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RESPONSE/AMENDMENT

Madam:

In response to the Office Action mailed 31 May 2012, the period for response being extended until
30 November 2012 by the accompanying petition and fee, please consider the above-identified

application in view of the following amendments and remarks.

Amendments to the Claims are reflected in the listing of the claims, which begins on page 2 of this

paper.

Remarks begin on page 3 of this paper.
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AMENDMENTS
INTHE CLAIMS

The following is a complete listing of the claims in the application and replaces any prior listing of the

claims.

Please cancel claim 9 without prejudice to renewal,

I. (Original) A method for treating tissue damage associated with hypoxia or ischemia in a
subject, the method comprising administering to the subject an effective amount of a

compound that stabilizes the alpha subunit of hypoxia indueible factor (HIFg).

2, {Original} The method of claim 1, wherein the compound is a heterocyclic carboxamide

compound that inhibits HIF prolyl hydroxylase enzyme activity.

(3]

{Original) The method of claim 1, wherein the tissue damage is associated with an

ischemic event.

4, (Original) The method of claim 3, wherein the ischemic event is acute.
5. {Original) The method of claim 3, wherein the ischemic event is associated with surgery,

organ transplantation, infarction, trauma, or injury.

6. {Original) The method of claim 1, wherein the ischemia is chronic.

7. (Original) The method of claim 1, wherein the tissue damage is associated with ischemic

reperfusion injury in a subject.

B. {(Original) The method of claim 1, wherein the administering is oral administration.

9. {Canceled}
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REMARKS

i Claim status

Claims }-9 were originally filed and were subject to a restriction requirement. Applicants elected the
invention of Group 1, claims 1-8, for examination. Claim 9 was subsequently withdrawn by the Examiner
and is therefore canceled herein without prejudice to its renewal. Applicants specifically reserve the right
to prosecute the subject matter of the canceled claim in continuing or divisional applications. Claims 1-8

are pending.

iL Information Disclosure Statement

Applicants appreciate Examiner’s acknowledgement of the 1DS submitted on 2 Decenber 2010 and
confirmation that the Examiner has considered and entered the 1ID8. Applicants respectfully request a
copy of the submitted forms PTO/SB/08A and 08B indicating the citations considered by insertion of the
Examiner’s initials adjacent to each reference, or the phrase “[a]ll references considered except where
lined through” along with the Examiner's efectronic initials at the bottom of each page of the information
disclosure statement, as stipulated at section 609.05(b) of the Manual of Patent Examining Procedure.
Applicants request this copy to serve both as an acknowledgement of receipt of the information disclosure

statement and as an indication as to which references were considered by the Examiner,

EIX. Priority

The present application is a continuation of UL.S. Patent Application Serial No. 11/494,978, which is a

continuation of U.S. application Serial No. 10/313,551, which claims the benefit of U.S. Provisional
Patent Application Ser. No. 60/337,082, U.S. Provisional Patent Application Serial No. 60/359,683, U.S.
Provisional Application Serial No. 60/349,659, and U.S. Provisional Patent Application Serial No.
60/386,488. The Examiner acknowledged Applicants’ claim for the benefit of prior-filed applications,
but stated that the earliest application providing adequate support or enablement in the manner provided
by the first paragraph of 35 U.S.C. § 112 for the elected species in this application is U.S. Patent
Application Serial No. 10/313,551, filed 6 December 2002, (Office Action, page 3.)

Applicants respectfully request reconsideration of this issue and draw the Examiner’s atiention in

particular to U.8. Provisional Patent Application Serial No. 60/337,082 (the "082 application), filed
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6 December 2001, and U.S. Provisional Patent Application Serial No. 60/359,683 (the "683 application),
fited 25 February 2002.

