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In re PATENT APPLICATION of: ) Confirmation No. 2093
EVANS et al. ;
Application No.:  10/872,784 % Group Art Unit: 1617
Filed:  June 22, 2004 % Examiner: Hui, San-ming R
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) Date: August 21, 2008

AMENDMENT AND RESPONSE

This is in response to the Action mailed March 17, 2008, the time for responding to
which has been extended to and including September 17, 2008 by Petition and authorization for
payment of fees submitted herewith. Please amend the claims as presented below.

Table of Contents is presented on page 2 of this paper.

Table of References discussed is presented on page 3 of this paper.

Amendments to the Claims begin on page 4 of this paper.

Remarks/Arguments begin on page 6 of this paper.

Applicants wish to express their appreciation to the Examiner for taking the time for the

personal interview on July 15, 2008, with the undersigned, Dr. Gellert and two other
representatives of Applicants’ assignee, which interview will also be discussed further below.

The Examiner’s attention is called to the accompanying Declaration of Dr. Paul Richard
Gellert and Attachments thereto (hereinafter “the Gellert Declaration”), portions of which were
presented at the interview, and additional portions of which provide further factual and
documentary support for the patentability arguments presented during the interview.

It is believed that arguments presented in this response and the factual and documentary
support provided by the Gellert Declaration establish the patentability of the amended claims
presented below and should place this application in condition for allowance. Therefore early
and favorable consideration is respectfully requested. However, if any outstanding issues
nevertheless remain, it is respectfully requested that the Examiner telephone the undersigned to

expedite the resolution of such issues and the allowance of this application.
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For convenience of reference, the Remarks will be presented under the section headings

listed in the following Table of Contents, beginning on the page noted:

TABLE OF CONTENTS
Section Page
TABLE OF CONTENTS ...ttt 2
TABLE OF REFERENCES........cociiiiiii et 3
CLAIM AMENDMENTS ..ottt 4
REMARIKS ..ottt e sb ettt sae s 6
(1) Applicants’ Summary of Personal Interview July 15,2008 ....................c........... 6
(2) Introduction and Background ........................cc..ccccoovvviiviiiiiiiieeiiiiieiii e 8
(3) Discussion of Claim Amendments .......................cccccoovvvenviiveiieieiraie e 10
(4) Claim Rejections - 35 USC § 103 ...........cococoooviieoeeieeieeeceeeeee e 13
(5) Applicants’ Response, Arguments and Declaration Support for the
Patentability of the Presently Pending Claims ........................c...c.cccoevevvnevnnane. 14
(6) Corrections/Clarifications to Evans Application.............................cc.cccooveveeinnn. 26
(7) Additional Tests and Data in Attachment C ..........................ccccoovveviiiivevineiaannn.. 27
(8) Fourth Information Disclosure Statement .........................ccccoovevcreviriveianennnn. 29
(9) CONCIUSION ..................cooeooeeoe ettt e 31
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IN THE CLAIMS:

This listing of claims will replace all prior versions and listing of claims in the application.

Listing of the claims:
Claims 1-34 (cancelled).

Claim 35 (new): A method of treating a hormonal dependent benign or malignant disease
of the breast or reproductive tract by administration to a human in need of such treatment an
intra-muscular injection of a pharmaceutical formulation comprising fulvestrant, a mixture of
from 10 to 30 % weight of a mixture of ethanol and benzyl alcohol per volume of formulation
and from 10 to 25 % weight of benzyl benzoate per volume of formulation and a sufficient
amount of a castor oil vehicle, whereby a therapeutically significant blood plasma fulvestrant

concentration of at least 2.5ngml ™" is attained for at least 2 weeks after injection.

Claim 36 (new): A method of treating a hormonal dependent benign or malignant disease
of the breast or reproductive tract by administration to a human in need of such treatment an
intra-muscular injection of a pharmaceutical formulation comprising fulvestrant, a mixture of
from 10 to 30 % weight of a mixture of ethanol and benzyl alcohol per volume of formulation
and from 10 to 25 % weight of benzyl benzoate per volume of formulation and a sufficient
amount of a castor oil vehicle, whereby the formulation comprises at least 45mgml™ of

fulvestrant.

Claim 37 (new): The method as claimed in claim 35 or 36 wherein the formulation
comprises a mixture of from 15 to 25 % weight of a mixture of ethanol and benzyl alcohol per
volume of formulation and from 12 to 20 % weight of benzyl benzoate per volume of

formulation.

Claim 38 (new): The method as claimed in claim 35 or 36 wherein the formulation
comprises a mixture of from 8.5 to 11.5 % weight of ethanol per volume of formulation, from

8.5 to 11.5 % weight of benzyl alcohol per volume of formulation and 12 to 18 % weight of
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benzyl benzoate per volume of formulation.

Claim 39 (new): The method as claimed in claim 35 wherein the blood plasma fulvestrant

concentration is attained for at least 3 weeks after injection.

Claim 40 (new): The method as claimed in claim 35 wherein the blood plasma fulvestrant

concentration is attained for at least 4 weeks after injection.

Claim 41 (new): The method as claimed in claim 35 wherein a therapeutically significant
blood plasma fulvestrant concentration of at least 3ngml™ is attained for at least 2 weeks after

injection.

Claim 42 (new): The method as claimed in claim 35 wherein a therapeutically significant
blood plasma fulvestrant concentration of at least 8.5ngml™ is attained for at least 2 weeks after

injection.

Claim 43 (new): The method as claimed in claim 35 wherein a therapeutically significant
blood plasma fulvestrant concentration of at least 8.5ngml ™ is attained for at least 4 weeks after

injection.

Claim 44 (new): The method as claimed in claim 35 or 36 wherein the total volume of
the formulation administered to said human is 6ml or less, and the concentration of fulvestrant in

said formulation is at least 45mgml ™.

Claim 45 (new): The method as claimed in claim 35 or 36 wherein the total volume of
the formulation administered to said human is 6ml or less, and the total amount of fulvestrant in

said volume of formulation is 250mg or more.

Claim 46 (new): The method as claimed in claim 35 or 36 wherein the benign or

malignant disease is breast cancer.
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