients

who are not responding to current anti-cancer treatments. Also, there is a need for effective

anti-cancer treatment options for patients whose cancer has recurred.

SUMMARY OF THE INVENTION

[0008] Described herein are methods for treating a cancer in which a therapeutically

effective amount of a 17a—hydroxylase/Cm, 20-lyase inhibitor, such as abiraterone acetate

(tie. 3[3-acetoxy—17—(3-pyridyl)androsta—5,l6—diene), is administered to a patient, e.g., a

patient in need thereof, in combination with a therapeutically effective amount of at least

one additional therapeutic agent including, but not limited to, an anti—cancer agent or

steroid. Such methods can also provide an effective treatment for individuals with a

refractory cancer, including individuals who are currently undergoing a cancer treatment.

Therefore, in certain embodiments, the method is directed to treating a refractory cancer in a

patient, in which a therapeutically effective amount of 17a-hydroxylase/C17, 20—lyase

inhibitor is administered to a patient currently receiving an anti—eancer agent.

[0009] For example, in certain embodiments, the method for the treatment of a

cancer in a mammal comprises administering an amount of about 0.01 mg/kg/day to about
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100 mg/kg/day of abiraterone acetate and an amount of about 0.1 mg/m2 to about 20 mg/ml

of mitoxantrone.

[0010] In another embodiment, the method for the treatment of a cancer in a

mammal comprises administering an amount of about 0.01 mg/kg/day to about 100

mg/kg/day of abiraterone acetate and an amount of about 1 mg/ml to about l75 mg/m2 of

paclitaxel.

[001 1] In still other embodiments, the method for the treatment of a cancer in a

mammal comprises administering an amount of about 0.01 mg/kg/day to about I()()

mg/kg/day of abiraterone acetate and an amount of about 1 mg/ml to about 100 mg/ml of

docetaxel.

[0012] Furthermore, described herein is a method for the treatment of a cancer in a

mammal comprising administering an amount of about 0.01 mg/kg/day to about 100

mg/kg/day of abiraterone acetate; and an amount of about 0.01 mg to about 200 mg of

leuprolide, wherein the leuprolide is administered over a period of about 3 days to about l2

months.

[0013] In other embodiments, the method for the treatment of a cancer in a mammal

comprises administering an amount of about 0.01 mg/kg/day to about 100 mg/kg/day of

abiraterone acetate and an amount of about 0.01 mg to about 20 mg of goserelin, wherein

the goserelin is administered over a period of about 28 days to about 3 months.

[0014] Additionally, in another embodiment, the method for the treatment ofa

cancer in a mammal comprises administering an amount of about 0.01 mg/kg/day to about

100 mg/kg/day of abiraterone acetate and an amount of about 0.01 mg to about 20 mg of

triptorelin, wherein the triptorelin is administered over a period of about 1 month.

[0015] The method for the treatment of a cancer in a mammal can also comprise

administering an amount of about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone

acetate and an amount of about 0.1 ug/day to about 500 ug/day of seocalcitol, such as about

100 pg/day of seocalcitol.

[0016] Also, the method for the treatment of a cancer in a mammal can comprise

administering an amount of about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone

acetate and an amount of about 1 mg/day to about 300 mg/day of biealutamide.

[0017] In yet another embodiment, the method for the treatment ofa cancer in a

mammal can comprise administering an amount of about 0.01 mg/kg/day to about 100
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mg/kg/day of abiraterone acetate and an amount of about 1 mg/day to about 2000 mg/day of

flutamide.

[0018] Moreover, the method for the treatment of a cancer in a mammal can

comprise administering an amount of about 50 mg/day to about 2000 mg/day ofabiraterone

acetate and an amount of about 0.01 mg/day to about 500 mg/day of a glueocorticoid

including, but not limited to, hydrocortisone, prednisone or dexamethasone.

[0019] Also described herein are compositions for the treatment of cancer that

comprise a combination of a therapeutically effective amount of at least one l7a—

hydroxylase/C1130-lyase inhibitor and a therapeutically effective amount of at least one

additional anti—cancer agent, such as, but not limited to, mitoxantrone, paclitaxel, docetaxel,

leuprolide, goserelin, triptorelin, seocalcitol, bicalutamide, flutamide, or a steroid including,

but not limited to, hydrocortisone, prednisone, or dexamethasone.

[0020] Finally, single unit dosage forms comprising abiraterone acetate and a

glucoeorticoid, optionally with carriers, diluents or excipients, are contemplated. Also, kits

comprising at least one l70c—hydroxylase/C17,20—lyase inhibitor and an additional anti cancer

agent or steroid are contemplated. For example, the kit may include a vial containing

abiraterone acetate and another vial containing a glucocorticoid.

Definitions

[0021] As used herein and unless otherwise defined the word “cancer,” refers to the

growth, division or proliferation of abnormal cells in the body. Cancers that can be treated

with the methods and the compositions described herein include, but are not limited to,

prostate cancer, breast cancer, adrenal cancer, leukemia, lymphoma, myeloma,

Wa1denstrom’s maeroglobulinemia, monoclonal gammopathy, benign monoclonal

gammopathy, heavy chain disease, bone and connective tissue sarcoma, brain tumors,

thyroid cancer, pancreatic cancer, pituitary cancer, eye cancer, vaginal cancer, vulvar

cancer, cervical cancer, uterine cancer, ovarian cancer, esophageal cancer, stomach cancer,

colon cancer, rectal cancer, liver cancer, gallbladder cancer, cholangioearcinoma, lung

cancer, testicular cancer, penal cancer, oral cancer, skin cancer, kidney cancers, Wilms’

tumor and bladder cancer.

[0022] As used herein, and unless otherwise defined, the terms “treat,” “treating”

and “treatment” include the eradication, removal, modification, management or control of a
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tumor or primary, regional, or metastatic cancer cells or tissue and the minimization or

delay of the spread of cancer.

[0023] As used herein, and unless otherwise defined, the term “patient” means an

animal, including but not limited to an animal such as a human, monkey, cow, horse, sheep,

pig, chicken, turkey, quail, cat, dog, mouse, rat, rabbit, or guinea pig. In one embodiment,

the patient is a mammal and in another embodiment the patient is a human. In certain

embodiments, the patient can be an adult male or female. In some embodiments, the patient

is a male of age about 30 years to about 85 years. In other embodiments, the patient is a

female of age about 30 years to about 85 years. In a particular embodiment, the patient has

or is susceptible to having (e.g., through genetic or environmental factors) cancer. In a

further embodiment, the patient has or is susceptible to having (e. g., through genetic or

environmental factors) a tumor. In other embodiments, the patient can be castrated or non-
castrated.

[0024] The term “l 70L-hydroxylase/C17_ 20-lyase inhibitor" as used herein refers to an

inhibitor of 170t—hydroxylase/C17.g0—lyase, (which is an enzyme in testosterone synthesis), an

analog thereof, derivative thereof, metabolite thereof or pharrnaceutically acceptable salt

thereof. Also, unless otherwise noted, reference to a particular 17a—hydroxy1ase/C1130-

lyase inhibitor can include analogs, derivatives, metabolites or pharmaceutically acceptable

salts of such particular 17ot—hydroxylase/C17_20-lyase inhibitor.

[0025] The term “anti—cancer agent” as used herein refers to any therapeutic agent

that directly or indirectly kills cancer celis or directiy or indirectly prohibits stops or reduces

the proliferation of cancer cells. It should be noted that even though throughout this

specification and in the claims the phrase “anti—cancer agent” is written as a singular noun,

for example; “an anti-cancer agent” or “the anti—cancer agent,” the phrase “anti—cancer

agent” should not be interpreted as being limited to the inclusion of a single anti—cancer

agent.

[0026] As used herein, and unless otherwise defined, the phrase “therapeutically

effective amount” when used in connection with a l 70L-hydroxylase/C17‘ 20-lyase inhibitor or

therapeutic agent means an amount of the 17a-hydroxylase/C17, 20-lyase inhibitor or

therapeutic agent effective for treating a disease or disorder disclosed herein, such as cancer.

[0027] As used herein and unless otherwise defined the phrase “refractory cancer,”

means cancer that is not responding to an anti—cancer treatment or cancer that is not
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responding sufficiently to an anti-cancer treatment. Refractory cancer can also include

recurring or relapsing cancer.

[0028] As used herein and unless otherwise defined the phrase “refractory patient,"

means a patient who has refractory cancer.

[0029] As used herein and unless otherwise defined the phrase “relapse cancer,”

means cancer that was at one time responsive to an anti—cancer treatment but has become no

longer responsive to such treatment or is no longer responding sufficiently to such

treatment.

[0030] As used herein and unless otherwise defined the phrase “recurring cancer,”

means cancer that has returned after a patient has been earlier diagnosed with cancer, under

gone treatment or had been previously diagnosed as cancer-free.

[0031] As used herein and unless otherwise defined the term “derivative” refers to a

chemically modified compound wherein the chemical modification takes place at one or

more functional groups of the compound. The derivative may retain or improve the

phannacological activity of the compound from which it is derived.

[0032] As used herein and unless otherwise defined the term “analog” refers to a

chemical compound that is structurally similar to another but differs slightly in composition

(as in the replacement of one atom by an atom of a different element or in the presence ofa

particular functional group).

[0033] As used herein and unless otherwise defined the phrase “pharmaceutically

acceptable salt" refers to any salt ofa 17a-hydroxylase/C17‘ 30-lyase inhibitor which retains

the biological effectiveness of the 170L—hydroxylase/C17,2o—lyase inhibitor. Examples of

pharmaceutically acceptable salts include, but are not limited to, acetates, sulfates,

pyrosulfates, bisulfates, sulfites, bisulfites, phosphates, monohydrogenphosphates,

dihydrogenphosphates, metaphosphates, pyrophosphates, chlorides, bromides, iodides,

acetates, propionates, decanoates, caprylates, acrylates, formates, isobutyrates, caproates,

heptanoates, propiolates, oxalates, malonates, succinates, suberates, sebacates, fumarates,

maleates, butyne—l,4-dioates, hexyne-1,6-dioates, benzoates, chlorobenzoates,

methylbenzoates, dinitrobenzoates, hydroxybenzoates, methoxybenzoates, phthalates,

sulfonates, xylenesulfonates, phylacetates, phenylpropionates, phenylbutyrates, citrates,

lactates, gamma-hydroxybutyrates, glycollates, tartarates, alkanesulfonates (e. g. methane-

sulfonate or mesylate), propancsulfonates, naphthalene-l —sulfonates, naphthalene-2-
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sulfonatcs, and mandclates. Several of the officially approved salts are listed in Remington:

The Science and Practice of Pharmacy, Mack Publ. Co., Easton.

DETAILED DESCRIPTION OF THE INVENTION

[0034] The methods described herein for treating cancer comprise administering to a

mammal, preferably a human, a 17oL—hydroxylase/Cm)3o—1yase inhibitor in addition to at

least one therapeutic agent, such as an anti-cancer agent or steroid, particularly a

glucocorticoid. The compositions described herein comprise a 17a-hydroxylase/C1710-

lyase inhibitor and at least one additional therapeutic agent, such as an anti-cancer agent or

steroid, particularly a corticosteroid or glucocoiticoid. Other anti-cancer treatments such as,

administration of yet another anti—cancer agent, radiotherapy, chemotherapy, photodynamic

therapy, surgery or other immunotherapy, can be used with the methods and compositions.

17a-hydroxylase/C17 zirlyase Inhibitors

[0035] 17a—hydroxylase/C17,20—lyase inhibitors have been shown to be useful in the

treatment of cancer, specifically honnone—dependent disorders such as, androgen—dependent

and estrogen—dependent disorders like prostate cancer and breast cancer respectively, as

described in United States Patent No. 5,604,213 to Barrie et al., which is herein

incorporated by reference in its entirety.

[0036] In certain embodiments, the 17d-hydroxylase/C17‘ 20—lyase inhibitor can be

17-(3—pyridyl)androsta—5,16—dien-38-ol; 17-(3-pyridyl)androsta—3,5,16-triene; 17-(3-

pyridyl)androsta—4,16-dien-3—one; 17-(3—pyridy1)estra-1,3,5[10],l6-tetraen-3-ol; l7-(3-

pyridyl)-5a—androst—16—en—3oL—ol; l7—(3 -pyridyl)—5a —androst-16—en—3 —one; 17—(3—pyridyl)—

androsta—4,16—diene—3,1 1—dione; 17—(3—pyridyl)-androsta-3,5, l6—trien—3—ol; 6oL—and 6B-

fluoro-17—(3—pyridyl)androsta-4,16-dicn-3-one; 17-(3-pyridyl)androsta~4, l 6-dien—3,6-dione;

30:-trifluoromethyl-17-(3-pyridyl)androst-16-en—3B-0] or their acid addition salts and 3-

esters as well as metabolites, analogs, derivatives or a pharmaceutically acceptable salt

thereof.

[0037] In certain embodiments, the 17a-hydroxylase/C; 7, 20-lyase inhibitor can have

the structure of formula (I):

WCK1031

Page 22



WCK1031 
Page 23

 

 
R14 R15

wherein X represents the residue of the A, B and C rings ofa steroid which can be, without

limitation, a11drostan—3ot— or 3B-ol; androst—5-en—3ot— or 3B-ol; androst—4-en—3-one; androst—2-

ene; androst—4—ene; androst—S-ene; androsta-5,7—dien—3oL or 313-ol ; androsta—1,4—dien-3 —one;

androsta-3,5-diene; androsta-3,5-diene-3-ol; estra-1,3,5[lO]—triene; estra-l,3,5[lO]-trien-3-

01; 50: -androstan-3—one; androst-4-ene—3,l l-dione; 6-fluoroandrost-4-ene—3-one; or

androstan-4-ene-3,6-dione; each of which, where structurally permissible, can be further

derivatized in one or more of the following ways, including, but not limited to, to form 3-

esters; to have one or more carbon or carbon ring double bonds in any ofthe 5,6-, 6,7-, 7,8-,

9,1 1- and l 1,12-positions; as 3-oximes; as 3-methylenes; as 3-carboxylates; as 3-nitriles; as

3-nitros; as 3—desoxy derivatives; to have one or more hydroxy, halo, C14 -alkyl, trifluoro—

methyl, CM -alkoxy, C14 -alkanoyloxy, benzoyloxy, oxo, methylene or alkenyl substituents

in the A, B. or C—ring; or to be 19—nor;

R represents a hydrogen atom or an alkyl group of 1-4 carbon atoms;

R” represents a hydrogen atom, a halogen atom or an alkyl group of l to 4 carbon

atoms;

each of the R15 substituents independently represents a hydrogen atom or an alkyl or

alkoxy group of 1-4 carbon atoms, a hydroxy group or an alkylcarbonyloxy group of 2 to 5

carbon atoms or together represent an oxo or methylene group or R” and one of the R15

groups together represent a double bond and the other R15 group represents a hydrogen atom

or an alkyl group of 1 to 4 carbon atoms; and

R16 represents a hydrogen atom, halogen atom, or an alkyl group of l to 4 carbon

atoms, in the form of the free bases or pharmaceutically acceptable acid addition salts, but

excluding 3[3—acetoxy-l7-(3—pyridyl)androsta-5,14,16-triene, 3B,l 511- and 3B,l5B—diacetoxy-

17-(3-pyridyl)androsta—5, l6-diene and 3B—methoxy-l 7-(3-pyridyl-5ot-androsb l 6-ene.

-3-
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Suitable inhibitors also include metabolites, derivatives, analogs, or pharmaceutically

acceptable salts of formula (I).

[0038] In another embodiment, the 17oL—hydroxylase/C17,20-lyase inhibitor can have

the structure of formula (I):

/ \

R0 (1)

wherein R represents hydrogen or a lower acyl group having 1 to 4 carbons. Suitable 
inhibitors also include derivatives, analogs, or pharmaceutically acceptable salts of formula

(1)-

[0039] In still another embodiment, the 170t-hydroxylase/C17, 2g—lyase inhibitor can

be a 3B-alkanoyloxy-17-(3-pyridyl) androsta-5, 16-diene in which the alkanoyloxy group

has from 2 to 4 carbon atoms.

[0040] In a preferred embodiment, the 17a-hydroxylase/C17. 20—lyase inhibitor

comprises abiraterone acetate or 3B-acetoxy-17-(3-pyridyl)androsta-5,16-diene which has

the following structural formula:
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J’?

AC0 (11)

and pharmaceutically acceptable salts thereof.

[0041] Preferred salts of abiraterone acetate and methods of making such salts are

also disclosed in United States Provisional Application No. 60/603,559 to Hunt, which is 
incorporated by reference in its entirety. Preferred salts include, but are not limited to,

acetates, citrates, lactates, alkanesulfonates (e.g. methane—sulfonate or mesylate) and

tartarates. Of special interest is the abiraterone acetate mesylate salt (i. e. 3B-acetoxy—17-(3-

pyridyl)androsta-5,l6—diene mesylate salt) which has the following structural formula:

 
(III)

{(1042} The 17a-hydroxylase/C17, 2o—lyase inhibitors can be made according to any

method known to one skilled in the art. For example, such inhibitors can be synthesized

according to the method disclosed in United States Patent Nos. 5,604,213 and 5,618,807 to

Barrie et al,, herein incorporated by reference. Another method ofmaking 17(1-

.10.
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hydroxylasc/Cm, 30-lyase inhibitors is disclosed in United States provisional application

60/603,558 to Bury, herein incorporated by reference.

[0043] The amount of 17a-hydroxylase/C17, 30-lyase inhibitor administered to a

mammal having cancer is an amount that is sufficient to treat the cancer, whether the 1711-

hydroxylase/C 17_ 2g—iyase inhibitor is administered alone or in combination with an

additional anti-cancer treatment, such as an additional anti-cancer agent.

Additional Therapeutic Agents

[0044] Suitable compounds that can be used in addition to 170.-hydroxylase/C17, 20-

lyase inhibitors as an anti-cancer agent include, but are not limited to, hormone ablation

agents, anti—androgen agents, differentiating agents, anti—neoplastic agents, kinase inhibitors,

anti—metabolite agents, alkylating agents, antibiotic agents, immunological agents,

interferon-type agents, intercalating agents, growth factor inhibitors, cell cycle inhibitors,

enzymes, topoisomerase inhibitors, biological response modifiers, mitotic inhibitors, matrix

metalloprotease inhibitors, genetic therapeutics, and anti-androgens. The amount of the

additional anti-cancer agent administered to a mammal having cancer is an amount that is

sufficient to treat the cancer whether administered alone or in combination with a 170t-

hydroxylase/Cn, 20-lyasc inhibitor. Below are lists of examples of some of the above

classes of anti-cancer agents. The examples are not all inclusive and are for purposes of

illustration and not for purposes of limitation. Many of the examples below could be listed

in multiple classes of anti-cancer agents and are not restricted in any way to the class in

which they are listed in.

[0045] Suitable hormonal ablation agents include, but are not limited to, androgen

ablation agents and estrogen ablation agents. In preferred embodiments, the 170t-

hydroxylase/C17, 2o—1yase inhibitor is administered with a hormonal ablation agent, such as

dcslorclin, lcuprolide, goscrelin or triptorelin. Even though throughout this specification

and in the claims the phrase “hormonal ablation agent” is written as a singular noun, for

example; “a hormonal ablation agent” or “the hormonal ablation agent,” the phrase

“hormonal ablation agent” should not be interpreted as being limited to the inclusion of a

single hormonal ablation agent. The amount of the hormonal ablation agent administered to

a mammal having cancer is an amount that is sufficient to treat the cancer whether

administered alone or in combination with a 17ot—hydroxylase/Cm, 2o—lyase inhibitor.

-11-

WCK1031

Page 26



WCK1031 
Page 27

 

 

[0046] Suitable anti-androgen agents include but are not limited to bicalutamide,

flutamide and nilutamide. The amount of the anti-androgen agent administered to a

mammal having cancer is an amount that is sufficient to treat the cancer whether

administered alone or in combination with a l7a—hydroxylase/C17‘20-lyase inhibitor.

[0047] In another embodiment, the 170i-hydroxylase/C17‘ 20-lyase inhibitor may be

administered with a differentiating agent. Suitable differentiating agents include, but are

not limited to, polyamine inhibitors; vitamin D and its analogs, such as, calcitriol,

doxcrcalciferol and seocalcitol; metabolites of Vitamin A, such as, ATRA, retinoic acid,

retinoids; short-chain fatty acids; phenylbutyrate; and nonsteroidal anti—inflammatory

agents. The amount of the differentiating agent administered to a mammal having cancer is

an amount that is sufficient to treat the cancer whether administered alone or in combination

with a l7(1—hydroxylase/C17_20-lyase inhibitor.

[0048] In another preferred embodiment, the 17a-hydroxylase/C17‘ 20-lyase inhibitor

may be administered with an anti-neoplastic agent, including, but not limited to, tubulin

interacting agents, topoisomerase inhibitors and agents, acitretin, alstonine, amonafide,

amphethinile, amsacrine, ankinomycin, anti—neoplaston, aphidicolin glycinate, asparaginase,

baccharin, batracylin, benfluron, benzotript, bromofosfamide, caracemide, cannethizole

hydrochloride, chlorsulfaquinoxalonc, clanfenur, claviridenone, crisnatol, curaderm,

cytarabine, cytocytin, dacarbazine, datelliptinium, dihaematoporphyrin ether,

dihydrolenperone, dinaline, distamycin, docetaxel, elliprabin, elliptinium acetate,

epothilones, ergotamine, etoposide, etretinate, fenretinide, gallium nitrate, genkwadaphnin,

hexadecylphosphocholine, homoharringtonine, hydroxyurea, ilmofosine, isoglutamine,

isotretinoin, leukoregulin, lonidamine, merbarone, merocyanlne derivatives,

methylanilinoacridine, minactivin, mitonafide, mitoquidone, mitoxantrone, mopidamol,

motretinide, N—(retinoyl)amino acids, N~acylated—dehydroalanines, nafazatrom, nocodazole

derivative, ocreotidc, oquizanocinc, paclitaxel, pancratistatin, pazelliptine, piroxantrone,

polyhaematoporphyrin, polypreic acid, probimane, procarbazine, proglumide, razoxane,

retelliptine, spatol, spirocyclopropane derivatives, spirogermanium, strypoldinone,

superoxide dismutase, teniposide, thaliblastine, locotrienol, topotecan, ukrain, vinblastine

sulfate, vincristine, vindesine, vinestramide, Vinorelbine, vintriptol, vinzolidine, and

withanolides. The amount of the anti-neoplastic agent administered to a mammal having

cancer is an amount that is sufficient to treat the cancer whether administered alone or in

combination with a 17a-hydroxylase/C17‘ 2o—lyase inhibitor.

-12-
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[0049] The 17ot-hydroxylase/C17, 2g—lyase inhibitors may also be used with a kinase

inhibitor including p38 inhibitors and CDK inhibitors, TNF inhibitors, metallomatrix

proteases inhibitors (MMP), COX-2 inhibitors including celecoxib, rofecoxib, parecoxib,

valdecoxib, and etoricoxib, SOD mimics or (IVB3 inhibitors. The amount of the kinase

inhibitor administered to a mammal having cancer is an amount that is sufficient to treat the

cancer whether administered alone or in combination with a l7ot-hydroxylase/C17‘ 20-lyase

inhibitor.

[0050] In another embodiment, the 17a-hydroxylase/C17, 20-lyase inhibitor may be

administered with an anti—metabolite agent. Suitable anti—metabolite agents may be selected

from, but not limited to, 5-FU—fibrinogen, acanthifolic acid, aminothiadiazole, brequinar

sodium, carmofur, cyclopentyl cytosine, cytarabine phosphate stearate, cytarabine

conjugates, dezaguanine, dideoxycytidine, dideoxyguanosine, didox, doxifluridine,

fazarabine, floxuridine, fludarabine phosphate, 5-fluorouracil, N-(2'-furanidyl)-5-

fluorouracil, isopropyl pyrrolizine, methobenzaprim, methotrexate, norsperrnidine,

pentostatin, piritrexim, plicamycin, thioguanine, tiazofurin, trimetrexate, tyrosine kinase

inhibitors, and uricytin. The amount of the anti—metabolite agent administered to a mammal

having cancer is an amount that is sufficient to treat the cancer whether administered alone

or in combination with a I7ot-hydroxylase/C17, 20-lyase inhibitor.

[0051] In another embodiment, the 170:-hydroxylase/C17, 2o—lyase inhibitor may be

administered with an alkylating agent. Suitable alkylating agents may be selected from, but

not limited to, aldo-phosphamide analogues, altretamine, anaxirone, bestrabucil, budotitane,

carboplatin, camiustine, chlorambucil, cisplatin, cyclophosphamide, cyplatate,

diphenylspiromustine, diplatinum cytostatic, elmustine, estramustine phosphate sodium,

fotemustine, hepsul—fam, ifosfamide, iproplatin, lomustine, mafosfamide, mitolactol,

oxaliplatin, prednimustine, ranimustine, semustine, spiromustine, tauromustine,

temozolomide, teroxirone, tetraplatin and trimelamol. The amount of the alkylating agent

administered to a mammal having cancer is an amount that is sufficient to treat the cancer

whether administered alone or in combination with a l7ot-hydroxylase/C17. 30-lyase

inhibitor.

[0052] In another preferred embodiment, the 170:-hydroxylase/C17]20-lyase inhibitor

may be administered with an antibiotic agent. Suitable antibiotic agents may be selected

from, but not limited to, aclarubicin, actinomycin D, actinoplanone, adriamycin,

aeroplysinin derivative, amrubicin, anthracycline, azino—mycin—A, bisucaberin, bleomycin
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sulfate, bryostatin-l, calichemycin, chromoximycin, dactinomycin, daunorubicin,

ditrisarubicin B, dexamethasone, doxorubicin, doxorubicin-fibrinogen, elsamicin—A,

epirubicin, erbstatin, esorubicin, esperamicin—Al, esperamicin—Alb, fostriecin, glidobactin,

gregatin-A, grincamycin, herbimycin, corticosteroids such as hydrocortisone, idarubicin,

illudins, kazusamycin, kesarirhodins, menogaril, mitomycin, neoenactin, oxalysine,

oxaunomycin, peplomycin, pilatin, pirarubicin, porothramycin, prednisone, prednisolone,

pyrindanycin A, rapamycin, rhizoxin, rodorubicin, sibanomicin, siwenmycin, sorangicin—A,

sparsomycin, talisomycin, tcrpentccin, thrazine, tricrozarin A, and zombicin. The amount

of the antibiotic agent administered to a mammal having cancer is an amount that is

sufficient to treat the cancer whether administered alone or in combination with a 17(1-

hydroxylase/C17‘ 2g—lyase inhibitor.

[0053] Alternatively, the l70L-hydroxylase/C17120-lyase inhibitors may also be used

with other anti-cancer agents, including but not limited to, acemannan, aclarubicin,

aldesleukin, alemtuzumab, alitretinoin, altretamine, amifostine, amsacrine, anagrelide,

anastrozole, ancestim, bexarotene, broxuridine, capecitabine, celmoleukin, cetrorelix,

cladribine, clotrimazole, daclizumab, dexrazoxane, dilazep, docosanol, doxifluridine,

bromocriptine, carmustinc, cytarabine, diclofenac, edelfosine, edrecolomab, eflornithine,

emitefur, exemestane, exisulind, fadrozole, filgrastim, finasteride, fludarabine phosphate,

formestane, fotemustine, gallium nitrate, gemcitabine, glycopine, heptaplatin, ibandronic

acid, imiquimod, iobenguane, irinotecan, irsogladine, lanreotide, leflunomide, lenograstim,

lentinan sulfate, letrozole, liarozole, lobaplatin, lonidamine, masoprocol, melarsoprol,

metoclopramide, mifepristone, miltefosine, mirimostim, mitoguazone, mitolactol,

molgramostim, nafarelin, nartograstim, nedaplatin, nilutamide, noscapine, oprelvekin,

osaterone, oxaliplatin, pamidronic acid, pegaspargase, pentosan polysulfate sodium,

pentostatin, picibanil, pirarubicin, porfimer sodium, raloxifene, raltitrexed, rasburicase,

rituximab, romurtide, sargramostim, sizofiran, sobuzoxane, sonermin, suramin, tasoncrmin,

tazarotene, tegafur, temoporfin, temozolomide, teniposide, tetrachlorodecaoxide,

thalidomide, thymalfasin, thyrotropin alfa, topotecan, toremifene, trastuzumab, treosulfan,

tretinoin, trilostane, trimetrexate, ubenimex, valrubicin, verteporfin, vinorelbine. The

amount of the anti-cancer agent administered to a mammal having cancer is an amount that

is sufficient to treat the cancer whether administered alone or in combination with a 170t-

hydroxylase/C17, 2g—lyase inhibitor.
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[0054] The 170i-hydroxylase/C17, 20-lyase inhibitors may also be administered or

combined with steroids, such as corticosteroids or glucocorticoids. The 170:-

hydroxylase/Cnfigo. lyase inhibitors and the steroid may be administered in the same or in

different compositions. Non-limiting examples of suitable steroids include hydrocortisone,

prednisone, or dexamethasone. The amount of the steroid administered to a mammal

having cancer is an amount that is sufficient to treat the cancer whether administered alone

or in combination with a l7oL—hydroxylase/C17,3g—lyase inhibitor.

[0055] In one embodiment, provided herein are methods and compositions

comprising both abiraterone acetate and a steroid particularly a corticosteroid, or more

particularly a glucocorticoid. Steroids within the scope of the disclosure include, but are not

limited to, (1) hydrocortisone (cortisol; cyprionate (e.g., CORTEF), oral; sodium phosphate

injection (HYDROCORTONE PHOSPHATE); sodium succinate (e.g., A-HYDROCORT,

Solu-CORTEF); cortisone acetate oral or injection forms, etc.), (2) dexamethasone (e.g.,

Decadron, oral; Decadron-LA injection, etc.), (3) prednisolone (e.g., Delta-CORTEF,

prednisolone acetate (ECONOPRED), prednisolone sodium phosphate (HYDELTRASOL),

prednisolone tebutate (HYDELTRA-TBA, etc.)), or (4) prednisone (e.g.. DELTASONE,

etc.) and combinations thereof. See, e. g., GOODMAN & G1LMAN’s THE PHARMACOLOGICAL

BASIS or THERAPFUTECS, 10”‘ EDITION 2001.

[0056] In a specific embodiment, single unit solid oral dosage forms which

comprise an amount from about 50 mg to about 300 mg of abiraterone acetate and an

amount from about 0.5 mg to about 3.0 mg of a steroid, e.g., glucocorticoid in a single

composition, optionally with excipients, carriers, diluents, etc. is contemplated. For

instance, the single unit dosage form can comprise about 250 mg of abiraterone acetate and

about 1.0 mg, 1.25 mg, 1.5 mg, or 2.0 mg ofa steroid, such as but not limited to

corticosteroids or glucocorticoids.

Administration of the 17a-hydroxylase/C17, 20-lyase Inhibitor

and an Additional Therapeutic Agent

[0057] The I70L—hydroxylase/C17,2o—lyase inhibitor and the additional therapeutic

agent, such as an anti—cancer agent or a steroid can be administered by any method known

to one skilled in the art. In certain embodiments, the 17a-hydroxylase/C17, 20-lyase inhibitor

and the additional therapeutic agent can be in separate compositions prior to administration.

-15-

WCK1031

Page 30



WCK1031 
Page 31

 

 
In the alternative, the l7ot—hydroxylase/C17, 20-lyase inhibitor and the additional therapeutic

agent can be combined into a single composition for administration.

[0058] The 17a-hydroxylase/C17‘ 20-lyase inhibitor and the additional therapeutic

agent can be administered sequentially or simultaneously. If administered sequentially, the

order of administration is flexible. For instance, 17a-hydroxylase/C17, 20—1yase inhibitor

acetate can be administered prior to administration of the additional therapeutic agent.

Alternatively, administration of the additional therapeutic agent can precede administration

of 17a-hydroxylase/C17‘ 20-lyase inhibitor.

[0059] Whether they are administered as separate compositions or in one

composition, each composition is preferably pharrnaceutically suitable for administration.

Moreover, the 17a-hydroxylase/C17, 20-lyase inhibitor and the therapeutic agent, if

administered separately, can be administered by the same or different modes of

administration. Examples of modes of administration include parenteral (e. g.,

subcutaneous, intramuscular, intraorbital, intracapsular, intraspinal, intrasternal,

intravenous, intradermal, intraperitoneal, intrapoital, intra—arteria£, intrathecal, transmucosal,

intra-articular, and intrapleural,), transdermal (e.g., topical), epidural, and mucosal (e.g.,

intranasal) injection or infusion, as well as oral, inhalation, pulmonary, and rectal

administration. In specific embodiments, both are oral.

[0060] For example, the 17a-hydroxylase/C17, 30—lyase inhibitor can be administered

transdermally and the additional therapeutic agent can be administered parenterally.

Alternatively, the 17a-hydroxylase/C17, 20-lyase inhibitor can be administered orally, such as

in a tablet, caplet or capsule, while the additional therapeutic agent can be administered

intravenously. Such intravenous administered therapeutic agents include, but are not

limited to, docetaxel injections, such as Taxotere®; paclitaxel injections, such as Paclitaxel®

and mitoxantrone injections, such as Novantrone®. Also, the additional therapeutic agent

can be in the form of depots or implants such as lcuprolide depots and implants, e.g.

Viadur® and Lupron Depot®; triptorelin depots, e.g. Trelstar®; goserelin implants, e.g.

Zoladex®.

[0061] The suitable daily dosage of the 17a-hydroxylase/C]7_ 20-lyase inhibitor

depends upon a number of factors, including, the nature of the severity of the condition to

be treated, the particular inhibitor, the route of administration and the age, weight, and

response of the individual patient. Suitable daily dosages of 17ot—hydroxylase/C17, 20-lyase

inhibitors can generally range from about 0.0001 mg/kg/day to about 1000 mg/kg/day, or
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from about 0.001 mg/kg/day to about 200 mg/kg/day, or from about 0.01 mg/kgjday to

about 200 mg/kg/day, or from about 0.01 mg/kg/day to about 100 mg/kg/day in single or

multiple doses.

[0062] In some embodiments, the l7ot-hydroxylase/C17. 20—lyase inhibitor can be

administered in an amount from about 0.004 mg/day to about 5,000 mg/day, or from about

0.04 mg/day to about 3,000 mg/day, or from about 0.4 mg/day to about 1500 mg/day. In

certain embodiments, the 17a—hydroxylase/C17,2o—lyase inhibitor can be administered in an

amount from about 0.1 mg/day to about 2000 mg/day or from about 1 mg/day to about 2000

mg/day or from about 50 mg/day to about 2000 mg/day or from about 100 mg/day to about

1500 mg/day or from about 5 mg/day to about 1,000 mg/day or from about 5 mg/day to

about 900 mg/day or from about 10 mg/day to about 800 mg/day or from about 15 mg/day

to about 700 mg/day or from about 20 mg/day to about 600 mg/day or from about 25

mg/day to about 500 mg/day in single or multiple doses.

[0063] In certain embodiments, the 17ot—hydroxylase/C,7_ 20-lyase inhibitor is co-

administered with an additional anti-cancer agent such as mitoxantrone, paclitaxel or

docetaxel. For example, a method for the treatment of a cancer in a mammal comprises

administering an amount of abiraterone acetate and an amount of mitoxantrone. For

example, the abiraterone acetate can be administered in an amount of about 0.0] mg/kg/day

to about 100 mg/kg/day and the mitoxantrone can be administered in an amount of about

0.1 mg/m2 to about 20 mg/m2. Preferably, the mitoxantrone is administered over a period of

between about 10 to about 20 minutes once every 21 days.

[0064] Also, a method for the treatment ofa cancer in a mammal can comprise

administering an amount of abiraterone acetate and an amount of paclitaxel. In one

embodiment, the abiraterone acetate can be administered in an amount of about 0.01

mg/kg/day to about 100 mg/kg/day and the paclitaxel can be administered in the amount of

about 1 mg/m2 to about 175 mg/m2. Preferably, the paclitaxel is administered over a period

of between about 2 to about 5 hours once every three months.

[0065] Additionally, a method for the treatment ofa cancer in a mammal comprises

administering an amount of abiraterone acetate and an amount of docetaxel. For example,

the abiraterone acetate can be administered in an amount of about 0.01 mg/kg/day to about

100 mg/kg/day and the docetaxel can be administered in an amount of about 1 mg/m2 to

about 100 mg/ml. Preferably, the docetaxel is administered over a period of between about

1 to about 2 hours once every three weeks.
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[0066] In certain embodiments, the l7a—hydroxylase/C17,gg—lyase inhibitor is

administered along with an anti-cancer agent that comprises a hormonal ablation agent,

including, but not limited to, leuprolide, goserelin, or triptorelin. For example, one method

for the treatment of a cancer in a mammal also comprises administering an amount of

abiraterone acetate and an amount of leuprolide. The amount of abiraterone acetate can be

about 0.01 mg/kg/day to about 100 mg/kg/day and the amount of leuprolide can be about

0.01 mg to about 200 mg over a period of about 3 days to about 12 months. Preferably, the

leuprolide is administered in the amount of about 3.6 mg of leuprolide over a period of

about 3 days to about 12 months.

[0067] Additionally, the methods for the treatment of cancer in a mammal include

administering an amount of abiraterone acetate and an amount of goserelin. For example,

the amount of abiraterone acetate can be about 0.01 mg/kg/day to about 100 mg/kg/day and

the amount of goserelin can be about 0.01 mg to about 20 mg over a period of about 28 days

to about 3 months. Preferably, the goserelin is administered in the amount of about 3.6 mg

to about 10.8 mg over a period of about 28 days to about 3 months.

[0068] In certain embodiments the methods for the treatment of cancer in a mammal

comprises administering an amount of abiraterone acetate and an amount of triptorelin. For

example, the amount of abiraterone acetate can be about 0.01 mg/kg/day to about 100

mg/kg/day and the amount of triptorelin can be about 0.01 mg to about 20 mg, over a period

of about 1 month, preferably the triptorelin is administered in the amount of about 3.75 mg

over a period of about 1 month.

[0069] Also, in one embodiment, the method for the treatment ofa cancer in a

mammal comprises administering an amount of abiraterone acetate and an amount of

seocalcitol. For instance, the method involves administering an amount of about 0.01

mg/kg/day to about 100 mg/kg/day of abiraterone acetate and an amount of about 0.1

ug/day to about 500 ug/day of seocalcitol, such as about 100 ug/day of scocalcitol.

[0070] In another embodiment, the method for the treatment ofa cancer in a

mammal comprises administering an amount of abiraterone acetate and an amount of

bicalutamide. For instance, the method involves administering an amount of about 0.01

mg/kg/day to about 100 mg/kg/day of abiraterone acetate and an amount of about 1 mg/day

to about 300 mg/day of bicalutamide.

[0071] In yet another embodiment, the method for the treatment of a cancer in a

mammal comprises administering an amount of abiraterone acetate and an amount of
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flutamide. For example, the method comprises administering an amount of about 0.0]

mg/kg/day to about l00 mg/kg/day of abiraterone acetate and an amount of about 1 mg/day

to about 2000 mg/day of flutamide.

[0072] Moreover, the method for the treatment of a cancer in a mammal can

comprise administering an amount of a l7oL-hydroxylase/Cm, 3n—lyase inhibitor such as

abiraterone acetate and an amount of a glucocorticoid including, but not limited to.

hydrocortisone, prednisone or dexamethasone. For example, the method can comprise

administering an amount of about 50 mg/day to about 200() mg/day ofabiraterone acetate

and an amount of about 0.01 mg/day to about 500 mg/day of hydrocoitisone. In other

instances, the method can comprise administering an amount of about 500 mg/day to about

£500 mg/day of abiraterone acetate and an amount of about 10 mg/day to about 250 mg/day

of hydrocortisone.

[0073] The method for the treatment of a cancer can also comprise administering an

amount of a 17a—hydroxylase/C17,go-lyase inhibitor, such as abiraterone acetate, and an

amount of a glucocorticoid, such as prednisone. For example, the method can comprise

administering an amount of about 50 mg/day to about 2000 mg/day of abiraterone acetate

and an amount of about 0.0l mg/day to about 500 mg/day of prednisone. Also, the method

can comprise administering an amount of about 500 mg/day to about 1500 mg/day of

abiraterone acetate and an amount of about 10 mg/day to about 250 mg/day of prednisone.

[0074] In addition, the method for the treatment of a cancer can also comprise

administering an amount of a 170L-hydroxylase/C17, 20-lyase inhibitor, such as abiraterone

acetate, and an amount ofa glucocorticoid, such as dexamethasone. For example, the

method can comprise administering an amount of about 50 mg/day to about 2000 mg/day of

abiraterone acetate and an amount of about 0.01 mg/day to about 500 mg/day of

dexamethasone. Also, the method can comprise administering an amount of about 500

mg/day to about 1500 mg/day of abiraterone acetate and an amount of about 0.5 mg/day to

about 25 mg/day of dexamethasone.

Compositions Containing a 17a-hydroxylase/C1120-

lgase Inhibitor and an Additional Therapeutic Agent

[0075] In certain embodiments, the compositions can contain a combination of a

17a-hydroxylase/Cn‘ 20-lyase inhibitor, preferably abiraterone acetate, and any of the

therapeutic agents recited above. Whether the 17(1—hydroxylase/C17,20-lyase inhibitor and
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the additional therapeutic agent are administered in separate compositions or as a single

composition, the compositions can take various forms. For example, the compositions can

take the form of solutions, suspensions, emulsions, tablets, pills, capsules, powders or

sustained-release formulations, depending on the intended route of administration.

[0076] For topical or transdermal administration, the compositions can be

formulated as solutions, gels, ointments, creams, suspensions or salves.

[0077] For oral administration, the compositions may be formulated as tablets, pills,

dragees, troches, capsules, liquids, gels, syrups, slurries, suspensions and the like, for oral

ingestion by a patient to be treated.

[0078] The composition may also be formulated in rectal or vaginal compositions

such as suppositories or retention enemas that contain conventional suppository bases such

as cocoa butter or other glycerides.

[0079] In addition to the formulations described previously, the composition may

also be formulated as a depot preparation. Such long acting formulations may be

administered by implantation (for example subcutaneously or intramuscularly) or by

intramuscular injection. Thus, for example, the therapeutic agents may be formulated with

suitable polymeric or hydrophobic materials (for example as an emulsion in an acceptable

oil) or ion exchange resins, or as sparingly soluble derivatives, for example, as a sparingly

soluble salt.

[0080] Additionally, the composition may be delivered using a sustained—release

system, such as semi-permeable matrices of solid polymers containing the composition.

Various forms of sustained—release materials have been established and are well known by

those skilled in the art. Sustained-release capsules may, depending on their chemical nature

can release the composition over a period of hours, days, weeks, months. For example a

sustained release capsule can release the compositions over a period of 100 days or longer.

Depending on the chemical nature and the biological stability of the composition, additional

strategies for stabilization may be employed.

[0081] The compositions can further comprise a pharmaceutically acceptable

carrier. The term “carrier” refers to a diluent, adjuvant (e.g., Freund’s adj uvant (complete

and incomplete)), excipient, or vehicle with which the therapeutic is administered.

[0082] For parenteral administrations, the composition can comprise one or more of

the following carriers: a sterile diluent such as water for injection, saline solution, fixed oils,

polyethylene glycols, glycerin, propylene glycol or other synthetic solvents; antibacterial
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agents such as benzyl alcohol or methyl parabcns; antioxidants such as ascorbic acid or

sodium bisulfite; chelating agents such as ethylenediaminetetraacetic acid; buffers such as

acetates, citrates or phosphates and agents for the adjustment of tonicity such as sodium

chloride or dextrose. The parenteral preparation can be enclosed in ampules, disposable

syringes or multiple dose vials made of glass or plastic.

[0083] For oral solid formulations suitable carriers include tillers such as sugars,

e.g., lactose, sucrose, mannitol and sorbitol; cellulose preparations such as maize starch,

wheat starch, rice starch, potato starch, gelatin, gum tragacanth, methyl cellulose,

hydroxypropylmethyl-cellulose, sodium carboxymethylcellulose, fats and oils; granulating

agents; and binding agents such as microcrystalline cellulose, gum tragacanth or gelatin;

disintegrating agents, such as cross—linl<ed polyvinylpyrrolidone, agar, or alginic acid or a

salt thereof such as sodium alginate, Primogel, or corn starch; lubricants, such as

magnesium stearate or Sterotes; glidants, such as colloidal silicon dioxide; a sweetening

agent, such as sucrose or saccharin; or flavoring agents, such as peppermint, methyl

salicylate, or orange flavoring. If desired, solid dosage forms may be sugar—coated or

enteric-coated using standard techniques.

[0084] For intravenous administration, suitable carriers include physiological saline,

bacteriostatic water, phosphate buffered saline (PBS). ln all cases, the composition must be

sterile and should be fluid to the extent that easy inj ectability with a syringe. It must be

stable under the conditions of manufacture and storage and must be preserved against the

contaminating action of microorganisms such as bacteria and fungi. The carrier can be a

solvent or dispersion medium containing, for example, water, ethanol, polyol (for example,

glycerol, propylene glycol, and liquid polyethylene glycol, and the like), and suitable

mixtures thereof. The proper fluidity can be maintained, for example, by the use of a

coating such as lecithin, by the maintenance of the required particle size in the case of

dispersion and by the use of surfactants. Prevention of the action of microorganisms can be

achieved by various antibacterial and antifungal agents, for example, parabens,

chlorobutanol, phenol, ascorbic acid, thimerosal, and the like. In many cases, it will be

preferable to include isotonic agents, for example, sugars; polyaleohols such as rnannitol,

sorbitolg sodium chloride in the composition. Prolonged absorption of the injectable

compositions can be brought about by including in the composition an agent which delays

absorption, for example, aluminum monostearate and gelatin.
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[0085] Also for intravenous administration, the compositions may be fonnulated in

solutions, preferably in physiologically compatible buffers such as Hanks’s solution,

Ringer‘s solution, or physiological saline buffer. The solution may contain formulatory

agents such as suspending, stabilizing and/or dispersing agents. In a preferred embodiment,

the compositions are formulated in sterile solutions.

[0086] For transmucosal administration, penetrants appropriate to the barrier to be

permeated are used in the formulation. Such penetrants are generally known in the art, and

include, for example, for transmucosal administration, detergents, bile salts, and fusidie acid

derivatives. Transmucosal administration can be accomplished through the use of nasal

sprays or suppositories.

[0087] For administration by inhalation, the compositions may be formulated as an

aerosol spray from pressurized packs or a nebulizer, with the use ofa suitable propellant,

e. g., dichlorodifluoromethane, trichlorofluoromethane, dichlorotetrafluoroethane, carbon

dioxide or other suitable gas. In the case of a pressurized aerosol, the dosage unit may be

determined by providing a valve to deliver a metered amount. Capsules and cartridges of

gelatin for use in an inhaler or insufflator may be formulated containing a powder mix of

the composition and a suitable powder base such as lactose or starch.

[0088] The pharmaceutical compositions may be manufactured by means of

conventional mixing, dissolving, granulating, dragee—making, levigating, emulsifying,

encapsulating, entrapping or lyophilizing processes.

[0089] One example of a composition comprising a 17oL-hydroxylase/C17, 2o—lyase

inhibitor and an additional therapeutic agent is an oral composition or composition suitable

for oral administration comprising abiraterone acetate in combination with a steroid. For

example, the oral composition can be a solid dosage form such as a pill, a tablet or a

capsule. The oral composition can comprise about 10 mg, 25 mg, 50 mg, 75 mg, 100 mg,

150 mg, 200 mg, 250 mg, 300 mg, 350 mg, 400 mg, 450 mg, 500 mg, 550 mg, 600 mg, 650

mg, 700 mg, 750 mg, 800 mg, 850 mg, 900 mg, 950 mg, or 1000 mg of abiraterone acetate.

The oral composition can comprises about 0.25 mg, 0.5 mg, 0.75 mg, 1.0 mg, 1.25 mg, 1.5

mg, 1.75 mg, 2.0 mg, 2.25 mg, 2.5 mg, 2.75 mg, 3.0 mg, 3.25 mg, 3.5 mg, 3.75 mg, 4.0 mg,

4.25 mg, 4.5 mg, 4.75 mg. 5.0 mg, 7.5 mg, 10 mg, 20 mg, 30 mg, 40 mg or 50 mg ofa

steroid, such as a glucocorticoid.

[0090] In one embodiment, the oral composition can comprise about 50 mg to about

500 mg ofabiraterone acetate and an amount of about 0.25 mg to about 3.5 mg of the
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steroid, such as hydrocortisone, prednisone or dexamethasone. In other instances, the

composition can comprise about 50 mg to about 300 mg of abiraterone acetate and an

amount of about 1.0 mg to about 2.5 mg of the steroid, such as hydrocortisone, prednisone

or dexamethasone. In another embodiment the composition can comprise about 50 mg to

about 300 mg of abiraterone acetate and about 0.5 mg to about 3.0 mg of a steroid. For

example, the oral composition can be a tablet containing 250 mg of abiraterone acetate; 1.25

mg or 2.0 mg of a steroid, such as hydrocortisone, prednisone or dexamethasone; and one or

more carriers, excipients, diluents or additional ingredients. Additionally, the oral

composition can be a capsule containing 250 mg of abiratcrone acetate; 1.25 mg or 2.0 mg

of a steroid, such as hydrocortisone, prednisone or dexamethasone; and one or more

carriers, excipients, diluents or additional ingredients.

[0091] The description contained herein is for purposes of illustration and not for

purposes of limitation. The methods and compositions described herein can comprise any

feature described herein either alone or in combination with any other feature(s) described

herein. Changes and modifications may be made to the embodiments of the description.

Furthermore, obvious changes, modifications or variations will occur to those skilled in the

art. Also, all references cited above are incorporated herein, in their entirety, for all

purposes related to this disclosure.
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THE CLAIMS

What is claimed is:

1. A method for the treatment of a cancer in a mammal comprising

administering a therapeutically effective amount of at least one 17ot—hydroxylase/C17‘2o—lyase

inhibitor and a therapeutically effective amount of at least one additional therapeutic agent to

a patient having a cancer; wherein the l7a-hydroxylase/C17‘ 30—1yase inhibitor comprises a

compound of the formula (I) or an analog, a derivative, a metabolite or a pharmaceutically

acceptable salt thereof,

/ \

R0 (1)

wherein R represents a hydrogen, or an acyl group having l-4 carbons.

2. The method of claim 1, wherein the l701-hydroxylase/C;7_20-lyase inhibitor

comprises abiraterone acetate or an analog, a derivative, a metabolite or a pharmaceutically

acceptable salt thereof.

3. The method ofclaim 2, wherein the l7(1—hydroxylase/C17’ 20-lyase inhibitor

comprises the mesylate salt of abiraterone acetate.

4. The method of claim 1, wherein the therapeutically effective amount of the

17a-hydroxylase/C17,20-lyase inhibitor comprises about 50 mg/day to about 2000 mg/day.
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5. The method of claim 1, wherein the additional therapeutic agent comprises

an anti—neoplastic agent, an alkylating agent, an anti-metabolite agent, an antibiotic agent, a

hormonal ablation agent, an androgen ablation agent, an anti-androgen agent, or a steroid.

6. The method of claim 1, wherein the additional therapeutic agent comprises

mitoxantrone, paclitaxel, docetaxel, leuprolide, goserelin, triptorelin, seocalcitol.

bicalutamidc, flutamide, hydrocortisone, prednisone or dexamethasone.

7. The method of claim 1, wherein the 170.-hydroxylase/C1120 lyase inhibitor

and the additional therapeutic agent are administered to the mammal in a single composition

comprising the 17a-hydroxylase/C1130 lyase inhibitor and the additional therapeutic agent.

8. The method of claim 1, wherein the l7U.~l’1ydI‘OXylaS€/C}7‘2() lyase inhibitor

and the additional therapeutic agent are administered separately to the mammal.

9. The method of claim 1, wherein the cancer is prostate cancer or breast

CBHCCI‘.

10. The method of claim 1, wherein the therapeutically effective amount of the at

least one 170L—hydroxylase/C 17, 2o—1yase inhibitor comprises about 001 mg/kg/day to about 100

mg/kg/day of abiraterone acetate and the therapeutically effective amount ofthe at least one

additional therapeutic agent comprises about 0.1 mg/m2 to about 20 mg/m2 of mitoxantrone.

11. The method of claim 1 wherein the therapeutically effective amount of the at

least one 17a-hydroxylase/C17‘ 20—lyase inhibitor comprises about 0.01 mg/kg/day to about 100

mg/kg/day of abiraterone acetate and the therapeutically effective amount of the at least one

additional therapeutic agent comprises about 1 mg/m2 to about 175 mg/m2 of paclitaxel.

12. The method of claim 1 wherein the therapeutically effective amount of the at

least one 17oL-hydroxylase/C17. 20—lyase inhibitor comprises about 0.01 mg/kg/day to about 100

mg/kg/day of abiraterone acetate and the therapeutically effective amount of the at least one

additional therapeutic agent comprises about 1 mg/m2 to about 100 mg/ml of docetaxcl.

13. The method ofclaim 1 wherein the therapeutically effective amount of the at

least one 170i—hydr0xylase/Cm, 20—lyase inhibitor comprises about 0.01 mg/kg/day to about 100

_ 25 ..
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mg/kg/day of abiraterone acetate and the therapeutically effective amount of the at least one

additional therapeutic agent comprises about 0.01 to about 200 mg of leuprolide over a period

of about 3 days to about 32 months.

14. The method of claim 1 wherein the therapeutically effective amount of the at

least one l7ot—hydroxy1ase/C17‘ 2g—1yase inhibitor comprises about 0.01 mg/kg/day to about 100

mg/kg/day ofabiraterone acetate and the therapeutically effective amount of the at least one

additional therapeutic agent comprises about 20 mg of goserelin over a period of about 28

days to about 3 months.

15. The method of claim 1 wherein the therapeutically effective amount of the at

least one 17a-hydroxylase/C173 30-lyase inhibitor comprises about 0.01 mg/kg/day to about l00

mg/kg/day of abiraterone acetate and the therapeutically effective amount of the at least one

additional therapeutic agent comprises about 0.01 mg to about 20 mg of triptorelin over a

period of about 1 month.

16. The method of claim 1 wherein the therapeutically effective amount of the at

least one l70L-hydroxylase/C17, 20-lyase inhibitor comprises about 0.01 mg/kg/day to about 100

mg/kg/day of abiraterone acetate and the therapeutically effective amount of the at least one

additional therapeutic agent comprises about 0.1 ug/day to about 500 ug/day of seocalcitol.

17. The method of claim 1 wherein the therapeutically effective amount of the at

least one 170c—hydroxylase/C17‘ 20—lyase inhibitor comprises about 0.01 mg/kg/day to about 100

mg/kg/day of abiraterone acetate and the therapeutically effective amount of the at least one

additional therapeutic agent comprises about 1 mg/day to about 300 mg/day ofbicalcutamide.

18. The method of claim 1 wherein the therapeutically effective amount of the at

least one 17a—hydroxylase/Cm 20-lyase inhibitor comprises about 0.01 mg/kg/day to about 100

mg/kg/day of abiraterone acetate and the therapeutically effective amount of the at least one

additional therapeutic agent comprises about 1 mg/day to about 2000 mg/day flutamide.

19. The method of claim 1 wherein the therapeutically effective amount of the at

least one 170L—hydr0xylase/C17,2o—lyase inhibitor comprises about 50 mg/day to about 2000

mg/day of abiraterone acetate and the therapeutically effective amount of the at least one
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additional therapeutic agent comprises about 10 mg/day to about 250 mg/day of

hydrocortisone.

20. The method of claim 1 wherein the therapeutically effective amount of the at

least one 170:-hydroxylase/C ;7_ 30-lyase inhibitor comprises about 50 mg/day to about 2000

mg/day of abiraterone acetate and the therapeutically effective amount of the at least one

additional therapeutic agent comprises about 10 mg/day to about 250 mg/day prednisone.

21. The method of claim 1 wherein the therapeutically effective amount of the at

least one l7ot—hydroxylase/C17,2g—lyase inhibitor comprises about 50 mg/day to about 2000

mg/day of abiraterone acetate and the therapeutically effective amount of the at least one

additional therapeutic agent comprises about 0.5 mg/day to about 25 mg/day dexamethasone. 
22. A method for treating a patient having a refractory prostate or breast cancer

who is currently receiving at least one treatment for cancer, the method comprising

administering a therapeutically effective amount of at least one 1701-hydroxylase/C17,go-lyase

inhibitor in addition to the at least one treatment the patient is currently receiving, wherein the

17a-hydroxylase/C17, 20-lyase inhibitor comprises a compound of the formula (I) or an analog,

a derivative, a metabolite or pharmaceutically acceptable salt thereof,

/\~

R0 (1)

wherein R represents a hydrogen, or an acyl group having 1-4 carbons.
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23. The method of claim 22, wherein the 17a-hydroxylase/C [7» 20-lyase inhibitor

comprises abiraterone acetate or an analog, a derivative, a metabolite or a pharmaceutically

acceptable salt thereof.

24. The method ofclaim 23, wherein the 170i-hydroxylase/C17, 20-lyase inhibitor

comprises the mesylate salt of abiraterone acetate.

25. The method of claim 22, wherein the therapeutically effective amount of the 
170i-hydroxylase/Cm, 2o—lyase inhibitor comprises about 50 mg/day to about 2000 mg/day.

26. The method of claim 22, wherein the treatment for cancer comprises the

administration of an anti-cancer agent, chemotherapy, radiation or surgery.

27. A pharmaceutical composition for the treatment of a cancer in a mammal

comprising a therapeutically effective amount of at least one l7ot-hydroxylase/C17_ 30-lyase

inhibitor; and at least one additional therapeutic agent; wherein the 17a—hydroxylase/C1730-

lyase inhibitor comprises a compound of the formula (I) or an analog, a derivative, a

metabolite or a pharmaceutically acceptable salt thereof,

/ \

R0 (1)

wherein R represents a hydrogen, or an acyl group having l-4 carbons.

28. The composition of claim 27, wherein the 17:1-hydroxylase/C17, 20-lyase

inhibitor comprises abiraterone acetate or an analog, a derivative, a metabolite or a

pharmaceutically acceptable salt thereof.
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29. The composition ofclaim 28, wherein the l70t-hydroxylase/C17‘ 20-lyase

inhibitor comprises the mesylate salt of abiraterone acetate.

30. The composition of claim 27, wherein the therapeutically effective amount of

the 170:-hydroxylase/C17‘ gwlyase inhibitor comprises about 50 mg to about 500 mg.

3 l. The composition of claim 27, wherein the additional therapeutic agent

comprises mitoxantrone, paclitaxel, docetaxel, leuprolide, goserelin, triptorelin, seocalcitol,

bicalutamide, flutamide, hydrocortisone, prednisone or dexamethasone.

32. A pharmaceutical composition for the treatment of a cancer in a mammal

comprising a therapeutically effective amount of abiraterone acetate; and a therapeutically

effective amount of a steroid, wherein the composition is suitable for oral administration.

33. The composition of claim 32 wherein the composition is a solid dosage form.

34. The composition of claim 32, wherein the composition comprises about 50

mg to about 500 mg of abiraterone acetate, and about 0.25 mg to about 3.5 mg of the steroid.

35. The composition ofclairn 32, wherein the steroid comprises hydrocortisone,

prednisone, or dexamethasone.