The "082 application discloses compounds that stabilize HiFa and methods to treat conditions, diseases,
or disorders associated with ischemia, including the tissue damage caused by an ischemic disorder.
Treatment and prevention of tissue damage is specifically disclosed, e.g., on page 4, Hnes 19-21; and
page 5, lines 1-5 and 10-11. The "082 application particularly recites “a compound of the invention can
be used to prevent ischemic tissue injury™ (page 5, line 1) and “as a pre-treatment to decrease or prevent
tissue damage caused by an ischiemic disorder” (page 5, line 10-11), The "082 application discloses
compounds for use in the methods including the elected species in the present application. (See, e.g.,
page &, lines 8-9.) The "082 application also provides examples demonstrating the ability of compounds
to stabilize HIFu and treat tissue damage associated with hypoxia or ischemia in a subject. (See, e.g.,
Examples -4, 7, and 8.) The "082 application thus clearly provides support and enablement for the
elected species in this application in the manner required by the first paragraph of 35 US.C. § 112,
Accordingly, the instant invention is entitled the benefit of the priority date of the “082 application,

6 December 2001,

The "683 application also discloses compounds that stabilize HIFo and methods to treat conditions,
diseases, or disorders associated with ischemia including the tissue damage caused by an ischemic
disorder. Treatment and prevention of tissue damage is specifically disclosed, e.g., on page 4, lines 21-24;
and page S, lines 13-14 and 21-22. The "683 application particularly recites “a compound of the
invention can be used to prevent tissue damage” (page 5, line 13) and “as a pre-treatment to decrease or
prevent {issue damage” (page 3, line 21-22) caused by HiF-associated disorders including, but not Himited
to, ischemic disorders. The "683 application discloses compounds for use in the methods including the
elected species in the present application. (See, e.g., page 6, lines 19-20.) The 683 application also
provides examples demonstrating the ability of compounds including the elected species fo stabilize HiFa
and treat tissue damage associated with hypoxia or ischemia in a subjeet. (8ee, e.g., Examples 1.3, 3,
and 6.) The "683 application thus clearly provides support and enablement for the elected species in this
application in the manner required by the first paragraph of 35 U.S.C. § 112, Accordingly, the instant

invention is entitled the benefit of the 25 February 2002 pricrity date of the "683 application.

In view of the above, the current claims being adequately supported and enabled in each of the priority

documents discussed, the present application should be afforded the benefit of U.S. Provisional Paient
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Application Serial No. 60/337,082, filed 6 December 2001, and should also be afforded the benefit of
U.8. Provisional Patent Application Serial No. 60/359,683, filed 25 February 2002.

Iv.

Double Patenting

The Examiner provisionally rejected claims in the instant application on the grouand of non-statutory

obviousness-type double patenting in view of co-pending applications as outlined below:

i.

Claims 1, 3, 4, 6, and 7 were provisionally rejected on the ground of nonstatutory obviousness-
type double patenting as being unpatentable over elaims 13-16 of co-pending U.S. Patent
Application Serial No. 12/811,821 {the '821 application).

Claims 1 and 3-7 were provisionally rejected on the ground of nonstatutory obviousness-type
double patenting as being unpatentable over claims 22-25 of co-pending U.S. Patent Application
Serial No. 12/734,895 (the "895 application).

Claims 1 and 3-7 were provisionally rejected on the ground of nonstatutory obviousness-type
double patenting as being unpatentable over claims 38-41 of co-pending U.S. Patent Application

Serial No. 13/128,620 (the “620 application).

Claims | and 3-7 were provisionally rejected on the ground of nonstatutory obviousness-type
double patenting as being unpatentable over claims 22-24 of co-pending U.S. Patent Application

Serial No. 12/544,861 (the "861 application).

In each rejection, the Examiner stated that “the claimed invention teaches a subgenus of disease such as
3} &

tissue damage utilizing a broad genus of compounds that stabilize HiF-alpha whereas [the co-pending

application] teaches a broad genus of conditions 1o be treated utilizing a subgenus of compounds.” (See

the Office Action, language corresponding to each of the ‘821, ‘8953, *620, and *861 applications, at page

5, first paragraph; page 5, last paragraph; page 6, last paragrapl; and 7, last paragraph, respectively.y The

Examiner contended in each case that the present invention is obvious over the co-pending application

“since the instant [invention] recites that the method is achieved by stabilizing HIF alpha and the co-

pending [application] teaches that the method invelves treatment of diseases mediated by HIF-alpha.”