36. The composition of claim 32, wherein the composition is in the form ofa

pill, tablet or capsule.
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ABSTRACT

Methods and compositions for treating cancer are described herein. More

particularly, the methods for treating cancer comprise administering a l70t—hydroxylase/C17,

20—lyase inhibitor, such as abiraterone acetate (i.e., 3[3-acetoxy-17-(3—pyridyl) androsta-5,

16-diene), in combination with at least one additional therapeutic agent such as an anti-

cancer agent or a steroid. Furthermore, disclosed are compositions comprising a 17(1-

hydroxylase/Cn, 20-1}/3.56 inhibitor, and at least one additional therapeutic agent, such as an

anti-cancer agent or a steroid.
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NAME OF APPLICANT, and TITLE OF INVENTION. Fees transmitted by check or draft are subject to collection.
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to the Notice, the USPTO will generate another Filing Receipt incorporating the requested corrections
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Alan H. Auerbach, Hermosa Beach, CA;

Arie S. Belldegrum, Los Angeles, CA;

Power of Attorney: The patent practitioners associated with Customer Number 27777
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Foreign Applications (You may be eligible to benefit from the Patent Prosecution Highway program at the
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If Required, Foreign Filing License Granted: 03/07/2011
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Title

Methods and Compositions for Treating Cancer

Preliminary Class

514

PROTECTING YOUR INVENTION OUTSIDE THE UNITED STATES

Since the rights granted by a U.S. patent extend only throughout the territory of the United States and have no

effect in a foreign country, an inventor who wishes patent protection in another country must apply for a patent

in a specific country or in regional patent offices. Applicants may wish to consider the filing of an international

application under the Patent Cooperation Treaty (PCT). An international (PCT) application generally has the same

effect as a regular national patent application in each PCT-member country. The PCT process simplifies the filing

of patent applications on the same invention in member countries, but does not result in a grant of "an international

patent" and does not eliminate the need of applicants to file additional documents and fees in countries where patent

protection is desired.

Almost every country has its own patent law, and a person desiring a patent in a particular country must make an

application for patent in that country in accordance with its particular laws. Since the laws of many countries differ

in various respects from the patent law of the United States, applicants are advised to seek guidance from specific

foreign countries to ensure that patent rights are not lost prematurely.

Applicants also are advised that in the case of inventions made in the United States, the Director of the USPTO must

issue a license before applicants can apply for a patent in a foreign country. The filing of a U.S. patent application

serves as a request for a foreign filing license. The application's filing receipt contains further information and

guidance as to the status of applicant's license for foreign filing.

Applicants may wish to consult the USPTO booklet, "General Information Concerning Patents" (specifically, the

section entitled "Treaties and Foreign Patents") for more information on timeframes and deadlines for filing foreign

patent applications. The guide is available either by contacting the USPTO Contact Center at 800-786-9199, or it

can be viewed on the USPTO website at http://www.uspto.gov/web/offices/pac/doc/general/index.html.

For information on preventing theft of your intellectual property (patents, trademarks and copyrights), you may wish

to consult the U.S. Government website, http://www.stopfakes.gov. Part of a Department of Commerce initiative,

this website includes se|f—he|p "too|kits" giving innovators guidance on how to protect intellectual property in specific

countries such as China, Korea and Mexico. For questions regarding patent enforcement issues, applicants may

call the U.S. Government hotline at 1-866-999-HALT (1—866-999-4158).

LICENSE FOR FOREIGN FILING UNDER

Title 35, United States Code, Section 184

Title 37, Code of Federal Regulations, 5.11 & 5.15

GRANTED

The applicant has been granted a license under 35 U.S.C. 184, if the phrase "|F REQUIRED, FOREIGN FILING

LICENSE GRANTED" followed by a date appears on this form. Such licenses are issued in all applications where

the conditions for issuance of a license have been met, regardless of whether or not a license may be required as
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set forth in 37 CFR 5.15. The scope and limitations of this license are set forth in 37 CFR 5.15(a) unless an earlier

license has been issued under 37 CFR 5.15(b). The license is subject to revocation upon written notification. The

date indicated is the effective date of the license, unless an earlier license of similar scope has been granted under
37 CFR 5.13 or 5.14.

This license is to be retained by the licensee and may be used at any time on or after the effective date thereof unless

it is revoked. This license is automatically transferred to any related applications(s) filed under 37 CFR 1.53(d). This
license is not retroactive.

The grant of a license does not in any way lessen the responsibility of a licensee for the security of the subject matter

as imposed by any Government contract or the provisions of existing laws relating to espionage and the national

security or the export of technical data. Licensees should apprise themselves of current regulations especially with

respect to certain countries, of other agencies, particularly the Office of Defense Trade Controls, Department of

State (with respect to Arms, Munitions and Implements of War (22 CFR 121-128)); the Bureau of Industry and

Security, Department of Commerce (15 CFR parts 730-774); the Office of Foreign AssetsControI, Department of

Treasury (31 CFR Parts 500+) and the Department of Energy.

NOT GRANTED

No license under 35 U.S.C. 184 has been granted at this time, if the phrase "IF REQUIRED, FOREIGN FILING

LICENSE GRANTED" DOES NOT appear on this form. Applicant may still petition for a license under 37 CFR 5.12,

if a license is desired before the expiration of 6 months from the filing date of the application. If 6 months has lapsed

from the filing date of this application and the licensee has not received any indication of a secrecy order under 35

U.S.C. 181, the licensee may foreign file the application pursuant to 37 CFR 5.15(b).
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Date Mailed: 03/09/2011

NOTICE OF ACCEPTANCE OF POWER OF ATTORNEY

This is in response to the Power of Attorney filed 02/24/2011.

The Power of Attorney in this application is accepted. Correspondence in this application will be mailed to the

above address as provided by 37 CFR 1.33.

/jCheryl

Office of Data Management, Application Assistance Unit (571) 272-4000, or (571) 272-4200, or 1-888-786-0101
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Title:Methods and Compositions for Treating Cancer

Publication No.US-2011-0144016-A1

Publication Date:06/16/2011

NOTICE OF PUBLICATION OF APPLICATION

The above-identified application will be electronically published as a patent application publication pursuant to 37

CFR 1.211, et seq. The patent application publication number and publication date are set forth above.

The publication may be accessed through the USPTO's publically available Searchable Databases via the

Internet at www.uspto.gov. The direct link to access the publication is currently http://www.uspto.gov/patft/.

The publication process established by the Office does not provide for mailing a copy of the publication to

applicant. A copy of the publication may be obtained from the Office upon payment of the appropriate fee set forth

in 37 CFR 1.19(a)(1). Orders for copies of patent application publications are handled by the USPTO's Office of

Public Records. The Office of Public Records can be reached by telephone at (703) 308-9726 or (800) 972-6382,

by facsimile at (703) 305-8759, by mail addressed to the United States Patent and Trademark Office, Office of
Public Records, Alexandria, VA 22313-1450 or via the Internet.

In addition, information on the status of the application, including the mailing date of Office actions and the

dates of receipt of correspondence filed in the Office, may also be accessed via the Internet through the Patent

Electronic Business Center at www.uspto.gov using the public side of the Patent Application Information and

Retrieval (PAIR) system. The direct link to access this status information is currently http://pair.uspto.gov/. Prior to

publication, such status information is confidential and may only be obtained by applicant using the private side of
PAIR.

Further assistance in electronically accessing the publication, or about PAIR, is available by calling the Patent
Electronic Business Center at 1-866-217-9197.

Office of Data Managment, Application Assistance Unit (571) 272-4000, or (571) 272-4200, or 1-888-786-0101
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Please find below and/or attached an Office communication concerning this application or proceeding.

The time period for reply, if any, is set in the attached communication.

Notice of the Office communication was sent electronically on aboVe—indicated "Notification Date" to the

following e—mail address(es):
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lhoWd@its.jnj .com
gsanche@its.jnj .com
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Application No. App|icant(s)

13/o34,34o AUERBACH ET AL.

Office Action Summary Examiner Art Unit

SAN—MlNG HUI 1628

-- The MAILING DA TE of this communication appears on the cover sheet with the correspondence address --

Period for Reply

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 1 MONTH(S) OR THIRTY (30) DAYS,
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION.

Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed
after SIX (6) MONTHS from the mailing date of this communication.

— If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication.
— Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133).

Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any
earned patent term adjustment. See 37 CFR 1.704(b).

Status

1)I:l Responsive to communication(s) filed on .

2a)I:I This action is FINAL. 2b)I:I This action is non—final.

3)I:l An election was made by the applicant in response to a restriction requirement set forth during the interview on

; the restriction requirement and election have been incorporated into this action.

4)I:l Since this application is in condition for allowance except for formal matters, prosecution as to the merits is

closed in accordance with the practice under Exparte Quayle, 1935 C.D. 11, 453 O.G. 213.

Disposition of Claims

5)Xl Claim(s)1-:.3‘6is/are pending in the application.

5a) Of the above claim(s)_ is/are withdrawn from consideration.

6)I:l Claim(s)j is/are allowed.

7)|:l Claim(s)j is/are rejected.

8)I:l Claim(s) is/are objected to.

9)IXl Claim(s) 1—_.3‘6are subject to restriction and/or election requirement.

Application Papers

10)|:l The specification is objected to by the Examiner.

11)I:l The drawing(s) filed onj is/are: a)I:I accepted or b)I:I objected to by the Examiner.

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a).

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121 (d).

12)I:l The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152.

Priority under 35 U.S.C. § 119

13)I:l Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)—(d) or (f).

a)I:I All b)I:I Some * c)I:l None of:

1.I:I Certified copies of the priority documents have been received.

2.I:I Certified copies of the priority documents have been received in Application No. j.

3.I:I Copies of the certified copies of the priority documents have been received in this National Stage

application from the International Bureau (PCT Rule 17.2(a)).

* See the attached detailed Office action for a list of the certified copies not received.

Attachment(s)

1) El Notice of References Cited (PTO-892) 4) El Interview Summary (PTO-413)

2) El Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper N°(3)/Ma“ DaT9- L
3) El Information Disclosure Statement(s) (PTO/SB/08) 5) I:I Notice Of Inform-3' Patent APPIICaTI0“

Paper No(s)/Mail Date . 6) D Other: .
U.S. Patent and Trademark Office

PTOL-326 (Rev. 03-11) Office Action Summary Part of Paper No./Mail Date 2OWClF(2tD31
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Application/Control Number: 13/034,340 Page 2

Art Unit: 1628

DETAILED ACTION

Election/Restrictions

Restriction to one of the following inventions is required under 35 U.S.C. 121:

l. Claims 1-26, drawn to a method of treating cancer, classified in class 514,

subclass 182.

ll. Claims 27-36, drawn to a composition, classified in class 424, subclass

401+.

The inventions are distinct, each from the other because of the following reasons:

Inventions II and I are related as product and process of use. The inventions can

be shown to be distinct if either or both of the following can be shown: (1) the process

for using the product as claimed can be practiced with another materially different

product or (2) the product as claimed can be used in a materially different process of

using that product. See MPEP § 806.05(h). In the instant case the composition can be

used in a materially different method such as pharmacokinetic study.

Restriction for examination purposes as indicated is proper because all these

inventions listed in this action are independent or distinct for the reasons given above

and there would be a serious search and/or examination burden if restriction were not

required because at least the following reason(s) apply:

The search fields for the two identified patentably distinct inventions are diverse

and not necessarily overlapped. Searching for all of the inventions encompassed by the

claims would impose undue burden to the examiner.

WCK1031
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Application/Control Number: 13/034,340 Page 3

Art Unit: 1628

Applicant is advised that the reply to this requirement to be complete must

include (i) an election of a invention to be examined even though the requirement

may be traversed (37 CFR 1.143) and (ii) identification of the claims encompassing

the elected invention.

The election of an invention may be made with or without traverse. To reserve a

right to petition, the election must be made with traverse. If the reply does not distinctly

and specifically point out supposed errors in the restriction requirement, the election

shall be treated as an election without traverse. Traversal must be presented at the time

of election in order to be considered timely. Failure to timely traverse the requirement

will result in the loss of right to petition under 37 CFR 1.144. If claims are added after

the election, applicant must indicate which of these claims are readable upon the

elected invention.

Should applicant traverse on the ground that the inventions are not patentably

distinct, applicant should submit evidence or identify such evidence now of record

showing the inventions to be obvious variants or clearly admit on the record that this is

the case. In either instance, if the examiner finds one of the inventions unpatentable

over the prior art, the evidence or admission may be used in a rejection under 35 U.S.C.

103(a) of the other invention.

Because the above restriction/election requirement is complex, a telephone call

to applicant’s agent to request an oral election was not made. See M.P.E.P. Sec.

812.01.
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Application/Control Number: 13/034,340 Page 4

Art Unit: 1628

Applicant is advised that the reply to this requirement to be complete must

include an election of the invention to be examined even though the requirement be

traversed (37 CFR 1.143).

Applicant is reminded that upon the cancellation of claims to a non—elected

invention, the inventorship must be amended in compliance with 37 CFR 1.48(b) if one

or more of the currently named inventors is no longer an inventor of at least one claim

remaining in the application. Any amendment of inventorship must be accompanied by

a request under 37 CFR 1.48(b) and by the fee required under 37 CFR 1.17(i).

The examiner has required restriction between product and process claims.

Where applicant elects claims directed to the product, and the product claims are

subsequently found allowable, withdrawn process claims that depend from or otherwise

require all the limitations of the allowable product claim will be considered for rejoinder.

fl claims directed to a nonelected process invention must require all the limitations of

an allowable product claim for that process invention to be rejoined.

In the event of rejoinder, the requirement for restriction between the product

claims and the rejoined process claims will be withdrawn, and the rejoined process

claims will be fully examined for patentability in accordance with 37 CFR 1.104. Thus, to

be allowable, the rejoined claims must meet all criteria for patentability including the

requirements of 35 U.S.C. 101, 102, 103 and 112. Until all claims to the elected product

are found allowable, an otherwise proper restriction requirement between product

claims and process claims may be maintained. Withdrawn process claims that are not

commensurate in scope with an allowable product claim will not be rejoined. See MPEP
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Application/Control Number: 13/034,340 Page 5

Art Unit: 1628

§ 821 .04(b). Additionally, in order to retain the right to rejoinder in accordance with the

above policy, applicant is advised that the process claims should be amended during

prosecution to require the limitations of the product claims. Failure to do so may result

in a loss of the right to rejoinder. Further, note that the prohibition against double

patenting rejections of 35 U.S.C. 121 does not apply where the restriction requirement

is withdrawn by the examiner before the patent issues. See MPEP § 804.01.

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to SAN-MING HUI whose telephone number is (571)272-

0626. The examiner can normally be reached on Mon - Fri from 9:00 to 5:00.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s

supervisor, Brandon Fetterolf can be reached on (571) 272-2919. The fax phone

number for the organization where this application or proceeding is assigned is 571 -

273-8300.

Information regarding the status of an application may be obtained from the

Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a

USPTO Customer Service Representative or access to the automated information

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.
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Application/Control Number: 13/034,340 Page 6

Art Unit: 1628

San—ming Hui

Primary Examiner
Art Unit 1628

/San—ming Hui/

Primary Examiner, Art Unit 1628
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Application/Control No. Applicant(s)/Patent Under

Reexamination

Index Of Claim-9 13034340 AUERBACH ET AL.

Examiner Art Unit

SAN—M|NG HUI 1628
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Docket No.: CGR500 lUSCNT1

I hereby certify that this correspondence is being transmitted via The Office

Electronic Filing System (EFS) in accordance with 37 CFR l.6(a)(4).

Date of Electronic (EFS) Transmission: December 21, 2011

Signature: /Laurie A. Phillips/ Name: Laurie A. Phillips

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Application of:

Application No. :_ 13/034,340  

i Title: Cancer

Mail Stop Amendment
Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

RESPONSE TO RESTRICTION RE UIREMENT

Dear Sir:

The Office has issued a two-way restriction requirement relating to the present

invention. Applicants hereby elect the invention of Group 1, represented by newly

presented claims 37 et seq. This election is made without traverse.

Page 1 of6 WCK1031
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Listing of Claims:

1-36. (Canceled).

37. (New) A method for the treatment of a prostate cancer in a human comprising

administering to said human a therapeutically effective amount of abiraterone acetate or a

pharrnaceutically acceptable salt thereof and a therapeutically effective amount of

prednisone.

38. (New) The method of claim 37, wherein the therapeutically effective amount of the

abiraterone acetate or pharrnaceutically acceptable salt thereof is from about 50 mg/day

to about 2000 mg/day.

39. (New) The method of claim 38, wherein the therapeutically effective amount of the

abiraterone acetate or pharrnaceutically acceptable salt thereof is from about 500 mg/day

to about 1500 mg/day.

40. (New) The method of claim 39, wherein the therapeutically effective amount of the

abiraterone acetate or pharrnaceutically acceptable salt thereof is about 1000 mg/day.

41. (New) The method of claim 37, wherein the therapeutically effective amount of the

abiraterone acetate or a pharrnaceutically acceptable salt thereof is administered in at

Page 2 of6 WCK1031
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least one dosage form comprising about 250 mg of abiraterone acetate or a

pharrnaceutically acceptable salt thereof.

42. (New) The method of claim 37, wherein the therapeutically effective amount of the

prednisone is from about 0.01 mg/day to about 500 mg/day.

43. (New) The method of claim 42, wherein the therapeutically effective amount of the

prednisone is from about 10 mg/day to about 250 mg/day.

44. (New) The method of claim 44, wherein the therapeutically effective amount of the

prednisone is about 10 mg/day.

45. (New) The method of claim 37, wherein the therapeutically effective amount of the

prednisone is administered in at least one dosage form comprising about 5 mg of

prednisone.

46. (New) The method of claim 37, comprising administering to said human about 500

mg/day to about l500 mg/day of abiraterone acetate or a pharrnaceutically acceptable salt

thereof and about 0.01 mg/day to about 500 mg/day of prednisone.

47. (New) The method of claim 46, comprising administering to said human about l000

mg/day of abiraterone acetate or a pharrnaceutically acceptable salt thereof and about l0

mg/day of prednisone.

Page 3 of 6
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48. (New) The method of claim 37, wherein said prostate cancer is refractory prostate

cancer.

49. (New) The method of claim 48, wherein the refractory prostate cancer is not

responding to at least one anti-cancer agent.

50. (New) The method of claim 49, wherein the at least one anti-cancer agent comprises a

hormonal ablation agent, an anti-androgen agent, or an anti-neoplastic agent.

51. (New) The method of claim 50, wherein the hormonal ablation agent comprises

deslorelin, leuprolide, goserelin, or triptorelin.

52. (New) The method of claim 50, wherein the anti-androgen agent comprises

bicalutamide, flutamide, or nilutamide.

53. (New) The method of claim 50, wherein the anti-neoplastic agent comprises

docetaxel.

54. (New) The method of claim 48, comprising administering to said human about 500

mg/day to about 1500 mg/day of abiraterone acetate or a pharrnaceutically acceptable salt

thereof and about 0.01 mg/day to about 500 mg/day of prednisone.

Page 4 of 6
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55. (New) The method of claim 54, comprising administering to said human about 1000

mg/day of abiraterone acetate or a pharrnaceutically acceptable salt thereof and about 10

mg/day of prednisone.

56. (New) The method of claim 53, comprising administering to said human about 1000

mg/day of abiraterone acetate or a pharrnaceutically acceptable salt thereof and about 10

mg/day of prednisone.

Page 5 of 6
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Applicants respectfully request that a timely Notice of Allowance be issued in the

present application. Should the Office require anything further, it is invited to contact

applicants’ representative at the telephone number below.

Respectfully submitted,

JOHNSON & JOHNSON

One Johnson & Johnson Plaza

New Brunswick, NJ 08933-7003 By: /Andrea Jo Kamage/

(732) 524-3957 Andrea JO Kamage

Dated: December 21, 20ll Reg. No. 43,703
Customer No.: 27777
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Electronic Acknowledgement Receipt

International Application Number: 

Title of Invention: Methods and Compositions for Treating Cancer

First Named Inventor/Applicant Name:

Application Type: Utility under 35 USC111(a)

Payment information:

File Listing:

Document Document Description File Size(Bytes)/ Multi Pages
Number Message Digest Part /.zip (if appl.)

192109
CGR5001USCNT1ResponsetoRR

.pdf
Response to Election / Restriction Filed 16f7b75ef95c864b023c28abc01a2af57a98
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Total Files Size (in bytes) 192109

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.
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PTO/SB/06 (07-06)
Approved for use through 1/31/2007. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paerwork Reduction Act of 1995, no ersons are reuired to resond to a collection of information unless it disla s avalid OMB control number.

PATENT APPLICATION FEE DETERMINATION RECORD Application or Docket Number Filing Date
substitute for Form PTo-375 13/034,340 02/24/2011 III To be Mailed

APPLICATION AS FILED — PART I OTHER THAN

(Column 1) (Column 2) SMALL ENTITY D OR SMALL ENTITY

Fo NUMBER FILED NUMBER EXTRA RATE (sis) FEE (sis) RATE (as)

D BASIC FEE N/A N/A N/A37CFR1.16a, b,or c

D SEARCH EEE . N/A N/A N/A37CFR1.16k, I,or m

El EXAMINATION FEE N/A N/A(37 CFR1.16( ), (p), or (q))
TOTAL CLAIMS .
37 CFR1.16i ”"““5 2°=
INDEPENDENT CLAIMS .
37 CFR1.16h ”"”“53=

If the specification and drawings exceed 100
h t f th I‘ t‘ ' f d

DAPPLICATION sIzE PE is §§5%‘i$i’2‘;eIE;. s§.§i’‘;Ii?iy'§°?of':§cfie “'9
(37 CFR 1'16(S)) additional 50 sheets or fraction thereof. See

35 U.S.C. 41 a 1 G and 37 CFR 1.16 s.

I:I MULTIPLE DEPENDENT CLAIM PRESENT (37 CFR1.16(j))

N/A

N/A

+7

* If the difference in column 1 is less than zero, enter “0" in column 2.

APPLICATION AS AMENDED — PART II
OTHER THAN

(Column 1) (Column 2) (Column 3) SMALL ENTITY SMALL ENTITY
CLAIMS HIGHEST

2319.0“ Efiélfiéfisty 2:21.130“AMENDMENT PAID FOR

--2o

I:I Application Size Fee (37 CFR1.16(s))

ADDITIONAL

FEE (515)

X519 =

X$ =

D FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR1.16(j))

I-
Z
UJ
E
D
Z
UJ
E
<

CLAIMS HIGHEST

REMAINING NUMBER PRESENT RATE ($) ADDITIONAL ADDITIONALAFTER PREVIOUSLY EXTRA FEE ($) FEE ($)
AMENDMENT PAID FOR

Total (37 cFR , Minus ,,1.16 i

Independent * H,37 CFR 1.16 h

I:I Application Size Fee (37 CFR1.16(s))

>< %
II

X519 =

X$ = X %
IIMinus

D FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR1.16(j))

AMENDMENT
OR ADD‘L

FEE

-or

* If the entry in column 1 is less than the entry in column 2, write “0" in column 3. Legal lnstrument Examiner.
** If the “Highest Number Previously Paid For” IN THIS SPACE is less than 20, enter “20". /STEFANIE BRYC E/
*** If the “Highest Number Previously Paid For" IN THIS SPACE is less than 3, enter
The “Highest Number Previously Paid For" (Total or Independent) is the highest number found in the appropriate box in column 1.

This collection of information is required by 37 CFR 1.16. The information is required to obtain or retain a benefit by the public which is to file (and by the USPTO to
process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 12 minutes to complete, including gathering,
preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S.
Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS
ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

If you need assistance in completing the form, call 1-800-PTO-9199 and select option 2.
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UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.goV

 
APPLICATION NO. F ING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. CONF {MATION NO.

13/034,340 02/24/201 1 Alan H. Auerbach CGR5001USCNT1 1597

27777 7590 02/03/2012

PHILIPS.JOHNSON
JOHNSON & JOHNSON HUI, sANM1NGR
ONE JOHNSON & JOHNSON PLAZA

NEW BRUNSWICK, NJ 08933-7003 PAPER NUMBER
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NOT *ICATION DATE DELIVERY MODE

02/03/2012 ELECTRONIC

Please find below and/or attached an Office communication concerning this application or proceeding.

The time period for reply, if any, is set in the attached communication.

Notice of the Office communication was sent electronically on aboVe—indicated "Notification Date" to the

following e—mail address(es):

jnjuspatent@cor11s.j nj.com
lhoWd@its.jnj .com
gsanche@its.jnj .com
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Application No. App|icant(s)

13/034,340 AUERBACH ET AL.

Office Action Summary Examiner A“ Unit

SAN—MlNG HUI 1628

-- The MAILING DA TE of this communication appears on the cover sheet with the correspondence address --

Period for Reply

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE § MONTH(S) OR THIRTY (30) DAYS,
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION.

Extensions of time may be available under the provisions of 37 CFR1.136(a). In no event, however, may a reply be timely filed
after SIX (6) MONTHS from the mailing date of this communication.

— If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication.
— Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133).

Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any
earned patent term adjustment. See 37 CFR 1.704(b).

Status

1)I:l Responsive to communication(s) filed on

2a)I:I This action is FINAL. 2b)IXl This action is non—final.

3)I:l An election was made by the applicant in response to a restriction requirement set forth during the interview on

; the restriction requirement and election have been incorporated into this action.

4)I:l Since this application is in condition for allowance except for formal matters, prosecution as to the merits is

closed in accordance with the practice under Exparte Quayle, 1935 C.D. 11, 453 O.G. 213.

Disposition of Claims

5)IZl Claim(s) 1% is/are pending in the application.

5a) Of the above claim(s) is/are withdrawn from consideration.

)

s) is/are objected to.

) are subject to restriction and/or election requirement.

Application Papers

10)I:I The specification is objected to by the Examiner.

11)|:| The drawing(s) filed onj is/are: a)I:| accepted or b)I:l objected to by the Examiner.

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a).

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121 (d).

12)I:I The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152.

Priority under 35 U.S.C. § 119

13)I:| Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).

a)|:I All b)I:l Some * c)I:I None of:

1.|:I Certified copies of the priority documents have been received.

2.|:I Certified copies of the priority documents have been received in Application No. _.

3.|:I Copies of the certified copies of the priority documents have been received in this National Stage

application from the International Bureau (PCT Rule 17.2(a)).

* See the attached detailed Office action for a list of the certified copies not received.

Attachment(s)

1) El Notice of References Cited (PTO-892) 4) El Interview Summary (PTO-413)
2) D Notice of Draftsperson‘s Patent Drawing Review (PTO-948) Paper N°(5)/Ma" DaTe- E
3) |:| Information Disclosure Statement(s) (PTO/SB/08) 5) I:I Notice of informal Patent Application

Paper No(s)/Mail Date . 6) D Other: .
U.S. Patent and Trademark Office

PTOL-326 (Rev. 03-11) Office Action Summary Part of Paper No./Mail Date 20120127WCK1031
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Art Unit: 1628

DETAILED ACTION

This is a continuation of US serial 11/844440, filed 8/24/2007, which claims

benefit of 60/921,506, filed 8/25/2006.

Election/Restrictions

Applicant’s election without traverse of the invention of Group I in the reply filed

on 12/21/2011 is acknowledged. Applicant’s amendments filed 12/21/2011 have been

entered.

Claims 37-56 are pending.

Claim Rejections - 35 USC § 103

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all

obviousness rejections set forth in this Office action:

(a) A patent may not be obtained though the invention is not identically disclosed or described as set
forth in section 102 of this title, if the differences between the subject matter sought to be patented and
the prior art are such that the subject matter as a whole would have been obvious at the time the
invention was made to a person having ordinary skill in the art to which said subject matter pertains.
Patentability shall not be negatived by the manner in which the invention was made.

Claims 37-56 are rejected under 35 U.S.C. 103(a) as being unpatentable over

O’Donnell et al., British Journal of Cancer, 2004;90:2317—2325 in view of Tannock et al.,

J. Clin. Oncol., 1996;14:1756-1764. All of the references are of record in the parent

application.

O’Donnell et al. teaches abiraterone acetate is known to be an inhibitor of 170(-

hydroxylase/C17,20—lyase , which can be used to suppress testosterone level in

prostate cancer patients (see the abstract for example). O'Donnell et al. teaches 800mg

of abiraterone acetate as useful in suppressing the serum testosterone level (See the

abstract for example). O'Donnell et al. also teaches that cocomitant glucocorticoid
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therapy may be needed for continuous use of abiraterone acetate (See the abstract and

page 2323, col.2 for example).

O’Donnell et al. does not expressly teach the use of prednisone in the method of

treating prostate cancer. O’Donnell et al. does not expressly teach the use of the herein

claimed dosage and regimen for prednisone and abiraterone acetate.

Tannock et al. teaches 10mg of prednisone in combination with other anit-cancer

drug as effective in treating refractory hormonal-resistance prostate cancer.

It would have been obvious to one of ordinary skill in the art at the time the

invention was made to employ both prednisone and abiraterone acetate, in the dosage

herein claimed, together in a method of treating prostate cancer, including refractory

prostate cancer.

One of ordinary skill in the art would have been motivated to employ both

prednisone and abiraterone acetate, in the dosage herein claimed, together in a method

of treating prostate cancer, including refractory prostate cancer. Since abiraterone

acetate provide a new mechanism of action in treating prostate cancer and prednisone

is known to be useful in treating refractory prostate cancer, concomitant employment of

both compounds into a single method useful for the very same purpose, treting prostate

cancer, would be considered prima facie obvious (See In re Kerkhoven 205 USPQ 1069

(CCPA 1980)). Treating refractory prostate cancer with abiraterone acetate would be

reasonably expected to be effective since abiraterone provides a new mechanism of

action against prostate cancer. O'donnell et al. provides an additional motivation to
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concomitantly employ prednisone since employing replacement glucocorticoid such as

prednisone would ensure the safety and effectiveness of abiraterone acetate.

Furthermore, the optimization of result effect parameters (e.g., dosage range,

dosing regimens) is obvious as being within the skill of the artisan. The optimization of

known effective amounts of known active agents to be administered, is considered well

in the competence level of an ordinary skilled artisan in pharmaceutical science,

involving merely routine skill in the art. It has been held that it is within the skill in the art

to select optimal parameters, such as amounts of ingredients, in a composition in order

to achieve a beneficial effect. See In re Boesch, 205 USPQ 215 (CCPA 1980). It is also

noted that “[W]here the general conditions of a claim are disclosed in the prior art, it is

not inventive to discover the optimum or workable ranges by routine experimentation.”

In re A//er, 220 F.2d 454, 456, 105 USPQ 233, 235 (CCPA 1955).

Double Patenting

The nonstatutory double patenting rejection is based on a judicially created

doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the

unjustified or improper timewise extension of the “right to exclude” granted by a patent

and to prevent possible harassment by multiple assignees. A nonstatutory

obviousness—type double patenting rejection is appropriate where the conflicting claims

are not identical, but at least one examined application claim is not patentably distinct

from the reference claim(s) because the examined application claim is either anticipated

by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140
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F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29

USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir.

1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422

F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163

USPQ 644 (CCPA 1969).

A timely filed terminal disclaimer in compliance with 37 CFR 1.321 (c) or 1.321(d)

may be used to overcome an actual or provisional rejection based on a nonstatutory

double patenting ground provided the conflicting application or patent either is shown to

be commonly owned with this application, or claims an invention made as a result of

activities undertaken within the scope of a joint research agreement.

Effective January 1, 1994, a registered attorney or agent of record may sign a

terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with

37 CFR 3.73(b).

Claims 37-56 are provisionally rejected on the ground of nonstatutory

obviousness—type double patenting as being unpatentable over claims 9, 19, 21, 24, 29-

32 of copending Application No. 12/898,149 (‘149). Although the conflicting claims are

not identical, they are not patentably distinct from each other because ‘149 teaches the

method of treating prostate cancer and refractory prostate cancer by employing the

herein claimed agents, i.e., abiraterone acetate and prednisone. ‘149 does not

expressly teach the herein claimed dosage. It would have been obvious to one of

ordinary skill in the art at the time the invention was made to employ the herein claimed

dosage of the actives in the method of treating prostate cancer. The optimization of
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result effect parameters (e.g., dosage range, dosing regimens) is obvious as being

within the skill of the artisan. The optimization of known effective amounts of known

active agents to be administered, is considered well in the competence level of an

ordinary skilled artisan in pharmaceutical science, involving merely routine skill in the

art. It has been held that it is within the skill in the art to select optimal parameters, such

as amounts of ingredients, in a composition in order to achieve a beneficial effect. See

In re Boesch, 205 USPQ 215 (CCPA 1980). It is also noted that “[W]here the general

conditions of a claim are disclosed in the prior art, it is not inventive to discover the

optimum or workable ranges by routine experimentation.” In re A//er, 220 F.2d 454,

456, 105 USPQ 233, 235 (CCPA 1955).

This is a provisional obviousness—type double patenting rejection because the

conflicting claims have not in fact been patented.

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to SAN-MING HUI whose telephone number is (571)272-

0626. The examiner can normally be reached on Mon — Fri from 9:00 to 5:00.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s

supervisor, Brandon Fetterolf can be reached on (571) 272-2919. The fax phone

number for the organization where this application or proceeding is assigned is 571 —

273-8300.
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Information regarding the status of an application may be obtained from the

Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a

USPTO Customer Service Representative or access to the automated information

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.

San—ming Hui

Primary Examiner
Art Unit 1628

/San—ming Hui/

Primary Examiner, Art Unit 1628
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Mail Stop Amendment
Commissioner for Patents

P.O. Box 1450

Alexandria, VA 223 13-1450

RESPONSE

Dear Sir:

In response to the Office Action mailed February 3, 2012, Applicants submit the

following amendments and remarks.

Remarks/Arguments begin on page 2 of this paper.
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Remarks

Re°ections Under 35 U.S.C. 103

Claims 37-56 are rejected under 35 USC §l03(a) as allegedly being unpatentable

over O’Donell et al. (British Journal of Cancer (2004)), in View of Tannock et al. (Journal

of Clinical Oncology (l996)). Applicant respectfully traverses this rejection.

The invention is directed to a method for treating prostate cancer by

administering both abiraterone acetate and prednisone to a patient. The Office alleges

this invention is obvious by a combination of O’Donnell, which discloses administration

of certain doses of abiraterone acetate to castrated prostate cancer patients, and Tannock,

which discloses administration of prednisone in combination with a chemotherapy agent

to prostate cancer patients.

Applicant believes that the Office has failed to establish a case of obviousness.

At the very most, the cited art may suggest that a combination of abiraterone acetate and

prednisone would be obvious to try; along with a myriad of other combinations of two

cancer drugs. Nothing in the art teaches or suggests that abiraterone acetate in

combination with prednisone would be a particularly useful combination for cancer

treatment.

Even if one of ordinary skill would have been motivated to combine both modes

of treatment, the claimed invention produces unexpected results. Applicants enclose

herewith Sartor, Nature Reviews Clinical Oncology, 8:515-516 (201 l) (“Sartor”). Sartor

reports on the results of a clinical study on patients with prostate cancer who were treated

with the claimed invention. According to Sartor, “Abiraterone plus prednisone prolongs

overall survival relative to prednisone alone. . .” Sartor, abstract. Additionally, “reported

pain was markedly reduced in the abiraterone plus prednisone arm. Second, preliminary

reports indicate that circulating tumors cells (CTCs)—a novel biomarker indicative of

poor prognosis —were reduced in the experimental arm and that a combination of levels

Page 2 of 4
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of lactate dehydrogenase (LDH) and CTCs at baseline and changes in these levels after

treatment may predict survival, independently of therapy, in patients with an elevated

baseline CTC count.” Thus, the claimed invention produces the unexpected results of

increased survival, reduced pain, and lower levels of a biomarker connected with

survival.

The claimed invention has experienced an impressive commercial success.

Applicant attaches herewith the label for abiraterone acetate, sold under the tradename

ZYTIGA. According to the label, “ZYTIGA in combination with prednisone is indicated

for the treatment of patients with metastatic castration-resistant prostate cancer who have

received prior chemotherapy containing docetaxel.” Thus, the ZYTIGA label directs

patients to practice the claimed invention.

ZYTIGA was approved for sale in the U.S. in April 2011. Within the first year of

release, worldwide sales were over $400 million. Sales for the truncated 2011 year

totaled $200 million worldwide. Sales for just the first quarter of 2012 were also $200

million. Thus, not only did the claimed invention enjoy immediate commercial success,

this commercial success grew over the first year of commercial availability.

The claimed invention displays unexpected results over the prior at, and shows

commercial success. Thus, the present claims are non-obvious over the cited art.

Accordingly, Applicant requests reconsideration and withdrawal of the rejection under 35

USC §103(a).

Double Patenting Rejection

Claims 37-56 are rejected on the ground of non-statutory obviousness-type double

patenting as being unpatentable over claims 9, 19, 21, 24, 29-32 of copending U.S. Patent

Application No. 12/898,149 (the ‘ 149 application). The ‘149 application has been a

abandoned. Thus, this rejection is now moot.
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III. CONCLUSION

Early consideration and prompt allowance of the claims are respectfully requested.

Should the Office require anything further, it is invited to contact applicants’

representative at the telephone number below.

Respectfully submitted,

JOHNSON & JOHNSON

One Johnson & Johnson Plaza

New Brunswick, NJ 08933-7003 By: /Andrea Jo Kamage/

(732) 524-3957 Andrea JO Kamage

Dated: July 3, 2012 Reg. No. 43,703
Customer No.: 27777
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1 0)0 The specification is objected to by the Examiner. 

11 )0 The drawing(s) filed on __ is/are: a)O accepted or b)O objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121 (d). 

12)0 The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PT0-152. 

Priority under 35 U.S.C. § 119 

13)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a)O All b)O Some * c)O None of: 

1.0 Certified copies of the priority documents have been received. 

2.0 Certified copies of the priority documents have been received in Application No. __ . 

3.0 Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 

*See the attached detailed Office action for a list of the certified copies not received. 

Attachment{s) 

1) 0 Notice of References Cited (PT0-892) 

2) 0 Notice of Draftsperson's Patent Drawing Review (PT0-948) 

4) 0 Interview Summary (PT0-413) 
Paper No(s)/Mail Date. __ . 

5) 0 Notice of Informal Patent Application 3) 0 Information Disclosure Statement(s) (PTO/SB/08) 
Paper No(s)/Mail Date __ . 

U.S. Patent and Trademark Off1ce 

PTOL-326 (Rev. 03-11) 

6) 0 Other: __ . 

Office Action Summary Part of Paper No./Mail Date 20120905 
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DETAILED ACTION 

Applicant's response filed 7/3/2012 has been entered. 

Claims 37-56 are pending. 

The provisional double patenting rejection is withdrawn in view of the conflicting 

patent application being abandoned. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 37-56 are rejected under 35 U.S.C. 1 03(a) as being unpatentable over 

O'Donnell et al., British Journal of Cancer, 2004;90:2317-2325 in view of Tannock et al., 

J. Clin. Oneal., 1996;14:1756-1764. All of the references are of record in the parent 

application. 

O'Donnell et al. teaches abiraterone acetate is known to be an inhibitor of 17a-

hydroxylase/C17,20-Iyase, which can be used to suppress testosterone level in 

prostate cancer patients (see the abstract for example). O'Donnell et al. teaches 800mg 

of abiraterone acetate as useful in suppressing the serum testosterone level (See the 

abstract for example). O'Donnell et al. also teaches that cocomitant glucocorticoid 

therapy may be needed for continuous use of abiraterone acetate (See the abstract and 

page 2323, col.2 for example). 
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O'Donnell et al. does not expressly teach the use of prednisone in the method of 

treating prostate cancer. O'Donnell et al. does not expressly teach the use of the herein 

claimed dosage and regimen for prednisone and abiraterone acetate. 

Tannock et al. teaches 1 Omg of prednisone in combination with other an it-cancer 

drug as effective in treating refractory hormonal-resistance prostate cancer. 

It would have been obvious to one of ordinary skill in the art at the time the 

invention was made to employ both prednisone and abiraterone acetate, in the dosage 

herein claimed, together in a method of treating prostate cancer, including refractory 

prostate cancer. 

One of ordinary skill in the art would have been motivated to employ both 

prednisone and abiraterone acetate, in the dosage herein claimed, together in a method 

of treating prostate cancer, including refractory prostate cancer. Since abiraterone 

acetate provide a new mechanism of action in treating prostate cancer and prednisone 

is known to be useful in treating refractory prostate cancer, concomitant employment of 

both compounds into a single method useful for the very same purpose, treating 

prostate cancer, would be considered prima facie obvious (See In re Kerkhoven 205 

USPQ 1069 (CCPA 1980)). Treating refractory prostate cancer with abiraterone 

acetate would be reasonably expected to be effective since abiraterone provides a new 

mechanism of action against prostate cancer. O'donnell et al. provides an additional 

motivation to concomitantly employ prednisone since employing replacement 

glucocorticoid such as prednisone would ensure the safety and effectiveness of 

abiraterone acetate. 
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Furthermore, the optimization of result effect parameters (e.g., dosage range, 

dosing regimens) is obvious as being within the skill of the artisan. The optimization of 

known effective amounts of known active agents to be administered, is considered well 

in the competence level of an ordinary skilled artisan in pharmaceutical science, 

involving merely routine skill in the art. It has been held that it is within the skill in the art 

to select optimal parameters, such as amounts of ingredients, in a composition in order 

to achieve a beneficial effect. See In re Boesch, 205 USPQ 215 (CCPA 1980). It is also 

noted that "[W]here the general conditions of a claim are disclosed in the prior art, it is 

not inventive to discover the optimum or workable ranges by routine experimentation." 

In re Aller, 220 F.2d 454, 456, 105 USPQ 233, 235 (CCPA 1955). 

Response to Arguments 

Applicant's arguments filed 7/3/2012 averring the presence of unexpected results 

because abiraterine plus prednisone being more effective than prednisone alone have 

been fully considered but they are not persuasive. The examiner notes that it is 

expected because abiraterone and prednisone are known to be individually effective in 

treating prostate cancer. At least additive effective is expected. 

Applicant's arguments filed 7/3/2012 averring the presence of commercial 

success have been considered, but are not found persuasive. The examiner notes that 

applicant bears the burden to provide evidence of commercial success. Furthermore, 

gross sales figures do not show commercial success absent evidence as to market 

share, Cable Electric Products, Inc. v. Genmark, Inc., 770 F.2d 1015, 226 USPQ 881 

(Fed. Cir. 1985), or as to the time period during which the product was sold, or as to 
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what sales would normally be expected in the market, Ex parte Standish, 10 USPQ2d 

1454 (Bd. Pat. App. & Inter. 1988). In the instant case, there is no evidence of 

commercial success was provided. Therefore, possessing the teachings of the cited 

prior art, one of ordinary skill in the art would employ the herein claimed agents into a 

single method of treating refractory prostate cancer. 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 

policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 

MONTHS from the mailing date of this action. In the event a first reply is filed within 

TWO MONTHS of the mailing date of this final action and the advisory action is not 

mailed until after the end of the THREE-MONTH shortened statutory period, then the 

shortened statutory period will expire on the date the advisory action is mailed, and any 

extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 

the advisory action. In no event, however, will the statutory period for reply expire later 

than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 

examiner should be directed to SAN-MING HUI whose telephone number is (571 )272-

0626. The examiner can normally be reached on Man - Fri from 9:00 to 5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 

supervisor, Brandon Fetterolf can be reached on (571) 272-2919. The fax phone 
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number for the organization where this application or proceeding is assigned is 571-

273-8300. 

Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 

USPTO Customer Service Representative or access to the automated information 

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/San-ming Hui/ 
Primary Examiner, Art Unit 1628 

San-ming Hui 
Primary Examiner 
Art Unit 1628 
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PTO/SB/30 (08-00)
Approved for use through 10/31/2002. OMB 0651-0031

U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Under the Paerwork Reduction Act of 1995, no ersons are reuired to resond to a collection of information unless it disla s a valid OMB control number.

REQUEST
CONT|NUEDFE§(AMlNATlON F°b‘W”4’2°“

(RCE)
TRANSMITTAL 1628

pJ£i2§$§i‘§2llilfiifiifgfifiafi112352‘:T.‘ilfi,°2r“l.T§..f‘2,.iEl?é’;uon san Ming R-1-uif'| d fl J 8,1995.

See The Americlaft i§3e§i3se§roT§§t:on Act of 1999 (AIPA). CGR5001USCNT1

This is a Request for Continued Examination (RCE) under 37 C.F.R. § 1.114 of the above-identified application.NOTE: 37 C.F.R. § 1.114 is effective on May 29, 2000. If the above-identified application was filed prior to May 29, 2000, applicant may
wish to consider filing a continued prosecution application (CPA) under37 C.F.R. § 1. 53 (d) (PTO/SE3/29) instead of a RCE to be eligible for
the patent term adjustment provisions of the AIPA. See Changes to Application Examination and Provisional Application Practice, Final Rule, 65
Fed. Reg. 50092 (Aug. 16, 2000); Interim Rule, 65 Fed. Reg. 14865 (Mar. 20, 2000), 1233 Off. Gaz. Pat. Office 47 (Apr. 11, 2000), which
established RCE ractice.

. Submission reuired under 37 C.F.R. ~ 1.114

a. I:I Previously submitted
i. I:I Consider the amendment(s)/reply under 37 C.F.R. § 1.116 previously filed on

(any unentered amendment(s) referred to above will be entered).

ii. I:I Consider the arguments in the Appeal Brief or Reply Brief previously filed on

iii. I:I Other
b. Enclosed

i. K4 Amendment/Reply

ii. I:I Affidavit(s)lDec|aration(s)
iii. I:I Information Disclosure Statement (IDS)
iv. I:I Other

2. Miscellaneous

a. I:I Suspension of action on the above-identified application is requested under 37 C.F.R. § 1.103(0) for a period of
months. (Period of suspension shall not exceed 3 months; Fee under 37 C.F.R. § 1.17(i) required.)

b. I:I Other

3. - The RCE fee under 37 C.F.R. § 1.17(e) is required by 37 C.F.R. § 1.114 when the RCE is filed
a. IZ The Director is hereby authorized to charge the following fees, or credit any overpayments,

to Deposit Account No. 10-0750.

i. E RCE fee is required under 37 C.F.R. § 1.17(e)
ii. I:I Extension of Time (37 C.F.R. §§ 1.136 and 1.17)
iii. I:I Other

b. I:I Checkin the amount of$ enclosed

c. I:I Pa ment b credit card Form PTO-2038 enclosed

SIGNATURE OF APPLICANT, ATTORNEY, OR AGENT RE I UIRED

Name (print/type) Andrea Jo Kamage Registration No. 43,703
Sinature /Andrea Jo Kamael Date Janua 11, 2013

CERTIFICATE OF TRANSMISSION

I hereby certify that this correspondence is being electronically filed via EFS-Web to the Commissioner for Patents with the U.S.
Patent and Trademark Office on: January 11, 2013

Name print/t pe Laurie A. Phillips

/Laurie A. Phillipsl Januar 11.2013
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Electronic Patent Application Fee Transmittal

Filing Date: 24-Feb-2011

Title of Invention: Methods and Compositions for Treating Cancer

 Andrea J. Kamage/Laurie Phillips

Utility under 35 USC111(a) Filing Fees

Sub-Total in

USD($)

Basic Filing:

Description Fee Code Quantity

Miscellaneous Filing

Post-Allowance-and-Post Issuance

Extension-of-Time:

Extension -1 rnonth WCK1031
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Patent Appeals and Interference:
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USD($)

Miscellaneous:

Description Fee Code Quantity

Total in USD ($) 1080
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Electronic Acknowledgement Receipt

m

—

Title of Invention: Methods and Compositions for Treating Cancer

I

Payment information:

Submitted with Payment yes—

—Au*h°“zedUSer  
The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

Charge any Additional Fees required under 37 C.F.R. Section 1.16 (National application filing, search, and examination fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.17 (Patent application and reexamination processing fees) lg’:
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Charge any Additional Fees required under 37 C.F.R. Section 1.19 (Document supply fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.20 (Post Issuance fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.21 (Miscellaneous fees and charges)

File Listing:

Document . . File Size(Bytes)/ Multi Pages

197238
Amendment Submitted/Entered with CGR5001USCNT1_Response_to

Filing of CPA/RCE _OA_Dec_2012.pdf ccb96c6241312814853ff3fd29c9199b154e
1d5f

Information:

_ _ _ 384010
Request for Continued Examination CGR5001USCNT1 RCE. df

(RCE) - '° 2608556abba1949dda550941b28d75e937
45fe60

This is not a USPTO supplied RCE SB30 form.

214749

Non Patent Literature RyanNEJM.pdf b8f4bC85f399435ff116e4f6c6f88aa99b81e
12a

Information:

Fee Worksheet (SB06) fee-info.pdf
0e979cb3c871a6ec2041abb1dc26ff270f8e

d9a6

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.
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Docket No.: CGR500 lUSCNT1

I hereby certify that this correspondence is being transmitted Via The Office

Electronic Filing System (EFS) in accordance with 37 CFR l.6(a)(4).

Date of Electronic (EFS) Transmission: January 11, 2013

Signature: /Laurie A. Phillips/ Name: Laurie A. Phillips

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Application of:

ApplicationNo.: ; 13/034,340  

i Title: Cancer

Mail Stop Amendment
Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

RESPONSE

Dear Sir:

In response to the final Office Action mailed September 1 1, 2012, Applicants

submit the following amendments and remarks.

A list of the Claims are reflected in the listing of claims, which begins on page 2

of this paper.

Remarks/Arguments begin on page 4 of this paper.
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Listing of Claims:

1-36. (Canceled).

37. (Previously presented) A method for the treatment of a prostate cancer in a human

comprising administering to said human a therapeutically effective amount of abiraterone

acetate or a pharrnaceutically acceptable salt thereof and a therapeutically effective

amount of prednisone.

38. (Previously presented) The method of claim 37, wherein the therapeutically effective

amount of the abiraterone acetate or pharrnaceutically acceptable salt thereof is from

about 50 mg/day to about 2000 mg/day.

39. (Previously presented) The method of claim 38, wherein the therapeutically effective

amount of the abiraterone acetate or pharrnaceutically acceptable salt thereof is from

about 500 mg/day to about 1500 mg/day.

40. (Previously presented) The method of claim 39, wherein the therapeutically effective

amount of the abiraterone acetate or pharrnaceutically acceptable salt thereof is about

1000 mg/day.

Page 2 of 8
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41. (Previously presented) The method of claim 37, wherein the therapeutically effective

amount of the abiraterone acetate or a pharrnaceutically acceptable salt thereof is

administered in at least one dosage form comprising about 250 mg of abiraterone acetate

or a pharrnaceutically acceptable salt thereof.

42. (Previously presented) The method of claim 37, wherein the therapeutically effective

amount of the prednisone is from about 0.01 mg/day to about 500 mg/day.

43. (Previously presented) The method of claim 42, wherein the therapeutically effective

amount of the prednisone is from about 10 mg/day to about 250 mg/day.

44. (Previously presented) The method of claim 44, wherein the therapeutically effective

amount of the prednisone is about 10 mg/day.

45. (Previously presented) The method of claim 37, wherein the therapeutically effective

amount of the prednisone is administered in at least one dosage form comprising about 5

mg of prednisone.

46. (Previously presented) The method of claim 37, comprising administering to said

human about 500 mg/day to about 1500 mg/day of abiraterone acetate or a

pharrnaceutically acceptable salt thereof and about 0.01 mg/day to about 500 mg/day of

prednisone.

Page 3 of 8
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47. (Previously presented) The method of claim 46, comprising administering to said

human about l000 mg/day of abiraterone acetate or a pharrnaceutically acceptable salt

thereof and about 10 mg/day of prednisone.

48. (Previously presented) The method of claim 37, wherein said prostate cancer is

refractory prostate cancer.

49. (Previously presented) The method of claim 48, wherein the refractory prostate

cancer is not responding to at least one anti-cancer agent.

50. (Previously presented) The method of claim 49, wherein the at least one anti-cancer

agent comprises a hormonal ablation agent, an anti-androgen agent, or an anti-neoplastic

agent.

51. (Previously presented) The method of claim 50, wherein the hormonal ablation agent

comprises deslorelin, leuprolide, goserelin, or triptorelin.

52. (Previously presented) The method of claim 50, wherein the anti-androgen agent

comprises bicalutamide, flutamide, or nilutamide.

53. (Previously presented) The method of claim 50, wherein the anti-neoplastic agent

comprises docetaxel.

Page 4 of 8
WCK1031

Page 111



WCK1031 
Page 112

Docket No.: CGR500 lUSCNTl

54. (Previously presented) The method of claim 48, comprising administering to said

human about 500 mg/day to about 1500 mg/day of abiraterone acetate or a

pharrnaceutically acceptable salt thereof and about 0.01 mg/day to about 500 mg/day of

prednisone.

55. (Previously presented) The method of claim 54, comprising administering to said

human about l000 mg/day of abiraterone acetate or a pharrnaceutically acceptable salt

thereof and about 10 mg/day of prednisone.

56. (Previously presented) The method of claim 53, comprising administering to said

human about l000 mg/day of abiraterone acetate or a pharrnaceutically acceptable salt

thereof and about 10 mg/day of prednisone.
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Remarks

Claims 37-56 are pending.

Re°ections Under 35 U.S.C. 103

Claims 37-56 are rejected under 35 USC §l03(a) as allegedly being unpatentable

over O’Donell et al. (British Journal of Cancer (2004)), in view of Tannock et al.

(Journal ofClinical Oncology (1996)). Applicants respectfully traverse this rejection.

None of the cited prior art teaches or suggests the specific combination of the

present invention, namely treating prostate cancer with a combination of abiraterone and

prednisone. As stated by the Office, “O’Donnell does not expressly teach the use of

prednisone in the method of treating prostate cancer. O’Donell does not expressly teach

the use of the herein claimed dosage and regimen for prednisone and abiraterone acetate.”

Office Action, page 3. Further, according to the Office, “Tannock teaches l0mg of

prednisone in combination with other anti-cancer drug as effective in treating refractory

horrnonal-resistance prostate cancer.” Office Action, page 3. Neither of these references

teach or suggest combining prednisone and abiraterone to treat prostate cancer.

Even assuming, arguendo, that the cited references establish a prima facie case of

obviousness, the present invention has shown unexpected results. Applicants submit

herewith Ryan et al., New Engl. J. Meal, 20l2, 368:l38-l48 (“Ryan”), which shows

some of the unexpected results for the present invention.

Ryan reports on a clinical trial of abiraterone acetate plus prednisone for treating

prostate cancer. Ryan states that the “median radiographic progression-free survival was

16.5 months with abiraterone-prednisone and 8.3 months with prednisone alone. . .

treatment with abiraterone plus prednisone, as compared with placebo plus prednisone,

results in a 57% reduction in the risk of radiographic progression or death. . . There was a

25% decrease in the risk of death in the abiraterone-prednisone group, indicating a strong

trend toward improved survival with abiraterone-prednisone. Radiographic

progression-free survival was positvely correlated with overall survival.” In contrast,

Tannock teaches that “[t]here was no significant difference in overall survival [between
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prednisone alone and prednisone plus mitoxantrone].” One of ordinary skill would have

expected, fiom the prior art, no differences in survival. However, Ryan shows the

unexpected survival benefit of abiraterone in combination with prednisone.

Ryan further teaches that “Abiraterone-prednisone showed superiority over

prednisone alone with respect to time to initiation of cytotoxic chemotherapy, opiate use

for cancer-related pain, prostate-specific antigen progression, and decline in performance

status.” The present invention delayed initiation of cytotoxic chemotherapy by over 8

months, delayed prostate-specific antigen progression over 5 months, and delayed time to

increase in pain over 8 months as compared with prednisone alone. See Table 1 of Ryan.

None of these unexpected effects could have been predicted from the prior art.

Additionally, in Ryan, over 62% of patients showed a decline of greater than or

equal to 50% in prostate specific antigen level. In contrast, only 33% of patients treated

with the combination regimen in Tannock showed a decline of greater than or equal to

50% in prostate specific antigen level. This higher percentage could not have been

predicted fiom the prior art.

Thus, none of the cited art, either alone or in combination, teaches or suggests the

methods of the present invention. The present inventions shows several surprising

unexpected results over the prior art. Accordingly, Applicant requests reconsideration

and withdrawal of the rejection under 35 USC §l03(a).
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III. CONCLUSION

Early consideration and prompt allowance of the claims are respectfully requested.

Should the Office require anything further, it is invited to contact applicants’

representative at the telephone number below.

Applicants respectfully request that a timely Notice of Allowance be issued in the

present application. Should the Office require anything further, it is invited to contact

applicants’ representative at the telephone number below.

Respectfully submitted,

JOHNSON & JOHNSON

One Johnson & Johnson Plaza

New Brunswick, NJ 08933-7003

(732) 524-3957

Dated: January ll, 2013
Customer No.: 27777

By: /Andrea JO Kamage /

Andrea JO Kamage

Reg. No. 43,703
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Application No. App|icant(s)

13/034,340 AUERBACH ET AL.

Office Action Summary Examiner A“ Unit

SAN—MlNG HUI 1629

-- The MAILING DA TE of this communication appears on the cover sheet with the correspondence address --

Period for Reply

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE § MONTH(S) OR THIRTY (30) DAYS,
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION.

Extensions of time may be available under the provisions of 37 CFR1.136(a). In no event, however, may a reply be timely filed
after SIX (6) MONTHS from the mailing date of this communication.

— If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication.
— Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133).

Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any
earned patent term adjustment. See 37 CFR 1.704(b).

Status

1)IXl Responsive to communication(s) filed on 11 January 2013.

2a)IXl This action is FINAL. 2b)I:I This action is non—final.

3)I:l An election was made by the applicant in response to a restriction requirement set forth during the interview on

; the restriction requirement and election have been incorporated into this action.

4)I:l Since this application is in condition for allowance except for formal matters, prosecution as to the merits is

closed in accordance with the practice under Exparte Quayle, 1935 C.D. 11, 453 O.G. 213.

Disposition of Claims

5)IZl Claim(s) 1% is/are pending in the application.

5a) Of the above claim(s) is/are withdrawn from consideration.

)

8 I:l Claim s) is/are objected to.

9)I:l Claim(s) are subject to restriction and/or election requirement.

* If any claims have been determined allowable, you may be eligible to benefit from the Patent Prosecution Highway

program at a participating intellectual property office for the corresponding application. For more information, please see

ht‘: ://www.us to. ov./Watents/init events/bah/index.'s or send an inquiry to PPHfeedba<:i< usr*to.L ev.

Application Papers

10)I:I The specification is objected to by the Examiner.

11)|:| The drawing(s) filed onj is/are: a)I:I accepted or b)I:l objected to by the Examiner.

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a).

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121 (d).

Priority under 35 U.S.C. § 119

12)I:| Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).

a)|:I All b)I:l Some * c)I:I None of:

1.|:I Certified copies of the priority documents have been received.

2.|:I Certified copies of the priority documents have been received in Application No. _.

3.|:I Copies of the certified copies of the priority documents have been received in this National Stage

application from the International Bureau (PCT Rule 17.2(a)).

* See the attached detailed Office action for a list of the certified copies not received.

Attachment(s)

1) El Notice of References Cited (PTO-892) 3) El Interview Summary (PTO-413)
Paper No(s)/Mail Date.

2) D Information Disclosure Statement(s) (PTO/SB/08) 4) D Other: . WCMOS1
Paper No(s)/Mail Date j. P36 118U.S. Patent and Trademark Office

PTOL-326 (Rev. 09-12) Office Action Summary Part of Paper No./Mail Date 20130225
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DETAILED ACTION

Continued Examination Under 37 CFR 1. 1 14

A request for continued examination under 37 CFR 1.114, including the fee set

forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this

application is eligible for continued examination under 37 CFR 1.114, and the fee set

forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action

has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on

1/11/2013 has been entered.

Claims 37-56 are pending.

The outstanding rejection under 35 USC 103(a) is maintained.

Claim Rejections - 35 USC § 103

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all

obviousness rejections set forth in this Office action:

(a) A patent may not be obtained though the invention is not identically disclosed or described as set
forth in section 102 of this title, if the differences between the subject matter sought to be patented and
the prior art are such that the subject matter as a whole would have been obvious at the time the
invention was made to a person having ordinary skill in the art to which said subject matter pertains.
Patentability shall not be negatived by the manner in which the invention was made.

Claims 37-56 are rejected under 35 U.S.C. 103(a) as being unpatentable over

O’Donnell et al., British Journal of Cancer, 2004;90:2317—2325 in view of Tannock et al.,

J. Clin. Oncol., 1996;14:1756-1764. All of the references are of record in the parent

application.

O’Donnell et al. teaches abiraterone acetate is known to be an inhibitor of 170(-

hydroxylase/C17,20—lyase , which can be used to suppress testosterone level in
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prostate cancer patients (see the abstract for example). O'Donnell et al. teaches 800mg

of abiraterone acetate as useful in suppressing the serum testosterone level (See the

abstract for example). O'Donnell et al. also teaches that cocomitant glucocorticoid

therapy may be needed for continuous use of abiraterone acetate (See the abstract and

page 2323, col.2 for example).

O’Donnell et al. does not expressly teach the use of prednisone in the method of

treating prostate cancer. O’Donnell et al. does not expressly teach the use of the herein

claimed dosage and regimen for prednisone and abiraterone acetate.

Tannock et al. teaches 10mg of prednisone in combination with other anit-cancer

drug as effective in treating refractory hormonal-resistance prostate cancer.

It would have been obvious to one of ordinary skill in the art at the time the

invention was made to employ both prednisone and abiraterone acetate, in the dosage

herein claimed, together in a method of treating prostate cancer, including refractory

prostate cancer.

One of ordinary skill in the art would have been motivated to employ both

prednisone and abiraterone acetate, in the dosage herein claimed, together in a method

of treating prostate cancer, including refractory prostate cancer. Since abiraterone

acetate provide a new mechanism of action in treating prostate cancer and prednisone

is known to be useful in treating refractory prostate cancer, concomitant employment of

both compounds into a single method useful for the very same purpose, treating

prostate cancer, would be considered prima facie obvious (See In re Kerkhoven 205

USPQ 1069 (CCPA 1980)). Treating refractory prostate cancer with abiraterone
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acetate would be reasonably expected to be effective since abiraterone provides a new

mechanism of action against prostate cancer. O'donnell et al. provides an additional

motivation to concomitantly employ prednisone since employing replacement

glucocorticoid such as prednisone would ensure the safety and effectiveness of

abiraterone acetate.

Furthermore, the optimization of result effect parameters (e.g., dosage range,

dosing regimens) is obvious as being within the skill of the artisan. The optimization of

known effective amounts of known active agents to be administered, is considered well

in the competence level of an ordinary skilled artisan in pharmaceutical science,

involving merely routine skill in the art. It has been held that it is within the skill in the art

to select optimal parameters, such as amounts of ingredients, in a composition in order

to achieve a beneficial effect. See In re Boesch, 205 USPQ 215 (CCPA 1980). It is also

noted that “[W]here the general conditions of a claim are disclosed in the prior art, it is

not inventive to discover the optimum or workable ranges by routine

experimentation.” In re A//er, 220 F.2d 454, 456, 105 USPQ 233, 235 (CCPA 1955).

Response to Arguments

Applicant's arguments filed 1/11/2013 averring the presence of unexpected

results because abiraterine plus prednisone being more effective than prednisone

alone, by citing Ryan et al., have been fully considered but they are not persuasive. The

examiner notes that the superior results of using abiraterone and prednisone together is
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expected because abiraterone and prednisone are known to be individually effective in

treating prostate cancer. At least additive effective is expected.

This is an RCE of instant application. All claims are drawn to the same invention

claimed in the earlier application and could have been finally rejected on the grounds

and art of record in the next Office action if they had been entered in the earlier

application. Accordingly, THIS ACTION IS MADE FINAL even though it is a first action

in this case. See MPEP § 706.07(b). Applicant is reminded of the extension of time

policy as set forth in 37 CFR 1.136(a).

A shortened statutory period for reply to this final action is set to expire THREE

MONTHS from the mailing date of this action. In the event a first reply is filed within

TWO MONTHS of the mailing date of this final action and the advisory action is not

mailed until after the end of the THREE-MONTH shortened statutory period, then the

shortened statutory period will expire on the date the advisory action is mailed, and any

extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of

the advisory action. In no, however, event will the statutory period for reply expire later

than SIX MONTHS from the mailing date of this final action.

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to SAN-MING HUI whose telephone number is (571)272-

0626. The examiner can normally be reached on Mon — Fri from 9:00 to 5:00.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s

supervisor, Melenie McCormick can be reached on (571) 272-8037. The fax phone
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number for the organization where this application or proceeding is assigned is 571 —

273-8300.

Information regarding the status of an application may be obtained from the

Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a

USPTO Customer Service Representative or access to the automated information

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.

San—ming Hui

Primary Examiner
Art Unit 1629

/San—ming Hui/

Primary Examiner, Art Unit 1629
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Docket No.: CGR500 lUSCNT1

I hereby certify that this correspondence is being transmitted Via The Office

Electronic Filing System (EFS) in accordance with 37 CFR l.6(a)(4).

Date of Electronic (EFS) Transmission: June 4, 2013

Signature: /Laurie A. Phillips/ Name: Laurie A. Phillips

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Application of:

ApplicationNo.: ; 13/034,340  

i Title: Cancer

Mail Stop Amendment
Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

RESPONSE

Dear Sir:

In response to the final Office Action mailed March 4, 2013, Applicant submits

the following amendments and remarks.

A list of the Claims are reflected in the listing of claims, which begins on page 2

of this paper.

Remarks/Arguments begin on page 4 of this paper.
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Listing of Claims:

1-36. (Canceled).

37. (Previously presented) A method for the treatment of a prostate cancer in a human

comprising administering to said human a therapeutically effective amount of abiraterone

acetate or a pharrnaceutically acceptable salt thereof and a therapeutically effective

amount of prednisone.

38. (Previously presented) The method of claim 37, wherein the therapeutically effective

amount of the abiraterone acetate or pharrnaceutically acceptable salt thereof is from

about 50 mg/day to about 2000 mg/day.

39. (Previously presented) The method of claim 38, wherein the therapeutically effective

amount of the abiraterone acetate or pharrnaceutically acceptable salt thereof is from

about 500 mg/day to about 1500 mg/day.

40. (Previously presented) The method of claim 39, wherein the therapeutically effective

amount of the abiraterone acetate or pharrnaceutically acceptable salt thereof is about

1000 mg/day.
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41. (Previously presented) The method of claim 37, wherein the therapeutically effective

amount of the abiraterone acetate or a pharrnaceutically acceptable salt thereof is

administered in at least one dosage form comprising about 250 mg of abiraterone acetate

or a pharrnaceutically acceptable salt thereof.

42. (Previously presented) The method of claim 37, wherein the therapeutically effective

amount of the prednisone is from about 0.01 mg/day to about 500 mg/day.

43. (Previously presented) The method of claim 42, wherein the therapeutically effective

amount of the prednisone is from about 10 mg/day to about 250 mg/day.

44. (Previously presented) The method of claim 44, wherein the therapeutically effective

amount of the prednisone is about 10 mg/day.

45. (Previously presented) The method of claim 37, wherein the therapeutically effective

amount of the prednisone is administered in at least one dosage form comprising about 5

mg of prednisone.

46. (Previously presented) The method of claim 37, comprising administering to said

human about 500 mg/day to about 1500 mg/day of abiraterone acetate or a

pharrnaceutically acceptable salt thereof and about 0.01 mg/day to about 500 mg/day of

prednisone.
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47. (Previously presented) The method of claim 46, comprising administering to said

human about l000 mg/day of abiraterone acetate or a pharrnaceutically acceptable salt

thereof and about 10 mg/day of prednisone.

48. (Previously presented) The method of claim 37, wherein said prostate cancer is

refractory prostate cancer.

49. (Previously presented) The method of claim 48, wherein the refractory prostate

cancer is not responding to at least one anti-cancer agent.

50. (Previously presented) The method of claim 49, wherein the at least one anti-cancer

agent comprises a hormonal ablation agent, an anti-androgen agent, or an anti-neoplastic

agent.

51. (Previously presented) The method of claim 50, wherein the hormonal ablation agent

comprises deslorelin, leuprolide, goserelin, or triptorelin.

52. (Previously presented) The method of claim 50, wherein the anti-androgen agent

comprises bicalutamide, flutamide, or nilutamide.

53. (Previously presented) The method of claim 50, wherein the anti-neoplastic agent

comprises docetaxel.
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54. (Previously presented) The method of claim 48, comprising administering to said

human about 500 mg/day to about 1500 mg/day of abiraterone acetate or a

pharrnaceutically acceptable salt thereof and about 0.01 mg/day to about 500 mg/day of

prednisone.

55. (Previously presented) The method of claim 54, comprising administering to said

human about l000 mg/day of abiraterone acetate or a pharrnaceutically acceptable salt

thereof and about 10 mg/day of prednisone.

56. (Previously presented) The method of claim 53, comprising administering to said

human about l000 mg/day of abiraterone acetate or a pharrnaceutically acceptable salt

thereof and about 10 mg/day of prednisone.
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Remarks

Claims 37-56 are pending.

Re°ections Under 35 U.S.C. 103

The rejection of claims 37-56 under 35 USC §l03(a) as allegedly being

unpatentable over O’Donell et al. (British Journal of Cancer 90:23l7-2325 (2004))

(“O’Donell”), in view of Tannock et al. (Journal of Clinical Oncology 14:l756-1764

(1996)) (Tannock”) was maintained. Applicant respectfully traverses this rejection.

In Applicant’s previous reply, submitted January ll, 2013 (the “January Reply”),

Applicant submitted the Ryan article. Ryan showed, inter alia, that the “median

radiographic progression-free survival was l6.5 months with abiraterone-prednisone and

8.3 months with prednisone alone . . . Radiographic progression-free survival was

positively correlated with overall survival.” According to the Office, “the superior

results of using abiraterone and prednisone together is expected because abiraterone and

prednisone are known to be individually effective in treating prostate cancer. At least

additive effective [sic] is expected.” However, the Office failed to provide any

reasoning to support the expectation of at least an additive effect. In fact, the Off1ce’s

own cited art is in opposition to the Off1ce’s statement that at least an additive effect is

expected.

Based on Tannock, the art cited by the Office, one of ordinary skill in the art

would not expect at least an additive effect for overall survival of abiraterone and acetate

and progesterone. Tannock teaches that “[t]here was no significant difference in overall

survival [between prednisone alone and prednisone plus the anticancer agent

mitoxantrone.]” One of ordinary skill in the art, reading Tannock, would expect there to

be no difference in survival between one cancer agent alone, and that same cancer agent

in combination with prednisone. Thus, the present invention possesses unexpected

results and is non-obvious over the cited art.

Further, the present invention has displayed commercial success. Applicant

submits herewith the currently United States Food & Drug Administration approved label
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for ZYTIGATM (the “ZYTIGA label”). The ZYTIGA label indicates that “[abiraterone

acetate] is a CYP17 inhibitor indicated in combination with prednisone for the treatment

of patients with metastatic castration-resistant prostate cancer.” Taking ZYTIGA in

accordance with the approved label represents a commercial embodiment of the presently

claimed invention.

Applicant also submits herewith a news release from the U.S. Food and Drug

Administration dated December 10, 2012 and titled “FDA expands Zytiga’s use for late-
9

stage prostate cancer.’ As can be seen from this 2012 news release, ZYTIGA was

initially approved in April 2011 for use in patients whose prostate cancer progressed after

treatment with docetaxel, a chemotherapy drug. ZYTIGA was further approved in

December 2012 for use in prostate cancer patients prior to receiving chemotherapy.

Applicant also submits two further news releases from the U.S. Food and Drug

Administration, one dated June 17, 2010, announcing approval of Jevtana for use in

prostate cancer; and the other dated August 31, 2012, announcing the approval of Xtandi

for use in patients whose prostate cancer progressed after treatment with docetaxel.

Applicant also submits herewith “Pharmaceuticals Commericial Overview”, a

slideshow presented by Joaquin Duato on May 23, 2013 and currently available at

http://files.shareholder.com/downloads/JNJ/2514173625x0x666408/bb2972ea-2099-

4ab4-b2a3 -afc3 9e710594/Pharrnaceutical_Commercial_Overview_JNJ20 1 3 .pdf (the

“2013 slideshow”). According to the 2013 slideshow, at slide 11, ZYTIGA is the most

successful oral oncology launch in history.

The 2013 slideshow, at slide 12, further shows the July 2012 to April 2013

ZYTIGA market share of chemo refractory prostate cancer patients, i.e., patients who

have previously received chemotherapy treatment and the December 2012 to April 2013

market share of chemo naive prostate cancer patients, i.e., patients who have not

previously received chemotherapy treatment.

of slide 12, ZYTIGA had almost 70% market share in July of 2012 for chemo refractory

As can be seen from the figure on the left

prostate cancer patients, just slightly over a year after ZYTIGA’s initial approval, and

despite the fact that a JEVTANA had been approved two years earlier. Despite another

product, XTANDI, being introduced in August of 2012, by April of 2013, ZYTIGA was

Page 7 of 9
WCK1031

Page 134



WCK1031 
Page 135

Docket No.: CGR5001USCNT1

still the market leader as of April 2013 with 57% market share in chemo refractory

prostate cancer patients.

As can be seen from the figure on the right of slide 12, shortly after its approval

for chemo-naive patients in December 2012, ZYTIGA had a market share of 15%. As of

April 2013, ZYTIGA’s market share was 20%, higher than two other available therapies,

docetaxel and XTANDI, and approaching the market share of bicalutamide, a drug first

approved in 2001 for prostate cancer.

Thus, not only is ZYTIGA the most successful oral oncology launch in history,

two years after its initial approval it is still the market leader for chemo refractory

patients despite an earlier-introduced therapy and a later-introduced therapy. ZYTIGA

also holds a strong market share in the chemo naive prostate cancer population, despite

the presence of other marketed products. This commercial success demonstrates the non-

obviousness of the presently claimed invention.

Even assuming, arguendo, the cited art suggests the claimed combination, the

present invention has shown surprising results, and commercial success. Thus, the claims

are non-obvious over the cited art. Accordingly, Applicant requests reconsideration and

withdrawal of the rejection under 35 USC §103(a).
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III. CONCLUSION

Early consideration and prompt allowance of the claims are respectfully requested.

Should the Office require anything further, it is invited to contact Applicant’s

representative at the telephone number below.

Applicant respectfully requests that a timely Notice of Allowance be issued in the

present application. Should the Office require anything further, it is invited to contact

Applicant’s representative at the telephone number below.

Respectfully submitted,

JOHNSON & JOHNSON

One Johnson & Johnson Plaza

New Brunswick, NJ 08933-7003

(732) 524-3957

Dated: June 4, 2013
Customer No.: 27777

By: /Andrea JO Kamage/

Andrea JO Kamage

Reg. No. 43,703
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I hereby certify that this correspondence is being transmitted Via The Office

Electronic Filing System (EFS) in accordance with 37 CFR 1.6(a)(4).

Date of Electronic (EFS) Transmission: June 4, 2013

Signature: /Laurie A. Phillips/ Name: Laurie A. Phillips

§‘xg,5‘1;ga¢;5;ma‘I:‘

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Application of:

onf.No.: % 1597   
 

‘f“Title: WIII55I'ikiéiiiéiigQiid’E6}iifi6§i{i6i{§i6f’r£ésitingIcéhééf

Mail Stop Amendment
Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450
NOTICE OF APPEAL

Applicant hereby appeals to the Board of Patent Appeals and Interferences from the decision

of the Examiner dated March 4, 2013 finally rejecting Claims 37-56 of the above-identified

application.

The item(s) checked below are appropriate:

1. An extension of time to respond to the final rejection was granted on for

month(s).
2. A Petition For Extension Of Time under 37 CFR 1.136 is attached hereto in

triplicate.
P’ A timely response to the final rejection has been filed.

Fee $500.00: for filing ofNotice ofAppeal

Not required (fee paid in prior appeal)

Charge to Deposit Account No. 10-0750/AJK/CGR5001.

The Commissioner is hereby authorized to charge any additional fees which may be

required, or credit any overpayment in connection herewith to Deposit Account No.
10-0750/AJK/CGR5001.

IZIIZIIIIIZIIZIIIIIII
Respectfully submitted,

JOHNSON & JOHNSON

One Johnson & Johnson Plaza

New Brunswick, NJ 08933-7003 By: /Andrea Jo Kamage/

(732) 524-3957 Andrea Jo Kamage

Dated: June 4, 2013 Reg. No. 43,703
Customer No.: 27777
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FEA NEWS RELEASE

For Immediate Reiease: Aug. 31, 2012

Media Enquiries: Erica Jefferson, 301—796~4Ei88,
flonsumer Enquiries: 88i'5~Ii\iFD—FDA

sea approves new treatment for a type of iate stage prostate cancer

The US. Food and Drug Administration today approved Xtandi ijenzaiutamide) to treat men with iate—stage

(metastatic) castration~resistant prostate cancer that has spread or recurred, even with medicai or surgicz
therapy to minimize testosterone.

Approved for prostate cancer patients previousiy treated with docetaxei, another anti—cancer treatment,

Xtandi was reviewed under the FDA’s priority review program. The program provides for an expedited si><~

in:-nth review for drugs that may offer major advances in treatment or that provide a treatment when no
adequate therapy exists. Xtandi received Fill-A approvai three months ahead of the product's prescription

drug user fee goai date of Nov. 22, 2012,

“The need for additic-nai treatment options for advanced prostate cancer continues to be important for

patients,” said Richard Pazdur, ii/i.[)., director of the Ciffice of riematoiogy and Oncoiogy Products in FDA’s

Center for Drug Evaiuation and Research. “Xtandi is the iatest treatment for this disease to demonstrate its
ahiiity to extend a patient’s iife.”

 
41

Prostate cancer forms in a giand in the maie reproductive system found heic-w the hiadder and in front of

the rectum. The maie sex hormone test-3-sterone stirnuiates the prostate tumors to grow. According to the

Natic-nai Cancer institute, an estimated 241,74-C: men wiii he diagnosed with prc-state cancer and 28,173 wii
die from the disease in 2012.

The safety and effe<;t'iveness oi’ Xrtandi was evaiuated in a study of 1,199 patients with metastatic

castration~ resistant prostate cancer who had received prior treatment with dc-cetaxei. The study was

designed to measure -3-veraii survivai (the iength of tirne hefore death) in men receiving Xtandi compared

with men receiving a piaceho {sugar piii). The median -3-veraii survivai for patients receiving Xtandi was 18.4
months, cornpared with 13.6 months for the patients who received piaceho.

The roost common side effergrts observed in study participants taking Xtandi were weaizness or fatigue, haci

pain, diarrhea, joint pain, hot "flush, tissue sweiiing, rnuscuiosi<.eie'tai pain, headache, upper respiratory

infections, dizziness, spihai cord compression and cauda equina syndrome, nriuscuiar weaitness, difficuity

sieeping, ic-wer respiratory infections, biood in urine, tirigiihg sensation, anxiety, and high hiood pressure.

Seizures occurred in a;:.=pro><irriateiv 1 percent of those receiving Xtandi. Patients in the study who had a

seizure stopped Xtandi therapy. The ciinicai study exciuded patients with a history of seizure, an urideriving

brain injury with ioss of consciousness, a ternporary decrease in hiood to the hrain within the past 12
months, a stroke, hrain metastases, an ahnorrnai connection of the arteries and veins in the brain, or

patients tai<irig n":edications that may iower the seizure threshoid. The safety of Xiiandi is unknown in

patients with these conditions.

Xrtandi wiii be co» mari<eted by Asteiias Pharrna iJ.E§., Inc. of Noriihhrook, ii. and iviedivation, inc. of San

Francisco, CA.

For more information:
-- . v‘\«:«:-.. ;:--, -», ~.. ,. ..~ ~.. .--.7. 5.1’ -_.. . - - \\~.~.\ .- \‘«.\~<\r_~~. « ~_.-.\ , _-n.« t .-\.-x- ~.\.\ ,» -_.»-_.-.« .-\~¢-

- ~n. L.-': : :i..-;: Q: : i-;-.9 s.‘--.\Q:\.M»,“,~ C:!:,: \...~:i\.O:i.:x,-‘,» = :\.>:,:L:‘\.Lo

   
., '2x... '1 N n ,.\ .‘_.\\ _~ . ..«..9

,.~. UL; it :i i\.~\: L:'»§!i

FDA, an agency within the U.S. Department of Heaith and Hurnan Services, protects the puhiic heaith by

assuring the safety, effectiveness, and security of human and veterinary drugs, vaccines and other

hi-3-iogicai products for human use, and medicai devices. The agency aiso is responsihie for the safety and

security of our nation's food suppiy, cosmetics, dietary suppiements, products that give off eiectrc-nic

radiation, and for reguiating tobacco products.
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EBA NEWS RELEASE

For immediate heiease: June 17', 201:’)

Media Enquiries: Erica Jefferson, 3t'i1~796- 4988,
Consumer Enquiries: 888~Ii\iFO—FDA

Foe, approves New “treatment for advanced Prostate Eancer

////
I 1

The U5. Food and Drug Administration today approved Jevtana {cahazitaxei}, a chemotherapy drug used ir
combination with the steroici prednisone to treat men with prostate cancer, Jevtana is the first treatment

for advanced, hormone—i'etractory, prostate cancer that has worsened during or after treatment with

docetaxei, a commoniv used drug for advanced prostate cancer,

In prostate cancer, the maie sex, hormone testosterone can cause prostate tumors to grow, Drugs, surgery
or other hormones are used to reduce testosterone production or to biock it, Some men have hormone

refractory prostate cancer, meaning the prostate cancer ceiis contincie to grow, despite testosterone

suppression. Different treatments are needed for men with this type of cancer,

Jevtana was reviewed under the FDA’s priority review program, which provides for an expedited si><~ month

review for drugs that may offer major advances in treatment, or provide a treatment when no adequate

therapy exists, Jevtana received approvai ahead of the product's Sept, 30, 2010, goai date,

“Patients have few therapeutic options in this disease setting,” said Richard Pazdur, EVLEI-,, director of the

Cfittice of =.".)ncoiogy Drug Products, part of the FDA’s Center for Drug Evaitiation and Research. “FDA was

ahie to review and approve the appiication for Jevtana in 11 weeks, expediting the avaiiahiiity of this drug
to men with prostate cancer,”

Jievtana’s safety and effectiveness was esitabiished in a singie, 7S5~patient study. Aii study participants

had previousiy received docetaxei. The study was designed to overaii stirvivai {the iength of time
before death) in men who received Jievtana in cornhinatirm with prednisone compared with those who

received the chemotherapy drug, mitoxantrone, in combination with prednisone. The median overaii survivai

for patients receiving the Jevtana regimen was 15,1 months compared with 12.7 months for those who

received the mitoxantrone regimen.

Side effects in those treated with Jevtana incidded decrease in infer_:ition-fighiiing white hiood ceiis

(neoitropenia), anemia, decrease in the number of white hiood ceiis (ieukopenia), iow ievei of oiaiieieiis in th

hiood (thromhocvtopenia), diarrhea, fatigue, nausea, vomiting, constipat.ion, weakness (asthenia), and renz
taiiure.

Prostate cancer, which usuaiiv occurs in oider men, is the second most common cancer among men in the
Linited States, hehind skin cancer. in .3?.s’_‘;iJ6, the most. recent year for which numbers were avaiiabie,

.?~?.ti3,4:i5 men deveioped prostate cancer and 28,372. men died from the disease, accortiing; to the Centers
for Controi and iirevention.

.ievtana is marketed iay ifiridgewaiier, N.3.~hased Sanofiwfivenitis.

For more information:

  
as -' "1:

a

a

#

WCK1031

Page 140
wwvv.fda.g ov/News Events/i\=emsroom/PressAnnouncernents/ucrn2'i 614.3.htm 1,/2



WCK1031 
Page 141

./4/13 Prams; Annczunce »nts > FDA Apprc New Treat »nifor Acivanczed Prcstai». Czantxzr

 

: O4,/23,»’2D13

If you need heip accessing information in different fife formats

,“-

Page Last Updated
Naate

 

‘NHL8QSI

 

1

US. F-3-Dd and Drug Administration
13903 New Hampshire Ifwemie

Siivei’ Spring, MD 28993
Ph 1~888-ENFGFDA {L88

 

WSN

\
-\

‘ ‘ w'~\\\'-
\, ~

 

  
§“§'i‘§€1'~:35

inanE.enmnHm
._\

Links are this page

1. nttpzg’,/wwwifcia.gcn/,"Ab0utFDA/Centersfiffices/CDERIUCmD91745.ntm

 

I2. nttp:,’jwvxn:»ucdc.geyvfcancer!prostate/informe::i____decision___maE«:ing,htm

icsftypes,/it-restateB.3. nttp:/,/www.cancerigowcancerto

_/AboL:tFDA;’C0ntactFDA

5. nttp:,/,/wwwIda.gc»v,"AboutFDA,/Conta<:tFDA

;’Stay1nfc»rn'2eci;’RSSFeedsfPi'essReEeases,/ rss.>-:mE4. nttp:,/,/www..f<:ia.gc>v

;’StayInfc»rmed;’RSSFeedsfu<: H1144-575. htm

WCK1031

Page 141
www.fda.g ov/News Events/i\=emsroom/PressAnnouncements/ucrn2'i 614.3.ntm



WCK1031 
Page 142

5/4/13 Press Announcements > FDA expands Zgnigas use for |ete~st2age prostate cancer

 
\\\\

My .~ ‘s \ xi‘-\\

FEA NEWS RELEASE

For Immediate Reiease: Dec. 10, 2012

Media Enquiries: Stephanie ‘fee, 3€)1—796~039-’-i,

flnnstsmer Enquiries: 88f5~ii\.iFD—FDA

spa expands Zytigae use for iate-stage prostate cancer

Drug can now be used before treatment with chemothera,oy

The US, Food and Drug Administration today e)-zpantied the approved Lise of Zytiga {ahiraterone acetate)

to treat men with iate~stage (metastatic) -3astration—resistant prostate cancer prior to re<:ei’v‘ing
chemotherapy.

The FDA initiaiiy approved Zytiga in Aprii 2011 for use in patients whose prostate cancer progressed after

treatment with docetaxei, a i:hemothera;oy drug. Zytiga is a piii that decreases the production of rnaie Se)-:
hormone testosterone“

In prostate cancer, testosterone stimtiiates prostate tumors to grow. Drugs or surgery are used to reciuce
testosterone prodti-ztion or to biocia testosterone’s effects. Some men have castration—resistaht prostate

cancer, meaning the prostate cancer ceiis continue to grow even with iow ieveis of testosterone,

“Today's appmyai demonstrates the benefit of further evaiiiating a drug in an eariier disease setting and

provides patients and heaith care providers the option of using Zytiga eariier in the course of treatment,”

said Richar-2i Pazdur, iVi,D., director of the Office of Cincoiogy Drug Protiiicts in the FDA’s Center for Drug
Evaiiiation and Research.

The FDA reviewed Zy'tiga’s appiication for this new indication under the agen:;y’s priority review program.

The program provides for an e><pedited si:<—month review for drugs that may offer major advances in
treatment or provide a treatme.nt when no adequate therapy exists.

Zyiiiga’s safety and effectiveness for its expanded use were estahiished in ttiinicai study of 1,€.i88 men

with iate~stage, cast.ration—resistant prostate cancer who had not preyiousiy received chemotherapy.

Participants received either Zytiga or piaceho (sugar piii) in combination with prednisone.

The study was ciesigneci to measure the iehgth of time a patient iived before death ifoveraii survivai} and

the iength of time a patient iived without further turner growth assessed by imaging sttidies (radiographi

progression-"free .‘5i..ii”v'iVE,ii, or rPFS).

Patients who i'e€;ei\/ed Zytiga had a median overaii stiniivai of 35.3 months compared with 30.1 months for

those re<:eiving the piaceho. Study restiits aiso showed Zytiga impro'v‘ed rPFS. The median ri>FS was 8.3

months in the piaoeho group and had not yet heen rear;hed for patients treated with Zytiga at the time of
anaiysis.

The most common side effects reported in those receiving Zytiga irmiude fatigue, joint sweiiing or

discomfort, sweiiing caused hy fiuid retention, hot tiiish, diarrhea, vomiting, cough, high hiood pressure,

shortness of breath, urinary‘ tract infection, and hruising.

The most common iahorat-3-ry ahnormaiities incititied iow red hiood ceii count; high ieveis of the enzyme

aikaiine phosphatase, which can he a sign of other serious mdicai protiiems; high ieyeis of fatty acids,

sugar, and iiver enzymes in the hiooci; and iow ieyeis of iympho<:ytes_, phosphorous and potassium in the
hiood.

Zytiga is marketed hy iiorsham, Pa,~hased Janssen Si-3-tech Inc.

 

For more information:

 
this press reiease was updated on Sea. .to, Bet? at 2:39 am. to correct the date when zytiga was
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5/4/13 Press Anric:-uncements > FDA eiqaancis Zgnigas use for Ieatestzage prostate czzancer

eriginaiiy apprevea’ ta Aprii 2321.

The FDA, an agency within the 3.1.8. Department of Health and Human Services, protects the pubiic neaitii

by asstiring the safety, effectiveness, and SeCi.ii'i’=C‘;i of human and veterinary‘ drugs, vac-zines an-zi other

bi-3-Eogi-zai we-ziucts for human use, an-zi medicai devices. The agency aiso is respehsibie for the safety and

security of our nations fcrod supply, cosmetics, dietary suppienients, prociu-cts that give off eiectr-3-nit:

radiati-3-n_, and for regtiiating tcxbacccr products,

Read our Biogz Fm’-X Voiceg

 Visit the FEDA on Faceti:_>oi:5r§‘, ,

Feed for FVDA ixews iiieieasesll

Page Last Up-ziate-2i: 12;'1Ci,/2012

Note: if you need iieip accessing Entoranation in -ziiffereait fiie formats, see = - 

   
  

U.S». Food arid Drug I-idministra'tion
10‘.-“:03 New Hampshire Avenue

Siiver Spring, MD 23993

Ph. 1-888-If\iFfJ-FDA (1-888~463—6332)

 
Links an this page:

1. ;'i‘iewsEvents,’Newsmom,»’PressAnnouncementsfucm2.53OS5.htrn

2. ,/AbeutFiifixjfjentersOFfices;’C}FFiceofMedi<;aiProtjuctsandTot>acr_:ojCi3ER,fii<;m091745.iitrn

,fDrugs;’ResourcesForYoii,r’Censurners,»’ucmiJS4420.htrn

«ii, titt:3:/iwww.cancer.gcsv/caneertopics,r’types;'prostate

5. https:f,/biogs.fda,gov/fa:iaveice,r’

6 titt:3:/hwiw.facebooi<.cem.’FDA

7 iittgaz/;’wiA;w.fii-2kitcom,/pnotosftdaphotos,’

8. i*ittp:;’;'iw:wnycztatuiae,con1,’user,r’USFoc>tiandDrugAdn1in?biea*i<:i=23&eb=5

‘.3 http:/itwitter.comjus____fda
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i'ilGi-li.iGi'iT:‘.§ SF P§iE:‘.§{2§‘ilE3ii\ifi il\iF{3l'~iMATiDi\l

These highlights do nnt include all the infermatinn needed to use ZVTEEA safely
and effectively. See full prescribing inierrnation lo: ZYTEGA.

ZY'E'EGA®
iahirateione acetate} Tablets

For Dral Adaninis‘-lration

initial D.S. Approval w 2D'i‘l

REQENT gyqmgg ..

indications and usage it‘; ‘-2,/'_£‘.-l2
Contraindications, Pregnancy i4~.li i2,/2t'll2
Warnings and Precautions. Mineraiocorticoirl excess (iii) T2/2012
Warriings and Precautions, Adreriocoitical lnsul'iiciency (5.2; i2/2012
Warnings and Precautions, liepatotoxicity (5.3) i2/'2Eil2

§N{}§(;AT§fiNS Am)

ZY'l'lGA is a CYPEE’ inhibitor indicated in combination with prednisone tor the
treatment of patients with metastatic r;astration—resistant prostate cancer. ill

-----------------------------—-DOSAGE AND AE)iVllNiSTRATi0i\l

Recommended dose: ZYTEGA l_.OCIt'l mg (four 250 mg tablets) adrninistered orally
once daily in combination with prednisone El mg administered orally twice daily.
ZYTlGA mast taken on an empty stomach. No food should he consumed for at
least two hours before the dose of ZYTlGA is taken and for at ieest one noirr
after the dose of Z‘r"liG.i\ is taken. The tablets should swaliewed whole with

water. [lo riot crush or chew tablets. (2.l)
-o For patients with baseline moderate hepatic impairment (Child-Pugh Class Bi,

reduce the Z‘r"TiG/»\ starting dose to 250 mg once daily. (2.2)
as For patients who develop hepatotoxicity during treatment, hold Z‘{liT5A until

recovery. Retreatrnent may be initiated at a reduced dose. ZYTEGA should be
discontinued if patients develop severe hepatotoxicity. (2.2)

---------------------------~- DD§A£§E Fmtltilizi AND STREi\iG"i'li$-~-~--~--~--~--~--~--~--~-

Tablet 2 0 mg (3):51

CQMTRpJ§\§[)§f;A‘§'iQN5...................................................

-o Z‘Y"liGA is contrrnnrlicateri in women who are or may become pregnant.
-'4-.1 8.1)\ 1 .

FULL PRESD§lii3ll‘df§ li\lFDRTv'i.$l.'i'l1ii\i: C€}l‘dTEi\iTS*

1 ii\iDi§3A'i'lili\iS AND USAGE
2 DOSAGE AND ADMENESTRATEGN

2.1 Recommended Dosage
2.2 Dose l\/lodificatiori Guideliries

3 DDSAGE FORMS AND S'l'ElEl\iGTl'i§
ti flE3i\lTElAli\lDi€:ATlE3l\i§

/i.l Pregnancy
5 WARNENES AND P¥£ECAtlTl€}i\lS

5.l Hypertension, liypokalernia and Fiuid Retention Due to
i\:'tineraiocorticoid Excess

...2 Arirenocorticai ihsiitiiciehcy
5.3 ileoatotoxicity
5.-’l increased ZYTlG.i\ Exposures with Food

5 ADVERSE l§EAC'i'l(}i‘\l$

6.l Clinical Trial Experience
7 i1i§i}£3il\iTE§‘tA{2TiDi\lS

7.1 Effects of Ahiraterone on Drug ii/letaholizing Enzymes
7.2 Drugs that inhibit or induce CYPBA4 Enzymes

K

 

ZY'i'lGA® la iiirallemne acetate} Ta islets

——————————————————————————— --WARi\iii’\lG5 Ans Pi§EE3AD'i'i{3NS»--~--~--~--~--~-~~-~--~--~--

as iviiheraiocorticoid excess: ilse Z’YTlGA with cairtion in patients with a histony
of cardiovascular disease. The safety or‘ Z‘rTiGA in patients with i.‘\/El‘ < 50% or
i\i‘{il/‘t Class ill or iv’ heart failure in Study l or LVEF < 50 % or l\i\{HA Class ii
to EV heart failure in Study 2 was not estaiaiished. Control hypertension
correct iiypokaiemia before treatment. lvlonitor blood pressure, serum
potassium and symptoms of fluid retention at ieast monthiy. (5.1)

a Adrenocorticai insufficiency: Monitor for syrnpt-. is and signs or‘
adrenocorticai insufficiency. increased dosage of corticosteroids may be
indicated before, tilJl'iT‘.t] and after stressful situations. (5.2)

6 ileoatotoxicity: increases in liver enzyrnes have to drug interruption, dose
rnodilication and/or discontinuation. lvlonitor liver function and modify,
interrupt, or discontinue ZYTEGA dosing as recommended. i5.3i

a Food effect: Z‘r’l'ii_-TA must be taken on an empty stomach. Exposure (area
under the curve) of abireterone increases up to it) told when abiraterone
acetate is taken with meats. i5./ii

————————————————————————————————— —- ADVERSE REACTEDNS~--—-~—-~--~~--~-----—-~--—--—-~--~

The most common adverse reactions (2 lO%_l are tatigue, joint swelling or
discomfort, edema, not flush, diarrhea, vomiting, cough, hypertension, dyspnea,
arinarytrattt infection and contusion.

 

The most common laboratory a"onormaiities i> 20%) are anemia, elevated alkaline
phosphatase, hypertrigly-seridemia, lymphopenia, hyperchelester-:-lemia, hyper-
glycemia, eievated AST, hypophosphatemia, elevated ALT and hypoi<alemia. (6)

To regmrt SEJSDEEZTED ADVERSE REACTEDNS, contact tinnssen Biotech,
ins. at i-8&3--526--3735 ii--Bill}-JANSSENE or FDA at ’l--Bill}-FDA-v’l(}38 or
www.fd‘a.gov/nzedwatch.

----------------------------------- Billifi ENTEFEADTEGNS

Z‘{'liGA is an inhibitor of the hepatic drug»-metabolizing enzyme CVPZDS. Avoid
co—adiiiiriistration of Z‘r’TiGA with EYPQDS siihstrates that have a riairow

therapeutic index. lt an alternative treatment canriot be used, ex cise caution
and consider a dose reduction of the C‘v’i’2[i6 substrate. (7)

——————————————————————————— —-USE EN SPECEFEIC 9i}Ptii.A'fl€}i\lS

or Do not use ZYTiGA in patients with baseiine severe hepatic impairrrierit (Child-
Pugh Class C). (3.6)

  

See ‘i? for Patient Cnnnseiing infermatinn and Fi)A—approved patient labeling.

Revised: [‘i.'z’,I'.’£‘iiii2}

 

2? USE il\i SPECEFEES i'-‘E3Pi.ll.A'i'i{3l\i:‘3

8.l Pregnancy
8.3 l\i-ursing lvlothers
8 4 Pediatric Use
8.5 Geriatric Use

8.6 Patients with Hepatic impairment
8.?’ Patients with Renal impairment

ii) DVERDQSAGE
it QESCREPTEGN
12 Cl.lNiCAi. PHARMACDLDGY

l2.i Mechanism of Action
l2.3 Pharrriacokinetics

l2.5 ill Proiongation
13 MGNCLENECALTDXECDLGGY

i3.l Carcinogenesis, Mutegenesis, and impairment of Fertiiity
’l3.2 Animal Toxicology and/or Phaririacoiogy

iltl Sl.il‘iiiCAl. STUDEES

l6 l-WW Sl.iP$‘l.lEE3,:'STORAGE AND i'lAi\lDl.li\lG
1? PA'i'iEi\iT fi3iiDN$El.lND li\lFDRi1r'i.£i.'i'l1li\i

”‘Sections or subsections omitted from the fuii prescribing information are riot
listed
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Z't’"l'lGA® lahiraterone acetate} Tablets

Flll.l. P’l§ESCl?ll8ll\lfi ll\lFill§l‘ll‘iATlf.ll\l
‘l TNBECATEONS AND USAGE

}."V."TlG.i\ is a CYPTI inhibitor indicated in combination with prednisone for the
treatme. t of patients with metastatic r;astration—resistant prostate cancer.
It‘ DOSAGE Mill) Al)ll.'lll\llSTRATl8l‘\l

2.1 Recommended lllesage
The recommended dose of ZYTlGA is L000 rrrg (tour 250 mg tablets) administered
orally once daily in combination with prednisone 5 mg administered orally twice
daily. ZYTll3A must be taken on an empty st No food should he consurrred
tor at least two hours before the dose ot /. . ilG.i\ is tal<en and for least one

hour after the dose of .7_’YTlGA is taken [see Clinicai Pharmacoiogyl 2..’.~’,l]. The
tablets should be swallowed whole with water. Do not crush or chew tablets.

 
 

 

2.2 {Base Modification Guidelines

Hepatic impairment
in patients with baseline moderate hepatic impairment {Child-l'-‘ugh Class
reduce the recomme .d dose of Z‘.'TlGA to 250 mg once daily. A once daily
dose of 250 mg in patients with moderate hepatic impairment is predicted to
result in an area under the concentration ve (AUG) similar to the AUC seen in
pat =.n.s with normal h ; function receiving L000 mg once daily. However,
there are no clinical da . at the dose of 750 mg once daily in patients with
moderate hepatic impairment and caution ' advised. in patients with moderate
lt;' ' "rairment monitor ALT. AST, and hiiiruhin prior to the start of treatment,

 

 
   

 
 

 
 and monthly thereafter. il eleva"'=ns in ALT arrd,/or AST greater than 5X
upper limit of normal ll.lL\ll or total bilir bin greater than 3X l.ll\l occur in

' ' ts with baseline moderate hepatir. pairment, discontinue ZYTlGA and do
r.ot .e—treat patients with ZYl'll_-‘LA [see Use in Spec...' .Populations (8.5; and‘
Clinical Pharmacology (12,.';’l],

  
 

Avoid ZYTlGA in patients with baseline severe hepatic impairment lChild—Pugh
Class C), as ZYTTGA has not studied in this population, and no dose
adjustment he predicted.

llepatotoxici‘-ly
For patients who develop hepatotoxicity during treatment with .7_’YTlGA (ALT and]
or AST greater than 5X ULl\l or total biliruhirr greater than 3X l.lLN,i, interrupt
treatment with Z‘rTlGA [see Warnings and Precautions (5'.3,l]. Treatment may be
restarted at a reduced dose of 750 once daily following return of liver
function tests to the patient's baseline or to AST and ALT less than or i to
2.5X llll\l and total ll'lliI3iiT less than or equal to l.5X lii.l\l, For pa who
resume treatment, monitor serum transaminases and ruhin at a minimum of
every two weeks for three months and monthly thereatter.

 

  
 

if hepatot-.:-xicity recurs at the dose of 750 once daily, re-treatment may be
restarted at a reduced dose of 500 mg once daily following return of liver
function tests to the patient's baseline or to AST Al.T less than or eetial to
2.5)( LlLt‘\l and total hiliruhirr less than or to l.5X ULN.

lf hepatotoxicity recurs at the reduced dose of 500 mg once daily, discontinue
treatment with Z‘.'TlGA. The safety or’ ZYTIGA re--treatment of pat who
develop AST or ALT greater than or equal to 20X ULl‘\l arrdior‘ biliruorrr greater
than or eoiial to 10X llilxl is unknown.
3 DOSAGE FGRMS ANE3 STRENGTHS

ZYTlGA labiraterone acetate} 250 mg are white to of'l—white, oval—shaped
tahlets dehossed with A.i\2Eill on one side.

4 C€}NTl‘lAll\lDlCATl€}l\l5

4.1 l’regrsarscy
Z‘r’TlGA can cause fetal harm when administered to a pregnant woman. ZYTEGA
is not indicated for use in women. Z‘{TlGA is contraindicated in women who are

or may become pregnant. if this drug is used during pregnancy, or if the patient
becomes pregnant while taking this drug, apprise the patient of the pote.tial
hazard to the fetus and the potential risk for pregnancy loss {see Use in Spei:r'fr'c
Populations 1,1].

 

5 WARNENGS ANT} PREEAUTEGNS
5.1 Hypertension, l-lypeltalernia and Fluid Retention Due to llllineralocorticoid

Excess

TlG.i\ may cause hypertension. hypokalemia, and fluid retention as a
true “ ol i eased mineralocorticoid levels resulting from EYPl7

ition [see Ciirrical Pirarmacology (72.7,lj. ln the two randomized clinical trials,
grade 3 to -’l hyperte sion occurred in 2% of patients, grade 3 to 4 hypokalemia in
4% of patients, and grade 3 to 4- edema in ’l% of patients treated with ZYTiGA
[see .lldi/arse Reactions (6,l].

  

Eo—administration of a corticosteroid suppresses adrerr corticotropir; horrrrorre
(ACTH) drive, ‘ ' ’ a reduction in the r nce and severity of these
adverse rea. ns. Us . it when treating patients whose underlying medical
- . ' ‘ might be compromised by incre 1 blood pressure, lrypokalemia
or fluid retention, e.g., those with heart failure, recent myocardial infarction or‘
ventricular arrhythmia. ilse ZYTlGA with caution in patients with a history of
cardiovascular disease. The safety of Z‘r’l'lGA in patients with left ventricular

   

     

i*~.‘J

ZY'l'lGA® la liiraterene acetate} Ta islets

ejection fraction < 50% or New York Heart Association ll\l‘{HA)- Class lll or ll!
h art failure (in Study ll or l\l‘i'HA Class ll to ll.’ heart failure (in Study 2‘; was not

' ‘hed because these patir. were excluded from tn randomized
' [see ()1. ice! Studies (MU iVlonitor patients for hypertension,

lrypokalemia, and fluid retention at least once a month. Control hypertension and
correct hypokalemia before and during treatrrrerrt with ZYTlGA.

     

5.2 Adrenocorticaiinsufficiency
Adrenal insufficiency occurred in the two randomized clinical studies in (3.5% of
patients taking Z‘i’TlGA and in fl.2% of patients taking placebo. Adrenocortioal
institliciency was reported in patients receiving ZYl'lL‘iA in combination with
pred isone, following interruption ot daily steroids and/or with concurrent
infection or stress. Use caution and monitor for symptoms and signs of
adrenocortical insiitfi ,-y, particularly if patients are withdrawn from
pred'isone, have preorrisone dose red ‘ions, or experi' ce anus stress.
Symptoms and signs of adrenocortical in. . fficiency may be maslred hy adverse
reactions as ted with mineralocorticoid excess seen in patients treated with
Z\’l'll_-LA. ll ciin lly indicated, pertorm appropriate tests to confirm the diagnosis
of adrenocortical insufficiency. increased dosage of corticosteroids may he
i'd‘r;ated before, during and after stressful situations [see Warni'rr;,'s and
P:'ecaut.I'ons (5. 7)].

 
  

  

5.3 flepatotoxicity
in the two randomized clinical trials, grade 3 or 4 ALT or A-ST increases (at
least 5X l.il_lll were reported in 4% of patients who received Z‘r"TlGA, typi“aily
during the first 3 months after s ting tre trnent. Patients whose baseli e ALT or
AST were elevated were more iikely to experience liver test elevation those
beginning with normal values. lreatrrrerrt discontinuation due to live. enzyme
increases occurred in ‘i% of patients king ZYTEGA. lxlo deaths clearly related to
ZYTlGA were reported due to hepato oxicity events.
lvl

  

 

'“ure serum transaminases (ALT and AST) and bilirubin levels prior to
' T ' ., every two weeks for the first three months of

y there'lter. in patients with baseline moderate hepatic
impairment receit :1. . d ZYTEGA dose of 250 mg, measure ALT, AST, and
bilirubin prior to the start oft .atment, every week for the first month, every we
weeks for the following two months of treatment and monthly therea..er.
Promptly measure serum total bilirubin, and MT if clinical symptoms or
signs suggestive of hepatotoxicity develop. revatiorrs of AST, ALT, or hiiiruhin
from the ent’s baseline should prompt more frequent monitoring. lf at any
time AST or ALT rise above five times the ULl\l, or the hiiiruhin rises above
three times the lliltl, interrupt }."v EGA treatment and closely monitor liver
function.

 
  
 

.reatment and " ‘ 

  

 
 

 

lrletreatment with ZYl'iCiA at a reduced dose level may take place only after
return of liver function tests to the patient's baseline or‘ to AST and ALT less than
or equal to 2.5x illl\l and total bilirubin less than or equal to LE-X illl\l
Dosage and ,lldn11;7isfratit7n (2.2),l
The safety of Z‘l'llI3A re—treatment of patients who develop AST or ALT greater
than or equal to 20X ULN and/or bilirubin greater tlrarr or eo_ual to iOX ilLl\l is
unknown.

5.4 lncreased ZYTEGA Exposures with Food
ZYTlGA must be tal<en on an empty stomach. ho food should be consumed for
least two hours before the dose of Z‘r’TlG.i\is tal<en for at least one hour after

the dose of ZYTlGA is taken. Abiraterone Cm, and Al_lCg.o<, (exposure) were
increased up to 17» and ll‘.-»fold higher, respectively, when a single dose of
ahiraterone acetate was administered with a compared to a lasted state.
The safety of these increased exposures when multiple doses of ahiraterone
acetate are taken with food has not he n assessed [see Dosage and
Aa‘m.in.ist.ration (2. 7) and Clinical Fharrriacoiogy (12.3))?
5 AEWEEESE REACTEDNS

The following are discussed in more detail in other sections of the labeling:.r
or llyperterrsion, llypokalerr and Fluid Retention due to lvtirreralocorticoid

Excess [see Warmngs and Precauz‘/"ans 7}].

 

  e Adrei tical lnsulficiency [see l/l/arnings and Precautions ,"5,2,‘,I'.
 e Hepatotoxicity [see l/"/a.rr:ir:gs and Free urioizs (5.3,l].

ii increased ZYl'lGA Exposures with Food [see lz’l/arnfngs and F’recai1fions ('5.4,l]_

5.? Glinical Trial Experience
Because clinical trials are conducted on widely varying Cl
reaction rates observed in the clinical . is of a drug cannot he directly
compared to rates in the clinical trials of another drug and may not reflect the
rates observed in clinical practice.

   
adverse

Two randomized placebo~controlled, rnulticenter clinical trials enrolled patients
wi had metastatic castr n-resistant o cancer who were using a
gonadotropin—releasing hormone (Grit-lHl a ‘were viously treated with
orchiectorny. ln hoth Study 1 and Study 2} .I\.A was administered at a dose of
L000 mg daily in combination with predmsorre 5 mg twice ‘ally in the active
treatment arms. Placebo plus prednisone mg twice daily was given to control
patients.
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Z't’TiGA® iahirnterone acetate1"i'ah1ets

The most common adverse drug reactions (210-%l reported in the two
randomized ciinicai trials that occurred more cornmoniy (52%) in the ahiraterene
acetate arm were fatigue, joint swelling or discomfort, edema, not flush,
diarrhea, vomiting, cough, hypertension, dyspnea, urinary tract infection arid
contusion.

 The most common iauoratory abnormaiities l>20°/a) r
randomized ciinical trial:. hat occurred more commonly ,
acetate arrn were anernia, elevated aikaiine phesphat hypertrigiyccridernia,
lyrnphopenia, hyperchoiesteroiemia, hypergiycemia. elevated AST, hypo-
phosphaternia, elevated ALT and hypoltaieniia.

Study 1: Metastatic CRPE Feilowing Chemotherapy
Study 1 enreiled 1195 patients with metastatic ERPC who had received prior
docetaxei chernotherapy. Patients were not eiigible ifAS'1' and/or Alfl 2 5X .=t.E\i
in the absence of liver metastases. Patients with tnier metastases were exchrded
if AST and,/or Al.'1'> EX U1.l\l.

Table 1 shows adverse reactions on the ZYEEGA arm in Study 1 that occurred
with a 22% ahsoiute increase in trequency compared to piaceho or were events

speciai interest. The ni- ran duration of treatment with ZYTEGA was 8 rnontiis.

ported in the two
,2) in the ahiraterene  

 

 

Talzie 1: Adverse Reactions due to ZYTEGA in Study 1

 
 

 

 
 

 

Z't’"i'iGA with 1'-‘iaceiiao with
Prednisone (10:70?) Prednisdne ii\i=30r‘l)r

Systeni,/tiirgan Class Ail Grades‘ Grade 3-4 Alt Grades Grade 3-4
Adverse reaction “/5 % % "/1;

Wiuscoioskaiotai and connective
tissue disorders

Joint swciiing,/' disc 29.5 4.2 23.4 4.1
lviuscie disco....i. 25.? 23‘: 2.3

Generai disorders
Edema“ 26.7 1 9 18.3 0 8

Varuscrrlarur disorders
Hot iiush 19.0 0.3 16.8 0.3

Hypertension 8 5 ’l 3 6.3 0 3
Gastrointestinal disorders

Diarrhea 17.0 0.0 1.3

Dyspepsia 6.1 0 3.3 0
infections and iniestations

Urinary tr nfection 11 E5" 2.‘: 7.1 0.5
Upper respiratory tract
intection 5 4 0 2.5 0

Respiratory, thoracic and
rnediastinai disorders

Cough 10.0 0 7.5 0
Rena! and urinary disorders

Urinary ireqtiency 7.2 5.1 0.3
Noctiiria 5.2 0 4.1 0

iniiiry, uuisuning and
procedural cranipiications

Fract-.ires5 5.3 1.4 2.3 0
Cardiac disorders

.i\rrhythmia5 '/.2 1.‘: 4.0 1.0
Chest p’ ‘i or chest
disco: 1:7 0.5 0
Cardiac failures 2 3 1.9 1.0 0 3

.4‘‘Adverse events graded according to C . version
Zinciudcs terms Arthritis, Arthraigia, Joint sweiling, and Joint stiffness
3tnctr.idesterrns Evlusr-te spasms, lviusculoskeletal pain, i\/lyaigia,
i\/luscuioskeletal discomfort, and l\Jiusculost<eietai stiffness

4tnctr.idesterrns Edema, Edema peripheral. Fitting edema. Generaiizedeuerna

nciudes all tractiires with the exception of pathoiogicai fracture
terms /\rrh'y'thrnia, Tachycardia, Atrial tihrillation, Supraventricuiar

tachycardia, Atrial tachycardia, Ventricular tacliycardia, Atriai iiutter,
Bradjcarriia, Atrioventrioular hieck complete, Conduction disorder, and

  

5;
8

. notion, Cardiogenic shock, Cardiomegaiy, Cardiomyooathy, and Ejection
traction decreased

ZY'1'iGA® la hiraternne acetate} Ta islets

Table 2 shows laboratory abnormalities of interest from Study 1. Grade 3-4 low
serum phosphorus 17%) and iow potassium 15%‘; occurred at a greater than or
equal to 5% rate in the ZYTEGA arm.
Taisie 2: Laboratory Abnormalities of interest in Studyi

Ahiratarene (hi-?9’ii Piaceho (i\i&ti_i
 . . Ali Grades .de 3-4 At! Grad .. Grade 34

Laboratory Aonorrrralltv W0} W0) (W M)
lriypertriglyceridernia 52.5 0.4 53.0 0
High AST 2.1 1.5
1-iypoiralernia 28 3 ii 3 19.8 1.0
lriypophosphatemia 23.8 7.2 15.7 5.8
1iighAtT 1 .i 1.4 10.4 0.8
liighi al Biiiruhin 00 0.1 40 0

 

Study 2: Metastatic 011913 Friar to Chemotherapy
Study 2 enroiled 1080 patients with metastatic CRPC who had not received prior
cytotoxic chernotherapy. Patients were ineiigihie it AST and/or ALT 2.§X ULN
and patients were excluded if they had liver metastases.
Table 3 shows adverse reactions on the ZYTEGA arm in Study 2 that occurred
with a 2% alas-:-iute increase in ire-quen-2y compared to placebo. The median
duration or‘ treatment with was 13.0 months.

Table 3: Adverse Reactions in 2.5”/2-. of Patients on tho ZYTEGA Arm in Study 2
ZYTKSA with Piaceiso with

1'-‘rednisone (i’\1=1i¢121 Prednisnne €l\i=5!i0l
System/tfirggan Ciass Ali 1.-‘iradesl Grade 3-4 All Grades Grade 3-4

Adverse reaction % °/a “/1 %
General disorders

Fatigue 39.1 2.2 34.3 1.7
Edema? 25.1 0.4 20.? 1.1
Pyrexia 8.7 0.6 3.9 0.2

iiliuscuiuskeietai and connective
tissue disorders

Joint syveiiing/’ discorntorti 30.3 2.0 25.2 2.0
Groin pain 0.6 0.11 11.1 0.7

Gastrointastinai disorders

Constipation 23.‘: 0.4 10.1 0.5
Diarrhea 21.0 09 17.8 09

11.‘: 00 0?
‘linscular disorders

dot 22.3 0.2 18.1 0.0

Hypertension 21.6 3.0- 13.1 3.0
1’-iespiratory, thoracic and
mediastirrai disorders

Cough 17.3 0 0 ‘-3 *3 0,2
Dyspnea ‘i 1.8 2.4 5 0.0

Fsychiatric disorders
insomnia ‘:3 3 0.2 ‘-1 3 0.0

inirrry, poisoning and procedurai
complications

Contusion 13.3 0.0 $1.1 0.0
Falis 5.9 0 0 3.3 0.0

infections and infestations

Upper respiratory tract
infection 12.7 0.0 8.0 0.0

ixiasopharyngitis 10.? 0.0 3.1 0.0
1’-ienai and urinary disorders

iierrraturia 10.3 1 5.5 00
Skin and subcutaneous tissue
disorders

 
  

. \.c.sion c.

Zinc!-odes terms Edema peripheral, Fitting edema, arid 1.-‘ieneralized edema
3lncludes terms Arthritis, Arthralgia, Joint sweiiing, and Joint stiffness

Table 4 shows iaboratory ahnorrnalities that occurred in greater than 15"/o of
patients, and more frequently l>5"/1;) in the Z‘r’l'iGA arm compared to piacebo in
Study 2. Grade 341 iymohopenia (0%), hyperglycemia (7%) and high alanine
amirrutransferase 16%) occurred at a greater than 5% rate in the ZYTEGA arrn.
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Tainie 4!: Laboratory Abnormalities in >15”/is of Patients in the ZYTEGA Arm of
Study 2

tirade l-4
Laboratory Abnormaiity

 
%

Hematoiogy
lymphopenia

Chemistry
liyperglycemial 56.6
liigii AiT zii.9
l-iigh AST
liypernatremia 32.8

okalemia T?  
 asung trood draws
Cardiovascular Adverse Reactions:
in the corrrbined data for studies i and 2, cardiac iaiiure occurred more
commoniy in patients treated with }."Y"llGA compared to patients on the piacebo
arm l2.i% versus 0.7%). Grade 3-’i cardiac failure occurred in ’l.S% of patients
taking ZYi'iG/it and led to ii treatment discontinuations and '2 deaths. Grade 3-4
cardiac faiiure occurred in 0.2% of patients taking placebo. There were no
treatment discontihuations and one death due to cardiac iaiiure in the placebo
group.

in Study 1 and 2, the majority of airhythmias were grade E or 2. There was one
death associated with arrhythmia and one patient with sudden death in the
Z‘."TlG£\ ms and no deaths in the piacebo arms. There were 7 it‘.-. %) d. .
to cardiorespiratory arrest in the ZYi'if5/J. arms and 3 (0.3%) deaths in the piacebo
arms l‘.Iiyocardial ischemia or myocardiai infarction fed to death in 3 patients in
tire placebo arms and 2 deaths in tire ZYTlGA arms.
7 DRUG il\iTEiiACTi0i\lS

7.1 Effects of Alziraterene on {Drug it-lietabolizing Enzymes
Z\.”l'l£-i/J. is an in bitor of the hepatic dr'ug-rrietaholizihg enzyme C‘r’P2[i5. ln a
CYPZDS drug-drug interaction trial, the Em“ and AUC of dextromet t-rphan
ECYPZDG substrate} were iricieased 2.8- and 2.9-fold, respectively, wt
dextromethorphan was given with abiraterone acetate i,t3ti0 mg daily and
prednisone 5 mg twice daily. Avoid co- stration of abiratereire acetate
with substrates of ijYl’2l‘,-6 with a iarrovv therapeutic index (e.g., thioridazi ie).
if aitern ive treatments cannot be used, exercise cautio and consider a
dose reduction of the concomitant EYPZDS ate drug [5 ‘ '
F‘harmacoiog,iI./LT?.;3)i
in vitro, ZYTi=LA in . CYPQC8. There are no ciinical data on the use
with drugs that are substrates of CYPZCS. However, patients shouif ie
ciosely for signs of toxicity’ related to the C‘r'P'.ZC3 substrate it used concomitant
with abiraterone acetate.