{Office Action, repeated for each rejection at page S, first paragraph; page 5, last paragraph; page 6, last

paragraph; and 7, last paragraph, respectively.) Applicants respectfidly traverse each of these rejections.

The nonstatutory-type double patenting rejection is based on a judicially created docirine grounded in

public policy “which is primarily intended to prevent prolongation of the patent term by prohibiting
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claims in a second patent not patentably distinguishing from claims in a first patent.” Manual of Patent
Examining Procedure (MPEP) 804 (8" Edition, Revision ). Nonstatutory double patenting includes
rejections based on either a one-way determination of obviousness or a two-way determination of
obviousness. In particular, “where, through no fault of the applicant, the claims in & later filed application
issue first, an obvious-type double patenting rejection is improper, in the absence of a two~way
obviousness determination....” MPEP 804(ID(B)Y(1)(D), citing In re Braat, 937 F.2d 589 (Fed.Cir 1991).
“Under the two-way analysis, each claim is examined to determine whether it is an obvious variant of the
other, rather than just examining the application clatm for patentable distinctness from the patent claim.”

inre Emert, 44 U.S.P.Q.2d 1149, 1152 (Fed. Cir. 1997).

In the present case, the instant application is earlier filed than any of the applications cited by the
Examiner in the non-statutory obviousness-type double patenting rejections. The Examiner has
acknowledged that the instant invention has the benefit of at least earlier filed Patent Application

No. 16/313,551 (the “351 application), filed 6 December 2002 (Office Action, page 3), and the
applications cited against the present claims have effective filing dates of about five years or more affer
the 6 December 2002 nonprovisional filing date of the "551 application. (The sarliest claimed priority
date for the "821 application is 11 January 2008; the earliest claimed priority date for the "895 application
is 3 December 2007; the earliest claimed priority date for the “620 application is 14 November 2008; and
the earliest claimed priority date for the "861 application is 20 August 2008.) Thus, the instant
application is the carlier filed application, and the other applications cited by the Examiner are later filed

applications.

Claim 1 of the present application reeites “{a] method for treating tissue damage associated with hypoxia
or ischemia in a subject, the method comprising administering to the subject an effective amount of a
compound that stabilizes the alpha subunit of hypexia inducible factor (HIFn).” Claims 3-7 depend
directly or indirectly from claim 1. In the embodiment recited in claim 2, the “compound is a heterocyclic
carboxamide compound that inhibits HIF prolyl hydroxylase enzyme activity.” Thus, the present
application provides novel methods for treating tissue damage associated with hypoxia or ischemia using,
generally, a compound that stabilizes HiFq, and, specifically, a heteroeyclic carboxamide that inhibits

HIF prolyl hydroxylase.

in contrast, each of the subsequently filed applications relates to specific subgenera of compounds that

inhibit HIF hydroxylase enzyme activity, thereby increasing the stability and/or activity of hypoxia
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inducible factor (HIF): the "821 application claims isothiazole-pyridine derivatives; the “893 application
claims oxazolo- and isoxazolo-pyridine derivatives; the “620 application claims thiochromene derivatives;
and the "861 application claims pyrrofo-pyridazine derivatives. Each of these later filed applications
claims compositions comprising, and methods of using, these novel and newly described compounds. It
is the latter method claims in each of the later filed applications that the Examiner points to in the present
non-statutory double patenting rejections. For example, claim 22 in the 861 application recites “[al
method of treating a condition mediated at least in part by hypoxia inducible factor (HIF), the method
comprising administering to a patient a therapeutically effective amount of a [pharmaceutical composition
comprising one or more of the compounds of the subgenus].” The compounds of the subgenus claimed in

the '861 application are all pyrrolo-pyridazines having the Formuda 1

R o R,
N )Qn/Rm
§ N
(RS)QA"N]? O R2 O
RQ
I

wherein the R groups are defined in the '861 specification. Claims 23-25 depend directly or indirectly
from claim 22, and recite specific conditions under which the tissue damage associated with hypoxia or
ischemia may occur. The subgenus of pyrrolo-pyridazine compounds of Formula 1 is not specifically
disclosed in the present application, and thus, such a subgenus is not obvious from the present application,
nor could it have been claimed in the present application. Claims 23-25 depend directly or indirectly from
claim 22, and recite specific conditions under which the tissue damage associated with hypoxia or

ischemia may occur.