7.2 Drugs that inhibit or induce CYFSAIE Enzymes
Based on in vitro data, ZYTlG/‘i is a substrate of CYP3/‘vi. The eilects of strong
CYP3A4 inhibitors (e.g., ketoconazole, itraconaz-:-le, ciarithromycin, atazanavir,
rielazodone, saquinavir, teiithrorrrycin, ritoriavir, indinavir, neifihavir‘, vor‘iconazoie)
or inducers leg, phenytoin, carbamazepine, rifampin, r"‘ahutin, rifapentine,
phenobarhitai) on the pha t.ci<inetics of airiiatererie ira - .rot been evaiuated,
in vivo. Avoid or use with caution. strong inhibitors and inducers of CYP3.i\-’l»
during ZYTEGA [see Clinicai Pharmac0f0gy{i2.3,U'.
8 USE Eiii St‘-‘Efliiiifl POPULATEONS

8.1 Pregnancy
Preggnaru ncy Category X [see Cr-nfraindicaficns ./4. 7}].
ZYTll3A can cause fetai harm when administered to a pregnant woman based on
its mechanisrri of action and findings in anirriais. While there are no adequate

well-con "fed" studies with ZYTEGA in pregnant women and ZYTEGA is not
indicated for use in women, it is irriportant to l<.rio\, ' that mate iai use of a CYPE7
inhibitor could development of the fetus. Abiraterone acetate caused

elopmentai toxicity in pre it rats at exposures that were lower than in
patients receiving the recommended dose. ZYTlG/‘i is contrairidicated in vvomeh
who are or may become preonant while re 'ving the drug. if this drug is used
during pregnancy, or it the patierit becomes pregnarit while taking this drug,
apprise the patient of the potential hazard to the fetus and the potential risir. for
pregriaricy loss. Advise lerrrales of reproductive potential to avoid becoming
pregnant during treatment with L7.YTlGi1\.

  

 
 
 

 

   

  
-Z‘

 
 

 

  
 

in an embryo-fetai developmentai toxicity study in rats, ahiraterone acetate
caused developmental toxicity vvii;n administered at orai doses of i0, 30 or
100 mg/kg/day throughout the period of organogenesis (gestational days 5-17}.
Findings included embryo—t'etal iethaiity (inc sed post irrrplairtation iess and
resorptions and decreased riurrrber of live fetuses), ietai deveiopmehtai delay
(skeletal effects‘; urogenitai effects (hiiaterai ureter diii ‘ nl at doses
zit": rrig,’l<g/day’, decreased fetal ano-genital distance at 230 mg/lag/day, and
decreased feta! body weight ‘:00 mg,/ltg/‘day. Doses fail) mg,/kg,/day caused
rnateinai toxicity. The doses tested in rats resuited in systemic exposures (AUCE
approximately 0.03, O.l and 0.3 times, respectively, the AUC in patients.
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3.3 Nursing Mothers
ZYTlGA is not indicated t ' use in women. it is not known if abiraterone acetate

is excreted in human milk. Bee? ‘e many drugs are excreted‘ miik, and
because of the potentiai for serious adverse reactions in nursing iirlants frorrr
Z‘r"TlG/-\, a decision should be made to either discontinue nursing, or discontinue
the drug taking into account the importance of the drug to the mother.
3.4 3'-‘ediatrictise

Safety and effectiveness of ZYTEGA in pediatric patients have not
established.

 
   

22.5 Geriatric Lise

lit the total number of patients receiving Z‘{'llGA in phase 3 triats, ’.I'."% of
patients were E35 years and over‘ and 30% were 2'5 years and over. i'\lo overall
differences safety or effectiveness were observed between these elderiy
patients and younger patients. Other reported ciinical experience has
identified differences responses between the elderly and yr-iinger patients, but
greater sensitivity of some individuais cannot be ruled out.

8.5 Patients with Hepatic impairment
The pharmacotdnetics of abiraterone were examined in suhiects with baseline
miid ln : 8) or moderate in 8) hepatic impairment ll1iiiid—Pugh Class A and B,
respectively) and in 8 heaithy contr-r-i subjects with n-r-rmai hepatic fu ' The
systemic exposure lAUCl of abiraterone after a singie orai l,0t3Ei dose of
ZYTlGA increased by approximateiv i.i-fold and 23.6-lold in suliiects with mild
and rrroderate baselir hepatic irrrpaiiment, respecti =iy compared to subjects
with normai hepatic function.

 

  

 l\lo dosage adjustment is necessary for patients with baseline nr"i hepatic
impairment. in patients with baseiine moderate hepatic irripairnrent (Chiid-Pugh
Class B), reduce the recommended dose of Z‘Y"llGA to 250 mg once daily, if
elevations in Alfl or AS'i' >EiX liiit or total hitirubin >3X ULl\l occur in patients
with baseline moderate hepatic impairment, discontinue ZYTlGA treatment {see
Dosage and Administration ('2. 2,1 and Ciinir 3! Pharmacology {i2.3,l,l.

\.

  The safety of ZYTi=L£\. in patients with ne severe hep ti”. impairment has
not been studied. These patients shouid not receive Z‘rTlGA.

 For patients who deveiop hepatetexicity during tr rt, interruption of
treatment and dosage adiustment may be required [see Dosage and
»’ldmiIiist1'an'on (2.2), l/‘/am:'ngs and Frecautioris (5.3), and “linicai Piiarnzacology
(72.31),

3.? Patients with iienal impairment
ln a dedicated renal ii 
 
 

n PK para ters were comparable
' rat function (l\i:8,i and these with end

 

 stage reirai disease (ESRDl
dose of ZYTll3A. i\le dosage adjustment is necessary lor patients with renal
irripairnrent [see Dosage and Adrrrirrisfratiorr (2.1; and Clinical Pliarmac logy

13 QVERDQSAGE

There have been no reports of overdose of Z‘r’Tll3./J. during ciinical studies.

There is to specific antidote. ln the event of an overdose, stop ZYTlG/‘i,
undertal<e gerierai supportive measures, inciuding monitoririg tor arrirythrriias
and cardiac faiiure arid assess liver function.

if DESCREPTEON

Ab aterorie acetate, the active ingredient of ZYl'li_-TA is the acetyi ester of
alirraterorie. Abiraterone is an inhibitor of C‘r’Pl7 (l7tx-liydr‘cxy'ia e/'Cl7,20-iyase).
Each 2’ TEG. tablet contains 250 mg of abiraterone acetate. Abiraterone acetate
is designated chernicaiiy as (3B,l-i7-(3-pyridinyilandrosta»-5,16-dieh»-3-yl acetate
and its structure is‘

 
Airiiatererie acetate is a white to off-white, non—hygrescopic_. crystalline powder.
lts rrioiecuiar formula is l:Qgl"l33i\li.]2 and it has a nroiecuiar weight of 3*3i.55.
A'pir‘aterorie acetate is a lipophilic compound with an octanol-vvater partition
coefficient of 5.l2 (Log P) and is practically insolu ie in water. The pl{a of the
aromatic nitrogen is 5.18.

inactive ingredients in the tabiets are coiloirlal silicon dioxide, croscarmeiiose
sodium, iactose rnonohydrate, magnesium stearate, microcrystaliine celtutose,
povidone, and sodium iauryl sulfate.
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l2 (§i.ll‘vll(§AL PHARMACQLQGY
l2.‘l Mechanism of Action

Ah'iratei'orie acetate jZ‘{llGA_l converted in vivo to abiraterone, an androgen
hiosynthesis inhibitor, that inhibits i7 tv.»hydrox\,Ilase/Ci7,20—lyase lCYPl7:'). This
eizyme is expressed in testicular, adrenal, and prostatic tumor tissues and is
required for androgen biosynthesis.

C‘{Pl7 catalyzes two sequential reactions: 1) the conversion of pregnenolone
and progesterone to their lZI'<x>hyrlroxy derivatives by l7rx»hydroxylase activity
and 2) the subsequent formation of dehydroepiandroste ll,‘-llEAi and
androstenedione, respectively, by Eli, 20 act.vity. l3l~ll_'-/3.
androstenedione are androge are n rsors or’ testosterone. inhibition of
EYPl7 by abiraterone can also result in reased mineralocorticoid product ‘
by the adrenals l'lI’arnings and Precaz1..ons (5.i)].

 

  

  
 Arrdrogen sensitive prostatic carcinoma respo' ‘ to treatment that decreases

arrdrooen levels. Androgen deprivation therapies, such as treatrrierrt with l.-‘mlill
‘s or orchiectomy, decrease androgen production in the testes but do not

ahect androgen production by the adrenals or in the tumor_,, ,_
1.‘! llG.i\ decreased serum testosterone and other androgens in patients in the
placebocontrolled phase 3 clinical trial. it is not necessary to monitor the effect
or’ Z‘i'TlGA on serum tcs osterone levels.

Changes in serum prostate T antigen (PSA‘; levels may he observed but
have not shown to correlate with clinical benefit in individual patients.

 

 

 

i2.3 Plrarmacoltinetics

Following administration of abiraterone acetate, the pharmacokinetics or’
abiraterone and abiraterone acetate have been studied in healthy subjects and
in patients with metastatic castratiorr»-resistant prostate cancer if.‘RPCl. in i/ivo,
abiraterone acetate is -2-:-nverted to abiraterone. in clinical studies, abiraterone
acetate plasma concentrations were detecta levels l< 0.2 ng,/m") in
> 99% of the analyzed

  
  

 

Absorption
Following oral a "stration of ahiraterorre acetate to patients with metastatic
ERPC, the median time to reach maximum plasma abiraterone concentrations is
2 hours. Abiraterone accumulation is observed at steady»state, with a 2-fold
higher exposure lsteady—state All-’u') compared to a single ‘i,OO0 mg dose of
abiraterone acetate.

 

At the dose of 1,008 mg daily in patients with metastatic i.'l‘.l’C, steady-state
values (mean 1: SD) of i.'q,,3X were TEE} 178 ng/ml. and oi Alli) were i173 5:
690 ng.h No major deviation dose proportionality was observed in the
dose range of 250 mg to 1,000 mg.
  

Systemic exposure or’ abiraterone is increased when abiraterone acetate is
rinistered with food. Abiraterone Em and AUC,'}.,—,; were approximately 7

5-fold higher, respe“tively, when abiraterone at te was admin -red with a
low—fat meal (7% lat, 300 calories) and approximately l7— and ld—fold
respectiveh, when abiraterorre acetate was administered with a highla (57%
tat, 825 caloriesl meal. Given tlr; normal variation. L the content and composit‘ ‘rr
of meals, talring }."V.'TlGA with meals has the poten i to result in increased and
highly variable exposures. Therefore, no food should be consumed for at least
two hours before the dose of ZYl'li5A is taken and for at least one hour after the
dose or’ Z‘iTlG.i\ is taken The tablets should be swallowed wh e with water [see
Dosage andAdrrii'ni'stra

    
   

 
 

  

  
 

lfiistrilsution and Protein Ending
Ahiraterone is highly bound (>99%l to the human plasma proteins, albumin and
alpha—l acid glvcoprotein. T apparent s ady ate volume Oi distritiut
(mean : SD) is l9,B69 : E3358 In vftro studies show that at clinically relevant
concentrations, abiraterone acetate arid abiraterone are not substrates of
i’~glycoprotein (l’—gpl and that abiraterone acetate is an inhibitor of P—gp. No
studies have conducted with othertransporter proteins.

     

Metabolism

Following oral administration of “F abiraterone acetate as capsules, abiraterone
acetate .. hydrolyzed to a raterone (active metabolite). The ers. .. is likely
through esterase activity (the esterases have not been identified) and is not CYP
mediated. The two main circulating metabolites of abiraterone in human plasm
are abiraterone sulphate (inactive) and l\l—oxio‘e abiraterone sulphate (inactive),
which account for about -’l3% Oi exposure each. C‘i’P3/’»\€l and Sl.lLT2Al are the
‘‘ ymes involved in the formation of l\l—oxide abiraterone sulphate and SllLT2Al

is involved in the formation of‘ abiraterone sulphate.

      

 

Excretion
in patients with metastatic CRPC, the mean terminal half~lile oi abiraterone
in plasma (mean 1: SP? is ‘:2 5 hours. Following oral administration of
”C»abirateror‘.e acetate, approximately 88% of the radioacti". dose is recovered
in feces and approximately 5% in urine. The major compouh “iresent in feces
are unchanged biraterone acetate : ' ' ately 55% and
'.7.2% of the ministered respeotii
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Patients with Hepatic impairment
The pharmacokinetics of abiraterone was examined in subjects with baseline
..rild in 2 3) or ..roderate it = 8) hepatic impairment jChild—Pugh Class A and B,
respectively) in 8 healthy control subjects with normal ‘ 'inction.
Systemic exposure to abiraterone after a single oral L300 mg dose given under
lasting conditions increased approximately l Hold and 3.6»fold in subjects with

ld and moderate eline hepatic impa ment, respectively. The mean hal’ i. .
of abiraterone is prolonged to approxirriately i8 hours in subjects with mild
hepatic impairment and to approximately 19 hours in subjects with m .
hepatic impairment. ZYTIGA has not studied in patients with baseline
severe hepatic impairment if.‘hildl’ugh illass ill [see Dosage and Administration
(2.2) and in Specific Fopuiafions ,/I.‘-{El}.

  

  

 

Patients with Renal impairment
The pharmacoldnetics of abiraterone were examined in patients with end--stage
renal disease (ESRD) on a stable her odialysis schedule (l\l:8_‘i and in matched
control subjects with normal renal function il\l=8l. ln the ESRD cohort or’ the trial.
a single l,l300 mg Z‘!TlI3.'3. dose was given under lasting conditions i hour after
dialysis, and samples for pharmacokinetic analysis were collected up to 95 lrours
post d 7. Systemic exposure to abiraterone after a 'al 1,000 mg dose did
not increase in subjects with end—stage renal disease on dia "sis, compared to
subjects with normal renal function [see Use in .9pez:i'r'ic F1:-pi!/atir-ns (8. 7),/T

  

Drug interactions
in virro studies with human hepatic rnicrosornes slrowed that abiraterone is a

ong inhibitor of C‘i'l’ll-X2, CYP2D6 and CYPZCS, a moderate ini i oi‘l1YP2C9,
CYl’2El9 and EYP3/vi/'5.

in an in viva drug-drug interaction trial, the "C.,m and AUC of dextromethorphan
iC‘."P2l,‘-El substrate) were increased 2.1- 2.9-told, respectively when
de.xtr‘omethorpharr 30 mg was given with abiraterone acetate l,L"I0O mg daily (plus
prednisone mg twice daily). The Alltjlor dextrorphan, the active metabolite of
dextrornethorphan, increased approximately l.I3 [see Drug].-oteractiorrs17.7)}
in a clirrical study to determine the effects of abiraterone acetate L000 mg daily
iplus prednisone 5 mo tv"'.e Ci: ly) on a single ltlll mg dose o" the =3YPi.'3.‘2
substrate theophyllirre, no increase in systemic exposure tlr rylline was
observed.

  

  
 
 

  

Abiraterone is a substrate of CYP3A4, in v:'tro. The effects or’ strong CYP3A4
inhibitors or inducers on the pl. .rmacol<inetics of abiraterone have not been
evaluated, in viva. Strong inhibitors and inducers of =3YP3A4 should be avoided or

with caution [see Drug lrrferactiorrs ,"7.2,l,".

12.6 QT Prolongation
in a multi—center. operr—label, single—arrri trial_. 33 patients with metastatic CRPC
received orally at a of 1,000 mg once daily at least 1 hour before or
2 hours after a meal in combination with prednisorre 5 mg orally twice daily.
Assessments up to Cycle 2 Day 2 showed no large changes in the Oic interval
(i.e., >20 ms) from baseline. llovvever, small increases in the interval i'i.e.,
<10 msl due to abiraterone acetate cannot be excluded due to study design
limitations.

13 l\l{lE‘ilfll.ll\llflAl,'l'iJXlCiJl.{lE5‘t'

’l3.’l Carcinogenesis, ftiliitagersesis, and impairment of Fertility
l_orrg—term animal studies have not been conducted to evaluate the carcinogenic
potential of abiraterone acetate.

 

Abiraterone acetate and abiraterone did not induce mutations in the m‘*.robial

m-tagenesis (Ames) assay arid was not clastogeni in both the in vitro
cytogenetic assay using primary human lymphocytes and in the in v:"./o rat
" cronucleus assay.

Z‘{'llGA has the potential to impair reproductive function and fertility in humans
on findings in animals. in repeat—d .- toxicity studies in male rats (13-

and 25—weel<s) and rriorrl<eys j3*3—weeks), atrophy, asperrriia/hyposperrriia, and
hyperplasia in the reproductive system were observed at 50 mg/l<g,/day in rats
and 2 250 rng/l<g,/day in monkeys and were consistent with th . antiandrogenic
pharmacological activity of abiraterone [see lvonclinical ioxicofogy (i3.2.,li.
These effects were observed in rats at sy: mic exposures similar to humans
and in monl<eys at exposures approxi.. .tely 0.5 times the AUC in humans.

 

 

 

in fertility studies in rats, reduced organ weights of the reproductive system,
sperm counts, sperrrr motility, altered sperrrr morphology and decreased lertility
were observed in males dosed for 4 weeks at 2. mg/l<g/day. it/lating of
untreated -s with that received 30 mg,/kg,/day abiraterone acetate
resulted in a reduced number of corpora lutea, implantatiohs and live embryos
and an increased incidence of pre-implantation loss. Effects on male rats were
reversible after E6 weeks from the last abiraterone acetate administration.
Female rats dosed for 2 weeks until day 7 of pregnancy at .>. ‘to ,(,-.g,'l<g/day had an
increased incidence of irregular or extended

plantation loss (300 mo/lao/day). There were no
and litter parameters in i e rats that recei‘
female rats were reversible atter 4 vyeelts ..om the last at.raterone acetate

‘ation. The dose or’ 30 mg/l<o./day in rats is approximately 0.3 times the
' ' e of 1000 mg/day-. ed on body surface area.
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l3.2 Animal Toxicology and/or Pharmacology
in ‘i3~ and 26»vveel< studies in rats and ‘i3~ and 39»vveel< studies in monkeys, a
reduction in circulatirrg testosterone levels occurred with abiraterone acetate at
approximately one hair’ the human clinical exposure based on Alifi. As a resu't  
  
 

reproductive system, adrenal glarrds, liver, pituitary lrats only}, and male
mammary glands. The changes in the reproductive organs are consistent with
the antiandrogenic pharmacological activity of ahiraterone acetate. A dose-~
dependent increase in cataracts was observed in rats weeks starting at
3 50 mg/l<g/day {similar to the human clinical exposure based on AUG). in the
39-week monkey study, no cataracts were observed at higher doses {'2 times
greater than the clinical exposure based on AUC). All other toxicities associated
with abiraterone acetate reversed or were partially resolved alter a 4~—vveek
recovery period.
iii tIl.li\liCAl. STUQEES

The etlicacy and safety oi ZYTEGA in patients with metastatic castrationresistant
prostate cancer (CRF‘Ci that has progressed on androgen deprivation therapy
was demonstrated in two randomized, placeho»controlied, rnulticenter phase 3
clinical trials. Patients with prior ketoconazole treatment for prostate cancer and
a history adrenal gland or pituitary disorders were excluded frorrr th se trial-.

Studyt

Patients with metastatic CEEPE who had received prior docetaxel chemotlrera py:
A total of 1105 patients were randomized 2:1 to receive either ZYTlG.i\ orally at a

' ‘ion with prednisone 5 rg orally t
5 mg orally twice

  

   

  disease progression (dz “-d as a 25% increase in PSA over the pa
eline/"nadir togetl with protot l—defined radiographic progression :
ptomatic or clinical progression). initiation of new treatment, unacceptaole

    
 sy

toxicity or withdrawal.

ihe ioiiovvirrg patient demographics and baseline disease characteristics were
h"ianced between the treatment arms. The median age was 69 years (range

and i.6°/a 0tlrer. Eighty—nine percent of patierrts enrolled had arr E000
performance status score of 0-~l and 45% had a Brief Pain lnventory-Short Form
score of 4 (patient’s reported worst pain over the previous 24 hours). l‘linet,'
percent or’ patients had metastases in bone and 30% had visceral involvement.
Seventy percent oi patients had radiographic evidence of disease progression
and 30% had PSA»-only progression. Seventy percent of patients had previously
received one cytotoxic chemotherapy regimen and 30% received two regimens.  
Tie protocol pre—speci "ed interim analysis was conducted after 552 deati and
showed a statistically sigi ant irrrprovement in overall survival in Liiltlh
treated with ZYTlGA compared to patients in the placebo and (Table 5 and
Figure ll. An updated survival analysis was conducted when " deaths l9'.I’% of
the planned number of deaths for final analysi lwere observed. Results from this
analysis were consistent with those from the interim analysis (Table 53.

 
  

 

Table 5: Overall Survival of Patients Treated with Eitirar Z‘t'TlGA or Placebo in

Comirinatiorr with Predriisone in Study ‘l {intern-to-Treat Analysis)
Z‘{TlGA Placebo
lNa‘I9'i) ii\l$lE)

Prirrrary Survival Arraiysis
Deaths 6%) r'42°/oi 2l9 i5"%)
Median survival (months) l’-l“.8 ll4.l. l5 4} 10.0 (10.2, 12.0)
(05% Cl)
p—value “ < 0.0001
llazard ratio (05% Cl‘: b

llpdated fiurvival Analysis

 

‘.-eaths ll?/ili 50! "'3%l 274 (59%,
l‘/l an survival (months) l5.8 llti-.8, 7.0} l1 2(l0.4i-, 131)
(95% Cl)
llazard ratio (05% Cl‘: b 0.740 (0.638, 0.859)

  ‘* P-~vaiue is derive . from a log-ranktest stratified by ECDG per.. .rnance status
score (01 vs. 2), pain score (absent vs. present_l_. number of prior chemotherapy
regimens it vs. '2), and type of disease progression El-‘SA only vs. radiographic).

ll liazard Ratio is derived from a stratified proportional .azards rrrodel. Hazardratio <‘i favors ZYTlGA

:37

ZY'l'iGA® ( a liiraterene acetate} Ta islets

Figural: Kapiaii-Meier ilverall §lll'ViV‘¢‘li Curves in Study 1 iintent~to-Treat
Analysis}
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§trrdy2
Patients with metastatic ill’-li’{2 who had not received prior cytotoxic
cliemotherapy
in Study 2, E088 patients were randomized 1:1 to receive either ZYTEGA at a dose
of 1,000 mg once daily (l\l:5/10} or Placebo once daily (R25 ‘ Both arms were
given concomitant prednisone 5 twice daily. Patients rti Jed treatment
until radiographic or clinical (cytotoxic chemotherapy, radiation or surgical
treatment for cancer, pain re ring chronic . .ids, or ECGG performance

tus decline to 3 or more) . ase progression, unacceptable toxicity or
withdrawal. Patients with moderate or severe opiate use for cancer pain,
or visceral organ metastases were excluded.

 
 

  

  

Patient demographics were balanced hetween the treatment arms. The median
age was 70 years. The racial distribution of patients treated with Z‘r’i'lGA was
95.4% Caucasian, 2.8% Black, 0.7% Asian and 1.l% 0tlrer. The ECCIG
perforrrrance status was 0 for 70% of patients, and l for 24% patients.
Co—primary etficacy endpoints were overall survival and radiographic
progression—free survival (rPFSl. Baseline pain assessment was 0-1
iasymptomaticl in 06% of patients and 2-3 (mildly symptomatic) in 20% or’ patients
as defined by the Brier’ Pain lnventory»Short Form (worst pain over the last
24 hours)

lladiographic progression—free survival was assessed with the use of sequential
imaging studies and w ‘ defined by bone scan ident ation of 2 or more new
hone lesions with confiriiia ion (Prostate Cancer ‘v ’or rrrg Group 2 criteria) and,’
or modified Response Evaluation Cri -iia in Solid Tumors (liEClSTl criteria for
progression of soft tissue lesions. Analysis of rl’FS utilized centrally—reviewed
radiooraphic assessment of progression.

 
 

  

  

At the protocol pre-specified third interim analysis for overall survival, ‘3?% (200
of 5-35) of patients treated with ZYTlGA, compared with 43% (21% of tit!-2'3 of
patients treated with placebo, had died. Overall survival was longer for Z‘r‘TiGA
than placebo with a hazard ratio of 0.792 (35% Cl: 0.055 — 0.956). The p~ value was
0.0l5l which did not meet the pre—specir'ied value for statistical significance
(Table 0 and Figure 2}.
Table 0: Elverail §iirvival of Patients Treated with Either ZYTEGA or Placebo in

Combination with Predriiserie in Stud 2 (intent-vto-Treat Anal sisl

{lverall Survival
l3 /oi

35.3
(9‘'% till i‘3l."ti, 35.293

llazard ratio” (95% Cl) 0.732 (- .055, 0.056)
“ P-value is derived from a log—ranl< test stratified by ECGG performance status

score (0 vs. ll.
‘’ Hazard Ratio is derived from a stratified proportional hazards model. Hazardratio <1 favors ZYTlGA

30.1
(27.30, 34.10‘;

urviva mont s) 
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Figure 2: Kapian Meier Gveraii Suryivai Curves in Study 2 (intent-to-Treat
anaiysisi
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At the presneoified rF‘FS analysis, 150 (28%) patients treated with I€Yi'i'G.i\ and
25! i’/l6%i patients treated with placebo had radiographic progression. A
significant difference in rPFS hetween treatment groups was observed llahie II‘

Figure

Tahie "I: l'-iadiegragihic Progression-free Survival of Patients Treated with
Either Z‘i"§'iGA or Piaceho in Combination with Predrtisorre in Study 2
{intent-‘-lo—Treat Ana! sis)

Eiadiographic Progression-tree Sisrvivai

i\/ledian rPF-S (months) NR
(95% Si) (lt.55, NR)

Hazard rat ‘’ (95"/o {Iii
i'\lR hot! ched
6 Pv-vaiue is derived from a log-rank test stra

score (0 vs. El.
Hazard Ratio is derived trom a stratified proportional hazards model. Hazard
ratio <1 tavors ZYTEGA

  

 

 
 

 

 
 

  
 

 

  
 

  

d by ECITJG performance status

Figure 3: Kapian Meier Euryes of iiadiegragihirt Progression-free Survive! in
fitiidy 2 (intent-to--Treat Anaiysisi
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The primary efficacy analyses are supported by the ioilovving prospectively
defined endpoints. The median time to initiation of cytotoxic chemotherap was

 

ZY'i'EGA® la iiirateriine aitetaritel Ta hiets

The median time to opiate use for prostate cancer pain was not reached for
patients receiving ZYEEGA arid was 23.7 months for patients receiving piaceho
(HR=O.586_. 35% CE: [(1555, 0.833}, p=0.00CIil. The time to opiate use res-uit
was supported hy a deiay in patient reported pain progression iavoririg the
Z‘r"TlG/»\ arm.

16 HQW SHJPWEBISTQSAIEE AND Hiiiiiiitiitilt

ZYl'lGA lahiraterone acetatel 958 mg tablets are white to oh-wliite, oval tablets
dehossed vvi AA250 on one side. Z‘r’i'lGA 250 tahiets are avaiiabie in high-
density polyethyierie bottles of ‘:20 tablets.
NDE Number E-789-’i—iE0—12

Storage and iiaiidiing
Store at 20°C to 25°C l6t3°F to 77°F); excursions permitted in the range from 15°C
to (53°i'- to 86°F) [see £.I'S.P control’./ed room tem eraiiire/'.

 

 Based on its mechanism of -'1'” on, ZYTEGA may harm a deveioping fetus.
Therefore, vvorrien who are pregnant or wonien who be pregnant should
not handie ZYTEGA without protection, e.g., gloves [see Use in Specific
Populatmizs (8. 1)].
ii? 3‘-‘A'§'lEi\iT COUi‘iiSEi.Ei\iG ii\iFORFv‘lA'E'E0i\i

See FDA-approved patient iaheiing (Patient informationl
 ii Patients sh‘ . .d intormed that Z‘rTiG/it and prednisone are used together and

that they should not interrupt or stop either of these medications without
consulting their physician.

at Patients receiving Grrfiii agonists should be iritornied that they need to
rrrairrtairi this tree ' =.iit during the course oi‘ tieatment with ZYTEGA arid
predriisone.

at Patients should he informed that ZYTEGA must not taken with food and that
food shouid be consumed for at least two hours before the dose of ZYTlGA

is taken and for at least one hour after the dose of ZYTEGA is talcen. They
should he informed that the tabiets should be swallowed whoie with water

without crushing or chewing. Patients shoiiid be informed that taking Z‘Y"liGA
with food causes increased exposure and this may result in adverse reactions.

  

ii Patients should he irit'ornied that ZYTlGA is taken once daiiy and predhisone is
takeri twice daiiy according to their physi "s instructions. 

6 Patients should be informed that in the event a missed daiiy dose of ZYTHSA
or prednisone, they should take their normai the following day. if more
than one daily dose is skipped, patients should be told to inform their physician.

ii Patients should he apprised of the common side effects associated 'vith
}."Y"liGA, including perinnerai edema, hypoi<aiemia. hypertension, eievated liver
furietiori tests, and urinary tract ihtection. Direct the patient to a compiete iist
oi adverse drug reactions in P/Ci’iEl\iT i:\ll'-"Bi-’ilvi.L\l'ltli\i.

6 Patients shouid be advised that their iiver tuiictioii will be inoiiitored using
hiood tests.

at Patients sh-r-iiid be informed that ZYTEGA may harm a deveioping fetus; thus,
women who are pregnant women who may be shouid not handle
Z‘i"liG.i\vvithout protection, e.g., -gioves. Patie should also be informed that it
is not known whether ahiraterone or its metabolites are present in semen and
they should use a condom if having sex with a pregnant woman The patient
should use a condom arid another etteotive method of birth controi it he is

having sex with a woman of child—heari g, potential. These measures are
required during and for one atter treatinoiit with ZYTEGA.

 

 

iilianutactured by:
Path n lnc.

Mississauga, Canada

 

Maniitactured tor:
Janssen Fiiotech, inc.
lriorsharn, PA EBO44

© Jarissen Biotocii, inc. 2012
Revised: December 2012
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PATEENT iNFi}Ri‘v“iATi{)i’ti

Z‘i’"i'ii3A® (2ye~tee~ga_i
iairiraterone aoetatei

Tabiets

iiead this Patient information that corrres with ZYTiGA before you
start taking it and each time you get a refili. There may be new
information. This information does not take the place or’ taiking
with your healthcare provider about your medicai oonu'ition or
yourtreatment.

What is ZYTEGA?

ZY'i'li'iA is a prescription medicine that is used aiong with
prednisone. ZYTlGA is used to treat men with castration--resistant
prostate cancer (prostate cancer that is resistant to medicai or
surgical treatments that iower testosterone} that has spread to

parts of the body.

ZYTIGA is not for use in women.

it is known it ZYTEGA is sate or effective in chiiriren.

Who shouid not taire ZYTEGA?

Do not take ZYTLGA if you are pregnant or may become pregnant.
ZYTli3A may harm your unborn baby.

Women. who are pregnant or who may become pregnant shouid
not touch ZYTEGA without protection, such as gloves.

What shouid i teii my heaitiicare provider before taking ZVTEEEA?

Beiore you take ZYTEGA, teii your iieaithoare provider if you:
s have heart probiems

is have iiver probiems

e have a history of arirenai probiems

as have a history of pituitary probiems

is have any other medicai conditions

0 oian to come pregrant. See "Who siiouid not take Z‘r’TiGA?"

s are breastfeeding or pian to br'east’r'eed. ltis not known ifZ‘r’TiGA
passes into your breast miik. You and your heaithcare provider
shouiri decide it you wiii take ZYTHSA or breastteed. You shouid
not do both, See "Who shouid not take Z‘r’TlG.i\?"

Teii your heaithoare provider about aii the medicines you take,
including prescription and nonprescription medicines, vitamins,

herbai supplements. ZY'l'iGi-\. car interact with nrary other
medicines.

You should not start or stop any medicine before you taik with the
heaithoare providerthat prescribed Z‘r"Tlf:‘.¢“>..

Knowthe medicines you take. Keep a iist otthem with you to show
your healthcare provider and pharmacist when you get a new

medicine.

i-iow shouid itaiie ZYTEGA?

is Take ZYTEGA and prednisone exactiy as your healthcare
providerteiis you.

in Take your prescribed dose of ZYTEGA onetime a day,

it Your healthcare provider may change your dose if needed,

in Do notsioptakingyour prescribed dose oiZ‘r’TiGA or prednisone
without talking with your heaithcare provider first.

in Take ZYTEGA on an empty stomach. [in not take ZYTEGA with
toad. Taking ZYTlG.¢“i. with food cause more or’ the medicine
to be absorbed by the body than is needed and this may cause
side effect .

ZY'i'EGA® (a iiirateroirie acetate} Ta biets

is No food shouid be eaten 2 hours before and ‘l hour aftertaking
ZYTiGri\.

is Svvaliovv ZYTiG.£\ tab-iets vvhoie. Do not crush or chew tablets.

it Take ZYTEGA tahiets with water".

e ivlen who are sexualiy active with a pregnant women must use
a condom during and for one week aftertreatmentwith Z\’TiGl-‘i.
if their sexuai partner may become pregnant, a condom and
another form of birth oontroi must be iised during and for one
week after treatment with ZYTiGA. Talk with your heaithcare
provider iiyou have questions about birth control.

as ifyou miss a dose of Z‘r’TiGA or prednisone,tai-re your prescribed
dose the toiiowing day. lt you miss more 1 dose, teii your
heaithoare provider right away.

or Your heaithoare provider wiil do biood tests to check for side
effects.

What are the possibio side etiocts of ZYTEGA?

ZYTEGA may cause serious side effects inciriding:

as High biood pressure iiryperterision}, iow biood potassium
ieveis ihypoitaierrniai and fiuid retention {edema}. Teii your
heaithoare provider if you get any or’ the foiiowing symptoms:
o dizziness contusion
o tastiieartbeats rmiscie weakness

0 ieel "faint or lightheaded pain in your iegs
o headache svveiiing in your legs orteet

L’)
C:

F.)C.)

e Aiiroriai probiems may happen it you stop taking pr'eo'nisone,
get an infection, are under stress.

6 Liver probiems. You may deyeiop changes in iiyerfunction biood
test, Your heaithcare provider wiii do biood tests to check your
liver before treatment with ZYTIGA and diiring treatment with
ZYTEGA.

The most common side etiects oiZYTiGri\ inciude:
o weakness

o joint sweliing or pain
o sweliing in your iegs orfeet
o hotfiushes
o diarrhea

o vomiting
o cough
0 high blood pressure
o shortness of breath

o urinary tract infection
o bruising
o iow red biood ceiis (anemia) and iow biood potassium

ievels

o high blood sugar levels, high bloot cholesteroi and
irigiycerides

o certain other abnormal biood tests

Teii your heaithcare provider it you have any side etiect that
bothers you or that does not go away.

These are not ah the possible side effects of ZYTEGA. For more
inr’orrnation, ask your heaithcare provider or pharmacist.

Caii your doctor for medicai advice about side effects. You may
report side etfects to FDA at l-£iGi)~FDA—ii)£i8.

i-iow shouid i store ZYTEGA?

6 Store ZYTEGA at 5Ei”F to 8l3”F (i5°C to 33°C).

Keep ZYTEGA and aii medicines out of the reach of ohiidren.
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Genera! intermation about ZWEGA.

Medicines are sometimes prescribed for purposes other than
those listed in a patient information ieatiet. Do not use ZYTiGA
for a coiiriition for which it was not prescribed. Do not give your
ZYTIGA to other peopie, even if they have the same symptomsthat
you it may harm them.

This ieafiet summarizes the most important information about
ZYTiGA. if you wouici iii-re more irforrnatioh, taii< with your
heaithcaie provider. You can your heaithmre provider or
pharmacist for information about ZYTiG/-'\ that is written for
heaithcare iarotessiunais.

For more iiiiorrnation contact Janssen Biotech, inc. at

i~8i}0-526-1-’73S(i—80G—JAi‘iSSEN) or vvww.Zytiga.r:om.

What are the ingredients of ZYTEGA?

Active irigreuierit: abiraterone acetate

inactive ingreriients: coiioidai siiicori dioxide, croscermeiiose
sodium, iactose monohydrate, magnesium stearate, micro-
crystaiiine ceiiuiose, povidone, anti‘ soditim iauryi suitate.

This Patient information has been approved by the US. Food anti
Drug A(iminis‘ti‘atioh.

Manutactureai try:
Patheon inc.

Mississauga, Canada

Manuiaotureti for:

Jarissen Biotech, inc.
Horsham, PA 13044

©Jarisseri Biotecii, inc. 2i3‘i2
Revised: December 2012

2i,‘-E3{iEJ{354!‘i5
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 Note on f 

These presentations contain “forvrard—loolring statements” as detined in the Private Securities titigation Reform Act oi

1995. The viewer is cautioned not to rely on these torvrardloolring statements. These statements are based on current

expectations of future events. lt underlying assumptions prose inaccurate or urdrnovvn risks or uncertainties materialize,

actuat results could vary rrtateriatiy item the expectations and protections oi the Janssen Pharmaceutical Companies

andtor Johnson it Johnson. Risks and uncertainties inciude, but are not iirnited to, general industry conditions and

competition; economic tactors, such as interest rate and currency exchange rate ftuctuations; technotogical eduences, new

products and patents attained by competitors; challenges inherent in new product development, including obtaining

regulatory approvals; challenges to patents; signiticant adverse litigation or government action; impact at business

combinations; tirrancial distress and bankruptcies experienced by signiticant customers and supptiers; changes to

governmental laws and regulations and domestic and foreign health care retorms; trends toward health care cost

containment; increased scrutiny oi the hearth care industry by government agencies; changes in behavior and spending

patterns of purchasers oi health care products and services; tinanciel instabitity of international economies and sovereign

risk; disruptions due to natural disasters; nranutacturing ditiiculties or delays; cornpleir global supply chains with increasing

regulatory requirements; and product efticacy or safety concerns resulting in product recalis or regulatory action, it further

list and description of these ristrs, uncertainties and other factors can be found in Exhibit as at Johnson a dohnsorrs Annual

Report on Form id-it tor the tiscal year ended December Sit, 20l2. Copies ot this Form lt)~t<, as not as subsequent iilings.

are auailable ortiine at ivvvvtssc.gdv, ivivvv;investor.inj.oorn or on request from Johnson & Johnson Neither the iansssn

Pharmaceutical Conrpanies nor Johnson a Johnson undertakes to update any fonvardnioolrirrg statements as a result of

new information or future events or developments.
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Nntéce  E§ 

These uresentutiuns may refer ts serteirr nun~»GhAP ttnenetet measures. These nun»»GnAP

financial measures shuutd not he senstueren reuteeernents fer, end shunts he reed

tegether with, the rnest sernperehte GMP financial measures. A resunetltettun ut these

nun~«GAnP trrrenstel rneesures tn the meet dtreutty surnuurehte GAAP ttneeetet rneesutee

see he feune in the Investur Reletiuns seetten er the Curneenys website et

nneutnvester.jnj.cuns.

Nete: Operettenel sates grenrth excludes currency trnnest end is e nun-Gen? ttnunetel

tneesure.
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New Entities

These presentations snntain statements ahent new molecular entities (“liMEs”) and ether

medicines at tine extensisns in various stages at develegment. These statements are

based an the Cnntpahys canent knowledge at the status at net/etegment at these Nhifis,

medicines and line extensinns and are subject in the chatlenges and diiiicalties inhetent in

nmnect eaeeienment The Company assumes no nhligatien in sedate any statements

tegarning these htlVlEs, medicines at line extensiens as a result at new intnmtatien at

these events at develegments.

in adnitinn in hieghahnacenticals, there are higher pessihiiities at enceentaring

infringement claims hy cemnetitnrs with tesnect in patents at ether intellectual gtegerty

tights
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end ticensin hrren

ertnershlps, Collaborations  

 

During the course of this nrtrrrtinds sentetions, we ‘vt'tlllS5i3USti at number of products and conrnouruis developed in cotlehoretion with strategic partners or
licensed trorn other cornpnnies. Fotlowing is en eehnowtedgernent oi those relationships that ere not otherwise referenced in todevs presentetions.

immunology

Neuroscience

infectious

diseases &

Viroiegy

tierdiovescuiert

trietehelisrn

Oncology

ttEht Cr'tDE@eiid SlitlPOtti® rnertteting partners are Scheriirg-Plough (Ireland) Company, a subsidiary oi hierck & C0,, inc, and Mitsubishi Tenebe

Pherrne Corporation ltS:F’tii5i{»Ji”-tit inhibitor licensed horn Astelies Phennrr inc, Sirulrurnab devetoped in ooliehoretion with GlexoSnrithKlirre.

lhtVEGA® S-USTEttltA®lXEPLlQN'*Q includes technoiogy iicensed horn Aliterntes, inc, itUt?Yil"t'A““*' G0~tlt3VElOpt3tl with Grunerrthst Grnbtl.

RiSPERDr\L® CONSW‘ developed in coiiaboietion with Atkerrnes, Fuii'enumeb licensed from rtrngen, inc, Bepineurzurneb is being developed

ttrroogli e cotiahoretion between Jenssen Aizlieiiner trnnrunotnerepy end Ptizer inc., BI-tile lnhi'oitor—Predornrat ttizheirnets disease itcensed front

Shionegi tt Co., lviGinit2 Pttlvl deveioped in coltebotetion with Addex Therepetrtics, NRZB licensed from Evotec, htGluR:3 Phht devetoned in

ceiieheretien with Venderhiii University, At\t3—t.td3» end hhC«ttt)’i deveieped in eotieboretion with Pfizer, tti."t"Rt\hl® ER iicensed ltttlti Grunenthai

Grnhit, TRAhlACET3’develeped in collaboration with Gnrnenthei GmhH,AXERT®ltcensed from Ainiirell Prodesterrne, REhrltNYL®is licensed from

Shire PLO, Lifitiritiiittiiticoumarlteled and license agreement between Xiandenssen end i.urrdbeoitAiS,

li\iClVO® deireioped in collehoretion with tierten Pherrneceuticets, Simegirrevir r:Th/lC435) developed in collaboration with iriedivirhtt,

Derirnrrvtrlcobieistet tixed—dcse combination deveiooed in ceiiehctetien with Gilead Sciences, inc, it-ZVhC2tiitt‘"’*’ licensed trorn Deiichi Senkyo Co,,

Ltd, QUii\i‘v’ tXElvi®devetoped in colieboretion with i\lovertis Vaccines and Diagnostics, Hhl Veccirre developed in cetiebnretinn with Beth tsreel

Deaconess Medical Center and tletiehei tnstitutuee of Health, (ttlit), ttnhies rnrth oo~prernoted with Sennii Pasteur, Flurnhti oertietty funded by hiiit.

lhtVOltANA“" licensed ircrn htiistrhistii "ierrahe Phsrrne Corporation, XhRELTti®co»deireloped with Beyer Heelttrtiere.

lbrutinih {Pi3im327t">E/t deveieped in coilebereticn and upon approval with be conrerheted with Pherrnecyclics, inc, ZYTlG.»’\® licensed from BTG

lrrternetiortei l.td., VtZLCADE® developed in coiiehrnelinri with lviillennium: The Tokerln Oncoiogy Company, t3ACGGEN® deveioped in colieboretion

with Eisei Corporation of hierth America, Detattrrnunieb licensed from Genrnah it/8, t’OitDEtiS’t° deveioped in coitaboretion with Phenne hter Sh,

lntetuintiniah license to end on-developed with BeiGene, Ltd, PROCRiT®iEPRE>i®' ticensed irern Amgen inc, FGFR inhihiter is iieensed irern Astex
Phernreceuticets, inc.
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Pharmaceuticaég

Facus an Transfermationafi Medicaé mnavatian
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Electronic Patent Application Fee Transmittal

Title of Invention: Methods and Compositions for Treating Cancer

;

Utility under 35 USC111(a) Filing Fees

Sub-Total in

USD($)
Description Fee Code Quantity

 
Patent-Appeals-and-Interference:

Post-AlIowance-and-Post-Issuance:

WCK1031
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Extension-of-Time:
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Miscellaneous:

 S“:-S1-;(t$a)| in

Total in USD (S) 
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Electronic Acknowledgement Receipt

m

—

Title of Invention: Methods and Compositions for Treating Cancer

I

Payment information:

Submitted with Payment yes—

—Au*h°“zedUSer  
The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

Charge any Additional Fees required under 37 C.F.R. Section 1.16 (National application filing, search, and examination fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.17 (Patent application and reexamination processing fees) lg’:
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Charge any Additional Fees required under 37 C.F.R. Section 1.19 (Document supply fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.20 (Post Issuance fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.21 (Miscellaneous fees and charges)

File Listing:

Document . . File Size(Bytes)/ Multi Pages

116303
CGR5001USCNT1_Response_to

Amendment After Final _OA_June_2013.pdf 8487a35b7f7f2ebe2257327facdadeef903e
431 d

CGR5001USCNT1_Notice_of_A

ppea|_June_2013.pdf d7l 3f789b27c0940884a4b38d7f4be85e38
7e2c2

Press_Announcements_F DA_a

pproves_new_treatment_for_a

_type_of_|ate_stage_prostate_
cancer_Xtandi.pdf

Press_Announcements_FDA_A

pproves_New_Treatment_for_
Advanced_Prostate_Cancer_Je d4cl093684962c8452ccdac58l7863:1297

vtana.pdf 517af

Press_Announcements_FDA_e 132426

xpands_Zytigas_use_for_|ate_s
tag e_prostate_ca n ce I’. pdf 4c05fb496c3354026ade31614d9a0c0b679caafe

_ _ 223379
ZYT|GA_fu||_product_InformatI

Miscellaneous Incoming Letter
on.pdf 1:1f484d8b4c97a61baa8a7b81cb389da62

f9l (7

Information:

. . 1283733
Pharmaceutlca|_CommercIa|_O

Miscellaneous Incoming Letter VeMeW_JNJ2013.pdf 4329919cff3db5a30d535af59b22f6f012fd4
65d

Information:

Fee Worksheet (SB06) fee-info.pdf 014857821 ac91 05732a8e7a473cfb1 8:954
7e12f

WCK1031

Page 197



WCK1031 
Page 198

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.
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PTO/SB/O6 (09-11)
Approved for use through 1/31/2014. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.

PATENT APPLICATION FEE DETERMINATION RECORD APP“°a“°“ OI Docket Number FI““9 Date
Substitute for Form PTO-875 1 1 D TO be Mailed

ENTITY: IXI LARGE I:| SMALL El MICRO

APPLICATION AS FILED — PART I

(Column 2)

FOR NUMBER FILED

I:| BASIC FEE WA37CFR1.16a, b,or c

I:I SEARCH FEE WA37CFR1.16k, i,or m

D EXAMINATION FEE N/A(37 CFR1.16( ), (p), or (q))
TOTAL CLAIMS .
37 CFR1.16i ”"”“5 2°=
INDEPENDENT CLAIMS
37 CFR 1.16 h

If the specification and drawings exceed 100 sheets
I th I" t' ' f d ' 310 155

U/;:PCL;g§T'gNS'ZE ;°..*°:.::I.l..‘:I:I°I°.'::;::It
I ' IS” fraction thereof. See 35 U.S.C. 41(a)(1)(G) and 37

I:I MULTIPLE DEPENDENT CLAIM PRESENT (37 CFR1.16(j))
* If the difference in column 1 is less than zero, enter “0“ in column 2.

APPLICATION AS AMENDED — PART II

(Column 2) (Column 3)

CLAIMS HIGHEST
REMAINING NUMBER

06/04/2013 AFTER PREVIOUSLY ADDmONALFEE($)AMENDMENT PAID FOR

Total( cI=R * - H
Mm

Minus

I:I Application Size Fee (37 CFR 1.16(s))
AMENDMENT

D FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR1.16(j))

(Column 3)

CLAIMS HIGHEST
REMAINING NUMBER

AFTER PREVIOUSLY PRESENT EXTRA
AMENDMENT PAID FOR

Total( cI=R * - H
-2;

I:I Application Size Fee (37 CFR 1.16(s))AMENDMENT
D FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR1.16(j))

* If the entry in column 1 is less than the entry in column 2, write “0“ in column 3. LIE
** If the “Highest Number Previously Paid For“ IN THIS SPACE is less than 20, enter “20“. /BRIDGET MON R0 E/
*** If the “Highest Number Previously Paid For" IN THIS SPACE is less than 3, enter
The “Highest Number Previously Paid For“ (Total or Independent) is the highest number found in the appropriate box in column 1.

This collection of information is required by 37 CFR 1.16. The information is required to obtain or retain a benefit by the public which is to file (and by the USPTO to
process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 12 minutes to complete, including gathering,
preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S.
Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS
ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

If you need assistance in completing the form, call 1—800—PTO—9199 and select option 2.
WCK1031
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UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.gov

 
NOTICE OF ALLOWANCE AND FEE(S) DUE

27777 7590 07/03/2013

PHILIP S. JOHNSON HUI, SAN MING R
JOHNSON & JOHNSON

ONE JoHNsoN&JoHNsoN PLAZA
NEW BRUNSWICK, NJ 08933-7003 1529

DATE MAILED: 07/03/2013

13/034,340 02/24/2011 Alan H. Auerbach CGR5001USCNT1 1597

TITLE OF INVENTION: Methods and Compositions for Treating Cancer

APPLN. TYPE ENTITY STATUS ISSUE FEE DUE PUBLICATION FEE DUE PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE

$300 $0nonprovisional UNDISCOUNTED $ 1780 $2080 10/03/2013

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS.

THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS
STATUTORY PERIOD CANNOT BE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS

PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM
WILL BE CONSIDERED A REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW
DUE.

HOW TO REPLY TO THIS NOTICE:

I. Review the ENTITY STATUS shown above. If the ENTITY STATUS is shown as SMALL or MICRO, verify Whether entitlement to that
entity status still applies.

If the ENTITY STATUS is the same as shown above, pay the TOTAL FEE(S) DUE shown above.

If the ENTITY STATUS is changed from that shown above, on PART B - FEE(S) TRANSMITTAL, complete section number 5 titled
"Change in Entity Status (from status indicated above)".

For purposes of this notice, small entity fees are 1/2 the amount of undiscounted fees, and micro entity fees are 1/2 the amount of small entity
fees.

II. PART B - FEE(S) TRANSMITTAL, or its equivalent, must be completed and returned to the United States Patent and Trademark Office
(USPTO) with your ISSUE FEE and PUBLICATION FEE (if required). If you are charging the fee(s) to your deposit account, section "4b"
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, a
request to reapply a previously paid issue fee must be clearly made, and delays in processing may occur due to the difficulty in recognizing
the paper as an equivalent of Part B.

III. All communications regarding this application must give the application number. Please direct all communications prior to issuance to
Mail Stop ISSUE FEE unless advised to the contrary.

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of
maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due.
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PART B - FEE(S) TRANSMITTAL

Complete and send this form, together with applicable fee(s), to: Mail Mail Stop ISSUE FEE
Commissioner for Patents
P.O. Box 1450

Alexandria, Virginia 22313-1450
or1 (571)-273-2885

INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks 1 through 5 should be completed where

appropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address asin icated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS" formaintenance fee notifications.

Note: A certificate of mailin can only be used for domestic mailings of the
Fee(s) Transmittal. This certi icate cannot be used for any other accompanying

CURRENT CORRESPONDENCE ADDRESS (Note: Use Block 1 for any Change Ofaddress) fiapers. Each additional paper, such as an assignment or formal drawing, mustave its own certificate of mailing or transmission.

Certificate of Mailing or Transmission
27777 7590 07/03/2013 I hereby certify that this Fee(s) Transmittal is being deposited with the United

PHILIP J States Postal Service with sufficient postage for first class mail in an envelope

JOHNSON & JOHNSON addressed to the Mail Stop ISSUE FEE address above, or being facsimiletransmitted to the USPTO (571) 273-2885, on the date indicated below.
ONE JOHNSON & JOHNSON PLAZA

NEW BRUNSWICK, NJ 08933-7003 ‘D°P°S“°"S W)(Signature)

(Date) 
APPLICATION NO. FILING DATE F {ST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

13/034,340 02/24/2011 Alan H. Auerbach CGR5001USCNT1 1597

TITLE OF INVENTION: Methods and Compositions for Treating Cancer

APPLN. TYPE ENTITY STATUS ISSUE FEE DUE PUBLICATION FEE DUE PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE

$0nonprovisional UNDISCOUNTED $1780 $300 $2080 10/03/2013

HUI, SAN MING R 1629 514—170000

1. Change of correspondence address or indication of "Fee Address" (37
CFR 1.363).

3 Chan e of correspondence address (or Change of Correspondence
Address orm PTO/SB/ 122) attached.

3 "Fee Address" indication (or "Fee Address" Indication form
PTO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer
Vumber is required.

2. For printing on the patent front page, list

(1) the names of up to 3 registered patent attorneys
or agents OR, alternatively,

(2) the name of a single firm (having as a member a 2
registered attorney or agent) and the names of up to
2 registered patent attorneys or agents. If no name is 3
listed, no name will be printed. 

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type)

PLEASE NOTE: Unless an assignee is identified below, no assignee data will appear on the patent. If an assignee is identified below, the document has been filed for
recordation as set forth in 37 CFR 3.11. Completion of this form is NOT a substitute for filing an assignment.

(A) NAME OF ASSIGNEE (B) RESIDENCE: (CITY and STATE OR COUNTRY)

Please check the appropriate assignee category or categories (will not be printed on the patent) : '3 Individual '3 Corporation or other private group entity '3 Government

4a. The following fee(s) are submitted: 4b. Payment of Fee(s): (Please first reapply any previously paid issue fee shown above)
3 Issue Fee 3 A check is enclosed.

3 Publication Fee (No small entity discount permitted) 3 Payment by credit card. Form PTO—2038 is attached.
3 Advance Order — # of Copies 3 The Director is hereby authorized to charge the required fee(s), any deficiency, or credit any

overpayment, to Deposit Account Number (enclose an extra copy of this form).

page 2 0f4 WCK1031
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5. Change in Entity Status (from status indicated above)

3 Applicant certifying micro entity status. See 37 CFR 1.29 NOTE: Absent a valid certification of Micro Entity Status (see form PTO/SB/ 15A and 15B), issue
fee payment in the micro entity amount will not be accepted at the risk of application abandonment.

3 Applicant asserting small entity status. See 37 CFR 1.27 NOTE: If the application was previously under micro entity status, checking this box will be taken
to be a notification of loss of entitlement to micro entity status.

3 Applicant changing to regular undiscounted fee status. NOTE: Checking this box will be taken to be a notification of loss of entitlement to small or micro
entity status, as applicable.

NOTE: The Issue Fee and Publication Fee (if required) will not be accepted from anyone other than the applicant; a registered attorney or agent; or the assignee or other party in
interest as shown by the records of the United States Patent and Trademark Office.

Authorized Signature Date

Typed or printed name Registration No.

This collection of information is required by 37 CFR 1.311. The information is re uired to obtain or retain a benefit by the public which is to file (and by the USPTO to process)
an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. T is collection is estimated to take 12 minutes to complete, including gathering, preparing, and
submitting the completed application form to the USPTO. Time will v de endin upon the individual case. Any comments on the amount of time you require to complete
this form and/or su gestions for reducing this burden, should be sent to e Chief In ormation Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce, P.O.
Box 1450, Alexan ria, Virginia 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450,
Alexandria, Virginia 223 13- 1450.
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.
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UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.goV

APPLICATION NO. FILING DATE F {ST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

 
13/034,340 02/24/2011 Alan H. Auerbach CGR5001USCNT1 1597

PHILIP S. JOHNSON HUI, SAN MINGR
JOHNSON & JOHNSON

ONE JOHNSON & JOHNSON PLAZA
NEW BRUNSWICK, NJ 08933-7003 1629

DATE MAILED: 07/03/2013

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)

(application filed on or after May 29, 2000)

The Patent Term Adjustment to date is 0 day(s). If the issue fee is paid on the date that is three months after the

mailing date of this notice and the patent issues on the Tuesday before the date that is 28 weeks (six and a half

months) after the mailing date of this notice, the Patent Term Adjustment will be 0 day(s).

If a Continued Prosecution Application (CPA) was filed in the aboVe—identified application, the filing date that

determines Patent Term Adjustment is the filing date of the most recent CPA.

Applicant will be able to obtain more detailed information by accessing the Patent Application Information Retrieval

(PAIR) WEB site (http://pair.uspto.goV).

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of

Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be

directed to the Customer Service Center of the Office of Patent Publication at 1—(888)—786—0101 or (571)-272-4200.

Page 4 of 4
PTOL—85 (Rev. 02/11)



WCK1031 
Page 204

Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with

your submission of the attached form related to a patent application or patent. Accordingly, pursuant to

the requirements of the Act, please be advised that: (1) the general authority for the collection of this

information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the

principal purpose for which the information is used by the U.S. Patent and Trademark Office is to process

and/or examine your submission related to a patent application or patent. If you do not furnish the

requested information, the U.S. Patent and Trademark Office may not be able to process and/or examine

your submission, which may result in termination of proceedings or abandonment of the application or

expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom

of Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of

records may be disclosed to the Department of Justice to determine whether disclosure of these

records is required by the Freedom of Information Act.

2. A record from this system of records may be disclosed, as a routine use, in the course of presenting

evidence to a court, magistrate, or administrative tribunal, including disclosures to opposing counsel

in the course of settlement negotiations.

3. A record in this system of records may be disclosed, as a routine use, to a Member of Congress

submitting a request involving an individual, to whom the record pertains, when the individual has

requested assistance from the Member with respect to the subject matter of the record.

4. A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency

having need for the information in order to perform a contract. Recipients of information shall be

required to comply with the requirements of the Privacy Act of 1974, as amended, pursuant to 5

U.S.C. 552a(m).

5. A record related to an International Application filed under the Patent Cooperation Treaty in this

system of records may be disclosed, as a routine use, to the International Bureau of the World

Intellectual Property Organization, pursuant to the Patent Cooperation Treaty.

6. A record in this system of records may be disclosed, as a routine use, to another federal agency for

purposes of National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy

Act (42 U.S.C. 2l8(c)).

7. A record from this system of records may be disclosed, as a routine use, to the Administrator,

General Services, or his/her designee, during an inspection of records conducted by GSA as part of

that agency's responsibility to recommend improvements in records management practices and

programs, under authority of 44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance

with the GSA regulations governing inspection of records for this purpose, and any other relevant

(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make determinations about
individuals.

8. A record from this system of records may be disclosed, as a routine use, to the public after either

publication of the application pursuant to 35 U.S.C. l22(b) or issuance of a patent pursuant to 35

U.S.C. 151. Further, a record may be disclosed, subject to the limitations of 37 CFR 1.14, as a

routine use, to the public if the record was filed in an application which became abandoned or in

which the proceedings were terminated and which application is referenced by either a published

application, an application open to public inspection or an issued patent.

9. A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local

law enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or

regulation.
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Application No. App|icant(s)
13/034,340 AUERBACH ET AL.

Notice of Allowability gmjihi/136 HUI fgtzgnit ’F‘:{;,<;‘,;S,‘,,',""°"‘°"°
No

-- The MAILING DA TE of this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included
herewith (or previously mailed), a Notice of Allowance (PTOL—85) or other appropriate communication will be mailed in due course. THIS
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

1. IX This communication is responsive to 6/4/2013.

D A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2. I:l An election was made by the applicant in response to a restriction requirement set forth during the interview on ; the restriction

requirement and election have been incorporated into this action.

3. IX The allowed cIaim(s) is/are 37-56. As a result of the allowed cIaim(s), you may be eligible to benefit from the Patent Prosecution

Highway program at a participating intellectual property office for the corresponding application. For more information, please seein.

hit’ :/'/wwwusrto. ov/ atents/'init events/' I1/ir1ciex.'s' or send an inquiry to r'PHfeedback us today.

4. I:l Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)—(d) or (f).

Certified copies:

a) I:l All b) D Some *c) I:I None of the:

1. El Certified copies of the priority documents have been received.

2. I:I Certified copies of the priority documents have been received in Application No.

3. El Copies of the certified copies of the priority documents have been received in this national stage application from the

International Bureau (PCT Rule 17.2(a)).

* Certified copies not received:

Applicant has THREE MONTHS FROM THE “MAILING DATE” of this communication to file a reply complying with the requirements
noted below. Failure to timely comply will result in ABANDONMENT of this application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

5. I] CORRECTED DRAWINGS ( as “replacement sheets”) must be submitted.

I:I including changes required by the attached Examiner’s Amendment / Comment or in the Office action of
Paper No./Mail Date

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d).

6. I] DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner’s comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachment(s)

1. I] Notice of References Cited (PTO—892) 5. El Examiner’s Amendment/Comment

2. I] Information Disclosure Statements (PTO/SB/08), 6. IX Examiner’s Statement of Reasons for Allowance
Paper No./Mail Date

3. I] Examiner’s Comment Regarding Requirement for Deposit 7. I:I Other .
of Biological Material

4. I] Interview Summary (PTO—413),
Paper No./Mail Date

/San—ming Hui/

Primary Examiner, Art Unit 1629

U.S. Patent and Trademark Office

PTOL-37 (Rev. 05-13) Notice of Allowability Part of Paper No./Mail Date 20130628
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Application/Control Number: 13/034,340 Page 2

Art Unit: 1629

DETAILED ACTION

Applicant’s response filed June 4, 2013 has been entered.

Claims 37-56 are pending.

The following is an examiner’s statement of reasons for allowance: The unexpected

commercial success of the launch of the drug obviates the rejection under 35 USC

103(a).

Any comments considered necessary by applicant must be submitted no later

than the payment of the issue fee and, to avoid processing delays, should preferably

accompany the issue fee. Such submissions should be clearly labeled “Comments on

Statement of Reasons for Allowance.”

Claims 37-56 are allowed.

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to SAN-MING HUI whose telephone number is (571)272-

0626. The examiner can normally be reached on Mon — Fri from 9:00 to 5:00.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s

supervisor, Melenie McCormick can be reached on (571) 272-8037. The fax phone

number for the organization where this application or proceeding is assigned is 571 —

273-8300.

WCK1031
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Application/Control Number: 13/034,340 Page 3

Art Unit: 1629

Information regarding the status of an application may be obtained from the

Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a

USPTO Customer Service Representative or access to the automated information

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.

San—ming Hui

Primary Examiner
Art Unit 1629

/San—ming Hui/

Primary Examiner, Art Unit 1629
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Application/Control No. Applicant(s)/Patent Under Reexamination

Issue Classification 13034340 AUERBACH ET AL.

iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii iiiiiii iii
SAN—M|NG HUI 1629

Svmb°'

CPC Combination Sets

svmw 3%

Total Claims Allowed:

20
(Assistant Examiner)
/SAN-MING HU|/

Primary Examiner.Art Unit 1629 06/28/2013 O.G. Print C|aim(s) O.G. Print Figure

(Primary Examiner) (Dam) 1 1

US. Patent and Trademark Office Part of Paper No. 20130628
WCK1031
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Application/Control No. Applicant(s)/Patent Under Reexamination

Issue Classification 13034340 AUERBACH ET AL.

iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii iiiiiii iii
SAN—M|NG HUI 1629

US ORIGINAL CLASSIFICATION INTERNATIONAL CLASSIFICATION

H-2-.‘

‘ ‘cnoss REFERENCE(S) I... 11--

IIIIOIIIIO
jjjjfiflflj---IO

Total Claims Allowed:

20
(Assistant Examiner) /SAN-MING HU|/

Primary Examiner.Art Unit 1629 06/28/2013 O.G. Print C|aim(s) O.G. Print Figure

(Primary Examiner) (Dam) 1 1

US. Patent and Trademark Office Part of Paper No. 20130628
WCK1031
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Application/Control No. Applicant(s)/Patent Under Reexamination

Issue Classification 13034340 AUERBACH ET AL.

iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii iiiiiii iii
SAN—M|NG HUI 1629

IZ Claims renumbered in the same order as presented by applicant [I [I T.D |:I

Final Original Final Original Final Original Final Original Final Original Final Original Final Original Final Original

Total Claims Allowed:

 
20

(Assistant Examiner)
/SAN-MING HU|/

Primary Examiner.Art Unit 1629 06/28/2013 O.G. Print C|aim(s) O.G. Print Figure

(Primary Examiner) (Dam) 1 1

US. Patent and Trademark Office Part of Paper No. 20130628
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Application/Control No. Applicant(s)/Patent Under
Reexamination

Search NOTES 13034340 AUERBACH ET AL.

Examiner Art Unit

SAN-MING HUI 1323     
CPC- SEARCHED

US CLASSIFICATION SEARCHED

SEARCH NOTES

Search Notes 2 
EAST search and inventor search in PALM
EAST search and inventor search in PALM
EAST search and inventor search in PALM
EAST search and inventor search in PALM

INTERFERENCE SEARCH

US Classl US Subclass / CPC GroupCPC S mbol

170,182 6/28/13
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EAST Search History

EAST Search History

EAST Search History (Prior Art)

5 3 ; Plurals Time 3
Query Operator tamp
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Application/Control No. Applicant(s)/Patent Under
Reexamination

Index Of C/aims 13034340 AUERBACH ET AL.

Examiner Art Unit

SAN—M|NG HUI 1629 
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Application/Control No. Applicant(s)/Patent Under
Reexamination

Index Of C/aims 13034340 AUERBACH ET AL.

Examiner Art Unit

SAN—M|NG HUI 1629 Cancelled Non-Elected

Allowed Restricted Interference Objected

El Claims renumbered in the same order as presented by applicant El CPA El T.D. |:I R.1.47

CLAIM
PM22“
2222“
2222“
2222“
2222“
2222“
2222“
2222“
2222“
2222“
2222“
2222“
2222“
2222“
2222“
2222“
2222“
2222“
2222“
2222“
2222“

US. Patent and Trademark Office Part of Paper No. : 20130628
WCK1031

Page 214



WCK1031 
Page 215

UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.goV

 
APPLICATION NO. F ING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. CONF {MATION NO.

13/034,340 02/24/2011 Alan H. Auerbach CGR5001USCNT1 1597

27777 7590 07/30/2013

PHILIPS.JOHNSON
JOHNSON & JOHNSON HUL SAN MING R
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lh0Wd@its.jnj .c0m
gsanche@its.jnj .c0m

WCK1031

PTOL—90A (Rev. 04/07) Page 215



WCK1031 
Page 216

Application No. App|icant(s)
13/034,340 AUERBACH ET AL.

Notice of Allowability E:“[‘\J'f"\‘/|'|"‘:'G HUI fgtzginit ;‘,'{;,<§‘,;it,',""°"*°'*°
No

-- The MAILING DA TE of this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included
herewith (or previously mailed), a Notice of Allowance (PTOL—85) or other appropriate communication will be mailed in due course. THIS
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

1. El This communication is responsive to

D A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2. I:I An election was made by the applicant in response to a restriction requirement set forth during the interview on ; the restriction

requirement and election have been incorporated into this action.

3. E The allowed claim(s) is/are 37-56. As a result of the allowed claim(s), you may be eligible to benefit from the Patent Prosecution

Highway program at a participating intellectual property office for the corresponding application. For more information, please see

hit’ :/'./vwvw.L.=s ‘to. ov/ atents/init events/' h/'incie;»<.‘s orsend an inquiry to PPHfeedback@us;;to.qov.

4. I:I Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)—(d) or (f).

Certified copies:

a) [I All b) I] Some *c) I:I None of the:

1. D Certified copies of the priority documents have been received.

2. D Certified copies of the priority documents have been received in Application No.j

3. El Copies of the certified copies of the priority documents have been received in this national stage application from the

International Bureau (PCT Rule 17.2(a)).

* Certified copies not received:

Applicant has THREE MONTHS FROM THE “MAILING DATE” of this communication to file a reply complying with the requirements
noted below. Failure to timely comply will result in ABANDONMENT of this application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

5. I:I CORRECTED DRAWINGS (as “replacement sheets”) must be submitted.

I:I including changes required by the attached Examiner’s Amendment / Comment or in the Office action of
Paper No./Mail Date

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d).

6. El DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner’s comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachment(s)

1. IX Notice of References Cited (PTO—892) 5. IX] Examiner’s Amendment/Comment

2. El Information Disclosure Statements (PTO/SB/08), 6. El Examiner’s Statement of Reasons for Allowance
Paper No./Mail Date

3. El Examiner’s Comment Regarding Requirement for Deposit 7. El Other .
of Biological Material

4. I:I Interview Summary (PTO—413),
Paper No./Mail Date

/San—ming Hui/
Primary Examiner, Art Unit 1629

U.S. Patent and Trademark Office

PTOL-37 (Rev. 05-13) Notice of Allowability Part of Paper No./Mail Date 20130724
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Application/Control Number: 13/034,340 Page 2

Art Unit: 1629

DETAILED ACTION

This communication is to correct the dependency of claim 44. It apparently

depends from claim 43.

EXAM|NER’S AMENDMENT

An examiner’s amendment to the record appears below. Should the changes

and/or additions be unacceptable to applicant, an amendment may be filed as provided

by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be

submitted no later than the payment of the issue fee.

The application has been amended as follows:

In claim 44, line 1, replace “claim 44” with “claim 43”.

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to SAN-MING HUI whose telephone number is (571)272-

0626. The examiner can normally be reached on Mon — Fri from 9:00 to 5:00.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s

supervisor, Melenie McCormick can be reached on (571) 272-8037. The fax phone

number for the organization where this application or proceeding is assigned is 571 —

273-8300.
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Application/Control Number: 13/034,340 Page 3

Art Unit: 1629

Information regarding the status of an application may be obtained from the

Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toII—free). If you would like assistance from a

USPTO Customer Service Representative or access to the automated information

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.

San—ming Hui

Primary Examiner
Art Unit 1629

/San—ming Hui/

Primary Examiner, Art Unit 1629
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Application/Control No. App|icant(s)/Patent Under
Reexamination

13/034340 AUERBACH ET AL.
Notice of References Cited Examiner Art Unit

SAN—M|NG HUI 1629 Page 1 °f1
U.S. PATENT DOCUMENTS

* Document Number Date _ _ _
Country Code—Number—Kind Code MM-YYYY Name C|aSS'f'Cat'°n

 
FOREIGN PATENT DOCUMENTS

* Document Number Date _ _ _
Country COde_NUmber_Kind Code MM_YYYY Country Name Classification

I 

I 
I 

NON-PATENT DOCUMENTS

 
Include as applicable: Author, Title Date, Publisher, Edition or Volume, Pertinent Pages)

 
*A copy of this reference is not being furnished with this Office action. (See MPEP § 707.05(a).)
Dates in MM—YYYY format are publication dates. Classifications may be US or foreign.
U.S. Patent and Trademark Office

PTO-892 (Rev. 01-2001) Notice of References Cited Part of Paper No. 20130724
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PTO/SB/30 (08-00)
Approved for use through 10/31/2002. OMB 0651-0031

U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displa s a valid OMB control number.

Application Number 13/034340

FOR Filing Date February 24, 2011

CONTINUED EXAMINATION FirStNamedmVemOr A1 HA b h
(RCE) ‘

TRANSMITTAL
Subsection (b) of 35 U.S.C. § 132, effective on May 29,2000, Examiner Name ' '

provides for continued examination of an utility or plant application San Mlng R‘ Hulfiled on or afterJune 8,1995.

See The American Inventors Protection Act of 1999 (AIPA). Attorney Docket Number CGR5001USCNT1

Group Art Unit 1629

This is a Request for Continued Examination (RCE) under 37 C.F.R. § 1.114 of the above-identified application.
NOTE: 37 C.F.R. § 1.114 is effective on May 29, 2000. If the above-identified application was filed prior to May 29, 2000, applicant may
wish to consider filing a continued prosecution application (CPA) under 37 C.F.R. § 1.53 (d) (PTO/SB/29) instead of a RCE to be eligible for
the patent term adjustment provisions of the AIPA. See Changes to Application Examination and Provisional Application Practice, Final Rule, 65
Fed. Reg. 50092 (Aug. 16,2000); lnterim Rule, 65 Fed. Reg. 14865 (Mar. 20, 2000), 1233 Off. Gaz. Pat. Office 47 (Apr. 11, 2000), which
established RCE ractice.

. Submission reuired under 37 C.F.R. ~ 1.11

a. I:I Previously submitted
i. I:I Consider the amendment(s)/reply under 37 C.F.R. § 1.116.
ii. I:I Consider the arguments in the Appeal Brief or Reply Brief previously filed on

iii. I:I Other
b. IZ Enclosed

i. I:I Amendment/Reply
ii. I:I Affidavit(s)/Declaration(s)
iii. IXI Information Disclosure Statement (IDS)
iv. I:I Other

2. Miscellaneous

a. El Suspension of action on the above-identified application is requested under 37 C.F.R. § 1 .103(c) for a period of
months. (Period of suspension shall not exceed 3 months; Fee under 37 C.F.R. § 1.17(i) required.)

b. I:I Other

3. — The RCE fee under 37 C.F.R. § 1.17(e) is required by 37 C.F.R. § 1.114 when the RCE is filed
a. IZ The Director is hereby authorized to charge the following fees, or credit any overpayments,

to Deposit Account No. 10-0750.

i. IZ RCE fee is required under 37 C.F.R.§1.17(e)
ii. I:I Extension of Time (37 C.F.R. §§ 1.136 and 1.17)
iii. I:I Other

b. I:I Check in the amount of$ enclosed

c. I:I Payment by credit card (Form PTO-2038 enclosed)

SIGNA TURE 0FAPPLICANT, A TTORNEY, 0R AGENT RE I UIRED

Name (print/type) Timothy E. Tracy Registration No. 39,401
Sinature /Timoth E. Trac / Date October 3, 2013

CERTIFICATE OF TRANSMISSION

I hereby certify that this correspondence is being electronically filed via EFS-Web to the Commissioner for Patents with the U.S.
Patent and Trademark Office on: October 3, 2013

/Laurie A-Russo/ October3.2013
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Confirmation Number 1597

Application Number 13/034,340
Filin Date Februar 24,2011

SUBMISSION UNDER MPEF’ 609-06
Group Art Unit 1629

page 1 of 1 Examiner Name San Min R. HuiAttorne Docket Number CGR5001USCNT1
U.S. PATENT DOCUMENTS

U.S. Patent Document

 
I Pages, Columns, Lines,

Kmd Code where relevant passages or
(if known) relevant figures appear

. Name of Patentee or Applicant
Examiner I
mitials of Cited Document

Foreign Patent Document Pages, Columns, Lines,
Name of Patentee or where relevant passages

, , or relevant figures
Applicant of Cited Document NUmber4 Kmdcodes appear

OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS

Include name of the author (in CAPITOL LETTERS), title of the article (when appropriate),
title of the item (book, magazine, journal, serial, symposium, catalog, etc.), date, page( ),

volume-issue number(s), publisher, city and/or country where published

Third Paity Observations dated October 18, 2012 for EP Appln. No. 07837326.3
Third Pait Observations dated March 28, 2013 for EP A In. No. 07837326.3

-‘ Third Paity Observations dated July 1, 2013 for EP Appln. No. 07837326.3
- 

miner Date
Sinature Considered
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Electronic Patent Application Fee Transmittal

Title of Invention: Methods and Compositions for Treating Cancer

First Named Inventor/Applicant Name: Alan H. Auerbach

Attorney Docket Number: CGR5001USCNT1

Utility under 35 USC111(a) Filing Fees

Sub-Total in

USD($)
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Sub-Total in

USD($)

Miscellaneous:

Description Fee Code Quantity

RCE - 2nd and Subsequent Request 1820 1700 1700
Total in USD (S) 
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Electronic Acknowledgement Receipt

m

—

Title of Invention: Methods and Compositions for Treating Cancer

I

Payment information:

Submitted with Payment yes

RAM confirmation Number 816

Deposit Account 100750

Au*h°“zedUSer  
The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

Charge any Additional Fees required under 37 C.F.R. Section 1.16 (National application filing, search, and examination fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.17 (Patent application and reexamination processing fees) lg’:

 



WCK1031 
Page 225

Charge any Additional Fees required under 37 C.F.R. Section 1.19 (Document supply fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.20 (Post Issuance fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.21 (Miscellaneous fees and charges)

File Listing:

Document . . File Size(Bytes)/ Multi Pages

_ _ _ 175163
Request for Continued Examination CGR5001USCNT1 RCE. df

(RCE) - '° b9a99920f5dCb72185972c83bb0e1e82f2c
6a0f8

This is not a USPTO supplied RCE SB30 form.

109847
Information Disclosure Statement (IDS) CGR5001USCNT1_|DS_CERT.

Form (SB08) pdf 86024224b95868779065f0be0c9bfb62eab
e6d85

Information:

This is not an USPTO supplied IDS fillable form

Information Disclosure Statement (IDS)

Form (SE08) CGR5001USCNT1_1449.pdf 87a8a8de5593aefb807e900da4f38f70c47f
05ed

Information‘

This is not an USPTO supplied IDS fillable form

Information Disclosure Statement (IDS) CGR5001USCNT1_MPEP_609_0

Form (SB08) 6.pdf 459be19c98e6d1fc9c774772a811b63ac2fc
ceea

Information‘

This is not an USPTO supplied IDS fillable form

119307
Other Reference-Patent/App/Search CGR5001EPEPT_TH|RD_PARTY

documents OBS_10_18_2012.pdf :1c3c706e51b724dd0e637dd83071f45eaa
6:155

Information:

1620199

Other Reference-Patent/App/Search CGR5001EP_Third_party_obser
documents vations_07_01_13.pdf 9fbf28817928a2bac350f941bb326a5a5ab4

938

Information:

1797586

Other Reference-Patent/App/Search CGR5001EP_Third_Party_Obse
documents vations_03_28_13_Part4.pdf 90ebef34f08c38f89b2312a919dc26817437

71d0
A . I

Warnings: Page 225
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Information:

_ 15413303
Other Reference-Patent/App/Search CGR5001EP_ThIrd_Party_Obse

documents vations_03_28_13_Part3.pdf 48f4e4d8a30dbe2ca4f6f5c47e49c9dd3423
f243

Information:

_ 16988366
Other Reference-Patent/App/Search CGR5001EP_ThIrd_Party_Obse

documents vations_03_28_13_Part2.pdf fd9d05a49120cc53fc9bd9c7f9db1d14058 -
7071

Information:

_ 7988953
Other Reference-Patent/App/Search CGR5001EP_ThIrd_Party_Obse

documents vations_03_28_13_Part1.pdf d8e91ff7fe29CC8189Cad46643b04ab9d2d6
bc39

Information:

Fee Worksheet (SB06) fee-info.pdf a9a30ac5959fa982c57728c0480c5c44f0f51
264

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.
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INFORMATION DISCLOSURE
STATEMENT BY APPLICANT

Group Art Unit 1629
Examiner Name San Min R. Hui

Sheet 1 0“ Attorney Docket Number CGR5001USCNT1
 

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

IX That each item of information contained in the information disclosure statement was first cited in any
communication from a foreign patent office in a counterpart foreign application not more than three months prior
to the filing of the information disclosure statement (See 37 CFR 1.97(e)(1)), or before the mailing date ofa first
Office Action on the merits of the above-identified application, or before the mailing date of a first Office Action after
the filing of a request for continued examination under §1.114, no additional fee is required.

OR

I:I That no item of information contained in the information disclosure statement was cited in a communication from
a foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the
certification after making reasonable inquiry, no item of information contained in the information disclosure
statement was known to any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of
the information disclosure statement. See 37 CFR 1.97(e)(2).

IXI Identification of Prior Application in which some of the listed information was already cited and for which no
copies are submitted or need to be submitted. This application relies, under 35 U.S.C. §120, on the earlier filing
date of prior application serial no.: 11/844,440 filed on 08-24-07. If any of the foregoing publications are not
available to the Examiner, Applicant will endeavor to supply copies at the Examiner’s request.

IZ REMINDER TO THE EXAMINER
In view of, and pursuant to, the holdings of the Federal Circuit Court of Appeals in the cases Dayco Products,
Inc. v. Total Containment, Inc., 329 F.3d 1358, 66 U.S.P.Q.2d 1801 (Fed. Cir. 2003); McKesson Info. Sol’ns v.
Bridge Med., 487 F.3d 897, 927 (Fed. Cir. 2007); and related cases, Applicants hereby inform the Examiner of
the existence of commonly owned pending U.S. Patent Application Serial Nos. 11/844,440. This application has
published and is therefore publicly available in PAIR. Moreover, the Patent Office has issued one or more Office
Actions in this application. The Examiner is invited to review the prosecution of this application to determine its
impact, if any, on the prosecution of the present application. In an effort not to overwhelm the Examiner with an
overly large IDS, Applicants are not submitting copies of these publicly available documents. Of course,
Applicants would be happy to do so at the Examiner’s request.

In addition, submitted herewith are Third Party Observations that were submitted in the European Patent Office
for the corresponding European Application to the captioned application.

Attached are copies of search report(s) from corresponding patent application(s), which are listed on the
attached Submission Under MPEP 609.06.

The relevance of those listed references which are not in the English language is as follows:

Copies of copyrighted material were made and delivered to the government under license from Copyright Clearance
Center, Inc. No further reproduction is permitted.IZIIZIEIEl
Any fee set forth in 37 CFR 1.17 (p) has been submitted herewith. The Commissioner is hereby authorized to
charge any additional fees which may be required in connection with the filing of this communication, or credit any
overpayment, to Account No. 10-0750.

SIG NATU RE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see
CFR 1.4(d) for the form of the signature.

/Timoth E.Trac/ Date YYYY—MM—DD October 3, 2013 Name/Print Timoth E. Trac Re istration Number 39,401

CERTIFICATE OF TRANSMISSION

I hereby certify that this correspondence is being electronically filed via EFS—Web to the Commissioner
for Patents with the U.S. Patent and Trademark Office on: October 3, 2013

Name (print/type) Laurie A. Russo

Signature /Laurie A. Russol I Date October 3, 2013
This collection of information is required by 37 CFR1.97 and 1.98. The information is required to obtain or retain a benefit bythe public which is to file (and by the USPTO to process)
an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 1 hour to complete, inc uding gathering, preparing and submitting the
completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount oftime you require to complete this form and/or
suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria,
VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.
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Doc code: IDS

Doc description: Information Disclosure Statement (IDS) Filed

Application Number 13034340

'“F°R“"’“'°“°'S°L°S“RE
STATEMENTBY ’“"’”°"“T
(Not for submission under 37 CFR 1.99)

U.S.PATENTS

Examiner Cite Kind Name of Patentee or Applicant PageS’C0|UmnS’LineS Where
. . * Patent Number Issue Date . Relevant Passages or RelevantInitial No Code1 of cited Document .

Figures Appear

If you wish to add additional U.S. Patent citation information please click the Add button.

U.S.PATENT APPLICATION PUBLICATIONS

. Publication Kind Publication Name of Patentee or Applicant PageS’CO|UmnS’LmeS Where
Cite No . Relevant Passages or RelevantNumber Code1 Date of cited Document .

Figures Appear

Name of Patentee or Pages,Co|umns,Lines
Country Kind Publication where Relevant

Code2i Code4 Date Applicant of Cited Passages or RelevantDocument .
Figures Appear

If you wish to add additional Foreign Patent Document citation information please click the Add button

NON-PATENT LITERATURE DOCUMENTS

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item

(book, magazine, journal, serial, symposium, catalog, etc), date, pages(s), volume-issue number(s),

publisher, city and/or country where published.

Examiner Cite
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'“F°R“"’“'°“°'S°L°S“RE
STATEMENTBY ’“"’”°"“T
(Not for submission under 37 CFR 1.99)

ASCO CANCER FOUNDATION, Poster Session F: Hormone Refractory, ASCO, 2005, -, -

BRUNO ET AL, Targeting cytochrome P450 enzymes: A new approach in anti-cancer drug development, Elsevier,
2007, pages 5047-5060, vol. 15

CANNELL, 100th Annual Meeting of the American Association for Cancer Research, Los Angeles, CA, USA;, http://
onco|ogy.thelancet.com, 2007, pp 471, Volume 8

Collins, et al. “A Systematic Review of the effectiveness of Docetaxel and Mitoxantrone for the Treatement of
Metastatic Hormone—Refractory Prostate Cancer”, British J. of Cancer, 95, pp 457-462 (2006)

COUGAR BIOTECHNOLOGY, Cougar Biotechnology Announces Initiation of Phase I/II Trial for CB7630 (Arbiraterone
Acetate), Cougar Biotechnology, 12-14-2004, -, -

COUGAR BIOTECHNOLOGY, Cougar Biotechnology Announces Presentation of Positive CB7630 Clinical Data at
AACR-NCI-EORTC International Conference on Molecular Targets and Cancer Therapeutics, Cougar Biotechnology,
10-2007, -, -

COUGAR BIOTECHNOLOGY, Cougar Biotechnology Announces Presentation of Positive CB7630 Clinical Data at
ESMO Conference, Drugs.com, 7-2007, -, -

COUGAR BIOTECHNOLOGY, Cougar Biotechnology announces presentation of positive phase I and phase II data at
ASCO Prostate Cancer Symposium, Cougar Biotechnology, 02-23-2007, -, -

COUGAR BIOTECHNOLOGY, Cougar Biotechnology presents CB7630 Phase I clinical data at the 2005 Prostate
Cancer Symposium, AllBusiness, 2005, -, -

COUGAR BIOTECHNOLOGY, Cougar Biotechnology presents positive CB7630 Clinical Data at AACR Annual
Meeting Late-Breaking Clinical Trials Session, Cougar Biotechnology, 04-17-2007, -, -

A (D

COUGAR BIOTECHNOLOGY, Cougar Technology Announces Presentation of Positive CB7630 Clinical Data at
ASCO Annual Meeting, The Free Library, 06-04-2007, -, -

I
I
I
I
I

I

I
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'“F°R“"’“'°“°'S°L°S“RE
STATEMENTBY ’“"’”°"“T
(Not for submission under 37 CFR 1.99)

DE BONO ET AL, Inhibition of CYP450c17 by abiraterone administered once daily to castrate patients with prostate
cancer resistant to LHRH analogues, anti—androgens and steriod therapy is well tolerated..., The institute of Cancer
Research, 2007, -, -

i\)

DE COSTER, ET AL., Effects of High—Dose Ketoconazole and Dexamethason on ACTH-Stimulated Adrenal
Steriodogenesis in Orchiectomized Prostatic Cancer Patients, Acta Endocrinologica (Copenh), 1987, pp 265-271,
Volume 115

A Q)

DUC ET AL, In Vitro and in vivo models for the evaluation of potent inhibitors of male rat 17 —hydroxylase/C—|yase,
Pergamon, 2003, pages 537-542, vol. 84

A -i>

ENDOCRINOLOGY, Inhibition of Androgen Synthesis in Human Testicular and Prostatic Microsomes and in Male Rats
by Novel Steroidal Compounds, Endocrinology, 1999, pages 2891-2897, vol. 140 No. 6

A

FOSSA, ET AL., Weekly Docetaxel and Prednisone Versus Prednisolone Alone in Androgen-Independent Prostate
Cancer: A Randomized Phase II Study, European Urology, 2007, pp 1691-1699, Volume 52

A

GERBER, ET AL., Prostate Specific Antigen for Assessing Response to Ketoconazole and Prednisone in Patients with
Hormone Refractory Metastatic Prostate Cancer, The Journal of Urology, 1990, pp 1177-1179, Volume 144, Number 5

HAKKI ET AL, CYP17- and CYP11B-dependent steriod hydroxylases as drug development targets, Elsevier, 2006,
pages 27-52, vol. 11

A

HARRIS, ET AL., Low Dose Ketoconazole with Replacement Doses of Hydrocortisone in Patients with Progressive
Androgen Independent Prostate Cancer, The Journal of Urology, 2002, pp 542-545, Volume 168

A

MOREIRA ET AL, Synthesis and evaluation of novel 17-indazole androstene derivatives designed as CYP17
inhibitors, Elsevier, 2007, pages 939-948, vol. 72

l\) O
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STATEMENTBY ’“"’”°"“T
(Not for submission under 37 CFR 1.99)

SCHOLZ, ET AL., Long—Term Outcome for Men with Androgen Independent Prostate Cancer Treated with
Ketoconazole and Hydrocortisone, The Journal of Urology, 2005, pp 1947-1952, Volume 173

SMALL ET AL, The Case for Socondary Hormaonal Therapies in the Chemotherapy Age, The Journal of Urology,
2006, pages 866 — 871, vol. 176

WIKI PEDIA, Corticosteriod, undated, website

If you wish to add additional non-patent literature document citation information please click the Add button

EXAMINER SIGNATURE

*EXAM|NER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through a

citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at _lgg5gg_qg_._L_}_5.3_E3_T_§;§,§§~Qj:{or MPEP 901.04. 2 Enter office that issued the document, by the two-letter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document.
4 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicant is to place a check mark here
if English language translation is attached.
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This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.
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lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
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Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.
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Total Files Size (in bytes) 1879808

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.
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UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.gov

 
NOTICE OF ALLOWANCE AND FEE(S) DUE

27777 7590 10/25/2013

PHILIP S. JOHNSON HUI, SAN MING R
JOHNSON & JOHNSON

ONE JoHNsoN&JoHNsoN PLAZA
NEW BRUNSWICK, NJ 08933-7003 1529

DATE MAILED: 10/25/2013

13/034,340 02/24/2011 Alan H. Auerbach CGR5001USCNT1 1597

TITLE OF INVENTION: METHODS AND COMPOSITIONS FOR TREATING CANCER

APPLN. TYPE ENTITY STATUS ISSUE FEE DUE PUBLICATION FEE DUE PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE

$300 $0nonprovisional UNDISCOUNTED $1780 $2080 01/27/2014

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS.

THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS
STATUTORY PERIOD CANNOT BE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS

PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM
WILL BE CONSIDERED A REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW
DUE.

HOW TO REPLY TO THIS NOTICE:

I. Review the ENTITY STATUS shown above. If the ENTITY STATUS is shown as SMALL or MICRO, verify Whether entitlement to that
entity status still applies.

If the ENTITY STATUS is the same as shown above, pay the TOTAL FEE(S) DUE shown above.

If the ENTITY STATUS is changed from that shown above, on PART B - FEE(S) TRANSMITTAL, complete section number 5 titled
"Change in Entity Status (from status indicated above)".

For purposes of this notice, small entity fees are 1/2 the amount of undiscounted fees, and micro entity fees are 1/2 the amount of small entity
fees.

II. PART B - FEE(S) TRANSMITTAL, or its equivalent, must be completed and returned to the United States Patent and Trademark Office
(USPTO) with your ISSUE FEE and PUBLICATION FEE (if required). If you are charging the fee(s) to your deposit account, section "4b"
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, a
request to reapply a previously paid issue fee must be clearly made, and delays in processing may occur due to the difficulty in recognizing
the paper as an equivalent of Part B.

III. All communications regarding this application must give the application number. Please direct all communications prior to issuance to
Mail Stop ISSUE FEE unless advised to the contrary.

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of
maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due.
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PART B - FEE(S) TRANSMITTAL

Complete and send this form, together with applicable fee(s), to: Mail Mail Stop ISSUE FEE
Commissioner for Patents
P.O. Box 1450

Alexandria, Virginia 22313-1450
or1 (571)-273-2885

INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks 1 through 5 should be completed where

appropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address asin icated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS" formaintenance fee notifications.

Note: A certificate of mailin can only be used for domestic mailings of the
Fee(s) Transmittal. This certi icate cannot be used for any other accompanying

CURRENT CORRESPONDENCE ADDRESS (Note: Use Block 1 for any Change Ofaddress) fiapers. Each additional paper, such as an assignment or formal drawing, mustave its own certificate of mailing or transmission.

Certificate of Mailing or Transmission
27777 7590 10/25/2013 I hereby certify that this Fee(s) Transmittal is being deposited with the United

PHILIP J States Postal Service with sufficient postage for first class mail in an envelope

JOHNSON & JOHNSON addressed to the Mail Stop ISSUE FEE address above, or being facsimiletransmitted to the USPTO (571) 273-2885, on the date indicated below.
ONE JOHNSON & JOHNSON PLAZA

NEW BRUNSWICK, NJ 08933-7003 ‘D°P°S“°"S W)(Signature)

(Date) 
APPLICATION NO. FILING DATE F {ST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

13/034,340 02/24/2011 Alan H. Auerbach CGR5001USCNT1 1597

TITLE OF INVENTION: METHODS AND COMPOSITIONS FOR TREATING CANCER

APPLN. TYPE ENTITY STATUS ISSUE FEE DUE PUBLICATION FEE DUE PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE

$0nonprovisional UNDISCOUNTED $1780 $300 $2080 01/27/2014

HUI, SAN MING R 1629 514—170000

1. Change of correspondence address or indication of "Fee Address" (37
CFR 1.363).

3 Chan e of correspondence address (or Change of Correspondence
Address orm PTO/SB/ 122) attached.

3 "Fee Address" indication (or "Fee Address" Indication form
PTO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer
Vumber is required.

2. For printing on the patent front page, list

(1) the names of up to 3 registered patent attorneys
or agents OR, alternatively,

(2) the name of a single firm (having as a member a 2
registered attorney or agent) and the names of up to
2 registered patent attorneys or agents. If no name is 3
listed, no name will be printed. 

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type)

PLEASE NOTE: Unless an assignee is identified below, no assignee data will appear on the patent. If an assignee is identified below, the document has been filed for
recordation as set forth in 37 CFR 3.11. Completion of this form is NOT a substitute for filing an assignment.

(A) NAME OF ASSIGNEE (B) RESIDENCE: (CITY and STATE OR COUNTRY)

Please check the appropriate assignee category or categories (will not be printed on the patent) : '3 Individual '3 Corporation or other private group entity '3 Government

4a. The following fee(s) are submitted: 4b. Payment of Fee(s): (Please first reapply any previously paid issue fee shown above)
3 Issue Fee 3 A check is enclosed.

3 Publication Fee (No small entity discount permitted) 3 Payment by credit card. Form PTO—2038 is attached.
3 Advance Order — # of Copies 3 The Director is hereby authorized to charge the required fee(s), any deficiency, or credit any

overpayment, to Deposit Account Number (enclose an extra copy of this form).
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5. Change in Entity Status (from status indicated above)

3 Applicant certifying micro entity status. See 37 CFR 1.29 NOTE: Absent a valid certification of Micro Entity Status (see form PTO/SB/ 15A and 15B), issue
fee payment in the micro entity amount will not be accepted at the risk of application abandonment.

3 Applicant asserting small entity status. See 37 CFR 1.27 NOTE: If the application was previously under micro entity status, checking this box will be taken
to be a notification of loss of entitlement to micro entity status.

3 Applicant changing to regular undiscounted fee status. NOTE: Checking this box will be taken to be a notification of loss of entitlement to small or micro
entity status, as applicable.

NOTE: The Issue Fee and Publication Fee (if required) will not be accepted from anyone other than the applicant; a registered attorney or agent; or the assignee or other party in
interest as shown by the records of the United States Patent and Trademark Office.

Authorized Signature Date

Typed or printed name Registration No.

This collection of information is required by 37 CFR 1.311. The information is re uired to obtain or retain a benefit by the public which is to file (and by the USPTO to process)
an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. T is collection is estimated to take 12 minutes to complete, including gathering, preparing, and
submitting the completed application form to the USPTO. Time will v de endin upon the individual case. Any comments on the amount of time you require to complete
this form and/or su gestions for reducing this burden, should be sent to e Chief In ormation Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce, P.O.
Box 1450, Alexan ria, Virginia 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450,
Alexandria, Virginia 223 13- 1450.
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.
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UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.goV

APPLICATION NO. FILING DATE F {ST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

 
13/034,340 02/24/2011 Alan H. Auerbach CGR5001USCNT1 1597

PHILIP S. JOHNSON HUI, SAN MINGR
JOHNSON & JOHNSON

ONE JOHNSON & JOHNSON PLAZA
NEW BRUNSWICK, NJ 08933-7003 1629

DATE MAILED: 10/25/2013

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)

(application filed on or after May 29, 2000)

The Patent Term Adjustment to date is 0 day(s). If the issue fee is paid on the date that is three months after the

mailing date of this notice and the patent issues on the Tuesday before the date that is 28 weeks (six and a half

months) after the mailing date of this notice, the Patent Term Adjustment will be 0 day(s).

If a Continued Prosecution Application (CPA) was filed in the aboVe—identified application, the filing date that

determines Patent Term Adjustment is the filing date of the most recent CPA.

Applicant will be able to obtain more detailed information by accessing the Patent Application Information Retrieval

(PAIR) WEB site (http://pair.uspto.goV).

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of

Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be

directed to the Customer Service Center of the Office of Patent Publication at 1—(888)—786—0101 or (571)-272-4200.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with

your submission of the attached form related to a patent application or patent. Accordingly, pursuant to

the requirements of the Act, please be advised that: (1) the general authority for the collection of this

information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the

principal purpose for which the information is used by the U.S. Patent and Trademark Office is to process

and/or examine your submission related to a patent application or patent. If you do not furnish the

requested information, the U.S. Patent and Trademark Office may not be able to process and/or examine

your submission, which may result in termination of proceedings or abandonment of the application or

expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom

of Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of

records may be disclosed to the Department of Justice to determine whether disclosure of these

records is required by the Freedom of Information Act.

2. A record from this system of records may be disclosed, as a routine use, in the course of presenting

evidence to a court, magistrate, or administrative tribunal, including disclosures to opposing counsel

in the course of settlement negotiations.

3. A record in this system of records may be disclosed, as a routine use, to a Member of Congress

submitting a request involving an individual, to whom the record pertains, when the individual has

requested assistance from the Member with respect to the subject matter of the record.

4. A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency

having need for the information in order to perform a contract. Recipients of information shall be

required to comply with the requirements of the Privacy Act of 1974, as amended, pursuant to 5

U.S.C. 552a(m).

5. A record related to an International Application filed under the Patent Cooperation Treaty in this

system of records may be disclosed, as a routine use, to the International Bureau of the World

Intellectual Property Organization, pursuant to the Patent Cooperation Treaty.

6. A record in this system of records may be disclosed, as a routine use, to another federal agency for

purposes of National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy

Act (42 U.S.C. 2l8(c)).

7. A record from this system of records may be disclosed, as a routine use, to the Administrator,

General Services, or his/her designee, during an inspection of records conducted by GSA as part of

that agency's responsibility to recommend improvements in records management practices and

programs, under authority of 44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance

with the GSA regulations governing inspection of records for this purpose, and any other relevant

(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make determinations about
individuals.

8. A record from this system of records may be disclosed, as a routine use, to the public after either

publication of the application pursuant to 35 U.S.C. l22(b) or issuance of a patent pursuant to 35

U.S.C. 151. Further, a record may be disclosed, subject to the limitations of 37 CFR 1.14, as a

routine use, to the public if the record was filed in an application which became abandoned or in

which the proceedings were terminated and which application is referenced by either a published

application, an application open to public inspection or an issued patent.

9. A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local

law enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or

regulation.
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Notices of Allowance and Fee(s) Due mailed between October 1, 2013 and

December 31, 2013

(Addendum to PTOL—85)

If the “Notice of Allowance and Fee(s) Due” has a mailing date on or after October 1, 2013 and before

January 1, 2014, the following information is applicable to this application.

If the issue fee is being timely paid on or after January 1, 2014, the amount due is the issue fee and

publication fee in effect January 1, 2014. On January 1, 2014, the issue fees set forth in 37 CFR 1.18

decrease significantly and the publication fee set forth in 37 CFR l.l8(d)(l) decreases to $0.

If an issue fee or publication fee has been previously paid in this application, applicant is not entitled to a

refund of the difference between the amount paid and the amount in effect on January 1, 2014.
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Application No. App|icant(s)
13/034,340 AUERBACH ET AL.

Notice of Allowability E:“[‘\J'f"\‘/|'|"‘:'G HUI fgtzginit ;‘,'{;,<§‘,;it,',""°"*°'*°
No

-- The MAILING DA TE of this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included
herewith (or previously mailed), a Notice of Allowance (PTOL—85) or other appropriate communication will be mailed in due course. THIS
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

1. El This communication is responsive to

D A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2. I:I An election was made by the applicant in response to a restriction requirement set forth during the interview on ; the restriction

requirement and election have been incorporated into this action.

3. E The allowed claim(s) is/are 37-56. As a result of the allowed claim(s), you may be eligible to benefit from the Patent Prosecution

Highway program at a participating intellectual property office for the corresponding application. For more information, please see

hit’ :/'./vwvw.L.=s ‘to. ov/ atents/init events/' h/'incie;»<.‘s orsend an inquiry to PPHfeedback@us;;to.qov.

4. I:I Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)—(d) or (f).

Certified copies:

a) [I All b) I] Some *c) I:I None of the:

1. D Certified copies of the priority documents have been received.

2. D Certified copies of the priority documents have been received in Application No.j

3. El Copies of the certified copies of the priority documents have been received in this national stage application from the

International Bureau (PCT Rule 17.2(a)).

* Certified copies not received:

Applicant has THREE MONTHS FROM THE “MAILING DATE” of this communication to file a reply complying with the requirements
noted below. Failure to timely comply will result in ABANDONMENT of this application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

5. I:I CORRECTED DRAWINGS (as “replacement sheets”) must be submitted.

I:I including changes required by the attached Examiner’s Amendment / Comment or in the Office action of
Paper No./Mail Date

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d).

6. El DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner’s comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachment(s)

1. El Notice of References Cited (PTO—892) 5. El Examiner’s Amendment/Comment

2. IX Information Disclosure Statements (PTO/SB/08), 6. IX] Examiner’s Statement of Reasons for Allowance
Paper No./Mail Date

3. El Examiner’s Comment Regarding Requirement for Deposit 7. El Other .
of Biological Material

4. I:I Interview Summary (PTO—413),
Paper No./Mail Date

/San—ming Hui/
Primary Examiner, Art Unit 1629

U.S. Patent and Trademark Office

PTOL-37 (Rev. 08-13) Notice of Allowability Part of Paper No./Mail Date 20131021
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Application/Control Number: 13/034,340 Page 2

Art Unit: 1629

The present application is being examined under the pre-AIA first to invent

provisions.

DETAILED ACTION

Continued Examination Under 37 CFR 1. 114

A request for continued examination under 37 CFR 1.114, including the fee set

forth in 37 CFR 1.17(e), was filed in this application after allowance or after an Office

action under Ex Parte Quayle, 25 USPQ 74, 453 O.G. 213 (Comm'r Pat. 1935). Since

this application is eligible for continued examination under 37 CFR 1.114, and the fee

set forth in 37 CFR 1.17(e) has been timely paid, prosecution in this application has

been reopened pursuant to 37 CFR 1.114. Applicant's submission filed on 10/3/2013

has been entered.

Claims 37-56 are pending.

The following is an examiner’s statement of reasons for allowance: essentially

the same reason of allowance as previous communicated in the previous notice of

allowance.

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to SAN-MING HUI whose telephone number is (571)272-

0626. The examiner can normally be reached on Mon - Fri from 9:00 to 5:00.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s

supervisor, Melenie McCormick can be reached on (571) 272-8037. The fax phone

number for the organization where this application or proceeding is assigned is 571 -

273-8300.
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Application/Control Number: 13/034,340 Page 3

Art Unit: 1629

Information regarding the status of an application may be obtained from the

Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toII—free). If you would like assistance from a

USPTO Customer Service Representative or access to the automated information

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.

San—ming Hui

Primary Examiner
Art Unit 1629

/San—ming Hui/

Primary Examiner, Art Unit 1629
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Doc code: IDS

Doc description: Information Disclosure Statement (IDS) Filed

Application Number 13034340

'“F°R“"’“'°“°'S°L°S“RE
STATEMENTBY ’“"’”°"“T
(Not for submission under 37 CFR 1.99)

U.S.PATENTS

Examiner Cite Kind Name of Patentee or Applicant PageS’C0|UmnS’LineS Where
. . * Patent Number Issue Date . Relevant Passages or RelevantInitial No Code1 of cited Document .

Figures Appear

If you wish to add additional U.S. Patent citation information please click the Add button.

U.S.PATENT APPLICATION PUBLICATIONS

. Publication Kind Publication Name of Patentee or Applicant PageS’CO|UmnS’LmeS Where
Cite No . Relevant Passages or RelevantNumber Code1 Date of cited Document .

Figures Appear

Name of Patentee or Pages,Co|umns,Lines
Country Kind Publication where Relevant

Code2i Code4 Date Applicant of Cited Passages or RelevantDocument .
Figures Appear

If you wish to add additional Foreign Patent Document citation information please click the Add button

NON-PATENT LITERATURE DOCUMENTS

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item

(book, magazine, journal, serial, symposium, catalog, etc), date, pages(s), volume-issue number(s),

publisher, city and/or country where published.

Examiner Cite
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(Not for submission under 37 CFR 1.99)

ASCO CANCER FOUNDATION, Poster Session F: Hormone Refractory, ASCO, 2005, -, -

BRUNO ET AL, Targeting cytochrome P450 enzymes: A new approach in anti-cancer drug development, Elsevier,
2007, pages 5047-5060, vol. 15

CANNELL, 100th Annual Meeting of the American Association for Cancer Research, Los Angeles, CA, USA;, http://
onco|ogy.thelancet.com, 2007, pp 471, Volume 8

Collins, et al. “A Systematic Review of the effectiveness of Docetaxel and Mitoxantrone for the Treatement of
Metastatic Hormone—Refractory Prostate Cancer”, British J. of Cancer, 95, pp 457-462 (2006)

COUGAR BIOTECHNOLOGY, Cougar Biotechnology Announces Initiation of Phase I/II Trial for CB7630 (Arbiraterone
Acetate), Cougar Biotechnology, 12-14-2004, -, -

COUGAR BIOTECHNOLOGY, Cougar Biotechnology Announces Presentation of Positive CB7630 Clinical Data at
AACR-NCI-EORTC International Conference on Molecular Targets and Cancer Therapeutics, Cougar Biotechnology,
10-2007, -, -

COUGAR BIOTECHNOLOGY, Cougar Biotechnology Announces Presentation of Positive CB7630 Clinical Data at
ESMO Conference, Drugs.com, 7-2007, -, -

COUGAR BIOTECHNOLOGY, Cougar Biotechnology announces presentation of positive phase I and phase II data at
ASCO Prostate Cancer Symposium, Cougar Biotechnology, 02-23-2007, -, -

COUGAR BIOTECHNOLOGY, Cougar Biotechnology presents CB7630 Phase I clinical data at the 2005 Prostate
Cancer Symposium, AllBusiness, 2005, -, -

COUGAR BIOTECHNOLOGY, Cougar Biotechnology presents positive CB7630 Clinical Data at AACR Annual
Meeting Late-Breaking Clinical Trials Session, Cougar Biotechnology, 04-17-2007, -, -

A (D

COUGAR BIOTECHNOLOGY, Cougar Technology Announces Presentation of Positive CB7630 Clinical Data at
ASCO Annual Meeting, The Free Library, 06-04-2007, -, - WCK1031

Pae 250

ALL REFERENCES COi\iS§{3EREi3 EXCEPT WHERE LINED THROUGH. /S.l-=-I./"

I
I
I
I
I

I

I



WCK1031 
Page 251

'“F°R“"’“'°“°'S°L°S“RE
STATEMENTBY ’“"’”°"“T
(Not for submission under 37 CFR 1.99)

DE BONO ET AL, Inhibition of CYP450c17 by abiraterone administered once daily to castrate patients with prostate
cancer resistant to LHRH analogues, anti—androgens and steriod therapy is well tolerated..., The institute of Cancer
Research, 2007, -, -

i\)

DE COSTER, ET AL., Effects of High—Dose Ketoconazole and Dexamethason on ACTH-Stimulated Adrenal
Steriodogenesis in Orchiectomized Prostatic Cancer Patients, Acta Endocrinologica (Copenh), 1987, pp 265-271,
Volume 115

A Q)

DUC ET AL, In Vitro and in vivo models for the evaluation of potent inhibitors of male rat 17 —hydroxylase/C—|yase,
Pergamon, 2003, pages 537-542, vol. 84

A -i>

ENDOCRINOLOGY, Inhibition of Androgen Synthesis in Human Testicular and Prostatic Microsomes and in Male Rats
by Novel Steroidal Compounds, Endocrinology, 1999, pages 2891-2897, vol. 140 No. 6

A

FOSSA, ET AL., Weekly Docetaxel and Prednisone Versus Prednisolone Alone in Androgen-Independent Prostate
Cancer: A Randomized Phase II Study, European Urology, 2007, pp 1691-1699, Volume 52

A

GERBER, ET AL., Prostate Specific Antigen for Assessing Response to Ketoconazole and Prednisone in Patients with
Hormone Refractory Metastatic Prostate Cancer, The Journal of Urology, 1990, pp 1177-1179, Volume 144, Number 5

HAKKI ET AL, CYP17- and CYP11B-dependent steriod hydroxylases as drug development targets, Elsevier, 2006,
pages 27-52, vol. 11

A

HARRIS, ET AL., Low Dose Ketoconazole with Replacement Doses of Hydrocortisone in Patients with Progressive
Androgen Independent Prostate Cancer, The Journal of Urology, 2002, pp 542-545, Volume 168

A

MOREIRA ET AL, Synthesis and evaluation of novel 17-indazole androstene derivatives designed as CYP17
inhibitors, Elsevier, 2007, pages 939-948, vol. 72

l\) O

NEWELL ET AL, The Cancer Research UK experience of pre-clinical toxicology studies to support early clinical trials
with novel cancer therapies, Elsevier, 2004, pages 899-906, vol. 40

I\) A

PETRYLAK, ET AL., Future Directions in the Treatment of Androgen-Independent Prostate Cancer, Urology, 2005, pp
8-13, Volume 65, Supplement 6A

i\) i\)
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'“F°R“"’“'°“°'S°L°S“RE
STATEMENTBY ’“"’”°"“T
(Not for submission under 37 CFR 1.99)

23 SCHOLZ, ET AL., Long—Term Outcome for Men with Androgen Independent Prostate Cancer Treated with
Ketoconazole and Hydrocortisone, The Journal of Urology, 2005, pp 1947-1952, Volume 173

24 SMALL ET AL, The Case for Socondary Hormaonal Therapies in the Chemotherapy Age, The Journal of Urology,
2006, pages 866 — 871, vol. 176

IWIKIPEDIA, Corticosteriod, undated, website E
E

If you wish to add additional non-patent literature document citation information please click the Add button

EXAMINER SIGNATURE

Examiner Signature /San Mm Hui’, Date Considered 10/gt’/2313

*EXAM|NER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through a

citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at _lgg5gg_qg_._L_}_5.3_E3_T_§;§,§§~Qj:{or MPEP 901.04. 2 Enter office that issued the document, by the two-letter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document.
4 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicant is to place a check mark here
if English language translation is attached.
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Application/Control No. Applicant(s)/Patent Under Reexamination

Issue Classification 13034340 AUERBACH ET AL.
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Primary Examiner.Art Unit 1629 10/21/2013 O.G. Print C|aim(s) O.G. Print Figure

(Primary Examiner) (Date) 1 1

U.S. Patent and Trademark Office Part of Paper No. 20131021
WCK1031

Page 253



WCK1031 
Page 254

Application/Control No. Applicant(s)/Patent Under Reexamination
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Issue Classification 13034340 AUERBACH ET AL.
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Search NOTES 13034340 AUERBACH ET AL.

Examiner Art Unit
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if yau need assistaiice in ctompieting Erie fibrin, caii ‘i—80(.‘r—PTO~919£} arm’ option 2.
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?rivacy Act Statement

The Privacy Act of 1974 (F’.L. 93--579) reouires that you be given certain information in connection with your submission of the

attached form related to a patent appiication or patent. Accordingly, pursuant to the requirements of the Act, please be

advised that: (1) the generai authority for the coiiection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information

soiicited is voluntary; and (3) the principai purpose for which the information is used by the US. Patent and Trademark Office

is to process and./or examine your submission related to a patent appiicatlon or patent. if you do not furnish the requested

information, the US. Patent and Trademark Office may not be abie to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form wiii be subject to the ‘ioiiowing routine uses:
.4.

iv

El-‘S ~ Web 2.‘i.’i5

The information on this form will he treated contidentialiy to the extent aliowed under the Freedom of information

Act (5 552) and the Privacy Act (5 U.S_C. 552a). Records from this system of records may be disciosed to the

of Justice to determine whether the Freedom of ihr"ormation Act reduires disciosure of these records.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a

court, magistrate, or administrative tribunal, inciuding disciosures to opposing counsel in the course of settiement
negotiations.

A record this system of records may be disclosed. as a routine use, to a iviember of Congress submitting a

request invoiving an individuai, to whom the record pertains, when the individuai has requested assistance from the

ivlerhper with respect to the subject matter of the record.

A record this system of records may be disclosed, as a routine use, to a contractor of the Agency having need

for the information in order to perform a contract. Recipients of inforrnatiorl shail be required to comply with the

requirements of the iilrivacy Act of ’l9'r‘4, as amended, pursuant to 5 U.S.C. 552a(m).

A record reiated to an internationai Application filed under the Patent Cooperation Treaty this system of records

may be disciosed, as a routine use, to the lnternationai Bureau of the World inteilectual Property Organization,

pursuant to the Patent Cooperation Treaty.

A record this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 iii-3.C. 2i8(c)).

A record from this system of records may be disclosed. as a routine use, to the Administrator, Generai Services,

or his/her designee. during an inspection of records conducted by GSA as part of that agency‘s responsipiiity to

recommend improvements in records management practices and programs, under authority of 44 U.S_C. 2904 arid

2905. Such disciosure shall be made in accordance with the GSA regulations governing inspection of records for this

purpose, and any other reievant GSA or Ciiommerce) directive. Such disclosure shalt not be used to make
determinations about individuals.

A record from this system of records may be disclosed. as a routine use, to the public after either pubiication of

the application pursuant to 35 Ll.S.C. ‘l22(h) or issuance ot" a patent pursuant to 35 Ll.S.C. 151. Further, a record may

be disclosed, subject to the limitations of 37 CPR 1.14, as a routine use, to the public it the record was tiied in an
appiication which became abandoned or in which the proceedings were terminated and which application is

referenced by either a pubiished application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federai. State, or iocai iaw

enforcement agency, if the USPTO becomes aware of a vioiation or potential violation of law or reguiation.
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PTO/SB/08A (08-00)
Approved for use through 10/31/2002. OMB 0651-0031

U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Under the Paenntork Reduction Act of 1995, no ersons are reuired to resond to a collection of information unless it disla s a valid OMB oontrol number.

Substitute for form 1449A/PTO ABP]/bat/'On Nurnbef 1
Film Date Februar 24, 2011

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
("aa as many ahaata aa naaaaaarvl Attorney Docket Number CGR5001USCNT1

Sheet 1 of 2
U.S. PATENT DOCUMENTS

 
U.S. Patent Document

- Date of Publication Pages, Columns, Lines,
Exammel Kmd Code Name of Patemee or Applicant of Cited Document where relevant passages or
mifials _ (if known) of Cited Document mm_dd_yyyy relevant figures appear

FOREIGN PATENT DOCUMENTS

Foreign Patent Document Date of Publication Pages, Columns, Lines,
T Name of patemee or of Cited Document where relevant

passages or relevant

Offices NUmber4 Kindcodes Applicant of Cited Document figures appear

 
Sinature Considered—

*EXAM|NER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance
and not considered. Include copy of this form with next communication to applicant.

1 Unique citation designation number. 2See attached Kinds of U.S. Patent Documents. 3 Enter Office that issued the document, by the two-letter
code (WIPO Standard ST.3). 4 For Japanese patent documents, the indication ofthe year ofthe reign ofthe Emperor must precede the serial
number ofthe patent document. 5 Kind of document bythe appropriate symbols as indicated on the document underW|PO Standard ST. 16 if
possible. sApplicant is to place a check mark here if English language Translation is attached.

Burden Hour Statement: This form is estimated to take 2.0 hours to complete. Time will vary depending upon the needs ofthe individual case. Any
comments on the amount oftime you are required to complete this form should be sent to the Chief Information Officer, U. S. Patent and Trademark
Office, Washington, DC 20231. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS,SEND TO: Commissioner for Patents, P.O. Box
1450, Alexandria, VA 22313-1450
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PTO/SB/08A (08-00)
Approved for use through 10/31/2002. OMB 0651-0031

U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Under the Paenntork Reduction Act of 1995, no ersons are reuired to resond to a collection of information unless it disla s a valid OMB oontrol number.

Filin Date Februar 24,2011

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
("aa as many ahaata aa naaaaaarvl Attorney Docket Number CGR5001USCNT1

Sheet 2 of 2

OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item
Examiner's Cite (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number( ),ublisher, cit and/or count where ublished

Berry, W. et al. Phase 111 Study of Mitoxantrone Plus Low Dose Prednisone Versus Low
Dose Prednisone Alone in Patients with Asymptomatic Hormone Refractory Prostate Cancer,
The Journal ofUrolo , 2002, aes 2439-2443, Volume 168.

Chang, Ching-Yi, et al. Glucocorticoids Manifest Androgenic Activity in a Cell Derived from
a Metastatic Prostate Cancer, Cancer Research, 2001, pages 8712-8717, Volume 61.

Dorff, TB, Crawford, ED. Management and challenges of corticosteroid therapy in men with
metastatic castrate-resistant prostate cancer, Annals of Oncology, 2013, pages 31-8, Volume
24(1).

Efstathiou, Eleni, et al. Effects ofAbiraterone Acetate on Androgen Signaling in Castrate-
Resistant Prostate Cancer in Bone, American Society of Clinical Oncology, Journal of
Clinical Oncology, 2011, pages 1-8.

Huggins, Charles, et al. Studies on Prostatic Cancer.I. The Effect of Castration, of Estrogen
and of Androgen Injection on Serum Phosphatases in Metastatic Carcinoma of the Prostate,
Cancer Research, 1941, pages 293-297, Volume 1.

Mostaghel, EA. et al. Molecular Pathways: Targeting resistance in the androgen receptor for
theraeutic benefit, Clin Cancer Res, 2013 Dec 4. E 0 ub ahead of 0 rint .
Nishimura, Kazuo, et al. Potential Mechanism for the Effects of Dexamethasone on Growth

of Androgen-Independent Prostate Cancer, Journal of the National Cancer Institute, 2001,
aes 1739-1746, Volume 93.

Oudar, Stephane, et al. Actualite dans le cancer de la prostate, Synthese, Bull Cancer 2005;
92 (10), pgs. 865-873 (relevance in English abstract)

Petrylak, et al. Docetaxel and Estramustine Compared with Mitoxantrone and Prednisone
for Advanced Refractory Prostate Cancer, The New England Journal of Medicine, 2004,
pages 1513-20, Volume 351.

Ryan, et al., Aberaterone Acetate in Metastatic Prostate Cancer Without Previous
Chemotherapy, The New England Journal of Medicine, 2013, 368: 138-148.

Sartor, et al, Ahiraterone Prolongs S'u1'vival in Metastatic: Prtastate Cancer, Nature Revievvs
Clinical Oncolora r, 2011, 515-16, Voiume 8.

Tannock, IF, et al. Docetaxel plus prednisone or mitoxantrone plus prednisone for advanced
prostate cancer, The New England Journal of Medicine, 2004, pages 1502-1512, Volume

N

Examiner Date
Sinature Considered
*EXAM|NER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance and not considered. Include copy of this form with
next communication to applicant.
1 Unique citation designation number. 2 Applicant is to place a check mark here if English language Translation is attached.
Burden Hour Statement: This form is estimated to take 2.0 hours to complete. '|'Ime will vary depending upon the needs of the individual case. Any comments on the amount of time you are required to
complete this form should be sent to the Chief Information Officer, U. S. Patent and Trademark Offioe, Washington, DC 20231.
DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
Examiner Name San Ming R. Hui
Attorne Docket Number CGR5001USCNT1
 

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate selection(s):

I:I That each item of information contained in the information disclosure statement was first cited in any
communication from a foreign patent office in a counterpart foreign application not more than three
months prior to the filing of the information disclosure statement. See 37 CFR 1.97(e)(1).

OR

I:I Fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

I:I Attached are copies of search report(s) from corresponding patent application(s), which are listed on
the attached Submission Under MPEP 609.06.

IZ In accordance with §1.97(b), since this Information Disclosure Statement is being filed either within
three months of the filing date of the above—identified national application (other than a continued
prosecution application under §1.53(d)), within three months of the date of entry into the national

stage of the above identified application as set forth in §1.491, or before the mailing date of a first
Office Action on the merits of the above—identified application, or before the mailing date of a first
Office Action after the filing of a request for continued examination under §1.114, no additional fee is
required.