As noted above, the later filed applications have priority dates five years or more after the filing date of
the earlier filed, present application. The claims in the fater filed applications relate to specific and
discrete subgenera of compounds identified in these later filed applications, and thus claims of identical
scope could not have been claimed in the earlier filed application. Accordingly, the two-way

obviousness analysis is appropriate for each of the double-patenting rejections.

Applicants respectfully draw the Examiner’s attention to {n re Borah, 354 F.2d 1008 (CCPA 1966), in

which an earlier filed but later allowed basic patent application was issued without a terminal disclaimer
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as the improvements claimed in the later filed application were not made until after the application on the
basic invention was filed. As in Borah, claims in the later filed "821 application, *895 application, "620
application, and "861 application could not have been filed in the instant application, at least in part
because the later filed applications require the presence of an element not found in the instant claims to
the basic invention, specifically the subgenera of novel compounds claimed in each of the later filed
applications. Further, in In re Braat, the court applied the two-way test and reversed a non-statutory
double patenting rejection because the later filed claims were patentably distinet from the earlier filed
claims, even though the earlier filed claims were not patentably distinct from the later filed claims. nre
Braat, 937 F.2d 589. As the subject matter of the claims in the ‘861, *893, "620, and ‘821 applications
could not have been claimed in the earlier filed, present case, these later filed claims are also non-obvious
over the instant claims. Therefore, the cited claims of the later filed applications are non-obvious over the

instant invention, and the two-way obviousness lest cannot be satisfied.

For at feast the reasons provided above, claims 1, 3, 4, 6, and 7 of the present application are patentable
over claims 13-16 of the later filed "821 application. Further, present claims | and 3-7 are patentable over
claims 22-25 of the "89S application. Additionally, claims 1 and 3-7 are patentable over claims 38-41 of

the “620 application and claims 2 -24 of the "861 application.

In view of the above, Applicants respectfully request withdrawal of the non-statutory double patenting

rejection of these instant claims over the claims of the subsequently filed applications.

V. Rejections under 35 US.C. §112

Claims 1-8 were rejected under 35 U.S.C. § 112, 2" pavagraph, as being indefinite for failing to
particularly point out and distinctly claim the subject matter which applicant regards as the invention.
The Examiner stated that claims 1-8 are “vague and indefinite given the applicant is claiming ‘a
compound that stabilizes the alpha subunit of hypoxia-inducible factor (HiFa)” while claim 2 recites
“additional characteristics of what such compound may be but still only revealing minimal structural
characteristics.” (Office Action, page 8.) The Examiner further stated that, while the specification
identified some compounds to be utilized, “the specification also states that other compounds are to be
screened and identified to be utilized in the method of treatment,” and that “one of ordinary skill would
not be apprised of the structures of such compounds thereby rendering the metes and bounds of the

recited compound vague and indefinite,” (Office Action, page 8.) The Examiner also contended that the
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disclosure “does not make clear what level of inhibition is required to satisfy the ‘inhibits’ language of the

instant claims.” (Office Action, pages 8§-9.) Applicants respectfully traverse.

The Examiner stated that claims 1-8 are unclear because one of skill would not be apprised of the
structure of compound recited in the claims and would not know the level of inhibition required to satisfy
the “inhibits” limitation of the claims. The test for definiteness under 35 U.S.C. §112, 2™ paragraph, is
whether “those skilled in the art would understand what is claimed when the claim is read in light of the
specification.” Orthokinetics, Inc. v. Safety Travel Chairs, Inc., 806 F.2d 1565, 1576 (Fed. Cir. 1986}

{citations omitted).