IX Please charge any deficiency or credit any overpayment to Deposit Account No. 10- 0750/
CGR5001USCNT1/TET.

I:I None

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see
CFR 1.4(d) for the form of the signature.
 

Signature /Timothy E. Tracy, Reg. No. Date (YYYY-MM-DD) 2014-01-10
39,401/

Name/Print Timothy E. Tracy Registration Number 39,401
CERTIFICATE OF TRANSMISSION

I hereby certify that this correspondence is being electronically filed via EFS-Web to the Commissioner
for Patents with the U.S. Patent and Trademark Office on: January 14, 2014

Name (print/tyne) Denise Mattos-Bosque
Si nature /Denise Mattos-Bos ue/ Date Januar 10, 2014

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the public
which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This
collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed application form to the
USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you require to complete this form
and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S.
Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS
ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.
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Electronic Patent Application Fee Transmittal

Title of Invention: METHODS AND COMPOSITIONS FOR TREATING CANCER

First Named Inventor/Applicant Name: Alan H. Auerbach

Attorney Docket Number: CGR5001USCNT1

Utility under 35 USC111(a) Filing Fees

Sub-Total in

USD($)
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Description Fee Code Quantity
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Sub-Total in

USD($)

Miscellaneous:

Description Fee Code Quantity

Request for Continued Examination 1801 1200 1200
Total in USD (S) 
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Electronic Acknowledgement Receipt

m

—

Title of Invention: METHODS AND COMPOSITIONS FOR TREATING CANCER

I

Payment information:

Submitted with Payment yes—

—Auth°“zedUser  
The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

Charge any Additional Fees required under 37 C.F.R. Section 1.16 (National application filing, search, and examination fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.17 (Patent application and reexamination processing fees) VF-III:
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Charge any Additional Fees required under 37 C.F.R. Section 1.19 (Document supply fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.20 (Post Issuance fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.21 (Miscellaneous fees and charges)

File Listing:

Document . . File Size(Bytes)/ Multi Pages

Request for Continued Examination
(RCE) sb0030e_RCE_10Jan14.pdf 8f8e039d bf5b96f6ef9af22f0bf8b2d bb65 7:

a12

This is not a USPTO supplied RCE SB30 form.

366077
Information Disclosure Statement (IDS) CGR5001USCNT1_1449_10Jan

Form (SB08) 14.pdf c33f3b49b1452fea1fe45efdec9fc3b59ce65
784

Information:

This is not an USPTO supplied IDS fillable form

274569
Information Disclosure Statement (IDS) |DSCertifStm_1449wRCE_10Jan

Form (SB08) 14.pdf ba987bab7cb6a266d828ae1dd52eb61a7d
d2dcdc

Information‘

This is not an USPTO supplied IDS fillable form

Non Patent Literature Berry_JUro|_2002.pdf d00379d301e5cf2a664c0de8b564bbb852 u

Information:

522795

Non Patent Literature Chang_CancerRes_2001.pdf
947e4f3c917d3e85d840bc345d37d571263

07248

Information:

214205

Non Patent Literature Dorff_AnnOnc_2012.pdf
94cb53fa2bbe20d047ff33a15890e93528af

27db

Information:

_ _ 205288
EfstathIou_JournC|InOnco|_201

Non Patent Literature Lpdf 2e665457b94e97bb281c6a748c03207ee5a
5388:

WCK1031
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1449687

Non Patent Literature Huggins_CancerRes_1941.pdf 5adb5593f9d6eeebd0e83f8060454b36f09
68dac

Information:

_ 4351720
Mostaghe|_C|InCancerRes_201

Non Patent Literature 3.pdf 45ea516ea40668a6b3bcc3896fe1259b48f

Information:

_ _ 336227
NIshImura_Nat|Cancer|nst_200

Non Patent Literature Lpdf 8114009bffc2be36cd1c56d294d2b4ec77d
48a30

Information:

2891641

Non Patent Literature Oudard_Bu||Cancer_2005.pdf a1b43d93f4d7cb05a4882b758975686be7a
441 ad

Information:

183846

Non Patent Literature Petry|ak_NEng|JMed_2004.pdf f5da5013fac650bc692b644a354944c4c763
df67

Information:

229013

Non Patent Literature Ryan_NewEng|JMed_2013.pdf 149bc3a0015c890ee644fd0d7dbd52807c0
f0bd6

Information:

Non Patent Literature Sartor_ROA_2012.pdf 927a901d5d35608499b5693f77b94ae418 -
fb436

Information:

142400

Non Patent Literature Tannock_NEng|JMed_2004.pdf 4064489b6579cf249c1e6113af7edd86926
d9dcd

Information:

Fee Worksheet (SB06) fee-info.pdf 407e1fd9e6954f8d8c743539dcc2d8d15d4
7285d

Information: Page 259
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Total Files Size (in bytes) 11411837

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.

WCK1031

Page 270



WCK1031 
Page 271

UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.gov

 
NOTICE OF ALLOWANCE AND FEE(S) DUE

27777 7590 02/11/2014

PHILIP S. JOHNSON HUI, SAN MING R
JOHNSON & JOHNSON

ONE JoHNsoN&JoHNsoN PLAZA
NEW BRUNSWICK, NJ 08933-7003 1521

DATE MAILED: 02/1 1/2014

13/034,340 02/24/2011 Alan H. Auerbach CGR5001USCNT1 1597

TITLE OF INVENTION: METHODS AND COMPOSITIONS FOR TREATING CANCER

APPLN. TYPE ENTITY STATUS ISSUE FEE DUE PUBLICATION FEE DUE PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE

$960 $0 $0 $960nonprovisional UNDISCOUNTED 05/12/2014

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS.

THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS
STATUTORY PERIOD CANNOT BE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS

PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM
WILL BE CONSIDERED A REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW
DUE.

HOW TO REPLY TO THIS NOTICE:

I. Review the ENTITY STATUS shown above. If the ENTITY STATUS is shown as SMALL or MICRO, verify Whether entitlement to that
entity status still applies.

If the ENTITY STATUS is the same as shown above, pay the TOTAL FEE(S) DUE shown above.

If the ENTITY STATUS is changed from that shown above, on PART B - FEE(S) TRANSMITTAL, complete section number 5 titled
"Change in Entity Status (from status indicated above)".

For purposes of this notice, small entity fees are 1/2 the amount of undiscounted fees, and micro entity fees are 1/2 the amount of small entity
fees.

II. PART B - FEE(S) TRANSMITTAL, or its equivalent, must be completed and returned to the United States Patent and Trademark Office
(USPTO) with your ISSUE FEE and PUBLICATION FEE (if required). If you are charging the fee(s) to your deposit account, section "4b"
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, a
request to reapply a previously paid issue fee must be clearly made, and delays in processing may occur due to the difficulty in recognizing
the paper as an equivalent of Part B.

III. All communications regarding this application must give the application number. Please direct all communications prior to issuance to
Mail Stop ISSUE FEE unless advised to the contrary.

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of
maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due.

page 1 0f3 WCK1031
Page 271
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PART B - FEE(S) TRANSMITTAL

Complete and send this form, together with applicable fee(s), to: Mail Mail Stop ISSUE FEE
Commissioner for Patents
P.O. Box 1450

Alexandria, Virginia 22313-1450
or1 (571)-273-2885

INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks 1 through 5 should be completed where

appropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address asin icated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS" formaintenance fee notifications.

Note: A certificate of mailin can only be used for domestic mailings of the
Fee(s) Transmittal. This certi icate cannot be used for any other accompanying

CURRENT CORRESPONDENCE ADDRESS (Note: Use Block 1 for any Change Ofaddress) fiapers. Each additional paper, such as an assignment or formal drawing, mustave its own certificate of mailing or transmission.

Certificate of Mailing or Transmission
27777 7590 02/11/2014 I hereby certify that this Fee(s) Transmittal is being deposited with the United

PHILIP J States Postal Service with sufficient postage for first class mail in an envelope

JOHNSON & JOHNSON addressed to the Mail Stop ISSUE FEE address above, or being facsimiletransmitted to the USPTO (571) 273-2885, on the date indicated below.
ONE JOHNSON & JOHNSON PLAZA

NEW BRUNSWICK, NJ 08933-7003 ‘D°P°S“°"S W)(Signature)

(Date) 
APPLICATION NO. FILING DATE F {ST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

13/034,340 02/24/2011 Alan H. Auerbach CGR5001USCNT1 1597

TITLE OF INVENTION: METHODS AND COMPOSITIONS FOR TREATING CANCER

APPLN. TYPE ENTITY STATUS ISSUE FEE DUE PUBLICATION FEE DUE PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE

$0 $0nonprovisional UNDISCOUNTED $960 $960 05/12/2014

HUI, SAN MING R 1621 514-170000

1. Change of correspondence address or indication of "Fee Address" (37 2. For printing on the patent front page, list
CFR 1.363). . 1(1) The names of up to 3 registered patent attorneys

3 Chan e of correspondence address (or Change of Correspondence or agents OR, alternatively,
Address orm PTO/SB/ 122) attached. 2(2) The name of a single firm (having as a member a

registered attorney or agent) and the names of up to
2 registered patent attorneys or agents. If no name is 3
listed, no name will be printed.

3 "Fee Address" indication (or "Fee Address" Indication form
PTO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer
Vumber is required.

 
3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type)

PLEASE NOTE: Unless an assignee is identified below, no assignee data will appear on the patent. If an assignee is identified below, the document has been filed for
recordation as set forth in 37 CFR 3.11. Completion of this form is NOT a substitute for filing an assignment.

(A) NAME OF ASSIGNEE (B) RESIDENCE: (CITY and STATE OR COUNTRY)

Please check the appropriate assignee category or categories (will not be printed on the patent) : '3 Individual '3 Corporation or other private group entity '3 Government

4a. The following fee(s) are submitted: 4b. Payment of Fee(s): (Please first reapply any previously paid issue fee shown above)
3 Issue Fee 3 A check is enclosed.

3 Publication Fee (No small entity discount permitted) 3 Payment by credit card. Form PTO-2038 is attached.
3 Advance Order — # of Copies 3 The Director is hereby authorized to charge the required fee(s), any deficiency, or credits any

overpayment, to Deposit Account Number (enclose an extra copy of this form).

5. Change in Entity Status (from status indicated above)

3 Applicant certifying micro entity status. See 37 CFR 1.29 \IOTE: Absent a valid certification of Micro Entity Status (see forms PTO/SB/ 15A and 15B), issue
fee payment in the micro entity amount will not be accepted at the risk of application abandonment.

3 Applicant asserting small entity status. See 37 CFR 1.27 \IOTE: If the application was previously under micro entity status, checking this box will be taken
to be a notification of loss of entitlement to micro entity status.

3 Applicant changing to regular undiscounted fee status. \IOTE: Checking this box will be taken to be a notification of loss of entitlement to small or micro
entity status, as applicable.

NOTE: This form must be signed in accordance with 37 CFR 1.31 and 1.33. See 37 CFR 1.4 for signature requirements and certifications.

Authorized Signature Date

Typed or printed name Registration No.

WCK1031

Page 2 of 3 page 272

PTOL-85 Part B (10-13) Approved for use through 10/31/2013. OMB 0651-0033 U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE



WCK1031 
Page 273

UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.goV

APPLICATION NO. FILING DATE F {ST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

 
13/034,340 02/24/2011 Alan H. Auerbach CGR5001USCNT1 1597

PHILIP S. JOHNSON HUI, SAN MINGR
JOHNSON & JOHNSON

ONE JOHNSON & JOHNSON PLAZA
NEW BRUNSWICK, NJ 08933-7003 1621

DATE MAILED: 02/1 1/2014

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)

(application filed on or after May 29, 2000)

The Patent Term Adjustment to date is 0 day(s). If the issue fee is paid on the date that is three months after the

mailing date of this notice and the patent issues on the Tuesday before the date that is 28 weeks (six and a half

months) after the mailing date of this notice, the Patent Term Adjustment will be 0 day(s).

If a Continued Prosecution Application (CPA) was filed in the aboVe—identified application, the filing date that

determines Patent Term Adjustment is the filing date of the most recent CPA.

Applicant will be able to obtain more detailed information by accessing the Patent Application Information Retrieval

(PAIR) WEB site (http://pair.uspto.goV).

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of

Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be

directed to the Customer Service Center of the Office of Patent Publication at 1—(888)—786—0101 or (571)-272-4200.
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OMB Clearance and PRA Burden Statement for PTOL-85 Part B

The Paperwork Reduction Act (PRA) of 1995 requires Federal agencies to obtain Office of Management and

Budget approval before requesting most types of information from the public. When OMB approves an agency
request to collect information from the public, OMB (i) provides a valid OMB Control Number and expiration

date for the agency to display on the instrument that will be used to collect the information and (ii) requires the

agency to inform the public about the OMB Control Number’s legal significance in accordance with 5 CFR
1320.5(b).

The information collected by PTOL-85 Part B is required by 37 CFR 1.311. The information is required to obtain

or retain a benefit by the public which is to file (and by the USPTO to process) an application. Confidentiality is

governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 12 minutes to complete,
including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary

depending upon the individual case. Any comments on the amount of time you require to complete this form

and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and

Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, Virginia 22313-1450. DO NOT
SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box

1450, Alexandria, Virginia 22313-1450. Under the Paperwork Reduction Act of 1995, no persons are required to

respond to a collection of information unless it displays a valid OMB control number.

Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection witl1 your
submission of the attached form related to a patent application or patent. Accordingly, pursuant to the

requirements of the Act, please be advised that: (1) the general authority for the collection of this information is
35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the principal purpose for which

the information is used by the U.S. Patent and Trademark Office is to process and/or examine your submission

related to a patent application or patent. If you do not furnish the requested information, the U.S. Patent and

Trademark Office may not be able to process and/or examine your submission, which may result in termination of
proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:
1. The information on this form will be treated confidentially to the extent allowed under the Freedom of

Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of records

may be disclosed to the Department of Justice to determine whether disclosure of these records is required

by the Freedom of Information Act.

. A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence
to a court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of

settlement negotiations.

. A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a

request involving an individual, to whom the record pertains, when the individual has requested assistance
from the Member with respect to the subject matter of the record.

. A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having

need for the information in order to perform a contract. Recipients of information shall be required to

comply with the requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).
. A record related to an International Application filed under the Patent Cooperation Treaty in this system of

records may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property

Organization, pursuant to the Patent Cooperation Treaty.

. A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes
of National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C.
218(c)).

. A record from this system of records may be disclosed, as a routine use, to the Administrator, General

Services, or his/her designee, during an inspection of records conducted by GSA as part of that agency's
responsibility to recommend improvements in records management practices and programs, under authority

of 44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance with the GSA regulations

governing inspection of records for this purpose, and any other relevant (i.e., GSA or Commerce) directive.
Such disclosure shall not be used to make determinations about individuals.

. A record from this system of records may be disclosed, as a routine use, to the public after either publication

of the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a

record may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the
record was filed in an application which became abandoned or in which the proceedings were terminated

and which application is referenced by either a published application, an application open to public

inspection or an issued patent.

. A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulationl’};’CKlg:;ll1age
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Application No. App|icant(s)
13/034,340 AUERBACH ET AL.

Notice of Allowability gmjihi/136 HUI fgtzyn" ’F‘:{;,<;‘,;S,‘,,',""°"‘°"°
No

-- The MAILING DA TE of this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included
herewith (or previously mailed), a Notice of Allowance (PTOL—85) or other appropriate communication will be mailed in due course. THIS
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

1. IX This communication is responsive to 1/10/2014.

D A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2. I:l An election was made by the applicant in response to a restriction requirement set forth during the interview on ; the restriction

requirement and election have been incorporated into this action.

3. IX The allowed cIaim(s) is/are 37-56. As a result of the allowed cIaim(s), you may be eligible to benefit from the Patent Prosecution

Highway program at a participating intellectual property office for the corresponding application. For more information, please seein.

hit’ :/'/wwwusrto. ov/ atents/'init events/' I1/ir1ciex.'s' or send an inquiry to r'PHfeedback us today.

4. I:l Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)—(d) or (f).

Certified copies:

a) I:l All b) D Some *c) I:I None of the:

1. El Certified copies of the priority documents have been received.

2. I:I Certified copies of the priority documents have been received in Application No.

3. El Copies of the certified copies of the priority documents have been received in this national stage application from the

International Bureau (PCT Rule 17.2(a)).

* Certified copies not received:

Applicant has THREE MONTHS FROM THE “MAILING DATE” of this communication to file a reply complying with the requirements
noted below. Failure to timely comply will result in ABANDONMENT of this application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

5. I] CORRECTED DRAWINGS ( as “replacement sheets”) must be submitted.

I:I including changes required by the attached Examiner’s Amendment / Comment or in the Office action of
Paper No./Mail Date

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d).

6. I] DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner’s comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachment(s)

1. I] Notice of References Cited (PTO—892) 5. El Examiner’s Amendment/Comment

2. IX] Information Disclosure Statements (PTO/SB/08), 6. IX Examiner’s Statement of Reasons for Allowance
Paper No./Mail Date

3. I] Examiner’s Comment Regarding Requirement for Deposit 7. I:I Other .
of Biological Material

4. I] Interview Summary (PTO—413),
Paper No./Mail Date

/SAN—MING HUI/

Primary Examiner, Art Unit 1621

U.S. Patent and Trademark Office

PTOL-37 (Rev. 08-13) Notice of Allowability Part of Paper No./Mail Date 20140128
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Application/Control Number: 13/034,340 Page 2

Art Unit: 1621

The present application is being examined under the pre-AlA first to invent

provisions.

DETAILED ACTION

A request for continued examination under 37 CFR 1.114, including the fee set

forth in 37 CFR 1.17(e), was filed in this application after allowance or after an Office

action under Ex Parte Quayle, 25 USPQ 74, 453 O.G. 213 (Comm'r Pat. 1935). Since

this application is eligible for continued examination under 37 CFR 1.114, and the fee

set forth in 37 CFR 1.17(e) has been timely paid, prosecution in this application has

been reopened pursuant to 37 CFR 1.114. Applicant's submission filed on 1/10/2014

has been entered.

REASONS FOR ALLOWANCE

The following is an examiner’s statement of reasons for allowance: the herein

claimed method of treating prostate cancer is essentially the same as the notice of

allowance mailed 7/30/2013. The commercial success of the combination of prednisone

and abiraterone to treat prostate cancer obviate the rejection under 35 USC 103(a).

Claims 37-56 are allowed.

Any comments considered necessary by applicant must be submitted no later

than the payment of the issue fee and, to avoid processing delays, should preferably

accompany the issue fee. Such submissions should be clearly labeled “Comments on

Statement of Reasons for Allowance.”

WCK1031
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Application/Control Number: 13/034,340 Page 3

Art Unit: 1621

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to SAN-MING HUI whose telephone number is (571)272-

0626. The examiner can normally be reached on Mon — Fri from 9:00 to 5:00.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s

supervisor, Melenie McCormick can be reached on (571) 272-8037. The fax phone

number for the organization where this application or proceeding is assigned is 571 —

273-8300.

Information regarding the status of an application may be obtained from the

Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a

USPTO Customer Service Representative or access to the automated information

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.

San—ming Hui

Primary Examiner
Art Unit 1621

/SAN—MING HUI/

Primary Examiner, Art Unit 1621
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PTO/SB/08A (08-00)
Approved for use through 10/31/2002. OMB 0651-0031

U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Under the Paenntork Reduction Act of 1995, no ersons are reuired to resond to a collection of information unless it disla s a valid OMB oontrol number.

Substitute for form 1449A/PTO ABP]/bat/'On Nurnbef 1
Film Date Februar 24, 2011

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
("aa as many ahaata aa naaaaaarvl Attorney Docket Number CGR5001USCNT1

Sheet 1 of 2
U.S. PATENT DOCUMENTS

 
U.S. Patent Document

- Date of Publication Pages, Columns, Lines,
Exammel Kmd Code Name of Patemee or Applicant of Cited Document where relevant passages or
mifials _ (if known) of Cited Document mm_dd_yyyy relevant figures appear

FOREIGN PATENT DOCUMENTS

Foreign Patent Document Date of Publication Pages, Columns, Lines,
T Name of patemee or of Cited Document where relevant

passages or relevant

Offices NUmber4 Kindcodes Applicant of Cited Document figures appear

 
Sinature Considered—

*EXAM|NER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance
and not considered. Include copy of this form with next communication to applicant.

1 Unique citation designation number. 2See attached Kinds of U.S. Patent Documents. 3 Enter Office that issued the document, by the two-letter
code (WIPO Standard ST.3). 4 For Japanese patent documents, the indication ofthe year ofthe reign ofthe Emperor must precede the serial
number ofthe patent document. 5 Kind of document bythe appropriate symbols as indicated on the document underW|PO Standard ST. 16 if
possible. sApplicant is to place a check mark here if English language Translation is attached.

Burden Hour Statement: This form is estimated to take 2.0 hours to complete. Time will vary depending upon the needs ofthe individual case. Any
comments on the amount oftime you are required to complete this form should be sent to the Chief Information Officer, U. S. Patent and Trademark
Office, Washington, DC 20231. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS,SEND TO: Commissioner for Patents, P.O. Box
1450, Alexandria, VA 22313-1450
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PTO/SB/08A (08-00)
Approved for use through 10/31/2002. OMB 0651-0031

U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Under the Paenntork Reduction Act of 1995, no ersons are reuired to resond to a collection of information unless it disla s a valid OMB oontrol number.

Filin Date Februar 24,2011

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
("aa as many ahaata aa naaaaaarvl Attorney Docket Number CGR5001USCNT1

Sheet 2 of 2

OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item
Examiner's Cite (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number( ),ublisher, cit and/or count where ublished

Berry, W. et al. Phase 111 Study of Mitoxantrone Plus Low Dose Prednisone Versus Low
Dose Prednisone Alone in Patients with Asymptomatic Hormone Refractory Prostate Cancer,
The Journal ofUrolo , 2002, aes 2439-2443, Volume 168.

Chang, Ching-Yi, et al. Glucocorticoids Manifest Androgenic Activity in a Cell Derived from
a Metastatic Prostate Cancer, Cancer Research, 2001, pages 8712-8717, Volume 61.

Dorff, TB, Crawford, ED. Management and challenges of corticosteroid therapy in men with
metastatic castrate-resistant prostate cancer, Annals of Oncology, 2013, pages 31-8, Volume
24(1).

Efstathiou, Eleni, et al. Effects ofAbiraterone Acetate on Androgen Signaling in Castrate-
Resistant Prostate Cancer in Bone, American Society of Clinical Oncology, Journal of
Clinical Oncology, 2011, pages 1-8.

Huggins, Charles, et al. Studies on Prostatic Cancer.I. The Effect of Castration, of Estrogen
and of Androgen Injection on Serum Phosphatases in Metastatic Carcinoma of the Prostate,
Cancer Research, 1941, pages 293-297, Volume 1.

Mostaghel, EA. et al. Molecular Pathways: Targeting resistance in the androgen receptor for
theraeutic benefit, Clin Cancer Res, 2013 Dec 4. E 0 ub ahead of 0 rint .
Nishimura, Kazuo, et al. Potential Mechanism for the Effects of Dexamethasone on Growth

of Androgen-Independent Prostate Cancer, Journal of the National Cancer Institute, 2001,
aes 1739-1746, Volume 93.

Oudar, Stephane, et al. Actualite dans le cancer de la prostate, Synthese, Bull Cancer 2005;
92 (10), pgs. 865-873 (relevance in English abstract)

Petrylak, et al. Docetaxel and Estramustine Compared with Mitoxantrone and Prednisone
for Advanced Refractory Prostate Cancer, The New England Journal of Medicine, 2004,
pages 1513-20, Volume 351.

Ryan, et al., Aberaterone Acetate in Metastatic Prostate Cancer Without Previous
Chemotherapy, The New England Journal of Medicine, 2013, 368: 138-148.

Sartor, et al, Ahiraterone Prolongs S'u1'vival in Metastatic: Prtastate Cancer, Nature Revievvs
Clinical Oncolora r, 2011, 515-16, Voiume 8.

Tannock, IF, et al. Docetaxel plus prednisone or mitoxantrone plus prednisone for advanced
prostate cancer, The New England Journal of Medicine, 2004, pages 1502-1512, Volume

1

Examiner , , Date «,1 ' ,

/Sani\/iini~ful/’ 0=!aa/2014*EXAM|NER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance and not considered. Include copy of this form with
next communication to applicant.
1 Unique citation designation number. 2 Applicant is to place a check mark here if English language Translation is attached.
Burden Hour Statement: This form is estimated to take 2.0 hours to complete. '|'Ime will vary depending upon the needs of the individual case. Any comments on the amount of time you are required to
complete this form should be sent to the Chief Information Officer, U. S. Patent and Trademark Offioe, Washington, DC 20231.
DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.
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Application/Control No. Applicant(s)/Patent Under
Reexamination

Index Of C/aims 13034340 AUERBACH ET AL.

Examiner Art Unit

SAN—M|NG HUI 1629 
I] 0 ‘U>El Claims renumbered in the same order as presented by applicant

CLAIM DATE

Fine“2‘
2222222“
2222222“
2222222“
2222222“
222222)“
3222222111
2222222“
2122222222‘
2222222111
2222222“
2222222“
2222222“

13 2222222“
_; A

_; U1

_; O5

_; \l

_; O0

_; (O

MO

N _;

MM

MA

M U‘!

M05

N \l

M00

MO

00O

00 _;
00MM00
33

34 2222222“
2222222“
2222222“

US. Patent and Trademark Office Part of Paper No. : 20140128
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Application/Control No. Applicant(s)/Patent Under

Reexamination

Index Of C/aims 13034340 AUERBACH ET AL.

Allowed Restricted Interference Objected

Examiner Art Unit

SAN—M|NG HUI 1629

Cancelled Non-Elected

U 0-u> El —l U[I Claims renumbered in the same order as presented by applicant |:I R.1.47

CLAIM DATE

Fine“22
A222
A222
A222
A222
A222
A222
A222
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A222
A222
A222
2222“
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A222
A222
23222

US. Patent and Trademark Office Part of Paper No. : 20140128
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Application/Control No. Applicant(s)/Patent Under
Reexamination

Search NOTES 13034340 AUERBACH ET AL.

Examiner Art Unit

SAN-MING HUI 1323     
CPC- SEARCHED

US CLASSIFICATION SEARCHED

170,182 1/29/14

SEARCH NOTES

‘ 
EAST search and inventor search in PALM
EAST search and inventor search in PALM
EAST search and inventor search in PALM
EAST search and inventor search in PALM
EAST search and inventor search in PALM
EAST search and inventor search in PALM

INTERFERENCE SEARCH

US Classl US Subclass / CPC GroupCPC S mbol

170,182 6/28/13
170,182 10/21/13
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INTERFERENCE SEARCH
 

US Classl US Subclass / CPC Group Date Examiner

CPC Symbol
514 170,182 1/29/14 SH
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Application/Control No. Applicant(s)/Patent Under Reexamination

Issue Classification 13034340 AUERBACH ET AL.

iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii iiiiiii iii
SAN—M|NG HUI 1629

Svmb°'

CPC Combination Sets

svmw 3%

Total Claims Allowed:

20
(Assistant Examiner)
/SAN-MING HU|/

Primary Examiner.Art Unit 1621 01/29/2014 O.G. Print C|aim(s) O.G. Print Figure

(Primary Examiner) (Dam) 1 1

US. Patent and Trademark Office Part of Paper No. 20140128
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Application/Control No. Applicant(s)/Patent Under Reexamination

Issue Classification 13034340 AUERBACH ET AL.

iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii iiiiiii iii
SAN—M|NG HUI 1629

US ORIGINAL CLASSIFICATION INTERNATIONAL CLASSIFICATION

H-2-.‘

‘ ‘cnoss REFERENCE(S) I... 11--

IIIIOIIIIO
jjjjfiflflj---IO

Total Claims Allowed:

20
(Assistant Examiner) /SAN-MING HU|/

Primary Examiner.Art Unit 1621 01/29/2014 O.G. Print C|aim(s) O.G. Print Figure

(Primary Examiner) (Dam) 1 1

US. Patent and Trademark Office Part of Paper No. 20140128
WCK1031
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Application/Control No. Applicant(s)/Patent Under Reexamination

Issue Classification 13034340 AUERBACH ET AL.

iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii iiiiiii iii
SAN—M|NG HUI 1629

IZ Claims renumbered in the same order as presented by applicant [I [I T.D |:I

Final Original Final Original Final Original Final Original Final Original Final Original Final Original Final Original

Total Claims Allowed:

 
20

(Assistant Examiner)
/SAN-MING HU|/

Primary Examiner.Art Unit 1621 01/29/2014 O.G. Print C|aim(s) O.G. Print Figure

(Primary Examiner) (Dam) 1 1

US. Patent and Trademark Office Part of Paper No. 20140128
WCK1031

Page 286



WCK1031 
Page 287

EAST Search History

EAST Search History

EAST Search History (Prior Art)

abiraterone

prdnisone

prednisone

514/170.cc|s.

514/182.cc|s.

cancer

L3 same L11

9320097".pn.

9509178".pn.

9509178".pn. 1
and L11

1/29/2014 9:41 :34 AM

C:\Users\shui\Documents\EAST\Workspaces\13-034340.wsp

Default

US PGPUB; USPAT; EPO; JPO;
ERWENT; I BM_TDB

§US-PGPUB; USPAT; EPO; JPO;
DERWENT; |BM_TDB

S-PGPUB; USPAT; EPO; JPO;

§US—PGPUB; USPAT; EPO; JPO;
§DERWENT; |BM_TDB

§US—PGPUB; USPAT; EPO; JPO;
§DERWENT; |BM_TDB

S-PGPUB; USPAT; EPO; JPO;

..E.F.*i!.\.’.E.'.\.!I2...'...E.3.'.\./.':.T.P..E.3............................. ...........................
S-PGPUB; USPAT; EPO; JPO;

..E.F.*i!.\.’.E.'.\.!I2...'...E.3.'.\./.':.T.P..E.3............................. ...........................
§US-PGPUB; USPAT; EPO; JPO; =

ERWENT; |BM_TDB

—PGPUB; USPAT; EPO; JPO;

DERWENT; I BM_TDB

Plurals Time

$2014/o1/29;
§o9:4o

§2o14/o1/29;
§o9:4o

§2o14/o1/29;

§2o14/o1/29;

§2o14/o1/29;

§2o14/01/29 09:40

file:///CI/Users/shui/Documents/e—Red%2OF01der/13034340/EASTSearchHist0ry.13034340_Accessib1eVersi0n.htm[1/29/2014 9:41:53 AM]
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Doc: cc:-tie: RCEX i—"i'O/SB/‘BOEFS (07-09)-
Doc description: F-iequesi. for Continued Examination (ROE) ‘ ‘

 
r------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------.

REQUEST FQR CQNTENLEEB EXAMiNATiGN(RCE)TRA?€$FifiiTTAL

{Submitted Qniy vie EF$—Weh)

Aopiicatron 13034340 Fliing 2m1_G2_24 [‘)ocket“i\iuniper
i Number Date (if appiacabie)

First Named . Examiner . .
i _ ./-\.Ean i-l, Atierpaczn San iviing R. Hui
g inventor Name

This is a Request far Continued Examination {REE} uncier 37 CFR 1.114 of the aiaevenicientifieri appiieation.
Request for Continued Examination (ROE) practice under 37 CFR 1.114 does not appiy to utiiiiy or plant application fiied prior to June 8,

or to any design aopliazaii-:>ri. The lristrucrticn Siieet E-:>r this fc:-rm is located at vvwvv.us::>T-:>.c;ov

 
 

SlJBl\/iiSSiON RECELHRED UNDER 37' CFR 1.114

Neale: if ine is preper, any previousiy iiied uneniereci arnendrnents and amenciments enazioseci with the REE will be entere-:3‘ in the carrier
which tney were filed unless applicant instructs otiierwise. lr' applicant does wish to have any previousiy filed unenterecl arnencirneni(s)

red, applicant rr'-=,-st re-' e ' 
 

 

 
submission even if iiiis box is not checked.

Consider the arguments in the Appeai Brief or Reply Brief previously filed on

D Other

Encl-used

Arneridrnent/Reply

information Disclosure Statement (EDS)

[:] Afficiavii(s:)/' Declai'aiii)n(s)

Other
____i‘v‘-5‘~'=F’6D9D
 

MESCELLAN EQUS

Suspension of action on the above-identified appiicaiion is requested or-.cler 3?’ OF}? ‘E .’iO3(c:) ior a period of rnonins
' (Period of suspension shaii not exceed 3 rnoriihs; Fee uricier 3.7 CFR ’i.i7'(i‘; required‘,-

 
FEES

: The REE fee umier 37 CFR ’i.17{e) is required by 37 CFR 1.114 when the REE is flied.
The Director is hereby authorized io charge any underpayment of fees, or credit overpayments, to

' Deposit Account No 139759

S~fiGE\lA'i'URE Oi-'9 APPLiCAN'i', ATTORNEY, OR REQMRED

Patent Practitioner Signature

E] Applicant Signature
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Dec: cc:-tie: RCEX i—"i'O/SB/‘BOEFS (07-09)-
Doc description: F-tequest for Continued Examination (ROE) ADD!‘U.S Paterrarid Trad

Uriderthe Papeiwmrk Reriuctiori Act mt‘ no pversons are required to respor‘-rt to a cuilectamri of inform ,

 

  

"""""""""""""""""""""""""""""""""""""""""""""""""""""'Eii§5;?3&3};-§5'i$E§i'i§I£§i3E£;i"LiTs1"i3I£{iEi%{'i3E£EiiiiSS£é'i""""""""""""""""""""""""""""""""""""""""""""""""""

Signature /Tirri-:>thy Tracy, Reg. No. 39,4CJ'i/' Date (Y'YY‘Y'—Mi‘v’i-DD) 2014--05-O9
----------------------- -------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------

Name 'i'imoth_v E. Tracy Registration Nuinber 3S-3-4-O1

This coiiection ef information is required by 37 CFR 1.114. The information is required to obtain or retain a benefit by the public which is to
file (and by the USPTO to process) an application. Confidentiaiiiy is governed by 35 U.S.C. 122 and 37 CFR ‘i ‘i and 1.'i4. This coiieciiori is
estimated to take 12 minutes to complete, inciiiding gathering, preparing, and submitting the cbmpieted appiieatien form to the LESPTO. Time
wit! vary <ie_::-ericiing upc:-n the inciividuai czase. Any C()n“iiY‘\€Bi'}tES on the arnount of time y-:>-..i require to cc:-inpiete this term and/'<:-r’ ssuggesstiohs fer
reducing this burden, shouici be sent to the Chief information Officer, US. Patent and 'i'ractemark Office, US. Department of Commerce,
F20. B-:>x 1450, Aiexanciria, ‘VA 22313-1450.

if yau need assistaiice in ctompieting Erie fibrin, caii ‘i—80(.‘r—PTO~919£} arm’ option 2.
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?rivacy Act Statement

The Privacy Act of 1974 (F’.L. 93--579) reouires that you be given certain information in connection with your submission of the

attached form related to a patent appiication or patent. Accordingly, pursuant to the requirements of the Act, please be

advised that: (1) the generai authority for the coiiection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information

soiicited is voluntary; and (3) the principai purpose for which the information is used by the US. Patent and Trademark Office

is to process and./or examine your submission related to a patent appiicatlon or patent. if you do not furnish the requested

information, the US. Patent and Trademark Office may not be abie to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form wiii be subject to the ‘ioiiowing routine uses:
.4.

iv

El-‘S ~ Web 2.‘i.’i5

The information on this form will he treated contidentialiy to the extent aliowed under the Freedom of information

Act (5 552) and the Privacy Act (5 U.S_C. 552a). Records from this system of records may be disciosed to the

of Justice to determine whether the Freedom of ihr"ormation Act reduires disciosure of these records.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a

court, magistrate, or administrative tribunal, inciuding disciosures to opposing counsel in the course of settiement
negotiations.

A record this system of records may be disclosed. as a routine use, to a iviember of Congress submitting a

request invoiving an individuai, to whom the record pertains, when the individuai has requested assistance from the

ivlerhper with respect to the subject matter of the record.

A record this system of records may be disclosed, as a routine use, to a contractor of the Agency having need

for the information in order to perform a contract. Recipients of inforrnatiorl shail be required to comply with the

requirements of the iilrivacy Act of ’l9'r‘4, as amended, pursuant to 5 U.S.C. 552a(m).

A record reiated to an internationai Application filed under the Patent Cooperation Treaty this system of records

may be disciosed, as a routine use, to the lnternationai Bureau of the World inteilectual Property Organization,

pursuant to the Patent Cooperation Treaty.

A record this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 iii-3.C. 2i8(c)).

A record from this system of records may be disclosed. as a routine use, to the Administrator, Generai Services,

or his/her designee. during an inspection of records conducted by GSA as part of that agency‘s responsipiiity to

recommend improvements in records management practices and programs, under authority of 44 U.S_C. 2904 arid

2905. Such disciosure shall be made in accordance with the GSA regulations governing inspection of records for this

purpose, and any other reievant GSA or Ciiommerce) directive. Such disclosure shalt not be used to make
determinations about individuals.

A record from this system of records may be disclosed. as a routine use, to the public after either pubiication of

the application pursuant to 35 Ll.S.C. ‘l22(h) or issuance ot" a patent pursuant to 35 Ll.S.C. 151. Further, a record may

be disclosed, subject to the limitations of 37 CPR 1.14, as a routine use, to the public it the record was tiied in an
appiication which became abandoned or in which the proceedings were terminated and which application is

referenced by either a pubiished application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federai. State, or iocai iaw

enforcement agency, if the USPTO becomes aware of a vioiation or potential violation of law or reguiation.
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E303 cede: £353 PTO/SB/08a (_O‘|-10')
I ‘. \ » ,;r_ . W _ “A ; . \ ‘ _ y _ _ H Approved for use t31I”OE.iDh O7/31.I'20't2. OMB 0551-0031

D0‘-‘ ‘*e‘>“*-*'t“-7" ”‘f‘-7"“ *'=‘t*‘-7'” D‘3d°5=‘“‘3’ $t‘5te”"5"t (EDS) Had us. Patent and T.'ademart<. Office; us. a;7'E:=A.=21‘r¢:Er\3'r or CC.'ME‘v’:ERCE
Under the Paperwork Remzctiorz Act of 1995. no persons are required to respond to a coiteotion of inforrnatir;-rs unless it contains as vaiid OMB contra-I number.

Apptication Number 13034340

Firing Date 2011-02-24

tNF’QRE‘§e°EATtQN §ES$t.§SURE First Named inventor Aian H. Auerbach

STATEN“? BY AWUCANT
(Not for submission under 3? €‘.2FR1.§E§)

W R H“ E

Attorney Docket Number CGR50 ’=

 
U.S.PATENTS

Pages,Cotumns,Lines where

Peievant Passages or Reievant

Figures Appear

it‘ you wish to add additionai LES. Patent citation inforrnation piease (stick the Add button.
EJ.S.PATENT APPLECATECN PUBLECATEONS

Exarninerg Cite Name oi’ Patentee or AppticantPatent Number issue Date

tnEtiaE* No of cited Document  
Pages,Cotumns,Lines where

Peievant Passages or Reievant

Figures Appear

I Cite NO § Pubtication Kind Pubiication Name oi’ Patentee or AppticantExarninerg I
tnEtiaE* Ersiuntber Code‘! Date of cited Document

Neison. et at

it‘ you wish to add additionai U.E:3. Pubiished Appiication citation information piease disk the Add button.

FOREEGN PATENT BOCUMENTS

= = . , _ _ § Pages,Cotumns,Lmes
V . 5 ,. 5 . a ,5 5 . . . Name of Patentee or a

Exarnrnerg Late g Foreign Document uountry g Kurd Pubiscatsora A “man: Qf died gwhere Reievant
tnrtaar‘ No Number3 § Code?! Corie‘ Date 9’ ’ _ ’ Passages or Reievant: : a : Document : .

' ' - ' Figures Appear

Cougar Biotecnnoiogy,
inc.24:rs9o7 2012-07-25

§2«:>o6<>272ee ‘ _-: . :—— ‘ Nitec Pharma AG
.

......................

if you wish to add additionat Foreign Patent Document citation information piease ciéck the Add button

NQN~PATENT LETERATURE [3OCUi\a’tENT$
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Appiicretion Nuinber 1

Fiiing Date 2011-02-24

ENWRMATKEN m$m“‘Q$URE
STATEMEN? BY A?PmANT
(Not for submission under 3? ('2?-'R1.§§) '1

Examiner Name San Ming R. Hui

Attorney Docket Number CGR500i USCNT1

._ . inoiude name of the eutiior {in CAPETAL LETTERS), titie of the articie (when appropriate), titie of the item ,
Examiner: Cite i . . . V , . i 5.
iniiiaw N0 (book, rnagaaine, journai, senei, symposium, cateiog, etc), date. pagesis), voiunie—issoe i’iLii’tibei‘(S), ; To

pubiisher, city andfor country where pubiisned.

Assessment Report for Zytiga (abiraterone) pubiished 2011 by the CHMP of the EMA

AUCHL S, R.J., "The genetics, netnophysioiogy, and the management human deficiencies ofPz‘-.55(3i:17", Endoerinoi
Ctiin North Am (2001), '30, p.101-1 19 '

AYUB, M. "inhibition oftesticuiar 1 '7a—h3/droxyiase and 1'.7,2O—iyase but not 3-Bmyoroxysteroid dehyorogenase—
ieomerese or 178--nydroxysieroid oxioor‘eda;ciase by i<ei:ocona2.oie and other irnidezoie cirugs, Journai oi’ Steroid
Bioctiernistry (1987) 28(5), p.521—53‘:

Cainptaeii-\i’Vaisii Uioiogy, Ninth Edition, S-EiLii1Ci'-3i”S, \/oi. 3, Cthapiters 104 and ‘E05

Cecil Textbook of Medicine, Wyngaerden & Smith 18th edition; Chapter on "$3-iucocoiticosteroid Therapy",
Wyngearden & €~3rnii:n “:8ti~. eciition, (1988) p.128-“:31

i i :.......................+....——......+.——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——.........——....
: : I.

Cougar Bioteonnoiogy ino. with the US. Securities and Exchange Commission, Form 10—QSB E

CZOCK, ai., "Pitzarrnzaooixirieti-as and Pnarrriacodynarnics of Systerniceiiy Adininieitered Giut.:ocoi'tieoio's“,
Phermacokinet (2005), 44(1), p.61—98

ERGUN—LQNGi‘viiRE, Benin, et at, "Two Novei Mutations Found in a Patient with 17a~Hydroxyiase Enzyme
Deficiency", The Journai of Ciinioei Endoorinoiogy -33¢ i\:’ietaboiisrn{12L‘-0(5), 91(‘iO), p.41'7§3~!:-182

FAKEH, et ai., Uroiogy

Patrick et ei., "Sup:ni‘es3ion oiadrenai function by iow--dose precinisone: assessineni: with 24-hour urinary
steroid noi'rnc~ne profiies-A review of five c.a:3e:3", iviedicine Review (2006), 11(1)
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Appiicratinn Nuinber 1

Fiiing Date 2011-02-24

ENWRMATKEN m$m“‘Q$URE
STATEMEN? BY A?PmANT
(Not for submission under 3? ('2?-'R1.§§) '0

Examiner Name San Ming R. Hui

information -:oncer’ning Zytiga (afoiraterore acetate) from http;//vv'ww.i1ontpendEurn.cn.I’pi'od/prir/‘i183238/de?
Piatt'orm=Desktop as of March 25, 2014

internet artiste: http:!/ciinicaitriais.gov/ci:2!sshc>w/‘sttidy/NCTOO485303?sec==X5()“i

MOSTAQ-JHEL, E./’~\.. ".Abirai:erene in the treatment of metastatic castration-r‘esistant prostate cancer", Cancer
Management Res, (2014) 0, p.39--5‘!

OSAE-3:’-\., E23,, et ai., "Heaitn-Retai:ed Qiiaiity of Life in Men with Metastatic i3rosi:ai:e Cancer Treated with Prednisene
aione or iviitoxartrone and Prect'nisone", J. Ctin. Oncoi. (1999), 17(6), p.‘i654—‘i663

PETRYLAK, [}.P., "New Paradigms for Advanced Prostate Cancer", Rev. Uroi. (2007), 9, Suppl. 2, S3—S‘i2

Prostate i13ancerPrincipies and Practice, Taylor & Francis (2006) Chapter 93

REED, A., et ai., "Annais of Oncology", Educationai and Abstract Book eftne E-I-I53i‘v’i() Conference Lugane (ECLU).
(2007), ‘i8(Suppiernent Si), ix1?3—ixi7-4. Abstract SOPD

REMENGTON, "The Science and Practice of Pharmacy, 20th Edition (2000), p/i30"—‘i3'r‘O
. . ,. . ,. . ,

.......................+............+.......................................................................................................................................................................................................................................................:............. .
. . :

RUNGE, Marsciiaii 3., ai., "Pr'irtci_oi-as of ii/ioiecuiar i\.Iiedic.ine; Second edition; (2006) i--iurnana Press inc. ESESN: E
‘:—58829—202—9. pgs.365-3.76 and 4824484 LE

SiLLS, irene et ai., "’:.7a—nydroxyiase deficiency in a genetic rnaie and fernaie sibiing pair", int. J. Gynaecoi. Obsteni
(1981). ‘i9, p.473—4'."0 '
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102 _4

SYATEMEN? BY AWHCANT
(Net for submission under 3? Si‘-'R1.§§) ‘V

Examiner Name

“Attorney ilgecitet laltiiniier

TAi\iNOCK., et ei., "Docetaxei Plus Prednisone or ll/iitoxantrone Plus Prednisone for Advanced Prostate Cancer",
Journal of Urology (2005). 1173(2). p.456

The reply of applicant (ie. the Proprietor of herein opposed patent) dated June -4-, 2013 relation to the correspondingi
US2Oi'i/0'11‘:-4O'i6A’i US proceedings. E

WAl\lG. (3., et el., "Hypertension due to ’i7’a--Hydroxyiase deficiency", Australian and New Zeaiand Journal of Medicine :
(1978), 8(3), p.295-299

YANG, I-\., et ei.. "Gilt-cocoriicoids Sun_i>ress Tumor Angiogensis and in vivo Growth of Prostate Cancer Cells", Cilln.
Cancer (2006) 12, 3GO3~3GO§l

if yau wish to add additional non—;3-atent literature document citation information please click tlie Add button

EXAEVEENER SEC-ENATURE

Sigma We <‘><W~=eere
*E)<AlViii\iER: initial if reierence considered, whether or not citation is in coniorniance with MPEP 689. Draw line tnrerigit a

citation if not in crontarmance and not ca-neidered. include cent-3,1 at this form with next Cornmtlnication ta applicant.

 

 
" See Kind Codes of USPTO Patent Documents at if or Mi'*‘El-’ 901 2 Enter office that issued the document, by the two-letter code (Wii'*‘O
Standard STE). '5 For Japanese patent docurrients X indicatiol. .2: the year of the reign of the Ernperor must precede the ’ ‘lei riurntier of the paierii. docurrient
4 Kind of document by the er.-propriate syrnizois as indicated on the docziirnent under WlF'O Standard $116 if possitaie 5 Apt:-iicant is to place a che::i< mark here i
English language transzlziti-an is attz. ,hed.
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Privacy Act Statement

The Privacy Act of 1974 (PL. 93-579) requires that you he given certain information in connection with your submission oi’ the

attached form reiated to a patent appiication or patent. Accordingiy, pursuant to the requirements of the Act, piease be advised

that: (1) the generai authority for the coiiection of this information is 35 U.S».C. 2(b)(2); (2) furnishing of the information soiicited

is voiuntary; and (3) the principai purpose for which the information is used by the US. Patent and Trademark Office is to

process and./or examine your submission reiated to a patent appiication or patent. if you do not furnish the requested

information, the US. Patent and Trademark Office may not be abie to process and/or examine your submission, which may

resuit in termination of proceedings or abandonment of the appiication or expiration of the patent.

The information provided by you in this form wiii be subject to the toiiowing routine uses:

‘i. The information on this form vviii be treated confidentiaiiy to the extent aiiowed under the Freedom of information Act

(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disciosed to the

Department of Justice to determine whether the Freedom of information Act requires disoiosure of these record s.

2. A record from this system oi’ records may be disciosed, as a routine use, in the course oi’ presenting evidence to a

court, magistrate, or administrative tribunai, inciuding disciosures to opposing counsei in the course of settiement

negotiations.

A record in this system of records may be disciosed, as a routine use, to a i\/iemher oi’ Congress submitting a

request invoiving an individuai, to whom the record pertains, when the individuai has requested assistance from the

iviember with respect to the subject matter oi’ the record.

4. A record in this system of records may be disciosed, as a routine use, to a contractor oi’ the Agency having need for

the information in order to perform a contract. Recipients of information shaii be required to compiy with the

requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 55Z2a(m).

5. A record reiated to an internationai Appiication tiied under the Patent Cooperation Treaty in this system oi’ records

may be disciosed, as a routine use, to the internationai Bureau of the Worid inteiiectuai Property Organization, pursuant

to the Patent Cooperation Treaty.

6. A record in this system of records may be disciosed, as a routine use, to another tederai agency for purposes of

Nationai Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 t.3.S.C. 2’i8(c)).

7. A record from this system of records may be disciosed, as a routine use, to the Administrator, C.-‘senerai Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency‘s responsihiiity to

recommend improvements in records management practices and programs, under authority of 44 t_i.S.C. 2904 and

2908. Such disciosure shaii be made in accordance with the GSA reguiations governing inspection of records for this

purpose, and any other reievant (i.e., GSA or Commerce) directive. Such disciosure shaii not be used to make
determinations ahout individuais.

8. A record from this system of records may be disciosed, as a routine use, to the pubiic after either pubiication of

the appiication pursuant to 35 t.t.‘c-3.0. 122th) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record

may be disciosed, subject to the iimitations of 3?’ CFR 1.14, as a routine use, to the pubiic if the record was fiied in

an appiication which became abandoned or in which the proceedings were terminated and which appiication is

referenced by either a puhiished appiication, an appiication open to puhiic inspections or an issued patent.

Q. A record from this system of records may be disciosed, as a routine use, to a Federai, State, or iocai iaw

enforcement agency, if the USPTO becomes aware of a vioiation or potentiai vioiation oi’ iaw or reguiation.
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
Group Art Unit 1629
Examiner Name San Min R. Hui

Sheet 1 0“ Attorney Docket Number CGR5001USCNT1
 

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

IX That each item of information contained in the information disclosure statement was first cited in any
communication from a foreign patent office in a counterpart foreign application not more than three months prior
to the filing of the information disclosure statement (See 37 CFR 1.97(e)(1)), or before the mailing date ofa first
Office Action on the merits of the above-identified application, or before the mailing date of a first Office Action after
the filing of a request for continued examination under §1.114, no additional fee is required.

OR

I:I That no item of information contained in the information disclosure statement was cited in a communication from
a foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the
certification after making reasonable inquiry, no item of information contained in the information disclosure
statement was known to any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of
the information disclosure statement. See 37 CFR 1.97(e)(2).

I:I Identification of Prior Application in which some of the listed information was already cited and for which no
copies are submitted or need to be submitted. This application relies, under 35 U.S.C. §120, on the earlier filing
date of prior application serial no.: . If any of the foregoing publications are not
available to the Examiner, Applicant will endeavor to supply copies at the Examiner’s request.

IZ REMINDER TO THE EXAMINER
In view of, and pursuant to, the holdings of the Federal Circuit Court of Appeals in the cases Dayco Products,
Inc. v. Total Containment, Inc., 329 F.3d 1358, 66 U.S.P.Q.2d 1801 (Fed. Cir. 2003); McKesson Info. Sol’ns v.
Bridge Med., 487 F.3d 897, 927 (Fed. Cir. 2007); and related cases, Applicants hereby inform the Examiner of
the existence of commonly owned pending U.S. Patent Application Serial Nos. 11/844,440. This application has
published and is therefore publicly available in PAIR. Moreover, the Patent Office has issued one or more Office
Actions in this application. The Examiner is invited to review the prosecution of this application to determine its
impact, if any, on the prosecution of the present application. In an effort not to overwhelm the Examiner with an
overly large IDS, Applicants are not submitting copies of these publicly available documents. Of course,
Applicants would be happy to do so at the Examiner’s request.

In addition, submitted herewith are Third Party Observations that were submitted in the European Patent Office
for the corresponding European Application to the captioned application.

Attached are copies of the statement(s) from any corresponding document(s), which are listed on the attached
Submission Under MPEP 609.06.

The relevance of those listed references which are not in the English language is as follows:

Copies of copyrighted material were made and delivered to the government under license from Copyright Clearance
Center, Inc. No further reproduction is permitted.IZIIZIEIIZI
Any fee set forth in 37 CFR 1.17 (p) has been submitted herewith. The Commissioner is hereby authorized to
charge any additional fees which may be required in connection with the filing of this communication, or credit any
overpayment, to Account No. 10-0750.

SIG NATU RE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see
CFR 1.4(d) for the form of the signature.

Date YYYY—MM—DD Ma 9.2014 Name/Print Timoth E.Trac Reistration Number 39,401

CERTIFICATE OF TRANSMISSION

I hereby certify that this correspondence is being electronically filed via EFS—Web to the Commissioner
for Patents with the U.S. Patent and Trademark Office on: May 9, 2014

Name (print/type) Denise Mattos—Bosque

Signature /Denise Mattos—Bosque/ I Date May 9, 2014
This collection of information is required by 37 CFR1.97 and 1.98. The information is required to obtain or retain a benefit bythe public which is to file (and by the USPTO to process)
an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 1 hour to complete, inc uding gathering, preparing and submitting the
completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount oftime you require to complete this form and/or
suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VVCK1031
VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450. Page 295
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Confirmation Number 1597

Application Number 13/034340
Filin Date 02-24-2014

SUBMISSION UNDER MPEF’ 609-06
Group Art Unit 1621

page 1 of 1 Exam/ner Name San Min R. HUIAttorne Docket Number CGR5001USCNT1
U.S. PATENT DOCUMENTS

U.S. Patent Document

 Pages, Columns, Lines,
Kmd Code where relevant passages or
(if known) relevant figures appear

 
Name of Patentee or Applicant

of Cited Document
Examiner

Foreign Patent Document Pages, Columns, Lines,
Name of Patentee or where relevant passages

, , or relevant figures
Applicant of Cited Document Offices Numbep Kmdcodes appear

OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS

Include name of the author (in CAPITOL LETTERS), title of the article (when appropriate),
Examiner ' title of the item (book, magazine, journal, serial, symposium, catalog, etc.), date, page( ),
‘s . volume-issue number(s), publisher, city and/or country where published
lnitials*

Statement of O osition, Actavis Grou o PTC ehf

Statement of O osition, Alfred E. Tiefenbacher

Statement of O osition, Alison Gallafent

Statement of O osition, Arnold Siedsma

Statement of Opposition, Cabinet Lavoix

Statement of Opposition, Galenicum Health, S.L.

Statement of Opposition, Generics Ltd.

Statement of Opposition, Helm AG

Statement of Opposition, Hetero Drugs

Statement of Opposition, lsenbruck Bosl Horschler LLP

Statement of Opposition, Laboratorios Leon Farma, S.A.

Statement of Opposition, Maiwald Patentanwalts GmbH
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Description

FIELD OF THE INVENTION

[0001] Methods and compositions for treating cancer are described herein. More particularly, the methods for treating

cancer comprise administering a 1T(x—hydroxy|aselC17, 20—|yase inhibitor, such as abiraterone acetate (i.e., 3[3—acetoxy—
17—(3—pyridy|) androsta—5, 16—diene), in combination with at least one additional therapeutic agent, such as an anti—cancer

agent or a steroid. Furthermore, disclosed are compositions comprising a 170L—hydroxy|ase/C17V20—|yase inhibitor, and
at least one additional therapeutic agent such as an anti—cancer agent or a steroid, e.g., a corticosteroid or, more

specifically, a glucocorticoid.

BACKGROUND

[0002] The number of people diagnosed with cancer has significantly increased. Of special interest are individuals
diagnosed with androgen-dependent disorders, such as prostate cancer, and estrogen-dependent disorders, such as

breast cancer since such diagnoses are increasing in number at an alarming rate.

[0003] Prostate cancer is currently the most common non-skin cancer and the second leading cause of cancer-related

death in men after lung cancer. The primary course of treatment for patients diagnosed with organ-confined prostate
cancer is usually prostatectomy or radiotherapy. Not only are these treatments highly invasive and have undesirable

side effects, such localized treatments are not effective on prostate cancer after it has metastasized. Moreover, a large
percent of individuals who receive localized treatments will suffer from recurring cancer.
[0004] Additionally, breast cancer incidence in women has increased from one out of every 20 women in 1960 to one

out of every eight women in 2005. Moreover, it is the most common cancer among white and African-American women.

Similar to treating prostate cancer, most options for women diagnosed with breast cancer are highly invasive and have

significant side-effects. Such treatments include surgery, radiation and chemotherapy.
[0005] Hormone therapy is another treatment option for individuals diagnosed with prostate or breast cancer. Hormone
therapy is a form of systemic treatment for prostate or breast cancer wherein hormone ablation agents are used to

suppress the production or block the effects of hormones, such as estrogen and progesterone in the body, which are
believed to promote the growth of breast cancer, as well as testosterone and dihydrotestosterone, which are believed

to promote the growth of prostate cancer. Moreover, hormone therapy is less invasive than surgery and does not have

many of the side effects associated with chemotherapy or radiation. Hormone therapy can also be used by itself or in
addition to localized therapy and has shown to be effective in individuals whose cancer has metastasized.

[0006] Even though hormone therapy is less invasive and can be used on more advanced stages of cancer, some
individuals administered current hormone therapy treatments may not show a significant response or may not show any

response at all to such treatments. Additionally, some patients treated with current hormone therapy treatments may
also suffer from relapsing or recurring cancer. Currently, such refractory cancer patients are left with very few treatment

options.

[0007] Despite the progress made in the treatment of cancer, there remains a need for more effective ways to treat
cancer such as, but not limited to, prostate cancer and breast cancer. Additionally, there is a need for effective anti-

cancer treatment options for patients who are not responding to current anti—cancer treatments. Also, there is a need
for effective anti—cancer treatment options for patients whose cancer has recurred.

SUMMARY OF THE INVENTION

[0008] Described herein are methods for treating a cancer in which a therapeutically effective amount of a 170L-

hydroxylase/C17:20—|yase inhibitor, such as abiraterone acetate (Le. 3[3—acetoxy—17—(3—pyridy|)androsta—5,16—diene), is
administered to a patient, e.g., a patient in need thereof, in combination with a therapeutically effective amount of at

least one additional therapeutic agent including, but not limited to, an anti—cancer agent or steroid. Such methods can
also provide an effective treatment for individuals with a refractory cancer, including individuals who are currently un-

dergoing a cancer treatment. Therefore, in certain embodiments, the method is directed to treating a refractory cancer

in a patient, in which a therapeutically effective amount of 170¢-hydroxylase/C17,20-lyase inhibitor is administered to a
patient currently receiving an anti—cancer agent.

[0009] For example, in certain embodiments, the method for the treatment of a cancer in a mammal comprises ad-
ministering an amount of about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate and an amount of about

0. 1 mg/m2 to about 20 mg/m2 of mitoxantrone.
[0010] In another embodiment, the method for the treatment of a cancer in a mammal comprises administering an

amount of about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate and an amount of about 1 mg/m2 to

about 175 mg/m2 of paclitaxel.
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[0011] In still other embodiments, the method for the treatment ofa cancer in a mammal comprises administering an
amount of about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate and an amount of about 1 mg/m2 to

about 100 mg/m2 of docetaxel.
[0012] Furthermore, described herein is a method for the treatment ofa cancer in a mammal comprising administering
an amount of about 0.01 mgfkglday to about 100 mglkg/day of abiraterone acetate; and an amount of about 0.01 mg to

about 200 mg of Ieuprolide, wherein the Ieuprolide is administered over a period of about 3 days to about 12 months.
[0013] In other embodiments, the method for the treatment of a cancer in a mammal comprises administering an

amount of about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate and an amount of about 0.01 mg to
about 20 mg of goserelin, wherein the goserelin is administered over a period of about 28 days to about 3 months.

[0014] Additionally, in another embodiment, the method for the treatment of a cancer in a mammal comprises admin-

istering an amount of about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate and an amount of about 0.01
mg to about 20 mg of triptorelin, wherein the triptorelin is administered over a period of about 1 month.
[0015] The method for the treatment of a cancer in a mammal can also comprise administering an amount of about

0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate and an amount of about 0.1 p.g/day to about 500 p.g/day
of seocalcitol, such as about 100 p.g/day of seocalcitol.
[0016] Also, the method for the treatment of a cancer in a mammal can comprise administering an amount of about

0.01 mg/kglday to about 100 mg/kg/day of abiraterone acetate and an amount of about 1 mglday to about 300 mg/day
of bicalutamide.

[0017] In yet another embodiment, the method for the treatment of a cancer in a mammal can comprise administering

an amount of about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate and an amount of about 1 mg/day
to about 2000 mg/day of flutamide.
[0018] Moreover, the method for the treatment of a cancer in a mammal can comprise administering an amount of

about 50 mg/day to about 2000 mg/day of abiraterone acetate and an amount of about 0.01 mg/day to about 500 mg/day

of a glucocorticoid including, but not limited to, hydrocortisone, prednisone or dexamethasone.

[0019] Also described herein are compositions for the treatment of cancer that comprise a combination of a therapeu-

tically effective amount of at least one 17(x—hydroxy|ase/C17_2O—|yase inhibitor and a therapeutically effective amount of
at least one additional anti—cancer agent, such as, but not limited to, mitoxantrone, paclitaxel, docetaxel, Ieuprolide,

goserelin, triptorelin, seocalcitol, bicalutamide, flutamide, or a steroid including, but not limited to, hydrocortisone, pred-
nisone, or dexamethasone.

[0020] Finally, single unit dosage forms comprising abiraterone acetate and a glucocorticoid, optionally with carriers,

diluents or excipients, are contemplated. Also, kits comprising at least one 170¢-hydroxylase/C1720-Iyase inhibitor and
an additional anti cancer agent or steroid are contemplated. For example, the kit may include a vial containing abiraterone

acetate and another vial containing a glucocorticoid.

 

[0021] As used herein and unless othenlvise defined the word "cancer," refers to the growth, division or proliferation

of abnormal cells in the body. Cancers that can be treated with the methods and the compositions described herein
include, but are not limited to, prostate cancer, breast cancer, adrenal cancer, leukemia, lymphoma, myeloma, Walden-

str6m’s macroglobulinemia, monoclonal gammopathy, benign monoclonal gammopathy, heavy chain disease, bone and
connective tissue sarcoma, brain tumors, thyroid cancer, pancreatic cancer, pituitary cancer, eye cancer, vaginal cancer,
vulvar cancer, cervical cancer, uterine cancer, ovarian cancer, esophageal cancer, stomach cancer, colon cancer, rectal

cancer, liver cancer, gallbladder cancer, cholangiocarcinoma, lung cancer, testicular cancer, penal cancer, oral cancer,

skin cancer, kidney cancers, Wilms’ tumor and bladder cancer.
[0022] As used herein, and unless othenvise defined, the terms "treat," "treating" and "treatment" include the eradi-

cation, removal, modification, management or control ofa tumor or primary, regional, or metastatic cancer cells or tissue
and the minimization or delay of the spread of cancer.

[0023] As used herein, and unless othenzvise defined, the term "patient" means an animal, including but not limited to
an animal such as a human, monkey, cow, horse, sheep, pig, chicken, turkey, quail, cat, dog, mouse, rat, rabbit, or

guinea pig. In one embodiment, the patient is a mammal and in another embodiment the patient is a human. In certain

embodiments, the patient can be an adult male or female. In some embodiments, the patient is a male of age about 30
years to about 85 years. In other embodiments, the patient is a female of age about 30 years to about 85 years. In a

particular embodiment, the patient has or is susceptible to having (e.g., through genetic or environmental factors) cancer.
In a further embodiment, the patient has or is susceptible to having (e.g., through genetic or environmental factors) a

tumor. In other embodiments, the patient can be castrated or non-castrated.

[0024] The term "170¢-hydroxylase/C17,20-lyase inhibitor" as used herein refers to an inhibitor of 170c-hydroxy|a-

se/C1720-Iyase, (which is an enzyme in testosterone synthesis), an analog thereof, derivative thereof, metabolite thereof
or pharmaceutically acceptable salt thereof. Also, unless othenvise noted, reference to a particular 1T0c-hydroxy|a-
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se/C17:2O—|yase inhibitor can include analogs, derivatives, metabolites or pharmaceutically acceptable salts of such

particular 170L-hydroxylase/C17:20-lyase inhibitor.
[0025] The term "anti-cancer agent" as used herein refers to any therapeutic agent that directly or indirectly kills cancer

cells or directly or indirectly prohibits stops or reduces the proliferation of cancer cells. It should be noted that even
though throughout this specification and in the claims the phrase "anti—cancer agent" is written as a singular noun, for

example; "an anti—cancer agent" or "the anti—cancer agent," the phrase "anti—cancer agent" should not be interpreted as
being limited to the inclusion ofa single anti—cancer agent.

[0026] As used herein, and unless otherwise defined, the phrase "therapeutically effective amount" when used in

connection with a 170c-hydroxylase/C17:20-Iyase inhibitor or therapeutic agent means an amount of the 170c-hydroxy|a-

se/017,20-lyase inhibitor or therapeutic agent effective for treating a disease or disorder disclosed herein, such as cancer.
[0027] As used herein and unless otherwise defined the phrase "refractory cancer," means cancerthat is not responding
to an anti—cancer treatment or cancer that is not responding sufficiently to an anti—cancer treatment. Refractory cancer
can also include recurring or relapsing cancer.

[0028] As used herein and unless othentvise defined the phrase "refractory patient," means a patient who has refractory
cancer

[0029] As used herein and unless otherwise defined the phrase "relapse cancer," means cancer that was at one time

responsive to an anti-ca ncertreatment but has become no longer responsive to such treatment or is no longer responding

sufficiently to such treatment.
[0030] As used herein and unless othenrvise defined the phrase "recurring cancer," means cancer that has returned

after a patient has been earlier diagnosed with cancer, under gone treatment or had been previously diagnosed as
cancer—free.

[0031] As used herein and unless otherwise defined the term "derivative" refers to a chemically modified compound

wherein the chemical modification takes place at one or more functional groups of the compound. The derivative may

retain or improve the pharmacological activity of the compound from which it is derived.

[0032] As used herein and unless othenvise defined the term "analog" refers to a chemical compound that is structurally
similar to another but differs slightly in composition (as in the replacement of one atom by an atom of a different element
or in the presence of a particular functional group).

[0033] As used herein and unless otherwise defined the phrase ''pharmaceutically acceptable salt" refers to any salt

of a 170:-hydroxylase/C17 20-lyase inhibitor which retains the biological effectiveness of the 1'/oi-hydroxylase/C17 20-lyase
inhibitor. Examples of pharmaceutically acceptable salts include, but are not limited to, acetates, sulfates, pyrosulfates,
bisulfates, sulfites, bisulfites, phosphates, monohydrogenphosphates, dihydrogenphosphates, metaphosphates, pyro-
phosphates, chlorides, bromides, iodides, acetates, propionates, decanoates, caprylates, acrylates, formates, isobu—

tyrates, caproates, heptanoates, propiolates, oxalates, malonates, succinates, suberates, sebacates, fumarates,
maleates, butyne—1,4—dioates, hexyne—1,6—dioates, benzoates, chlorobenzoates, methylbenzoates, dinitrobenzoates,

hydroxybenzoates, methoxybenzoates, phthalates, sulfonates, xylenesulfonates, phylacetates, phenylpropionates, phe-
nylbutyrates, citrates, lactates, gamma-hydroxybutyrates, glycollates, tartarates, alkanesulfonates (e.g. methane-su|-

fonate or mesylate), propanesulfonates, naphthalene-1-sulfonates, naphthalene-2-sulfonates, and mandelates. Several

of the officially approved salts are listed in Remington: The Science and Practice of Pharmacy, Mack Publ. Co., Easton.

DETAILED DESCRIPTION OF THE INVENTION

[0034] The methods described herein for treating cancer comprise administering to a mammal, preferably a human,

a 170¢-hydroxylase/C1720-lyase inhibitor in addition to at least one therapeutic agent, such as an anti—cancer agent or

steroid, particularly a glucocorticoid. The compositions described herein comprise a 1Tor-hydroxylase/C17,20-lyase in-
hibitor and at least one additional therapeutic agent, such as an anti—cancer agent or steroid, particularly a corticosteroid

or glucocorticoid. Other anti—cancer treatments such as, administration of yet another anti—cancer agent, radiotherapy,
chemotherapy, photodynamic therapy, surgery or other immu notherapy, can be used with the methods and compositions.

1 Too-hyd roxylaseIC1-,_20-lyase Inhibitors

[0035] 1Tot-hydroxylase/C17,20-lyase inhibitors have been shown to be useful in the treatment of cancer, specifically
hormone—dependent disorders such as, androgen—dependent and estrogen—dependent disorders like prostate cancer

and breast cancer respectively, as described in United States Patent No. 5,604,213 to Barrie et 531., which is herein
incorporated by reference in its entirety.

[0036] In certain embodiments, the 170c-hydroxylase/C1720-lyase inhibitor can be 17-(3-pyridy|)androsta-5,16-dien-
3B-ol; 17-(3-pyridy|)androsta-3,5,16-triene; 17-(3-pyridy|)androsta-4,16-dien-3-one; 17-(3-pyridy|)estra-|,3,5[10],16-
tetraen-3-ol; 17-(3-pyridyl)-50¢-androst-16-en-3a-ol; 17-(3-pyridyl)-505 -androst-16-en-3-one; 17-(3-pyridy|)-androsta-

4,16-diene-3,11-dione; 1T-(3-pyridy|)-androsta-3,5,16-trien-3-ol; 60¢-and GB-fluoro-17-(3-pyridy|)androsta-4,16-dien-3-
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one; 17—(3—pyridy|)androsta—4,16—dien—3,6—dione; 30c—trifluoromethy|—17—(3—pyridy|)androst—16—en—3B—o| or their acid ad-
dition salts and 3-esters as well as metabolites, analogs, derivatives or a pharmaceutically acceptable salt thereof.

[0037] In certain embodiments, the 170L-hydroxylase/C17,20-lyase inhibitor can have the structure of formula (I):

5

R /
> \\N

10

\ R15

15 X

R15

R14 R15
20

wherein X represents the residue of the A, B and C rings ofa steroid which can be, without limitation, androstan—30t— or

3B-ol; androst-5-en-3o:- or 35-ol; androst-4-en-3-one; androst-2-ene; androst-4-ene; androst-5-ene; androsta-5,T-dien-

30¢ or 3B-ol; androsta-1,4-dien-3-one; androsta-3,5-diene; androsta-3,5-diene-3-ol; estra-1,3,5[10]-triene; estra-1,3,5
[10]-trien-3-0|; 50: -androstan-3-one; androst-4-ene-3, 11-dione; 6-fluoroandrost-4-ene-3-one; or androstan-4-ene-3,6-

25 dione; each of which, where structurally permissible, can be further derivatized in one or more of the following ways,
including, but not limited to, to form 3—esters; to have one or more carbon or carbon ring double bonds in any of the 5,6—,
6,7—, T,8—, 9,11— and 11,12—positions; as 3—oximes; as 3—methy|enes; as 3—carboxy|ates; as 3—nitri|es; as 3—nitros; as 3-

desoxy derivatives; to have one or more hydroxy, halo, C1_4 —a|ky|, trifluoromethyl, C1_4 —a|koxy, C1_4 —a|kanoy|oxy,
benzoyloxy, oxo, methylene or alkenyl substituents in the A, B, or C-ring; or to be 19-nor;

30 R represents a hydrogen atom or an alkyl group of 1-4 carbon atoms;

R14 represents a hydrogen atom, a halogen atom or an alkyl group of 1 to 4 carbon atoms;
each of the R15 substituents independently represents a hydrogen atom or an alkyl or alkoxy group of 1-4 carbon atoms,
a hydroxy group or an alkylcarbonyloxy group of 2 to 5 carbon atoms or together represent an oxo or methylene group

or R14 and one of the R15 groups together represent a double bond and the other R15 group represents a hydrogen
35 atom or an alkyl group of 1 to 4 carbon atoms; and

R15 represents a hydrogen atom, halogen atom, or an alkyl group of 1 to 4 carbon atoms, in the form of the free bases
or pharmaceutically acceptable acid addition salts, but excluding 3B-acetoxy-17-(3-pyridy|)androsta-5,14,16-triene, 3B,

15oc- and 3[3,15B-diacetoxy-17-(3-pyridy|)androsta-5,16-diene and 3B-methoxy-1T-(3-pyridyl-50¢-androst-16-ene. Suita-
ble inhibitors also include metabolites, derivatives, analogs, or pharmaceutically acceptable salts of formula (I).

40 [0038] In another embodiment, the 17oL—hydroxy|ase/C17_20—|yase inhibitor can have the structure of formula (I):

45 /

50

55

R0 (1)
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wherein R represents hydrogen or a lower acyl group having 1 to 4 carbons. Suitable inhibitors also include derivatives,
analogs, or pharmaceutically acceptable salts of formula (I).

[0039] In still another embodiment, the 1Tot-hydroxylase/C17,20-Iyase inhibitor can be a 3B-alkanoyloxy-17-(3-pyridyl)
androsta-5, 16-diene in which the alkanoyloxy group has from 2 to 4 carbon atoms.

[0040] In a preferred embodiment, the 170c—hydroxy|ase/C17,20—|yase inhibitor comprises abiraterone acetate or 3B-
acetoxy—17—(3—pyridy|)androsta—5,16—diene which has the following structural formula:

/\~

Act) (11)

and pharmaceutically acceptable salts thereof.
[0041] Preferred salts of abiraterone acetate and methods of making such salts are also disclosed in United States

Provisional Application No. 60/603,559 to Hunt, which is incorporated by reference in its entirety. Preferred salts include,
but are not limited to, acetates, citrates, lactates, alkanesulfonates (e.g. methane-sulfonate or mesylate) and tartarates.

Of special interest is the abiraterone acetate mesylate salt (i.e. 3B-acetoxy-1T-(3’-pyridy|)androsta-5,16-diene mesylate
salt) which has the following structural formula:

 
(III)

[0042] The 1T0c—hydroxy|ase/C17,20—|yase inhibitors can be made according to any method known to one skilled in the
art. For example, such inhibitors can be synthesized according to the method disclosed in United States Patent Nos.
5,604,213 and 5,618,807 to Barrie et al., herein incorporated by reference. Another method of making 170c-hydroxy|a-

se/C1720-lyase inhibitors is disclosed in United States provisional application 60/603,558 to Bury, herein incorporated
by reference.

[0043] The amount of 170¢-hydroxy|aselC17,20-lyase inhibitor administered to a mammal having cancer is an amount
that is sufficient to treat the cancer, whether the 170¢-hydroxy|aselC17,20-lyase inhibitor is administered alone or in
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combination with an additional anti—cancer treatment, such as an additional anti—cancer agent.

Additional Therapeutic Agents

[0044] Suitable compounds that can be used in addition to 17oL—hydroxy|ase/C17,20—|yase inhibitors as an anti—cancer
agent include, butare not limited to, hormone ablation agents, anti—and rogen agents, differentiating agents, anti—neop|astic
agents, kinase inhibitors, anti—metabo|ite agents, alkylating agents, antibiotic agents, immunological agents, interferon-

type agents, intercalating agents, growth factor inhibitors, cell cycle inhibitors, enzymes, topoisomerase inhibitors, bio-
logical response modifiers, mitotic inhibitors, matrix metalloprotease inhibitors, genetic therapeutics, and anti-androgens.

The amount of the additional anti—cancer agent administered to a mammal having cancer is an amount that is sufficient

to treat the cancer whether administered alone or in combination with a 170¢-hydroxylase/C17,20-Iyase inhibitor. Below
are lists of examples of some of the above classes of anti—cancer agents. The examples are not all inclusive and are for
purposes of illustration and not for purposes of limitation. Many of the examples below could be listed in multiple classes

of anti—cancer agents and are not restricted in any way to the class in which they are listed in.
[0045] Suitable hormonal ablation agents include, but are not limited to, androgen ablation agents and estrogen

ablation agents. In preferred embodiments, the 170:-hydroxylase/C17,20-Iyase inhibitor is administered with a hormonal
ablation agent, such as deslorelin, leuprolide, goserelin or triptorelin. Even though throughout this specification and in

the claims the phrase "hormonal ablation agent" is written as a singular noun, for example; "a hormonal ablation agent"
or "the hormonal ablation agent," the phrase "hormonal ablation agent" should not be interpreted as being limited to the
inclusion of a single hormonal ablation agent. The amount of the hormonal ablation agent administered to a mammal

having cancer is an amount that is sufficient to treat the cancer whether administered alone or in combination with a

170¢-hydroxylase/C17:20-lyase inhibitor.
[0046] Suitable anti-a ndrogen agents include but are not limited to bicalutamide, flutamide and nilutamide. The amount

of the anti-androgen agent administered to a mammal having cancer is an amount that is sufficient to treat the cancer

whether administered alone or in combination with a 170L-hydroxylase/C17,20-lyase inhibitor.
[0047] In another embodiment, the 17oc—hydroxy|ase/C17:20—|yase inhibitor may be administered with a differentiating
agent. Suitable differentiating agents include, but are not limited to, polyamine inhibitors; vitamin D and its analogs, such
as, calcitriol, doxercalciferol and seocalcitol; metabolites of vitamin A, such as, ATRA, retinoic acid, retinoids; short-

chain fatty acids; phenylbutyrate; and nonsteroidal anti-inflammatory agents. The amount of the differentiating agent

administered to a mammal having cancer is an amount that is sufficient to treat the cancer whether administered alone

or in combination with a 170:-hydroxy|aselC17,20-Iyase inhibitor.

[0048] In another preferred embodiment, the 170c—hydroxy|ase/C17,20—|yase inhibitor may be administered with an anti-
neoplastic agent, including, but not limited to, tubulin interacting agents, topoisomerase inhibitors and agents, acitretin,
alstonine, amonafide, amphethinile, amsacrine, ankinomycin, anti—neop|aston, aphidicolin glycinate, asparaginase, bac-
charin, batracylin, benfluron, benzotript, bromofosfamide, caracemide, carmethizole hydrochloride, ch|orsu|faqui-

noxalone, clanfenur, claviridenone, crisnatol, curaderm, cytarabine, cytocytin, dacarbazine, datelliptinium, dihaemat-

oporphyrin ether, dihydrolenperone, dinaline, distamycin, docetaxel, elliprabin, elliptinium acetate, epothilones, ergot-

amine, etoposide, etretinate, fenretinide, gallium nitrate, genkwadaphnin, hexadecylphosphocholine, homoharringtonine,
hydroxyurea, ilmofosine, isoglutamine, isotretinoin, leukoregulin, lonidamine, merbarone, merocyanlne derivatives,

methylanilinoacridine, minactivin, mitonafide, mitoquidone, mitoxantrone, mopidamol, motretinide, N—(retinoy|)amino ac-
ids, N—acy|ated—dehydroatanines, nafazatrom, nocodazole derivative, ocreotide, oquizanocine, paclitaxel, pancratistatin,
pazelliptine, piroxantrone, polyhaematoporphyrin, polypreic acid, probimane, procarbazine, proglumide, razoxane, re-

telliptine, spatol, spirocyclopropane derivatives, spirogermanium, strypoldinone, superoxide dismutase, teniposide, thali-

blastine, tocotrienol, topotecan, ukrain, vinblastine sulfate, vincristine, vindesine, vinestramide, vinorelbine, vintriptol,
vinzolidine, and withanolides. The amount of the anti—neop|astic agent administered to a mammal having cancer is an

amount that is sufficient to treat the cancer whether administered alone or in combination with a 17oc—hydroxy|a—

se/C1720-lyase inhibitor.
[0049] The 17ot—hydroxy|ase/C17_20—|yase inhibitors may also be used with a kinase inhibitor including p38 inhibitors
and CDK inhibitors, TNF inhibitors, metallomatrix proteases inhibitors (MMP), COX-2 inhibitors including celecoxib,

rofecoxib, parecoxib, valdecoxib, and etoricoxib, SOD mimics or (XVB3 inhibitors. The amount of the kinase inhibitor
administered to a mammal having cancer is an amount that is sufficient to treat the cancer whether administered alone

or in combination with a 1Toc—hydroxy|aselC17,20—|yase inhibitor.
[0050] In another embodiment, the 1 70c—hydroxy|aselC17V20—|yase inhibitor may be administered with an anti—metabo|ite
agent. Suitable anti-metabolite agents may be selected from, but not limited to, 5-FU-fibrinogen, acanthifolic acid, ami-

nothiadiazole, brequinar sodium, carmofur, cyclopentyl cytosine, cytarabine phosphate stearate, cytarabine conjugates,
dezaguanine, dideoxycytidine, dideoxyguanosine, didox, doxifluridine, fazarabine, floxuridine, fludarabine phosphate,

5-fluorouracil, N-(2’-furanidyl)-5-fluorouracil, isopropyl pyrrolizine, methobenzaprim, methotrexate, norspermidine, pen-

tostatin, piritrexim, plicamycin, thioguanine, tiazofurin, trimetrexate, tyrosine kinase inhibitors, and uricytin. The amount

WCK1031

7 Page 309



WCK1031 
Page 310

10

1'5

20

25

30

35

40

45

50

55

EP 2 478 907 A2

of the anti—metabo|ite agent administered to a mammal having cancer is an amount that is sufficient to treat the cancer

whether administered alone or in combination with a 1Tor-hydroxylase/C17:20-Iyase inhibitor.
[0051] In another embodiment, the 170L-hydroxylase/C17,20-Iyase inhibitor may be administered with an alkylating
agent. Suitable alkylating agents may be selected from, but not limited to, aldo-phosphamide analogues, altretamine,
anaxirone, bestrabucil, budotitane, carboplatin, carmustine, chlorambucil, cisplatin, cyclophosphamide, cyplatate, diphe—

nylspiromustine, diplatinum cytostatic, elmustine, estramustine phosphate sodium, fotemustine, hepsu|—fam, ifosfamide,
iproplatin, Iomustine, mafosfamide, mitolactol, oxaliplatin, prednimustine, ranimustine, semustine, spiromustine, tau-

romustine, temozolomide, teroxirone, tetraplatin and trimelamol. The amount of the alkylating agent administered to a
mammal having cancer is an amount that is sufficient to treat the cancer, whether administered alone or in combination

with a 170¢-hydroxylase/C17,20-Iyase inhibitor.
[0052] In another preferred embodiment, the 170:-hydroxylase/C17,20-Iyase inhibitor may be administered with an
antibiotic agent. Suitable antibiotic agents may be selected from, but not limited to, aclarubicin, actinomycin D, actino—
planone, adriamycin, aeroplysinin derivative, amrubicin, anthracycline, azino—mycin—A, bisucaberin, bleomycin sulfate,

bryostatin—1, calichemycin, chromoximycin, dactinomycin, daunorubicin, ditrisarubicin B, dexamethasone, doxorubicin,
doxorubicin-tibrinogen, elsamicin-A, epirubicin, erbstatin, esorubicin, esperamicin-Al, esperamicin-Alb, fostriecin, g|ido-

bactin, gregatin-A, grincamycin, herbimycin, corticosteroids such as hydrocortisone, idarubicin, illudins, kazusamycin,

kesarirhodins, menogaril, mitomycin, neoenactin, oxalysine, oxaunomycin, peplomycin, pilatin, pirarubicin, porothramy-

cin, prednisone, prednisolone, pyrindanycin A, rapamycin, rhizoxin, rodorubicin, sibanomicin, siwenmycin, sorangicin-
A, sparsomycin, talisomycin, terpentecin, thrazine, tricrozarin A, and zorubicin. The amount of the antibiotic agent ad-

ministered to a mammal having cancer is an amount that is sufficient to treat the cancer whether administered alone or

in combination with a 17oL—hydroxylase/C17V20—|yase inhibitor.

[0053] Alternatively the 170¢-hydroxylase/C17:20-lyase inhibitors may also be used with other anti-cancer agents, in-
cluding but not limited to, acemannan, aclarubicin, aldesleukin, alemtuzumab, alitretinoin, altretamine, amifostine, am-

sacrine, anagrelide, anastrozole, ancestim, bexarotene, broxuridine, capecitabine, celmoleukin, cetrorelix, cladribine,

clotrimazole, daclizumab, dexrazoxane, dilazep, docosanol, doxifluridine, bromocriptine, carmustine, cytarabine, di-
clofenac, edelfosine, edrecolomab, eflornithine, emitefur, exemestane, exisulind, fadrozole, filgrastim, finasteride,
fludarabine phosphate, formestane, fotemustine, gallium nitrate, gemcitabine, glycopine, heptaplatin, ibandronic acid,

imiquimod, iobenguane, irinotecan, irsogladine, Ianreotide, Ieflunomide, lenograstim, Ientinan sulfate, letrozole, liarozole,
lobaplatin, lonidamine, masoprocol, melarsoprol, metoclopramide, mifepristone, miltefosine, mirimostim, mitoguazone,

mitolactol, molgramostim, nafarelin, nartograstim, nedaplatin, nilutamide, noscapine, oprelvekin, osaterone, oxaliplatin,

pamidronic acid, pegaspargase, pentosan polysulfate sodium, pentostatin, picibanit, pirarubicin, porfimer sodium,
raloxifene, raltitrexed, rasburicase, rituximab, romurtide, sargramostim, sizofiran, sobuzoxane, sonermin, suramin, tason—

ermin, tazarotene, tegafur, temoporfin, temozolomide, teniposide, tetrachlorodecaoxide, thalidomide, thymalfasin, thy-
rotropin alfa, topotecan, toremifene, trastuzumab, treosulfan, tretinoin, trilostane, trimetrexate, ubenimex, valrubicin,

verteporfin, vinorelbine. The amount of the anti-cancer agent administered to a mammal having cancer is an amount

that is sufficient to treat the cancer whether administered alone or in combination with a 1701-hydroxylase/C17,20-lyase
inhibitor.

[0054] The 1Tot-hydroxylase/C17,20-Iyase inhibitors may also be administered or combined with steroids, such as

corticosteroids or glucocorticoids. The 17oc—hydroxy|ase/C17Y20—|yase inhibitors and the steroid may be administered in
the same or in different compositions. Non—|imiting examples of suitable steroids include hydrocortisone, prednisone, or
dexamethasone. The amount of the steroid administered to a mammal having cancer is an amount that is sufficient to

treat the cancer whether administered alone or in combination with a 1To:-hydroxylase/C17:20-Iyase inhibitor.
[0055] In one embodiment, provided herein are methods and compositions comprising both abiraterone acetate and

a steroid particularly a corticosteroid, or more particularly a glucocorticoid. Steroids within the scope of the disclosure
include, but are not limited to, (1) hydrocortisone (cortisol; cyprionate (e.g., CORTEF), oral; sodium phosphate injection

(HYDROCORTONE PHOSPHATE); sodium succinate (e.g., A—HYDROCORT, So|u—CORTEF); cortisone acetate oral
or injection forms, etc.), (2) dexamethasone (e.g., Decadron, oral; Decadron-LA injection, etc.), (3) prednisolone (e.g.,

De|ta—CORTEF, prednisolone acetate (ECONOPRED), prednisolone sodium phosphate (HYDELTRASOL), prednisolo-
ne tebutate (HYDELTRA-TBA, etc.)), or (4) prednisone (e.g., DELTASONE, etc.) and combinations thereof. See, e.g.,

GOODMAN & G|LMAN’S THE PHARMACOLOGICAL BASIS OF THERAPEUTICS, 10TH EDITION 2001.

[0056] In a specific embodiment, single unit solid oral dosage forms which comprise an amount from about 50 mg to
about 300 mg of abiraterone acetate and an amount from about 0.5 mg to about 3.0 mg ofa steroid, e.g., glucocorticoid

in a single composition, optionally with excipients, carriers, diluents, etc. is contemplated. For instance, the single unit
dosage form can comprise about 250 mg of abiraterone acetate and about 1.0 mg, 1.25 mg, 1.5 mg, or 2.0 mg of a

steroid, such as but not limited to corticosteroids or glucocorticoids.
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Administration of the 1 70¢-hydroxy|aseIC17,2u-lyase Inhibitor and an Additional Therapeutic Agent

[0057] The 170¢-hydroxylase/C17,20-lyase inhibitor and the additional therapeutic agent, such as an anti-cancer agent
or a steroid can be administered by any method known to one skilled in the art. In certain embodiments, the 17er-

hydroxylase/C17,20—|yase inhibitor and the additional therapeutic agent can be in separate compositions prior to admin-
istration. In the alternative, the 170c—hydroxy|ase/C17_20—|yase inhibitor and the additional therapeutic agent can be com-
bined into a single composition for administration.

[0058] The 17oc—hydroxy|ase/C17V20—|yase inhibitor and the additional therapeutic agent can be administered sequen-
tially or simultaneously. If administered sequentially, the order of administration is flexible. For instance, 170t-hydroxy-

lase/C17_2o_|yase inhibitor acetate can be administered prior to administration of the additional therapeutic agent. Alter-
natively, administration of the additional therapeutic agent can precede administration of 1Tor-hydroxy|aselC17,20-lyase
inhibitor.

[0059] Whether they are administered as separate compositions or in one composition, each composition is preferably

pharmaceutically suitable for administration. Moreover, the 170c—hydroxy|ase/C17:2O—|yase inhibitor and the therapeutic
agent, if administered separately, can be administered by the same or different modes of administration. Examples of

modes of administration include parenteral (e.g., subcutaneous, intramuscular, intraorbital, intracapsular, intraspinal,

intrasternal, intravenous, intradermal, intraperitoneal, intraportal, intra-arterial, intrathecal, transmucosal, intra-articular,

and intrap|eura|,), transdermal (e.g., topical), epidural, and mucosal (e.g., intranasal) injection or infusion, as well as
oral, inhalation, pulmonary, and rectal administration. In specific embodiments, both are oral.

[0060] For example, the 17(x—hydroxy|ase/C17_20—|yase inhibitor can be administered transdermally and the additional
therapeutic agent can be administered parenterally. Alternatively, the 17oc—hydroxylase/C17:20—|yase inhibitor can be
administered orally, such as in a tablet, caplet or capsule, while the additional therapeutic agent can be administered

intravenously. Such intravenous administered therapeutic agents include, but are not limited to, docetaxel injections,

such as Taxotere®; paclitaxel injections, such as Paclitaxe|® and mitoxantrone injections, such as Novantrone®. Also,
the additional therapeutic agent can be in the form of depots or implants such as Ieuprolide depots and implants, e.g.

Viadur® and Lupron Depot®; triptorelin depots, e.g. Tre|star®; goserelin implants, e.g. Zo|adex®.

[0061] The suitable daily dosage of the 17oL—hydroxy|ase/C17V20—|yase inhibitor depends upon a number of factors,
including, the nature of the severity of the condition to be treated, the particular inhibitor, the route of administration and

the age, weight, and response of the individual patient. Suitable daily dosages of 17cc-hydroxylase/C17 20-lyase inhibitors
can generally range from about 0.0001 mg/kg/day to about 1000 mglkg/day, or from about 0.001 n'ig/kg/day to about
200 mg/kglday, or from about 0.01 mg/kglday to about 200 mg/kg/day, or from about 0.01 mg/kg/day to about 100
mg/kg/day in single or multiple closes.

[0062] In some embodiments, the 170c—hydroxy|aselC17,2O—|yase inhibitor can be administered in an amount from about
0.004 mg/day to about 5,000 mg/day, or from about 0.04 mg/day to about 3,000 mg/day, or from about 0.4 mg/day to

about 1500 mg/day. In certain embodiments, the 170¢-hydroxylase/C17,20-lyase inhibitor can be administered in an
amount from about 0.1 mg/day to about 2000 mg/day or from about 1 mg/day to about 2000 mg/day or from about 50

mglday to about 2000 mg/day or from about 100 mg/day to about 1500 mg/day or from about 5 mg/day to about 1,000

mglday or from about 5 mg/day to about 900 mg/day or from about 10 mg/day to about 800 mg/day or from about 15
mg/day to about 700 mg/day or from about 20 mg/day to about 600 mg/day or from about 25 mg/day to about 500 mg/day

in single or multiple doses.

[0063] In certain embodiments, the 17oc—hydroxy|ase/C17Y20—|yase inhibitor is co—administered with an additional anti-
cancer agent such as mitoxantrone, paclitaxel or docetaxel. For example, a method for the treatment of a cancer in a

mammal comprises administering an amount of abiraterone acetate and an amount of mitoxantrone. For example, the

abiraterone acetate can be administered in an amount of about 0.01 mg/kg/day to about 100 mglkglday and the mitox-

antrone can be administered in an amount of about 0.1 mg/m2 to about 20 mg/m2. Preferably, the mitoxantrone is
administered over a period of between about 10 to about 20 minutes once every 21 days.
[0064] Also, a method for the treatment of a cancer in a mammal can comprise administering an amount of abiraterone

acetate and an amount of paclitaxel. In one embodiment, the abiraterone acetate can be administered in an amount of

about 0.01 mglkg/day to about 100 mg/kg/day and the paclitaxel can be administered in the amount of about 1 mg/m2
to about 175 mg/m2. Preferably, the paclitaxel is administered over a period of between about 2 to about 5 hours once
every three months.
[0065] Additionally, a method for the treatment of a cancer in a mammal comprises administering an amount of

abiraterone acetate and an amount ofdocetaxel. For example, the abiraterone acetate can be administered in an amount

of about 0.01 mg/kg/day to about 100 mg/kg/day and the docetaxel can be administered in an amount of about 1 mg/m2

to about 100 mg/m2. Preferably, the docetaxel is administered over a period of between about 1 to about 2 hours once
every three weeks.

[0066] In certain embodiments, the 170¢-hydroxylase/C17,20-lyase inhibitor is administered along with an anti-cancer
agent that comprises a hormonal ablation agent, including, but not limited to, Ieuprolide, goserelin, or triptorelin. For
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example, one method forthe treatment of a cancer in a mammal also comprises administering an amount of abiraterone
acetate and an amount of Ieuprolide. The amount of abiraterone acetate can be about 0.01 mg/kg/day to about 100

mg/kg/day and the amount of Ieuprolide can be about 0.01 mg to about 200 mg over a period of about 3 days to about

12 months. Preferably, the Ieuprolide is administered in the amount of about 3.6 mg of Ieuprolide over a period of about
3 days to about 12 months.

[0067] Additionally, the methods for the treatment of cancer in a mammal include administering an amount of abirater-
one acetate and an amount of goserelin. For example, the amount of abiraterone acetate can be about 0.01 mg/kg/day

to about 100 mg/kg/day and the amount of goserelin can be about 0.01 mg to about 20 mg over a period of about 28
days to about 3 months. Preferably, the goserelin is administered in the amount of about 3.6 mg to about 10.8 mg over

a period of about 28 days to about 3 months.

[0068] In certain embodiments the methods for the treatment of cancer in a mammal comprises administering an
amount of abiraterone acetate and an amount of triptorelin. For example, the amount of abiraterone acetate can be

about 0.01 mglkg/day to about 100 mg/kglday and the amount of triptorelin can be about 0.01 mg to about 20 mg, over
a period of about 1 month, preferably the triptorelin is administered in the amount of about 3.75 mg over a period of
about 1 month.

[0069] Also, in one embodiment, the method for the treatment of a cancer in a mammal comprises administering an

amount of abiraterone acetate and an amount of seocalcitol. For instance, the method involves administering an amount

of about 0.01 mglkg/day to about 100 mg/kg/day of abiraterone acetate and an amount of about 0.1 p.g/day to about
500 p.g/day of seocalcitol, such as about 100 ptglday of seocalcitol.
[0070] In another embodiment, the method for the treatment of a cancer in a mammal comprises administering an
amount of abiraterone acetate and an amount of bicalutamide. For instance, the method involves administering an

amount of about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate and an amount of about 1 mg/day to
about 300 mg/day of bicalutamide.

[0071] In yet another embodiment, the method for the treatment of a cancer in a mammal comprises administering

an amount of abiraterone acetate and an amount of flutamide. For example, the method comprises administering an
amount of about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate and an amount of about 1 mg/day to
about 2000 mg/day of flutamide.

[0072] Moreover, the method for the treatment of a cancer in a mammal can comprise administering an amount of a

170:-hydroxylase/C17 20-lyase inhibitor such as abiraterone acetate and an amount of a glucocorticoid including, but not
limited to, hydrocortisone, prednisone or dexamethasone. For example, the method can comprise administering an
amount of about 50 mg/day to about 2000 mg/day of abiraterone acetate and an amount of about 0.01 mg/day to about
500 mg/day of hydrocortisone. In other instances, the method can comprise administering an amount of about 500

mg/day to about 1500 mg/day of abiraterone acetate and an amount of about 10 mg/day to about 250 mg/day of
hydrocortisone.

[0073] The method for the treatment of a cancer can also comprise administering an amount of a 17oc—hydroxy|a—

se/C1720-Iyase inhibitor, such as abiraterone acetate, and an amount of a glucocorticoid, such as prednisone. For
example, the method can comprise administering an amount of about 50 mg/day to about 2000 mg/day of abiraterone

acetate and an amount of about 0.01 mg/day to about 500 mg/day of prednisone. Also, the method can comprise
administering an amount of about 500 mg/day to about 1500 mg/day of abiraterone acetate and an amount of about 10

mg/day to about 250 mg/day of prednisone.
[0074] In addition, the method for the treatment of a cancer can also comprise administering an amount of a 170L-

hydroxylase/C17:2O-lyase inhibitor, such as abiraterone acetate, and an amount of a glucocorticoid, such as dexameth-
asone. For example, the method can comprise administering an amount of about 50 mg/day to about 2000 mg/day of

abiraterone acetate and an amount of about 0.01 mg/day to about 500 mg/day of dexamethasone. Also, the method
can comprise administering an amount ofabout 500 mg/day to about 1500 mg/day of abiraterone acetate and an amount

of about 0.5 mg/day to about 25 mg/day of dexamethasone.

Compositions Containing a 1701-hydroxy|aseIC17'2u—lyase Inhibitor and an Additional Therapeutic Agent

[0075] In certain embodiments, the compositions can contain a combination of a 17ot-hydroxylase/C17,20-Iyase inhib-
itor, preferably abiraterone acetate, and any of the therapeutic agents recited above. Whether the 1Toc-hydroxy|a-

se/C17,2O—|yase inhibitor and the additional therapeutic agent are administered in separate compositions or as a single
composition, the compositions can take various forms. For example, the compositions can take the form of solutions,
suspensions, emulsions, tablets, pills, capsules, powders or sustained-release formulations, depending on the intended
route of administration.

[0076] For topical or transdermal administration, the compositions can be formulated as solutions, gels, ointments,

creams, suspensions or salves.

[0077] For oral administration, the compositions may be formulated as tablets, pills, dragees, troches, capsules, liquids,
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gels, syrups, slurries, suspensions and the like, for oral ingestion by a patient to be treated.
[0078] The composition may also be formulated in rectal or vaginal compositions such as suppositories or retention

enemas that contain conventional suppository bases such as cocoa butter or other glycerides.

[0079] In addition to the formulations described previously, the composition may also be formulated as a depot prep-
aration. Such long acting formulations may be administered by implantation (for example subcutaneously or intramus-

cularly) or by intramuscular injection. Thus, for example, the therapeutic agents may be formulated with suitable polymeric
or hydrophobic materials (for example as an emulsion in an acceptable oil) or ion exchange resins, or as sparingly

soluble derivatives, for example, as a sparingly soluble salt.
[0080] Additionally, the composition may be delivered using a sustained-release system, such as semi-permeable

matrices of solid polymers containing the composition. Various forms of sustained-release materials have been estab-

Iished and are well known by those skilled in the art. Sustained-release capsules may, depending on their chemical
nature can release the composition over a period of hours, days, weeks, months. For example a sustained release

capsule can release the compositions over a period of 100 days or longer. Depending on the chemical nature and the
biological stability of the composition, additional strategies for stabilization may be employed.
[0081] The compositions can further comprise a pharmaceutically acceptable carrier. The term "carrier" refers to a

diluent, adjuvant (e.g., Freund’s adjuvant (complete and incomplete)), excipient, or vehicle with which the therapeutic
is administered.

[0082] For parenteral administrations, the composition can comprise one or more of the following carriers: a sterile
diluent such as water for injection, saline solution, fixed oils, polyethylene glycols, glycerin, propylene glycol or other

synthetic solvents; antibacterial agents such as benzyl alcohol or methyl parabens; antioxidants such as ascorbic acid
or sodium bisulfite; chelating agents such as ethylenediaminetetraacetic acid; buffers such as acetates, citrates or

phosphates and agents for the adjustment of tonicity such as sodium chloride or dextrose. The parenteral preparation
can be enclosed in ampules, disposable syringes or multiple dose vials made of glass or plastic.

[0083] For oral solid formulations suitable carriers include fillers such as sugars, e.g., lactose, sucrose, mannitol and

sorbitol; cellulose preparations such as maize starch, wheat starch, rice starch, potato starch, gelatin, gum tragacanth,
methyl cellulose, hydroxypropy|methy|—ce||ulose, sodium carboxymethylcellulose, fats and oils; granulating agents; and
binding agents such as microcrystalline cellulose, gum tragacanth or gelatin; disintegrating agents, such as cross—|inked

polyvinylpyrrolidone, agar, or alginic acid or a salt thereof such as sodium alginate, Primogel, or corn starch; lubricants,
such as magnesium stearate or Sterotes; glidants, such as colloidal silicon dioxide; a sweetening agent, such as sucrose

or saccharin; or flavoring agents, such as peppermint, methyl salicylate, or orange flavoring. If desired, solid dosage

forms may be sugar-coated or enteric-coated using standard techniques.
[0084] For intravenous administration, suitable carriers include physiological saline, bacteriostatic water, phosphate

buffered saline (PBS). In all cases, the composition must be sterile and should be fluid to the extent that easy injectability
with a syringe. It must be stable under the conditions of manufacture and storage and must be preserved against the

contaminating action of microorganisms such as bacteria and fungi. The carrier can be a solvent or dispersion medium
containing, for example, water, ethanol, polyol (for example, glycerol, propylene glycol, and liquid polyethylene glycol,

and the like), and suitable mixtures thereof. The proper fluidity can be maintained, for example, by the use ofa coating

such as lecithin, by the maintenance of the required particle size in the case of dispersion and by the use of surfactants.
Prevention ofthe action of microorganisms can be achieved by various antibacterial and antifungal agents, for example,

parabens, chlorobutanol, phenol, ascorbic acid, thimerosal, and the like. In many cases, it will be preferable to include
isotonic agents, for example, sugars; polyalcohols such as mannitol, sorbitol; sodium chloride in the composition. Pro-
longed absorption of the injectable compositions can be brought about by including in the composition an agent which

delays absorption, for example, aluminum monostearate and gelatin.

[0085] Also for intravenous administration, the compositions may be formulated in solutions, preferably in physiolog-

ically compatible buffers such as Hanks’s solution, Ringer’s solution, or physiological saline buffer. The solution may
contain formulatory agents such as suspending, stabilizing and/or dispersing agents. In a preferred embodiment, the

compositions are formulated in sterile solutions.
[0086] For transmucosal administration, penetrants appropriate to the barrier to be permeated are used in the formu-
lation. Such penetrants are generally known in the art, and include, for example, for transmucosal administration, de-

tergents, bile salts, and fusidic acid derivatives. Transmucosal administration can be accomplished through the use of

nasal sprays or suppositories.

[0087] For administration by inhalation, the compositions may be formulated as an aerosol spray from pressurized
packs or a nebulizer, with the use ofa suitable propellant, e.g., dichlorodifluoromethane, trichlorofluoromethane, dichlo-
rotetrafluoroethane, carbon dioxide or other suitable gas. In the case of a pressurized aerosol, the dosage unit may be

determined by providing a valve to deliver a metered amount. Capsules and cartridges of gelatin for use in an inhaler
or insufflator may be formulated containing a powder mix of the composition and a suitable powder base such as lactose
or starch.

[0088] The pharmaceutical compositions may be manufactured by means of conventional mixing, dissolving, granu-
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Iating, dragee—making, Ievigating, emulsifying, encapsulating, entrapping or Iyophilizing processes.

[0089] One example of a composition comprising a 170c-hydroxylase/C1720-Iyase inhibitor and an additional thera-
peutic agent is an oral composition or composition suitable for oral administration comprising abiraterone acetate in

combination with a steroid. For example, the oral composition can be a solid dosage form such as a pill, a tablet or a
capsule. The oral composition can comprise about 10 mg, 25 mg, 50 mg, 75 mg, 100 mg, 150 mg, 200 mg, 250 mg,

300 mg, 350 mg, 400 mg, 450 mg, 500 mg, 550 mg, 600 mg, 650 mg, 700 mg, 750 mg, 800 mg, 850 mg, 900 mg, 950
mg, or 1000 mg of abiraterone acetate. The oral composition can comprises about 0.25 mg, 0.5 mg, 0.75 mg, 1.0 mg,

1.25 mg, 1.5 mg, 1.75 mg, 2.0 mg, 2.25 mg, 2.5 mg, 2.75 mg, 3.0 mg, 3.25 mg, 3.5 mg, 3.75 mg, 4.0 mg, 4.25 mg, 4.5
mg, 4.75 mg, 5.0 mg, 7.5 mg, 10 mg, 20 mg, 30 mg, 40 mg or 50 mg of a steroid, such as a glucocorticoid.

[0090] In one embodiment, the oral composition can comprise about 50 mg to about 500 mg of abiraterone acetate

and an amount of about 0.25 mg to about 3.5 mg of the steroid, such as hydrocortisone, prednisone or dexamethasone.
In other instances, the composition can comprise about 50 mg to about 300 mg of abiraterone acetate and an amount

of about 1.0 mg to about 2.5 mg of the steroid, such as hydrocortisone, prednisone or dexamethasone. In another
embodiment the composition can comprise about 50 mg to about 300 mg of abiraterone acetate and about 0.5 mg to
about 3.0 mg of a steroid. For example, the oral composition can be a tablet containing 250 mg of abiraterone acetate;

1.25 mg or 2.0 mg of a steroid, such as hydrocortisone, prednisone or dexamethasone; and one or more carriers,

excipients, diluents or additional ingredients. Additionally, the oral composition can be a capsule containing 250 mg of

abiraterone acetate; 1.25 mg or 2.0 mg of a steroid, such as hydrocortisone, prednisone or dexamethasone; and one
or more carriers, excipients, diluents or additional ingredients.

[0091] The description contained herein is for purposes ofillustration and not for purposes of limitation. The methods
and compositions described herein can comprise any feature described herein either alone or in combination with any

other feature(s) described herein. Changes and modifications may be made to the embodiments of the description.
Furthermore, obvious changes, modifications or variations will occur to those skilled in the art. Also, all references cited

above are incorporated herein, in their entirety, for all purposes related to this disclosure.

The invention also encompasses the following embodiments.

1. A method for the treatment of a cancer in a mammal comprising administering a therapeutically effective amount

of at least one 17oc—hydroxy|ase/C17V20—|yase inhibitor and a therapeutically effective amount ofat least one additional
therapeutic agent to a patient having a cancer; wherein the 170i-hydroxylase/C17 20-Iyase inhibitor comprises a
compound of the formula (I) or an analog, a derivative, a metabolite or a pharmaceutically acceptable salt thereof,

R0

 
wherein R represents a hydrogen, or an acyl group having 1-4 carbons.

2. The method of embodiment 1, wherein the 17oc—hydroxy|ase/C17,20—|yase inhibitor comprises abiraterone acetate
or an analog, a derivative, a metabolite or a pharmaceutically acceptable salt thereof.

3. The method of embodiment 2, wherein the 170c-hydroxylase/C17,20-Iyase inhibitor comprises the mesylate salt
of abiraterone acetate.

4. The method of embodiment 1, wherein the therapeutically effective amount of the 170¢-hydroxylase/C17,20-Iyase
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inhibitor comprises about 50 mg/day to about 2000 mg/day.

5. The method of embodiment 1, wherein the additional therapeutic agent comprises an anti-neoplastic agent, an

alkylating agent, an anti-metabolite agent, an antibiotic agent, a hormonal ablation agent, an androgen ablation
agent, an anti—androgen agent, or a steroid.

6. The method of embodiment 1, wherein the additional therapeutic agent comprises mitoxantrone, paclitaxel.

docetaxel, leuprolide, goserelin, triptorelin, seocalcitol, bicalutamide, flutamide, hydrocortisone, prednisone or dex-
amethasone.

7. The method of embodiment 1, wherein the 17-hydroxylase/C1720 lyase inhibitor and the additional therapeutic

agent are administered to the mammal in a single composition comprising the 17—hydroxy|ase/C1720 lyase inhibitor
and the additional therapeutic agent.

8. The method of embodiment 1, wherein the 17-hydroxylase/C1720 lyase inhibitor and the additional therapeutic
agent are ad ministered separately to the mammal.

9. The method of embodiment 1, wherein the cancer is prostate cancer or breast cancer.

10. The method of embodiment 1, wherein the therapeutically effective amount of the at least one 17—hydroxy|a—

se/C17Y20—|yase inhibitor comprises about 0.01 mg/kg/day to about 100. mg/kg/day of abiraterone acetate and the
therapeutically effective amount ofthe at least one additional therapeutic agent comprises about 0.1 mg/m2 to about

20 mg/m2 of mitoxantrone.

11. The method of embodiment 1 wherein the therapeutically effective amount of the at least one 17oc-hydroxy|a-

se/C17Y20—|yase inhibitor comprises about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate and the
therapeutically effective amount of the at least one additional therapeutic agent comprises about 1 mg/m2 to about

175 mg/m2 of paclitaxel.

12. The method of embodiment 1 wherein the therapeutically effective amount of the at least one 170L-hydroxy|a-

se/C1720-lyase inhibitor comprises about 0.01 mglkg/day to about 100 mg/kg/day of abiraterone acetate and the
therapeutically effective amount of the at least one additional therapeutic agent comprises about 1 mg/m2 to about

100 mg/m2 of docetaxel.

13. The method of embodiment 1 wherein the therapeutically effective amount of the at least one 170c-hydroxy|a-

se/C1-L20-lyase inhibitor comprises about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate and the
therapeutically effective amount of the at least one additional therapeutic agent comprises about 0.01 to about 200

mg of leuprolide over a period of about 3 days to about 12 months.

14. The method of embodiment 1 wherein the therapeutically effective amount of the at least one 17oc—hy—

droxy/ase/C17Y20—|yase inhibitor comprises about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate
and the therapeutically effective amount of the at least one additional therapeutic agent comprises about 20 mg of

goserelin over a period of about 28 days to about 3 months.

15. The method of embodiment 1 wherein the therapeutically effective amount of the at least one 170c—hydroxy|a—

se/C17Y20—|yase inhibitor comprises about 0.01 mglkg/day to about 100 mg/kg/day of abiraterone acetate and the
therapeutically effective amount of the at least one additional therapeutic agent comprises about 0.01 mg to about

20 mg of triptorelin over a period of about 1 month.

16. The method of embodiment 1 wherein the therapeutically effective amount of the at least one 170c-hydroxy|a-

se/C1720-lyase inhibitor comprises about 0.01 mglkg/day to about 100 mg/kg/day of abiraterone acetate and the
therapeutically effective amount ofthe at least one additional therapeutic agent comprises about 0.1 p.g/day to about

500 p.g/day of seocalcitol.

17. The method of embodiment 1 wherein the therapeutically effective amount of the at least one 170c-hydroxy|a-

se/C1720-lyase inhibitor comprises about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate and the
therapeutically effective amount of the at least one additional therapeutic agent comprises about 1 mg/day to about

300 mg/day of bicalcutamide.
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18. The method of embodiment 1 wherein the therapeutically effective amount of the at least one 170c—hydroxy|a—

se/C1720-lyase inhibitor comprises about 0.01 mg/kg/day to about 100 mg/kg/day of abiraterone acetate and the
therapeutically effective amount of the at least one additional therapeutic agent comprises about 1 mg/day to about

2000 mg/day flutamide.

19. The method of embodiment 1 wherein the therapeutically effective amount of the at least one 170c—hydroxy|a—

se/C1-,Y20—|yase inhibitor comprises about 50 mg/day to about 2000 mg/day of abiraterone acetate and the thera-
peutically effective amount of the at least one additional therapeutic agent comprises about 10 mg/day to about 250
mg/day of hydrocortisone.

20. The method of embodiment 1 wherein the therapeutically effective amount of the at least one 17oc-hydroxy|a-

se/C1-,Y20—|yase inhibitor comprises about 50 mg/day to about 2000 mglday of abiraterone acetate and the thera-
peutically effective amount of the at least one additional therapeutic agent comprises about 10 mg/day to about 250

mg/day prednisone.

21. The method of embodiment 1 wherein the therapeutically effective amount of the at least one 170c-hydroxy|a-

se/C1-L20-lyase inhibitor comprises about 50 mg/day to about 2000 mg/day of abiraterone acetate and the thera-
peutically effective amount of the at least one additional therapeutic agent comprises about 0.5 mg/day to about 25
mglday dexamethasone.

22. A method for treating a patient having a refractory prostate or breast cancer who is currently receiving at least
one treatment for cancer, the method comprising administering a therapeutically effective amount of at least one

170¢-hydroxylase/C1720-lyase inhibitor in addition to the at least one treatment the patient is currently receiving,

wherein the 170¢-hydroxylase/C17,20-lyase inhibitor comprises a compound of the formula (I) or an analog, a deriv-
ative, a metabolite or pharmaceutically acceptable salt thereof,

/\~

R0 (1)

wherein R represents a hydrogen, or an acyl group having 1-4 carbons.

23. The method of embodiment 22, wherein the 170:-hydroxylase/C17,20-lyase inhibitor comprises abiraterone ac-
etate or an analog, a derivative, a metabolite or a pharmaceutically acceptable salt thereof.

24. The method of embodiment 23, wherein the 1Tot-hydroxylasc/C17,20-lyase inhibitor comprises the mesylate salt
of abiraterone acetate.

25. The method of embodiment 22, wherein the therapeutically effective amount ofthe 17oL—hydroxy|ase/C17:20—|yase
inhibitor comprises about 50 mg/day to about 2000 mg/day.

26. The method of embodiment 22, wherein the treatment for cancer comprises the administration of an anti-cancer

agent, chemotherapy, radiation or surgery.
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27. A pharmaceutical composition for the treatment of a cancer in a mammal comprising a therapeutically effective

amount of at least one 1'/on-hydroxylase/C1720-lyase inhibitor; and at least one additional therapeutic agent; wherein
the 1Tot-hydroxytase/C/17,20-lyase inhibitor comprises a compound of the formula (I) or an analog, a derivative, a
metabolite or a pharmaceutically acceptable salt thereof,

/\~

R0 (1)

wherein R represents a hydrogen, or an acyl group having 1-4 carbons.

28. The composition of embodiment 27, wherein the 17oL—hydroxy|ase/C17:20—|yase inhibitor comprises abiraterone
acetate or an analog, a derivative, a metabolite or a pharmaceutically acceptable salt thereof.

29. The composition of embodiment 28, wherein the 170:-hydroxylase/C1720-lyase inhibitor comprises the mesylate
salt of abiraterone acetate.

30. The composition of embodiment 27, wherein the therapeutically effective amount of the 170c—hydroxy|a—

se/C17Y20—|yase inhibitor comprises about 50 mg to about 500 mg.

31. The composition of embodiment 27, wherein the additional therapeutic agent comprises mitoxantrone, paclitaxel,

docetaxel, leuprolide, goserelin, triptorelin, seocalcitol, bicalutamide, flutamide, hydrocortisone, prednisone or dex-
amethasone.

32. A pharmaceutical composition for the treatment of a cancer in a mammal comprising a therapeutically effective

amount of abiraterone acetate; and a therapeutically effective amount of a steroid, wherein the composition is
suitable for oral administration.

33. The composition of embodiment 32 wherein the composition is a solid dosage form.

34. The composition of embodiment 32, wherein the composition comprises about 50 mg to about 500 mg of

abiraterone acetate, and about 0.25 mg to about 3.5 mg of the steroid.

35. The composition of embodiment 32, wherein the steroid comprises hydrocortisone, prednisone, or dexameth—
asone.

36. The composition of embodiment 32, wherein the composition is in the form of a pill, tablet or capsule.

Claims

1. A therapeutic agent for use in a method of treating cancer, said method comprising administering the therapeutic

agent in combination with a therapeutically effective amount of at least one 170L-hydroxylase/C17_20-lyase inhibitor,
wherein the 170¢-hydroxylase/C17_20-lyase inhibitor comprises a compound of the formula (I) or an analog, a deriv-
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ative, a metabolite or a pharmaceutically acceptable salt thereof,

R0 (1)

wherein R represents a hydrogen, or an acyl group having 1-4 carbons.

A 1 70c—hydroxy|ase/C1 7_20—|yase inhibitor for use in a method oftreating cancer, said method comprising administering
the 17(x—hydroxy|ase/C17_20—|yase inhibitor in combination with an additional therapeutic agent, wherein the 170i-

hydroxylase/C17_20-lyase inhibitor comprises a compound of the formula (I) or an analog, a derivative, a metabolite
or a pharmaceutically acceptable salt thereof,

/ \

R0

wherein R represents a hydrogen, or an acyl group having 1-4 carbons.

The therapeutic agent as claimed in claim 1 or the 170:-hydroxylase/C1-,_20-lyase inhibitor as claimed in claim 2,

wherein the 1Tot-hydroxylase/C17_20-lyase inhibitor comprises abiraterone acetate or an analog, a derivative, a
metabolite or a pharmaceutically acceptable salt thereof, optionally, wherein the the 17oc—hydroxy|ase/C17_20—|yase
inhibitor comprises the mesylate salt of abiraterone acetate.

The therapeutic agent as claimed in claim 1 or the 17oL—hydroxy|ase/C17_20—|yase inhibitor as claimed in claim 2,
wherein the therapeutically effective amount of the 170:-hydroxy|aselC17_20-lyase inhibitor comprises about 50
mglday to about 2000 mg/day.

The therapeutic agent or the 17oi—hydroxy|ase/C17_20—|yase inhibitor as claimed in any one of claims 1 to 4, wherein
the therapeutic agent is a steroid, a corticosteroid or a glucocorticoid.

The therapeutic agent or the 170¢-hydroxylase/C17_20-lyase inhibitor as claimed in claim 5, wherein the therapeutic
agent is selected from the group consisting of hydrocortisone, dexamethasone, prednisolone, pred nisone and com-
binations thereof.
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The therapeutic agent or the 17ot—hydroxy|ase/C17_20—|yase inhibitor as claimed in claim 6, wherein the therapeutic
agent is prednisolone or predinsone.

The therapeutic agent or the 170L-hydroxy|aselC17_20-lyase inhibitor as claimed in any one of claims 1 to 7, wherein

the therapeutic agent and the 170c—hydroxy|aselC17_20—|yase inhibitor are administered in a single composition.

The therapeutic agent or the 170L—hydroxy|ase/C17_2O—|yase inhibitor as claimed in any one of claims 1 to 7, wherein
the therapeutic agent and the 17oc—hydroxy|ase/C17_20—|yase inhibitor are administered separately to the mammal.

The therapeutic agent or the 170L-hydroxy|aselC17_20-lyase inhibitor as claimed in any one of claims 1 to 9, wherein
the cancer is prostate cancer or breast cancer.