Claim 1 recites “[a] method for treating tissue damage associated with hypoxia or ischemia in a subject,
the method comprising administering to the subject an effective amoont of a compound that stabilizes the
alpha subunit of hypoxia inducible factor (HIFw).” The specification provides both general guidelines
{e.g., paragraphs [0133] to {0136]) and specific examples {e.g., Examples 1, 3-5, and 9) for determining
whether a compound stabilizes HIFa. The specification describes tests as applied o various compounds
and provides clear guidance regarding the requisite degree to which a compound may “inhibit” in order to
be encompassed by the claim; see, e.g., data presented in Figures 14, 1B, 2A, 2B, 44, 4B, 5A, 3B, 6A,
and 6B. The recitation in claim 1 provides a clear cut indication of the scope of the subject matter
govered by the claim and sets forth well-defined boundaries of the invention. Accordingly, those skilled

in the art would understand what is claimed when claim 1 is read in light of the specification.

Claims 2-8, which depend directly or indirectly from claim 1, are not indefinite for at least the reasons
provided above for claim 1. Additionally, claim 2 recites the compound “is a heterocyclic carboxamide
that inhibits HIF proly! hydroxylase enzyme activity.™ Heterocyclic carboxamides are well-known to
those skilled in the art, and one of ordinary skill would know from this claim term what structures are
encompassed by the claims. The specification further provides examples of heterocyclic carboxamides
that inhibit HIF prolyl hydroxylase enzyme activity and thereby stabilize HIFa. (See, e.g., Example 10.)
Thus, one of skill in the art would clearly understand what is claimed when the claims are read in light of

the specification.

As evidenced by the above, those skilled in the art would understand what is claimed in claims 1-8 when
the claims are read in light of the specification. For at least these reasons, claims 1-8 are clear and
definite. Therefore, Applicants respectfully request withdrawal of the rejection of these claims under

35 U.S.C. §112, 2% paragraph, as being indefinite.
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VI Reiections under 35 U.S.C. § 103

Claims 1-8 were rejected under 35 U.S.C. § 103(a) as being unpatentable over Maxwell et al.
{International Publication No. WO 02/074981). The Examiner stated that “one of ordinary skill in the art
at the time of the invention would have found it obvious to administer the compounds of Maxell [sic] that
modulate the activity of HiFo through inhibition of HIF hydroxylase since Maxell {sic] teaches that such
compounds are effective for tissue damage due to ischemic events.” (Office Action, page 12.)

Applicants respectfully traverse.

Maxwell et al. was published on 26 September 2002 from a PCT application filed on 21 March 2002. As
Applicants point out in section I} above, Provisional Patent Application Serial No. 60/337,082, filed 6
December 2001, and Provistonal Patent Application Serial No. 60/359,683, filed 25 February 2002,
provide support and enablement in the manner required by the first paragraph of 35 US.C. §112 for the
instant claims 1-8, including support and enablement for the elected species in this application.
Accordingly, the instant invention should be granted the benefit of the priority date of the "082
application, that is, 6 December 2001, and the priority date of the "683 application, that is, 25 February
2002. As either date is prior to Maxwell’s earliest filing date 0of 21 March 2002 or publication date of 26

September 2002, Maxwell et al. is therefore not prior art against the present invention.

As Maxwell et al. is not prior art against the present invention for at least the reasons provided above,
Applicants respectfully request withdrawal of the rejection of claims 1-8 under 35 U.S.C, §103(a) as

being unpatentable over Maxwell et al.

10
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CONCLUSION

Applicants believe that the present application is now in condition for allowance. Fayorable

reconsideration of the application as amended above is respectfully requested.
Applicants claim small entity status under 37 C.F.R. 1.27.

The Commissioner is hereby authorized to charge the total of any fee necessary in this commumication to
Deposit Account No. 50-0811, referencing Docket No. FP3600.4 CON.

Please call Applicants’ representative at 415-978-1745 with any questions regarding the present

communication or the above-identified application.

Respectfully submitted,
///
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iy_, Christopher Turner, Ph.D.

7% Reg. No. 45,167
FibroGen, Inc.
409 Illinois Street
San Francisco CA 94158
Main: 415-978-1200
Direct: 415-978-1745
Facsimile: 415-978-1917
cturmner@fibrogan.com
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