The therapeutic agent as claimed in claim 1 or the 17oL—hydroxy|ase/C17_20—|yase inhibitor as claimed in claim 2,

wherein the therapeutically effective amount of the 17o:—hydroxy|ase/C17_20—|yase inhibitor comprises 50 mg/day to
2000 mg/day of abiraterone acetate and the therapeutically effective amount of the therapeutic agent comprises

about 10 mg/day to about 250 mg/day prednisone.

A pharmaceutical composition for use in a method of treating cancer comprising a therapeutically effective amount

of 17a—hydroxy|ase/C17_20—|yase inhibitor and an additional therapeutic agent, wherein the 17(x—hydroxy|a—

se/C17_20—|yase inhibitor comprises a compound of the formula (I) or an analog, a derivative, a metabolite or a
pharmaceutically acceptable salt thereof,

N/ \

R0 I (I)

wherein R represents a hydrogen, or an acyl group having 1-4 carbons.

Use of a therapeutic agent in the manufacture of a medicament for use in a method of treating cancer, said method
comprising administering the therapeutic agent in combination with a therapeutically effective amount of at least

one 1To:-hydroxylase/C17_20-lyase inhibitor, wherein the 170:-hydroxylase/C17_20-lyase inhibitor comprises a com-
pound of the formula (I) or an analog, a derivative, a metabolite or a pharmaceutically acceptable salt thereof,
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wherein R represents a hydrogen, or an acyl group having 1-4 carbons.

(1)

14. Use of a 17oc—hydroxy|ase/C17_20—|yase inhibitor in the manufacture of a medicament for use in a method of treating

cancer, said method comprising administering the 17oL—hydroxy|ase/C17_20—|yase inhibitor in combination with a an
additional therapeutic agent, wherein the 170L—hydroxy|ase/C17_20—|yase inhibitor comprises a compound of the for-
mula (I) or an analog, a derivative, a metabolite or a pharmaceutically acceptable salt thereof,

R0

/\~

wherein R represents a hydrogen, or an acyl group having 1-4 carbons.

(1)

15. The pharmaceutical composition as claimed in claim 12 or the use as claimed in claims 13 or 14, comprising the

features of any one of claims 2 to 11.
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Tahieih with hitch and Eimfi-©@§“i§i‘fi5§$d gahimiiiiresiiiiai reiezim mi miiims

ingredient

fiasazriptinh

U4

hhxziiggrauhizi :3?‘ his imreniihh

1nFfi€hiflfihe§nVEfifiQn

The hrhsezhi iiwehiicsh t§9£€1i'§§JEE as pharmaohuiicai dushga farm with aim»-
in and iima-imnirniiezi ghsairaihiestihai reiessaaa of active ingredient.

2. Dhsiziipiihn iii iiiiii Rhiatad Art

Rhiease hi nah-siemiciai anti-ihiiariimaiciry EEULJQS in ihe aiicaiiieaizh iraquaniiy

chimes uiaam zzif iha gasiris: mimosa. This is why ihhieis with 253 ghainm

15 hzesisiaiit mating aha haw eiiipiuiyeni aimahi eixuiusivaiy. Tha disadvantage ia
flfifiifi that iiie active iaigreaaziiehi is ureieashci vary iguiszigiy mi army ihiu the
iiiieiiiine. Thus, it is gmsziihih with this iachhhiazsgy in achieve cuniroi tmiy -Bf

‘ihe sziia, but not {if iiie timing, mi aciive irigraiiiani naieash.

20 Ahsicirpiinh hf same Eii‘.'2'iW€.-E ingredients is gmssibia aireiy in chiiaiii sheatitiiiii iii
iiie ghstrciihiesiinai iiaszi (ai:asm'pi;is;m \°i'ii"ii.'5E.'.¥W}9 AGEEVBE ingredient
aniryiirahsrier ihiii ihh piasma E3 asiieii desired uniy whim the paihhihgicai
aihih hhmmhh gzariiizuiaiiy ziianiiiesi xiii czerihira heriaiis hi iha my iaczirrratiiah

rhythm), Tiiis is iha ii‘-ESE fur eimmpie with asthma Bi’ isuhemias in the ehriy
ii‘i{'3!'i'iii'ig, igiihi pain ih iiiaa hiariiihg. sic, {fin ihsse niher hami, ihe eifeci hi $8313
madisamehis is ciiiiah dhssiriid uniy imaiiy in the gasiminihhiiiiai tract, sis-sh

ah far ihiiammaiicshsi (ah. iii i.i§f}E~§i“E3i§VB azhiiiia hr i’_‘:miii1’s fiishase} or

WI!»

ihihciizahs iii the gasiruihieaiihai iraai.

an Chaim izihiais §’i£iV£3'.‘ been described iraquehiiy, espssciaiiy with iha aim csi

iieiayeii reiehha £3’? aciivh irigmetiihhi, in which case an ihiiiai phase: wiihmai
heiaases cf the active irigiehiehi (iag phase} i3 fniiuweiii by the active

ihgrefiieni ieaving the ‘ihhihi.
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Thus, WEI! QEiG?'2{i33 ciiscinsnn that inn nmnnni nf casting rnatnrini appiinn

nntnrminns the Eng gnase. The Gaming cnnnists an a nweiintzin mnieriai

inrnugn inn pares ni’ wniun inn aniivn ingrniriieant in tnnn reinnnnd. in this

5 man. inn diffusinn thrnugn inn siweiianie matrix nf the mating bennmes than

neieasninniermining iasxini“. i-icwnimr, rniea:-an tnrnngn inn nnrnn nfien deans

nnt iniie niacin snczntnnnnuniy afier inn nnnirnn Eng nnnnn; an the ncsntrnry,

tnnrn in nnnnt nf main nr 3333 rapid miaase. in addition. the influences an

man an sswniiing ann emciing comings: are vnry iinnnriaaii.

U3 5 46:3» 533 nnncrinns is tairaint fnr deiaynd rninnsn in‘ sin nrntive nunniancn.

The iaisisi aznnaisizs «sf ea care which cnmprisas the active ingranisni anti as

gmiymer, and :3? a pniymarucnntnining aznating.

15 E53’ 3 453 8??‘ dnnnribes a pnnrrnncauiicai prnpnratinn ins" cnntrniind rninann

nf an nntivn ingrndinnt, which cznmprinan n nnrn and a cnnting Eaynr, where

‘the mating Enynr mmnrines n W5fi$f~i‘E$‘bfii§&fi'§‘. saii and n mpniymer.

A nhnrmannuiicai prnna:-aiinn cnnssiniing an’ in care sand 0'? n rnuiztiinynr cznniing

2:5 inf rnieane nf inn acztivn ingredient in inn flower part :5‘? the gagtrnininniinai

tract efminn) is nnnwn far nxnrnnin from EP 3 365 621. i”-"iirn nnatingn which

are degraded nniy in the cninn by imcinrin nrnnnni: iherein are, hnwnver,

unnniinbia fnr reaiszasing inn aciivn ingredient in uppnr nnniiana an‘ inn

ininsiinn.

E-i

W13 §‘i!8fi82:§ gfiuirand) dencriben a phnrrnaiznuiicai farm having a corn

wisicn, iannizian iha activn ingrndient, aim cnmnrinns 3 hynrnphiiin, swniiing

pniymer, and having a nurrmending mating mnsisiiiig an at £333: nnn wai:er~

inaninbie poiymnr.

E? {B 339 E23 31 and US 3 183 ‘mi? {Gunner} nnnnrinn an nrai dnsagn iinrrn

with deiaynn rninann ccinsisting in a cure and 43%‘ n ::naiing;_ when: the mating

nnnnists in (me or more pniymnrs, sf 3 w$§ia§"-SQ§i.E§)§E niastiuizer and :2? n
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substance: which §i‘T€.'.'i’$~°:':€$€.-ES thaw hriétiereahzz hf’ She chaiéng. The disadvantages

of this farm aha, Eh pas'hc:a3Ear, that Ehfiuahheh hf mud are possihiee.

EP 1 ()8? saw {Bar~$haimn) vriesrcxriheh an srzrai dmzagese farm having at $933‘:

cane hmdahia hurfazzh. EP 1 2?°5 381 Wamanmuafiai} Eihewise fiessrsrihess a more

tame: wiih C-Gating, ma flatter t'.1£3flSi:§§i5'§Q £31‘ a swaaiiahie hydruphiiic gmfiymer,

“Shh ahiacih hf ‘mud in these cases are aims great.

U?

Aciméniatmiim cs‘? Ltiiitiasiatem in the farm hf hisiaghzaiiy inert phiiets with 3

- is ysimaiity of Eayezrs is described in HS £3 $23 «$339 {Ema Ex;-:hs§. in ihis case, tha

aciim ihgrefiieht is reiaaseszi emma houn; after intake in heat arteréai

hsniusicns in thh m-L‘}¥’i'i§ngI;.

US Patent 5 ‘F92 s$?£;‘a descrihgs a pharn1a£;63uii_<:aE hompcrsfiinh far psarhrai

15 administraficsh far rheumaiaid arthrifis, which €‘:0mps*i£';&S a giuerzmmriisthid ass

actévh ingreeezimsht and whhzh ieastia in reieasea in the smaii intestine. The

cczmphsiiihn E5 3 granuiaha which is. iaminaatad wiih an énnas‘ Bayer whihh is

rssisiani his 3 pH hf 8.8, and with an easier iayhr which is msisfiaht ta a phi cf

‘LE3.

US Patent 6 -$88 $366 cihharihhh 3 pharmaseuticai damage farm hiha" ii§€}i'%‘§1§”s'.)§§€3‘d

rem-35$ Ce? £‘.¥:3§"§§€’.34£'.fi&IiS, reference hazing made its Ehssv. f()i“n‘¥L!§Eiiit:)?‘E$ described in

US hahani 5 mg 4?8.

25 WE Q‘iifl34E1 dehcrihaa a iahiet having a care which ‘:5 castrated hy 3’: E935‘:

mm Eayars, aha :23‘ which G€)iT1§)§8;Ei¢£3§y encibsers. the ather. Thh fzaaiihg iayhrs

can hh gmmutrhci hy Spray hcszaiing aradinr pressing.

WC) &‘.3'§iS8£3f>fi dészzimheh a §'.35‘1a?'ffi8i‘§£3.‘i.é9.'§iI=E:i§ preharatinn havéhg a reihaze

ext: prufiis with a time dehay, smmprising a math and at Ehaht (me hydrhhhiiéc ELM“

Eiphphiific szhafing surrstmndihg the com. whem the casting; is afinwiy swczifieh,

ciissufivad, armed ear changed in its structurg in amzthhr way thwugh {ha

whim" hreheni in fihh reie.-ash mmfiiuni, an that the cam E33‘ parts hf the mm
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hhmrhe &Ei‘{:i.‘2E5Sibifi‘ it) this reieash medium. Thii mzskiiiig may he farmed far

hxainpih as pragged citiaiing.

WC? £i2i'€i?2iZi34 diszcicisas 5 pharmacéuiicai damage fizerm far itiieiayzad riziiehsiisi,

5 having 3 caisira which Gi'Ji“i'ipi'§SE$ 35 aiziive ingredient agiiicziiazciriiizaid and 3

maieriai which hrihggh hhmii cieiayed reieeasa anti ihciiiijhsi hi ieassi cine

riaiurai €33" synthetic gum.

W0 2€ii‘.'m!G§3843, izha C-i‘.‘ii“£iEi'ii of which ia ifififlrgimraiad herein by i'3‘i"ei”Bi‘"si3B,,

1:3 diaizihaiaa at iiihiei wiih a specific Ci.’.3F¥$ geimietsy in ihiaam ihe azziiw

ingrediahi in a sgzeeziiizs deiayaii reiaasg manner.

ifirihi hummary iii iha imimiim

15 The pmhiem i.iii(§$¥”§y§i“iQ ihéi 5f}i“iE2§$i"i€ ihimiiiiczh was; ih gzrimridizi as

hhahhmzeuiicai damage farm with siie~ and time-cizhiriaiiad reisase hi’ aativh

ihgreiiieiii, which inaiiiias. rsaprnciucibie in viva reiease pmssihie in the

pariicuiar desired seuiiiina of ‘him intaaiine irrwpaciiva hf iha haiiehfh fcind

intakh. it was fiiriher intended aish far the aiziivh ingredient rs:-.-ieasea: prhchha

2:; iisiseii‘ is} he chnimiiaabie as epiimaiiy ax; gmssihie diziimndihg cm ihisi mihvahi

mhdichi iridiizaiism.

Tiiia prubiem is. soivad hy a pharinaceuiicai fihhage fiC3i"i'iI'i with aiiw anti iirham

izizhimiiad gafiimihiahiinai iaiease £3‘? aciive irigrhdiehi, ccimprising

25 (:22) 2: mm iiaawing at iiaassi hm»: saizziiva iiigvaiiiiaihi 2-rmizi having at ieasi arise

siweseiiaiaia adjiiveini such that ihe active ingredient is rsapidiy reiaaiieci

imm the Kiiififiga ihrm when the mire ii: chriihhied with g:a$ii'ciiniwiii1i-iii

fli.§§€i$; and

{h} an inert maiihg presaad shin ihia chm, said chafing iziaing capaitiia mi‘

39 prevaniiiig suhsianiiai reieasa hi iha active iiiggretiihhi far a emfinmi iime

fifififld iiariicawihg ingasiihh cii ihe damage farm.

in ahniher aiiphht, E3163 piescahi irivehiicih is eziirmtiefi in a meihmzi ff)!’ iiia
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traatmarit of 8 tsatieznt in need at therapy with an active: ingredient in a sitan

and iimflvffifiiffiiifid dtzsatige farm, said msthmd cesmtlarisihg attministtiririg ‘EC?

tittitfi ttatiattt that pharmatseutitzai tiutitsbgsza ‘harm tiaatscrihesj herein,

5 in armther aapect, ihifi present 5i'tV'Efl't§C>i'i is attracted ii) a hit mmprisihg at

teaat Emfl unit ttszesaga at a tttmhzage farm described herein with sitew and time»

mhtmiiatt gagtrhihtestinai raiaase of aoztivh iragrhdiarit The hit mptitmatiy

ttontatits instruatiuhai mateariai ftir use of the unit citisagza harm.

H) in cant: aspect, the present invhhtiezsrt reiatea ta ts methtzd tat‘ prttttucimg as

hthiet whitzh reieases a aztartimatertaiti hsztive ingrhhizent at a predetermined

variahih itmatimn in tha GE tract, staid mhthtsd Stiimprifiiiigi

tfittterminirag this ihttatitm in the t".-it tract at which it is dh:-iiirsti tats

deiivhr the Gflfficflfiffifflid;

‘E5 harming a tttiatw tttttiht having a mire tmmpfiaing the

cnrtimstertsiti and ti swttiiahia adiuvarit, and an inert cuter mating; and

s::t:ex':i;:ems.:=;irig the mating cat’ mitt thhiat at 53 gszresstsre chosen ta

rezshuit in this reieasa at the: tztzsrtictsstemid at said pretiathrmined gmetititm.

2:2 in aahathtzr aspect, the present ihvtzertiitm reiates to as ctzatead tahiat having a

azure: at a mrtittostamifl active ingredient anti a mating, Gambia at raihahirsg

the mrticasthraid at a presjzatermineti variahhsz ittchtism the Si tract, thea

mating haihg cumprizsaaed tn at ttagresa which msttitat in the t'€§§tE2§iE»§3 at the

tmrtimstaraid at saié preticathrmirtasd tcacatioh.

in amzethar aspect, the praaent irwehtitsh reiatess its 5.3 mathrstt Bf pmettazsing 22

thhttat whiczh rttihhses a cartiatmteraid hhtivia Engrsdiant at a predatarminaazi

varihhie immaticm he the {iii tract, ttaiti rtahthmfi mmhrifiing:

determining the ihtiatitzri in thh Gt tract at which it ta dasirtstt th

as deiit-"er the t‘.':£23=i'tii3£3$‘19i'iZi§{§;

farming a mated tahiet having a care tttamtaristirag the

cezartitsezateraifi and a swvaiiahih adjttvaht, and an inert miter mating;
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compressing the mating mi’ said iaiaiei at a pr-BESUF3 r::i'ir:sseri iii

resiiii iri the raieasa rai ihfii‘ 0C3i‘i;ii3€3$Eei’i3§(i at 5353 predetermined prisiiicsn; and

taming me in vitm :'€3i€3§i.’Z-55.33 characierisiirzs in a fiiaaaiiiiiizsri

apparaiug in ordai" ii} mnfirrii reiaarra raf the: active ingrmsiieni at an specific Eag
5 time.

in aririiimr asspmii, irae present irrmriiicm reiaiea in a meiiiaci fair iiie

imatiriani rs‘? a imzai imwai iiiginrizier in Erie iowei" $${:‘iiGE‘E3 mi iiia iriiasiirie,

wiiizzii mmririsses administering in ii patient in need iiierecni’ a amaiiaifi iaizirsi

iii having 3 care iii a crrsriirmsiearrxid active iiigraiiieni and a caaiing, the mating

being ::.€irr:p'res.a5ed its a degrsee that reaiiiis in iiiifi reiaase sf ‘EH59;

smriicasmrmiri in the iriwar smtiiaria Qi’ iiw iriiestirie,

Bria"? fiaaarimimii iii’ tim fimwinga
15

Figure ‘i shows the if: viiriti reiease sf the rirmai iribiei maintaining 5 mg #3‘?

Qffidfiifififlfi {“Pres:ii‘ii$«:irira TR”) wiiii a iag §3i'3Ei:'*.5E3 mi‘ aimui 4 ii {SEQ mi oi

waiar, giaridia, USP}

29 fiigiim 2 SHDWS iiie in viva iliéififiia ievei sf pi'€3€.'ii'ii$fli’iE afier adrriiriisiraiinrs iii‘

Ai standard “Presjiiisiarsri ifi“ {mimmsdiaie reieaiaa} iabiei (iniaiia 2 aim) with

5 mg (If §'.‘»‘E"i%€§E"§iEi}E"i€-‘.5,

E} iiirwei "Pradnisana TR"ir_ii::ie'i, “semi—i‘a25imi“ {iniai-ae 3 gsmfi wiifi 5 mg iii

pradnisone

as C} Nrwai “§7*‘i'8§3i;§i'Bi$£3i'i§i “iii” iabiai, ied-siaia iiriiaiza Siam} wiiii 5 mg iii

praeinisnnei.

Figure :3 siiows the in viva Epimma ievei 0? §ZPi'8€§E"ii$i35£3i‘i$ afier aiciniiriisiraiisn

<3?

3:: A} atriririard “F’i'£§€‘.§i‘i§S€§i"EiE3 ER“ iaiiiiei {intake 2 am} with 5 rug cf §‘.ii"&E§i'i§SiIi§’i$.%,

E} iimiei “F’i"edriis§ri% iii” ‘iaizaiai, “semi*fasiEd"* {iniaka 8 pm} wiih 5 mg iii‘

iirafiiiisizirie

C} ikimrgi “Frei:ii'iis0ne TR“ ‘iabiei, iteci-fioiaiia {isiiaiw 8 pm) with 5 mg izsf
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pmaniwree.

figum efi $§'§C3W$ the in viéra raiaase «sf 3 "P:'a=:inisunea TR” tabiat czmiairsirig

5 mg m’ grsatfinimrsza with a flag phase sf 8 h (5135) mi :5? watar, paddfis-2. USP}

Figum 5 shszsws an in viva magma Emmi pmfiie after administratian af

praadnisunee iabiem.

1} "’Predni$€mfi Ewaiandard iabigi {irriaka 3 am}

2} “Prednimna EH“ fiianciard tabiei {intake 2 am}

an 3} Nova? “Pradnisune TR" iahiat with fi E": flag gshag-‘£3 {“sam§«fasted”}{§nEa%:e 8

% am}

45%) Nave! “Pradniausm TR“ iabiat with E h Egg phase {fazed ~‘-mate} {intaka 8 pm)

Bataifim dgmfiptéun 0? the Emrentiesn

it is pnasibie for the s§x‘.e- ané t§me~iin3<e::§ gasiraainiastirsai raieaae cf active;

Engredieni is differsntiam two prafarred embmdimanta:

1) Reieaga in ‘ma upgmr S38:fEi§.2f'3$ :33‘ the imaaasiine with ma fniisxwing aims:

24) V» aveédanua cf énszabiiiiias 0f the active ingredéént in mniaat with

gaatriaz juém.

« avssiaiancva €13‘? side effactru, gush as uiczars, can :‘eie.=2as& Q? the active

ingredmnt in the smmach,

«- ugatémai sife am timing :2? absnrptiim :33" the active Emgmdiant and 5&5

25 Hairy ink: the magma after reiaaag 0:‘ ma astiva ingrssdient in the

ugxpar sectémn Q? the amaii intxasténai ragian,

_ aahiavemam; :2?" the syatamic affect at Em iefieaai timea.

~. dismay $2‘? an Ema: affact in tha upper sesiiens 6:22‘ the intgstfinesa

so 2} Reiease En the Ssawar a=a<:iEz:3ra$ Bf tha intesflinss with ma fcsfiicxwing aims:

~ Emmi and iargetac: gastmintestinai reieasee sf activg ingredééants,

.. auaizjancea csf aim; effects by active Engredéanfi after (unwanted)

ahsmrpiican has iaken piaca.
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it ia rsmrrirmzm iai bath aririztiiiirrissriizs ‘:0 insraase rriariraiziiy the sriediazamerii

aificacy arid in mrirrrm the side effects ihereizri‘.

5 A iirsi gzrafrrrreri isniizziiiimeni iiiemfore '§3i'i‘.3i‘ii‘id§E%3= a riiiarrriaiiauiimi dnriage

farm with 3 rreiaa:-sea azri‘ native irigreiiiani in rm upper secsiioris «:3? the iriiasiiria

Within a rieriarzd inf 2-5 haurs. A Eéfiflfid preferred eambndimari’: pmvidim a

priarmameuiimi cirmagrz i‘r:irrra with er aim» and iirrie~z:i:iri’:r:3iEed reieasi:-. er

aative irigredirzrit in the iawer Sflfltiiiififi er iha inter-ziirra wiihirr a peririd of

‘ii?’ iimiii‘ huurs after intake.

The iflvfifltiflii described herein reiates Etc: 3 nrwai iimecimreiease i‘”'i"i?€"}

dcisaga farm which reieaserr, the ziciiwi iiigradirmi or the rmmiriirsatiaiars tr?

active irigrssciiarits, ifiepiaeridirig an ma rzumrmaaiiiari, ‘the gecimeiry and me

15 rxrrrrziuazticn rzrsrariitimia, at 3 giarricuiar site anriiar at 3 pariicuiar iirrie, anti

iimr; makes it prsssibira in §§i15i,ii"3 an iraraiimai effectwiiii i”$(‘.€$..E(.‘3€-3d side effects.

Thus, iaxparirrieriia ham airearziy been rrarriaci ciui with pradnistine as mizarirzi

auimiarraza {“i3re§rii$r.mr.=a “i"R’”} sszmti cars. iiiairgrauaia xii’ rim ccmparaisiea

an ;3ri:a;:3«ariier., aim: be appiimsi in rsiiirsr active irigreciiaraisp fig. i:.ariimssi:r.=:ri:iid<.5.

‘”i“i°a<a rimei “"i"R" dszssage farm described herein differs"; {rum prim‘ ari

preparaiiurrs. ii :;ui‘;:irisr.§rigiy shnwa wirh a sgecifia gemmeiry er iiie preas

sriatirrg with inert Ed§i..i\Iarii$ and acsuraiaiy ariiirsiaszi priarjrrriiian girucess

25 parairiaierr. a i"i¥§',31"iIi3diji22§t3§E3 iaig phase and szuizsaequerii rapid reieage {drug

rfiiaafia gmiiaisai Qf tiara asiive ingredient stir iris: arsiiva irigmdiarit cambinatim.

The inert imaiirig inéiiaiiy prevents reirsrim csi rim attire irigredioarit ar the

active irigrrariiiarii mrriiiinaiirzari aver an exarsriy daiineci gsairirsri, Sir "Erna: rm

an absscirptiari Eiéifi m:r:urL “i'hs=.~ water preasani in the gaairriiniaaiiriai tram

§'.°iEE.°i'i£3ii'a'§£3!§‘: siriwiy in iiircmgri ‘§§"i£‘-‘i mating and, after 5 iirria which is praviuusiy

fixed by ‘aha pressure frrr wmrrrefisiriri, rearsiiasi the care. The nriaiing

irsgreriiariizr $?‘iCsw rieiiraer sweiiing nor erosicsn :3? parts 0f the imaiirsg. when
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the mare is reaezhafi, the waihr garastrating in is very srapidiy ahaurha-d by the

hydmphifiic ingredients 5*? the care, 30 that the vsiuma hf the C-{Sm incmasas

greatiy and, $3 ea smmaequanca tharemf, the mating mmpieieiy hursts man,

and the acfiva ingredienfi and the active: ingnarsieni zzszamitzinaiiezm respaciivhiy

Es reafiaaaad very rapidw.
L’!

A particuaarfiy advantaganus amhadimhhi Crf this Di"ESS-Qfl-F.‘:‘EE€i “TR” tahimz is

ahvhievhd whhh a gtarhvimagiy casmpreas-gm mm whim is suhsstgquehtiy

mmpressssad with a muitiiayer tahiet prasg is a §:v¥‘eS$—:‘:nat&d tahiat.

3“ h v‘ t

The tame: mating typicaaiy cansihis £3‘? the fmiowirzg mahariais in czrdhr in

achieve a Chsiayed §'E9?¢8E3Ei.'£ :3-rofifie:

w gmiyrmgr or copcsiyrneer {Bf acryiisz acid, mathamyiic aid etc. {egg

Eudraghsi er Carh€:g,’z£::E_},

15 ~ caiiufimah derivatives. gush as hydmxyprhpy§methy§ch§Euihhe,

hydraxyprazmyieseiiuiage, ca§bm:ymethyicei§uiu$e, gthyicefiiuicnsa,

szaihsimsh aceiaie,

~ paiyvihyiafichhafi,

~ pecnfiyatisyieane gfiymi,

2:: —. saith hf higher fatty acidh, haters‘; hf memhydria: DE“ pmiyhydric

akzuhuis wiih $hs:m—, medium— GE’ flung-chain, saturatefi or

a..2m=;hh:e°ah=2d fahy acids. Spmzifimiay. ssmarée‘; acid trmiychrides (mg.

Byharaah} as gigrcerhé héhehate (sag. Chmpritmi} are used.

25 in aszidithzm, further adjuvanm shzsuid aim he addaé ha mash maieriaia 5:: that

“(ha tahieat smaiiaag sash has: ccampressezj. "imzwirsaiiy used hazma are fifiiers auah as

Eactush, vahkzsug sh-.arc§':es. cefifuiugas and aaéaium hytfimgah ;2im~5pha€.s=a. Thea

gfiidaht used is nhrmmiy magnesium steaaraig, and ih exuzeemihhai mags aim

this’; and giychmi hehenate. A piasiiazizer is. cahhh aish added is ihe making

3:; matariai, prefemhiy fmm the gmup ah‘ ps;e§yethyieha giymi, éihuiyi phihaiath,

Efiiethyfi miirhse er hmchtéra.

in ordar ha ashiave ah Bpiimai refieasa gzamhia, tha tahiet hare mi.a$t 35543 fuifii
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certeie teehe ehe exhibit eerteht preeerttee. Thee, after the tee; eheee hee

eieeeee‘, e rapid reteeee erettie fie eehievee it tyehtet diethtegrehte ere edeee

te the Esme!‘ eere‘ which ere derttree fer‘ exempte treat: the grease at the

teitewtng eehetemzee: eeituieee eerivetivee, eterch derivatives, ereeeiihttezt

5 eetyvihyteyrtetidehe. The use cat at htewhtg egent, fer exemete reeutttrtg hem

e eemhihetieh et a week eetd end e eertmhete er hieerhenete, they etee

emmete reeid reieeee. The tehiet eere tyeitzetiy eeheiete edeitiehetty et

metrht er fitting ingredients {e.g. teeteee, eeituieee tfiertvetivee, eetetum

hydrogen eheephete er ether euttetehoee known them the ttteretttre} and

m tuttrieeht er Qtteeht {uettetty magnesium eteerate, in exeeetienet eeeee eiee

tetra ehtt‘ gtyeeret hehenete}.

The eiee et’ the eete tehiet preterettiy eheuid net exeeett 5 mm {preterehty

5» mm} in diameter, tteeetaee ethetwtee the press-ceeteat tetztet heeerhee tee

~15 tetge for eetwehieht ingestion. the e reeutt thereef, the tteeeggee cat the eethie

thgteeiente ere in the renge treat: est te St} mg, very pettieeierty between 1

end 29 th.

The in were reteeee pmtiie :3? the "TR" cteeege ferttt eeeereihg hit the

24;: hwentieh is eteterehty eueh that tees. then 5% at the active Eraggtertéent its

teieeeed zturirtg the Eeg phase. After the teieeee pheee hee etertett.

pteterehty ehflte, pertieuietiy ereferehty ;=:Qt}%. at the ecttve ingredient is

reteeeee within me hem. The in wire teteese is Pteterehty eeterrttihee eethg

the USP peeete dteeeittticm medet Eh water.
E5

The emeieyee eetive ingredients ere ereterehty derived frem the grease of

QEa..:c:e«3et't§ee€ee end ett shew eerhperehie ehyeieechemtcet erepettiee. Stttzh

tneierte eertieehe, hyctrecottieeate, erestnieehe, erednteetehe,

rhethyieredhieetehe, hutteetmitte, ctexehtetheeehe, ttttezirecertieene,

so ttuecerteteee, eteeredhete, eettezeeert, triemetrtetene, end the tzetreettehttthg

sette end eetere thereef. This epptiee in eerthzuter te pretthtemte,

eredhteeiohe, methyteredhteetene, butltesuftide, eexemetheetahe.

ftuecertetmte, ctepredhete, end detteeeeert am: the correeeehcting eette em:
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esters theieaaf.

in the prawn: caiw iii’ the “TR” tabiai, the fsiiawing mmbinaiicin mi‘ cam

inatariaia and mating maieriais has gzomved in he pariicuiariy zeuitatiiise far

achieving a time» and 3§§E§-C§€3fiii'£3§i$'3£3 raiaaga with emiusicn sf pH and feed

influarmes: '

The mating; gmaierabiy mmprissasz

W hydrnphicziaic, waxy mshsiangaa with an HLB vaius uf Easa than abcmi

5, pvrefieraiaiy -‘RF-CBUi"§C§ 2, Camauha wax, paraffim, ceiyi ester waxes

are Pififfiifibiy €%iTi§3~‘5i-Wed therafnr. Giwaarei iwimriaie has gmzivad it:

be: partiazuiariy auitabiizz. The use mi’ aizauut 263-Ei€}%, in particuiar aitmui

39-598%, in time eiziating has praved is be very E§€iVai"i‘IlEiQE3{3!JS;

nomfatity, hydr-uvphfibia; fiiiing rriaiaréaifi siicii as caiciium gahusphate

saaitsi, ag. tiibsaisic caisrzium §}§’§0S;Z$§'3a“§Ei. The use cif abmai E5~?':‘E-% of

thaw fiiiing materiais, in partimiar of akmui ~’-§~{Ii-%."a‘C}‘3'£:, in the cnaiimg

Ea:-35 pntsvezd ici be weary ativantagezzug team:

in aaidiijen. the tame: mating preferaiziy aiso i;s.:an5i$ts of binders,

eg. §3(3§fg¢’1l§ily§§)§g’ET1L33§E;€€.3{i§ (PVPL tygzimiiy in cnnaeniratiuna mi‘ aimui

44 2%, spacificaiiy aitmui ‘M (3%, am iifianie: such as magniaismm

stearaifi, in mnaentraiiiuns (if abaui i3.’i~2%, in me sgziecifin. caste cf

abnut Q.5~1.5%. Cniiuidai siiimn eiimzide can ‘§E3i“&§3={E:ih"1'if3i$ be user! as

fiow raguiaicir, mrmaiiy in conztzsmiratémis 0? ab-taut 6.25-1%. in

afidiiiarig its distinguish difieramt (images, a miarirani {sari be aficiad in

the tabiei mating‘ preferabiy an

ezzvzsmentraiiuns inf s:bic3Laii}.iZi€31~“i%.

imri amide pigment in

The (‘rare it-mist gsrafzeraiziy wmpriges:

an sai:;’:ivs:.i fingraidieni car an aciivg ingredient mmhinaiisrsn {mm the

grciup mi’ giuizuitzssrtirmids, gtirafarabiy praziriiamrse, pracinisizsirsna.

meihyipretifiisaiane, buaiesinnifia, ajmzameiiiasmne, fiucirmzuriisune,

fiuamarmiasne, cimpracirmiie, defiammri, anci iriamuiminnsa, and iiie

Snflazspanding 335:2; am: a=s;Ie=ir$ iherazif. ‘flies dnaagem 0? the afiiiva
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ingrefiienfia are in the ragisan ax‘ ahemt 0.1»:'§fl mg, very zzespaztzéaiéy

between about 1 and 21) mg;

.— in aiiziiiiim, the: cum tabiai prafarabiy rscsznprism 3 fiiiar such 33, fem‘

eaxampia, Eamtmaa, starch dezerivatives G?‘ miiuimsa derivatives. Lactema

53 praferabiy ampiayad. The fiiiar is iy;)i£:a?§y Qffifififli ire

mnczentraiiatans of abcsut 5%?)-Q§3%, wemificaiiy of about 30-39%. A

difiintagriani is additéczaaagiiy garage.-W. and is iygaicaiéy a::a°m~*.5E§r's5<ad PVP

{Er amiiéam carbuxymathyicaiiuimae, iwisaifiy in wrmentraiiszirns (sf

abimxfi. ‘H3-36%. it £5 ackfitimnaiéy pussifitaia for an bindaser, flag. PVF‘, is: be

prszeaant typiaaiiy in Eflfifififiifaiiflfis of aboizt 2~»'€ €3%, gpecificaiiy af

ab~::.zu'E 5u5~§%, am as iubriezant 5:35:23": as magnesium Stearata, in

esmsaezentratiuns 23%‘ abcaui €3.‘§~.‘i3%, in tha sgmcific case «of aimut

53.5-4.5%. Coiiaisiaé siiimn stiizzsxide is awrmaiiy uses? 35 flaw

raagguéafisr, ram‘ma§Ey in (:5€;1i“§€.‘:¢E5n’Er3ii‘§‘E£3i'iS af abmst £3.25—‘Wa. at E3

afiditiazmaiiy puasibia‘ fur vi3a.:aiEy disstiraguiséwirag the aura frzzvm the

mating, in add a minraret, prefarabiy an imn axida pigment in

mmxentraiitms Bf ab0uw.E}’§~1%.,

Tim pharmamuiiaai {image farm aezzcnraiing 1:2» the invenfian is prefearabiy

fiistinguishezi by the En vifm reiaase and the in viva reiaasa {cm mrai intake) as?

the active ingrediaerat not differing by mare than aimui mm; mm, psartirzuiariy

pmferabiy nut mare than abmui 3:3 minuieg. it is further prefarrad im the in

vitrc: refiease in be subsiarstéaiiy éndepandani csf tha 53}-§ cf ma reiease

medium nriand sf addiiinras in the reiease medium which aimuiata highfai

and iuw-fat mud. Lea. €233 vary by g::rsfar:aE:Ey rant mum thaz:s'a sbmat $20%. it is

further prefzaerrmi fur the in viva: miease its be substaniiaiiy §:’?£§ES§‘.3§3fid$W'; :3‘?

fwd intake, with the time we ream‘: the maximum magma mnnentrafiien {Em}

varying by mi mare than abezsui ;t2i3%. The pizmsna Ewe: reamhad can in viva

rsseieage £5 praaferasbiy indepamarat 0:? ma gasiraéniesiinai pH and :3f fend

intake.

fin in viva reieasa in the upgaer seszfizms of “ma imasifina, prefarabiy

aquivaiani paa“ama‘Ear‘a, En partiauiar at maximum giasma Ewe! (Elm) manhmri

 E3":'.”.'.~‘t«'i':3€:' .:5"'l"1 5'-,3',i,N':'i,:!|::J"‘:"lL'i*:') 5 L” U -—*,:-I B?) 1973
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ariahd an area rhaatrhed uhdhr the piasma curve {ALEC}, as far a rapE£i—

reiea-size {image fawn are achieved. it is‘. particuiariy preferred far 3 Qm cs? at

Eezasti ahmzi ?G%, preferahiy :3‘? 31 Seas’: ahnu’: 80%, of the CW :3? a rapid«

reiease duaagh harm. and an AUG which i'.'§£3$S mist vary hy mare than ahcsut

5 ¢25%, ta ha achfihvafi. ‘Qfi rhfieaae in fsawer aectécms af the: intestine, the in

viva magma Eeveizs mazxhzzd am mzmh Euwer, this iihewish being sutastahtéaiiy

independent hf fihe gastrssintestihai ;.'aH and cf fmd intake. The iathar

ambedimeni :33‘ the invasrsticm is thsm partiauiariy suitahie far thh irhhtmeni hf

Emmi ihflamrnatmy hsswai diseash such 85 C‘-mhrfs diaeahe er uicsraiive

15 méiiia, where a systemia sffaut is rm? desired. The firfiwmaniéarshd

emhadimemt, with whihh ahaczrptiuh mites marsh in tha upper aeciinhs if the:

Entehhhe, is by whtraai auitahih in §3a=mE:;uiar' far the tr§2aimen£' hf‘

Enfiammamry ajishasses bf the: joints, agauciated wiih pain, such as, fear

examhée, rheumaiaécé flf"§?‘E§‘§t§S, aiiergima and nzcmfiurnai sevarh asthmazhtécz

15 atmhieaa, where a hysterhia hffeci is dasirad.

The process has‘ pradueihg the tahiet takes mach under uauai mnditiuns hf

the hharmamuizicafi industry. ‘"i"“?au5, aiahziarati teuhncaicagihs are used in the

pradamtéan €28’? the care whim, swsh ah W£3§Q§‘3§§’:§, sfieving, iT33)§§fi§, aszguswuss

2:: grahuiaiiun in a hEgh—apeed mixer, fiuidizmi-bgfi drying if the grannies.

mixing anti aempremicsh. Qcsrraparahia sheathods are ermpieyad ht: gyruduztss the

mating, namaiy waighing, aiming, mixing, aquechzs grahuiatéhn in a high»

:"5;3$¥3€;§ nsimr, f§u§dézad~had drying hi’ the grammes, mixing and campresgiah

ha preamtszaateci ihhiafs.
25

The geassmairy m“ the gyresmzzrateci tahhat has, in acferihian Eh the mmpazssitihn.

$2. very graai isrhptsrtaneza. it can he mthisved hniy uamg 3 {shim mahhihe far

prndurxingg §E3£‘s§SS-=t.‘.f.?EiYé€§ whims; spray matings am urssuitahie-

:21: The rakhra hf the thishraash hi‘ the press—chating DE‘: the aiéeg :12? mg tahieis E23

the upher sida BE“ Ehwhr sifie is praaferahfiy ahsetsut 2.2~;3:.h mm {fur the side

e=:§ga:«3}:ahr.3ut 1.2~’%,E hm": fur the uhpar aims of the iahiei and absent

'§.G«’§.a3 mm {far the ihwm‘ side 9‘? the fiahiet}. partimziaréy preferahiy ahsmt
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E5

‘?a’§/{E 2E§fi!§;‘fi2".?2ééS I’CT.r'E§‘2i!€h5l{1€397‘.‘:-f}

..“§§,..

2.35*2._4§: mmzaiwut ‘E.35~‘§.<:i.Ei mm {appear side: mi‘ me tabiet} and abmsi

1.15-1.25 mm {imwear Sada). Thifi geemetry resmités in iha iabiet mmaining

sufficientiy samaaii in aweraiszi prabiems with swaiifiwirag.

Tabieia wiih a hardrieas af emu? Eflvfifi N, measured 33 mescéfieifi in the

Eurmmssssara Pharmacmgamaia 4, 2.9.8, am thus achieved,

Thais timadurafleaaa (““£'R“} of amive inggreziiaawi; man be mnirscaifiexj by setting ma

mmpresawe fumes during iha appéisatimn :31‘ the negating R3 the tahiet mm.

Thus, ma mrnpresaiva-fczrmg used for reéeasa én tha uppszr mnzriimns of ‘the

intestine are gamferabiy ugz is: abcsut 500 kg, particzuiariy praferabiy abaut

Efifibfiflfl ‘kg, wheeraas the mmgaressive fczercras uwd fur miaaaa :3? the activa

Engmfiiant in the Eowar sgzziissng :3? {ha infieatina are Q:-afvarabiy amve abmst

€530 kg, partic:u§ar£y pmferabiy ammst fiflfivfifli} kg.

The gharmaaeuticai dmsa-age farm is. partécuiariy preafmabiy En the farm cf 23

tahiat. but it is aim puaséiaée to psmiwsa thee dasage ‘form 33 etzapsuie.

The pmsmi inventéun is further iiiugtraied by the fmiicwing ammgsfies.

Examyfim

Examgtsia ?; Fsarrssuraa

{Scam tahiei mnaisting Ufi

illiartiacstamid’
Lautasa
Penviaiane

Carbaxyméihyicaiiuisae, Na
Eran (mime, red

Magnesium ataarate
Siiimn dioxide

QR’

%.':'91:If,'»€:'.r‘:'nE",I:':‘.I':')}':'§€:'.1-;'F,71L'-,‘i ‘ =

1 mg

42.8% mg

4 mg

11 mg
{L3 mg

{Hi ring
33 mg
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Cmrtmaaséemicé‘
Lasamse
Poviduna

Carbnxymathyiataiiuiasva, Na
ircm axifie, red

Magnesium staarata
Siiicm dimcicie

Bf

iinrtimasiemici‘

Lemmas
Petzvidone

3arE3:::xymeE?ay§:::eiiuEr.2se, Na
firm oxide, rad

Magnesium stearam
Siiixmn fiimziafia

Coming caanaiaiing GE:

iliaigsium piszfiaphate
Giycfirm bahenam
Poxrédcane

émn caxétia. ymmw

Magmgium atearate
Séiimra dicxide

‘ (3c:rt§m;astera:+~i:i fmm

ESQ 50 .111 959d ‘S§§18G3£i. PLOZ ‘OE -‘(W W3‘ (3:53 ‘W3 19 F'3!\!*3‘39E£

-15-

5 mg

38.863 mg
4 mg
‘H mg

53.3 mg
3.8 mg
3.53 mg

‘H3 mg
333%) mg
4 mg
‘H mg
13.3 mg
0.8 mg

3113 mg

5E3‘i~”u
40%
8.4%
E1 ‘3 ’’a’-’::
"l.€3%

§'.}..;*‘3"f«’a'a

ihsaa gmam 43%‘ substances

' iv-Z'0?;iL T!LOZ'170'0!. 3U0!1E'-mC.':

§'CTfEP3fliJ5."t}{J9725

inciuding mrtismne,

hydramtartissmna, gtsreezmisuneza, prednianinne, mathyipradniscsinrme, huziemnide,

zzfiexamethamne. fiurjraczeriésune, fiunsmmimng, cficraprwnoie, eisefiazaccsrt,

iriamsinaainna and the omrresgmnding saits and esters tharmf.

The cszsmmsitimi. Q? the tahietaa ensums ma? the influences tn‘ fond, pH and

mmiiity as? the gasfirizénteazsfiirzai tr.-azzri have fit} infit-..§aan<;£:=, and the active

ingredient eficapea very mgpidéy frzmz ‘tiae tabiei afier cwmpieiian :31? the Hag

phasez.

 d T’! !':3,Li'«§3 :€t‘i” 3 LUU Jj
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Exampfie 2: Pradusiéan pracsm and fa vizm miease

with a fixed iabiet gazacsmsztry, the flag phage m‘ aative ‘irzgredéent reeissasss E3

determined saxciussiveiy by me variabiy acfijustabie czamprassive farce.

5 Pradnisane W33 used ass active ingredient in this 935%.

Thuass, an average presgure af 4-333% kg fur eamprsswmn iaaazfa far sssxampia in a

Sag phase sf 4 hours. Ta§3i§e1 surnxnarimg iha Egg phases as a furaezfinn mi’

me compressive fcmises:
Y5

“ram “E: . flepanderme aaf ism Egg phage [£33 an the avemgas
szumprzsmsévsa farm {kg}

 
15 The flag phaga 53 éeiarnainad by znaans ef the USP paddia dissciutian mudai

with ‘€535? rpm in watar at 3 temperature sf 3‘?"€.":. Figure‘? sshnws iypéatrai

rezisszasza iwhavivur (batch C-335$).

Surprismgiy, the Bag gmaaass and drug refieasg phases in imurs am

30 mmparabie in differeni raiezsaae media fur ihis fm'arnu§aii€.m, wiih fixed

geemairy and idaniicai czzampreaafiéve fmratzee. “E1133 E3 evident frctsm Tabieeg?

(bateh: 335$).

Tabia E: Lag amass and drug mimm phams Eh} as? me nmvai

25 “‘?ms:£r§§mna TR” iabfigfi wizh the afiiva ingrefiégrai

pmefiniwna in aiifiwani mieasa mama, in vzitm d§££&§i.§%§Qn

wig."-saga, 5% mi, pafidia, LES?

WCK1031

Page 345

931-"./F:'j”[ I “—’c:i Q‘:3i7‘!'.=E.r‘:: E:‘.I':':'}':'§E':'.1:vF,71L':‘i ‘ i 5 J, E",t= .:5"'I"1 S,i,N':'i,:i|::J"‘:"IF.':fE‘J:u:o.:;J i'."EQ'c-:‘."H(:§'i'j“fi1:



WCK1031 
Page 346

9% 50 81 959d ‘£§§i8Gi!.i. MOE ‘Oi -5%‘ U0 Gd? W3 19 $33!‘!-3‘39&i
sL'9o.;L 17L0€$'t*O 0L naxaeduios Sm <39 m at efied Sm "$919015, vL0z‘vo'oI. — iv-Z0?;iL moz'12o'oL 3U0!1E‘-I?‘-C.‘

W0 2€h€}f§I€327Efi'aé PCT.fEI’2i}EPSl{EG§§ 726

.. 1? ..

"""""""""" "Averah hash W 3Ave§é£g"'é§_gi§gg;_yeP7é%&E£Ea 31838 h
1 . a. . ‘ ‘ _.._.............

455 . . . . A A . A A . .. 7‘ 5-'5_____________,..,.......m_________
‘ 0.3

 
 

 
 
 
 .......

This saargarésihg finding is vazery §i’T‘!§23E3E”E3E‘§?. hhmusa {he aim which E’! Eh in‘Een=:.'imi

ta purssha $5 ta achieve hEte~ and timfi-Gflm‘E'€}§§%E3{5 raiaasa without the influence

hf fund. '

35 Further hxphriments ta a:.:::+r:'e§ai.‘a ihé mmprehaive fame: with the ihg phase

were urachenahan wilh rehpect to '3 mg am 5 mg Eahiais ssuntzahfihg

predrsishna ah the active Engreaciieht. The resuiis are 53umi“na§"§Z£<3§ hhiczwz

 
«so Eurprisihgiy, them are .'E‘:£33”E"J8'§ ciifferenses in Ehes required cumprhshihn farcas

hehvaeri TR tahiéts hf éifferssht sirengihs. T§'te3s'af«;arh, testing (if time irwifirszz

charaathréstiaa =3?" shah hatch in a dihhahstiesn ahparatus is preferred tats

mrahfirm haihahea hf thh active 32 as shahificz iagwtimsa. This car: aasiiy he

mahithred by a mint change hf the ciismiutiah medium. The coiur is»

45 reihhared ham the mimrhd mre iahiets.

Exampéh 3: in viva mihhm

ii was surprisingiy phssihih ta mnfirm in him gxhciiy the daiay, mhasurhh in

50 wiém, hf §I3i'9E9£§fE§3¢3§’3E2 rsséeassa.
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St wag xsazasssibizs its ssimw in as pharmacnkinetiasa Sitiiliy mm with a ciraiay sf

4% heura in aciiws ingretfiiefit reiease in vifm, ihe daiay Er: viva Ea: exacfly the

mma. and timers is auhssaquamijy :3 yew rapid rise in iezvei. The raasuiting

pianssma Eezevaizs «of gyradnismna after administrafiiaian :31‘ the nczvai "Frednismnsa

5 TR” iabiei are depictad in Figum 2, They agnaea very wafi fin mama of téma

wiih aha En viim reiaase prnfiie. ii was additianaaiy faund that aimuitanaemas

intake (sf fcmd cavidentiy iikewifie has. 31:: infiuamcs; in viva. anti wmparabia

magma Semis are fmmei as in me “semimfastad” stsis. This is surpriging

because fwd nurmaiiy infiusnces the mmtiiity m’ ihe gyasifciniastiaxai tract, the

m Qfig 23$ iumirsai mfiataimiissm‘. and nmmaiiy inieracifi with the dose Ehrml Tm

Quitiance fur imiustry “Fmzrj Effecfii Bigaviiiabiiity and Fed Bémequévaianstze

Etudies" emf the US $33.52, Uapafimem xx? Hzeaith inf flasamher 2332 mantizms

that 3 difference in reaching the tm caught tag 335%‘ :3? ram ciinicai riaieavaneze.

15 it is therefere very gratifying that tha Bag gnaw far the gnresant “Pr»:2s:iniac-rsa

TR” tabiat :15“: vfim is 4 %m:..aa°s and thig is zafism fwmi in viva wiih and withmut

fwd. in addfiinn, fend evicieritiy has rm iraféuanaze an the maximum piassna

iaxiaifi (CW5) reameszé and the areas; reached undar the piasma curve (ALEC)

aiiher. The times umii may maximum piasma csansenfiration {im} 35 reached is

243 Eikewiaa iradgpendent Q? the imake :3? faami.

Tm diffmence in iw hsfmaen ihe tabmi in the sezni-iimted state mzsmpamsfi

with aimuitanaaus fwd intake is a maxérnum cf‘ at2D% and £5 thus fléfiicaiiy

ir'esigrsi§i»z:ant.

T0 azieasnssnstraie tbs: infiuenca :3? fund can the raiease 3? the actfive ingreciieni

frsm ‘the mvei “Timefiufieiaase” dcsaages farm. the agapiicam has carried 333311 a

pharma:::a:s§<:5ne§§c.% study an 2? 5ubj&€:&$. Thresss arnm ware: mmpared:

adminisiraiiczn in tha Evening {E pm) Q‘? the mwei “Pra(£s':ise2a‘;araa TR" taitsiet with

an stanfiardézad $!.£§Ia§§%a“ {fad mate}, adminisfiratian in ma waning €33 Efimi 0? ‘Em

mama “Predniaana TR” tabiet with Eight wpper amumi *3?’.3fl h (semi~fasfie::d}.

aximinéstratinn at night {.12 am) :32‘ as aatandarn‘ Pradraésnna §mm6;'mP§a€$ Refiaaae

iabiet (Becarfin, Merck, Gannany}, The study was aarrieé nut randuméxad, in
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‘W8 ?.€3{E§§I€i2'Ii2fit‘3 }.’{T‘Tf.E§’2fl{5SiI'_‘:d}9?2:S

.19..

cra$s+::.~v$r design as singia {Sass adminisiraiéam and thug mrrspiies with ma

usuai raguiatary rsaquiremerabs,

Thea aim sf tha kinetics study was is atahieve cumparabie piaaarna ievei

5 pmfiies in reiaticsn fats Cmax and AUC fur the nave? heatiiei "Prednizcane TR"

“3am§-fasted” mmpared with "fad ataxia“ in rsaiaticzn ta E! starzrcizard “Pre:€nie§ans2

ER“ tabiai (with rapid raieasa uf acrtiva Engretiient}. fixes: smvafi tabiei descfibad

herein with me active ingredéené prednismna shnwed that ccamparabfia
piasma Semi prefiicss can ma: achievsad.

Thsa magma mmpiea were ‘taken at intewais ca? 0.5 and iatar :33‘ 1 hcsur.

Tim prednimne magma ievmis imam: are depicted graghicaiiy in Figure 2;

and the miaxcipaai pharmaszokéneiie aharasterésiéns are summarized in

15 Taitsie 3.

Tame :3: Fimrmamfizimtic paramamm far pradniaucsras afier

afiministraiizm 4:2‘? :2 ssingie dame {sf 5 mg af graztfinismisa ax

“Predniseosm ER" us" Wrezinésaang TR” ix-3:239: in 12".? heaifihy
sac: mam vuiunmera

Frgdnimna ER ‘

at 2 am

Prefiismm

. TR; fmfi Mam at gr’

  P:inE:mnree

TR;sami»fm£e=_«si

_ __3:§_;3§_Ei5i¥?.........
26.3

     
 

  

 

 
 

 
  4.3 €3.55-5.53}

 

  
   

. __,....._,;...._s.§.’i.?_€%_:§§_§é)__________
7-.41 52.41

______________ __;g§3_:g_.§§: 52.35-Esm
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‘E5

Bi}

VVQ 2€#fl5I£‘3272s5d§ l’C'I'I'EP2U!3S.’i3B5,3‘?29}

.23..

Em; and tag vaiuea are means {range}. The Difiéf vaiuafi are gwmeiries

maarm (36% GE) Gbtainad fmm ANQVA.

*: prcsbabiiiiy asmaiaiad wiih the hypaiheaia, that thera is. ms diffsarence

hemaen the fmnnuiaiienfi {ANQVA, emapt far im; and mag: Eiriednaaaa iessi}

it was aim pczsasibisa in czazmfirm these raaufitg fer prednisniune, 3 matabuiim cf

pradnisarsa, after administraiinn sf the rmvei “F‘ra:ea:§r:§sa:arae “FR” tataiet.

Thus, it was aim passihie is Shaw fm‘ prednisczinne 3 mmparatziiity itaemsmn

Sam and AUG 0? the nave? “F‘me:£ni:§ona YR" Sabina: “‘a$m§—fasted“ with "fed

siata". Tm magma éevai prsafiie cs? Em matabnfiita gzrednismiane $5 therefmre

aaaififi imiazgzssment {sf fwd intake.

The piasama szsarnpiaaes. far deienwnéng prednisoiume wam iaken at éntawais csf

Q5 and Eamr at‘ 1 hnur.

The piazsma Eawsis fmmd for prednéauistsrae are dapimed Qragnhiezaiiy in

Figure 3, and the prinrzipai phsrmamkénetic characteristica am Suanmarézed

in “ram 4.

‘§'a&:§«e -E-: Pimrynamkirmiis: pafamfiera fem‘ prednéaeizasm aflar

adminisiraéian afa airagie muse M 5 mg m‘ gzemdniawrm :35

“Pmdnimsna 337:?" m “¥’mfin§§m‘m ‘E'R" tabisi in Q? heaithy

mafia vmunfieam

Paramatar

  
 

Earns:

mm______ __<:s_;r».:§_-;_ie_:4__?::___________
3 rm 3:} M}E

hm (M
L115 {3.{3-5.fi33. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . ‘ . ‘ . ‘ . ‘ . . ..m.m---uunmuum--...................._L................--....—-----

.:_i"I"1 S.i.NE~‘.fl*rj"E"Ii'5’: IEEEEBESEE 1 L';‘H7i?+ ":3Eit-=‘i.:‘£: . -
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-«E? -

  
 

 

 

 

I\i.N::§.1 Mei

mimt. ‘i-851
RUSH“ SE4

__€;?_3_-;I_Lq!_a_@‘_=;§:»}.......L{§§3:§EQE__________
im {'31} 3.5% 2.58

E {2.$3~2._‘§§_§} (.‘1§.SE~—2.63) ‘ “

Em.‘ aria Em, vaiues am means iranga)‘, The amber mines am genmetréc

maarass (§¢”.B% €35). mhiaimri fmm ANQVA.

*: gambabiiity aaaaciatad with tha hymihesis. that mare fig rm difference

bstweaeen tiw fmrmuiatirms §ANe‘.Z.3VA, mmept fur 2m and Em, Friaséman tssni}

 

 
 

 

 
fi?’3

__{§§_~3;:;€§_f5_§};__________n.
 
 

 

33

Typicai achiéevem Cmgg vaiueag f-tar 5 mg ;3rmia':imnm tabiets aftar ingestiatzn wiii

ha in they ranga etsf fmm abtsui 15 in atmufi P25 ngimi, and the AUC cf

prsadniaerssa is fmm abcaut ?§ to ahuut ‘E53 h"‘ngimi... The achieved Cm

vaafluas far Ema gm=.=draésx3Eune ma‘-_‘etaE:=<:zE§te wifi be in thee range m’ fmm ab-xzvui 13$

35 it: abmai "ass ngfmé, arm the Am’: siaf pradnismisns is fmm abaui 5% its abmsi

"F83 h““rsg!mL.

it shnuid aciaiitinraaiiy Essa mantienacé mat iha mefficzients :3? variatimn far Gm.

immg and ABC far pradniama afiaar aximinisirafian {sf the standard tabieé;

“P:"e:dr:E$ane ER” (at 2 am} and cf the nave: tab-Set '°F’e"adni:3t.3sm TR” (55% 3 pan}

as with and withaut fmzd are apprmcimateiy mmgaarabée. This hm mist gsrevimzsiy

ham dascribed for a tame’: wiith madéfiad rzaieasa m‘ agtiva ingradwit,

Tame E": fieummmima Em cnefficfieniss of variatinn fer Qradréismse.

'E°ab§4~:s 5: Gwffisaianés mi? variafim far SW, am“, mm fer prminfifiana

45 pizmma Semis afimr azdminisiratmn :3? a marmard mbiat

“Prednismm ER”, 9? film rmwi iafiiafi “pmdnisazsrm “E"P.“

“mmi~=§as€:mi" and an “fmfi ataia"

 
 

 

E""""""""""""""""""""""""""""§"§5'5§d5&}:§§"s§E%7é"'§§E'23" "hfiiédnésane { pawaadniaams f,“m; ‘m; '

aam§»fa5tefi 3% E fad maize at
3 Q m

________________________________________________________________________________“______, 25

1y1EH
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“W $3935-*'€337266 P(."§‘iEF2€3€h5i{h§}E972§

-33-

21.1 & 'i2*§.:$ ‘.2 M M
E3 3-53 ..___#..,..§;§§2._.__________ __§§;:§§___,,__ «

diam 23.8 >>>>>>>>>>>>>>>>>> »2?.2 Mg
______________________________ _j§_.§;_m__H______md_ 526.4 15%

2.36 :33"? 6,5

£3.68 =.‘L2:Iz _ §__‘§__.’i1 ____
3 ......,....,........;;5;......................................_.$.§___________________________

____________________ 5;i‘>§_-,‘.L.,,_h.._..,w 195 '3?-1 1
1” W5 . . . . . . . . ?25

‘W5 :31 24 3
§€§;$§..i§::.m_ __1§§.......,_...________ 122 -130 :
av 15.3 -.:@;&:~.£:§ ‘$5.3

 
as Tha cuseffisients 1.2%“ variaiéura 0%’ ihe gmarmacakirsatia parameters €03‘ the

metabaiite gredraisafinne Eiksewésa differ nagiigibiy when the standard tahiet is

a‘:m”€‘a§)aa‘e?.~d with Ema; navefi iabiet.

Tabiae 5: {‘:ma§E§s::iants=s Q? variatiasn fiat Cmm Em, ALMS fur gmfiniaasimm

giasma imam affiér administratmn sf 3 §€a:‘adard tame’:

55 “firesdnisszsrsaa m”. ax? ma nmmi Eahfim Wradnisune TR”

“sam§..€emtaa:i”’ and fin feéti stam

E E E mu"""""" "5¥5Eé§iE'§7§éTE'é"""""'§§E{é77éEE€§2§£na

% ifimfinésmness TR mama» TR; fw mam
., :‘ ifi‘; at 2 am fasmd at 3 at 8 pm

E 3 §
: ( 3% '.~ 233

Avaraagg _§ “:38
$3 2.9
 

$3

Mmiafi ___,................u........ ..._...................................... ,,,,..,,.

cs: «:3
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