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-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address --

alX] Responsive to the communication(s) filed on 11 April 2005 . b(] This action is made FINAL.
cl:l A statement under 37 CFR 1.530 has not been received from the patent owner.

A shortened statutory period for response to this action is set to expire gmonth(s) from the mailing date of this letter.
Failure to respond within the period for response will result in termination of the proceeding and issuance of an ex parte reexamination
certificate in accordance with this action. 37 CFR 1.550(d). EXTENSIONS OF TIME ARE GOVERNED BY 37 CFR 1.550(c).

If the period for response specified above is less than thirty (30) days, a response within the statutory minimum of thirty (30) days
will be considered timely.

Part] THE FOLLOWING ATTACHMENT(S) ARE PART OF THIS ACTION:
1. [ Notice of References Cited by Examiner, PTO-892. 3. O interview Summary, PTO-474.
2. E Information Disclosure Statement, PTO-1449. 4, D .

Partil SUMMARY OF ACTION
1a.
1b.

Claims 1-26 are subject to reexamination.

Claims _____ are not subject to reexamination.

Claims ____have beeﬁ canceled in the present reexamination proceeding.
Claims 1-23 25 and 26 are patentable and/or confirmed.

Claims 24 are rejected.

Claims __are objected to.

The drawings, filed on are acceptable.

O0O0OXXKROOX

The proposed drawing correction, filed on has been (7a)|:|' approved (7b)D disapproved.
O Acknowledgment is made of the priority claim under 35 U.S.C. § 119(a)~(d) or (f).
a)J Al b)[J Some* ¢)[J None of the certified copies have

1[] been received.

e N O 0~ W N

201 not been received.
300 been filed in Application No. ___.
4[] been filed in reexamination Control No. -
5[] been received by the International Bureau in PCT application No. -
* See the attached detailed Office action for a list of the certified copies not received.

9. [J sincethe proceeding appears to be in condition for issuance of an ex parte reexamination certificate except for formal
matters, prosecution as to the merits is closed in accordance with the practice under Ex parte Quayle, 1935 C.D.
11, 453 0.G. 213.

10. D Other:

cc: Requester (if third party requester)
U.S. Patent and Trademark Office
PTOL-466 (Rev. 04-01) Office Action in Ex Parte Reexamination Part of Paper No. 20050907
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' DETAILED ACTION
Response to Arguments
1. Applicant's arguments filed 4/11/2005 have been fully considered but they are not
persuasive. Applicants have argued that claim 24 of Ellis' is unobvious over the patents of
Campbell®. Applicants have also argued that claim 24 of Ellis is not anticipated by the reference
of Korenman et al’. A detailed rebuttal to applicant’s position will be given below.
I) Claim Construction
2. Claim 24 is a follows:
A method of treating erectile dysfunction in a male human comprising orally
administering to a male human in need of such treatment an effective amount of a
selective cGMP PDEy inhibitor or a pharmaceutically acceptable salt thereof, of a
pharmaceutical composition containing either entity
3. This claim requires:
a) Treating a male in need thereof for erectile dysfunction.
b) Administering an oral dose of a compound which is a selective cGMP PDEy inhibitor.
c) Administeriné an effective amount of said compound such that the erectile
dysfunction. is treated.
4. Claim 24 of Ellis reads on the use of any compound that is a selective cGMP PDEy
inhibitor to treat erectile dysfunction. The amount of the compound required is that which is

sufficient to treat erectile dysfunction. Claim 24 would give applicant the right to exclude the

" Ellis refers to US patent 6,469,012
2 Campbell 6,534,511 and Campbell 6,100,270 (herein referred to individually as “Campbell ‘511” and “Campbell
‘270" and collectively as “Campbell”.
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use of compounds already known to be selective cGMP PDEy inhibitors in the treatment of
erectile dysfunction, and to exclude the use of old compounds which are iater discovered to be
selective cGMP PDEy inhibitors in the treatment of erectile dysfunction. The claim would also
give appliéant the right to exclude the use of new compounds which are identified to be selective

¢GMP PDEy inhibitors for treating erectile dysfunction. Thus it is clear that claim 24 of Ellis

has such a breath that it reads on any prior art and future art, which effectively treats
)

erectile dysfunction, wherein the compound used is determined to be a selective cGMP
PDEy inhibitor.

5. The examiner is required to give claims their broadest reasonable interpretation in light of
the supporting disclosure. In re Morris, 127 F.3d 1048, 1054-55, 44 USPQ2d 1023, 1027-28
(Fed. Cir. 1997). As stated in the MPEP 2111; “During patent examination, the pending claims
must be "given their broadest reasonable interpretation consistent with the specification.” In re
Hyatt, 211 F.3d 1367, 1372, 54 USPQ2d 1664, 1667 (Fed. Cir. 2000). Applicant always has the
opportunity to amend the claims during prosecution, and the broad intefpretation by the examiner
reduces the possibility that the claim, once issued, will be interpreted more broadly than is
justified.

6. Also stated in the MPEP 2111; “While the claims of issued patents are interpreted in light
of the specification, I;rosecution history, prior art and other claims, this is not the mode of claim
interpretation to be applied during examination. During examination, the claims must be
interpreted as broadly as their terms reasonably allow. In re American Academy of Science Tech

Center, 70 USPQ2d 1827 (CAFC, May 13, 2004) (The USPTO uses a different standard for

* Stanley Korenman and Sharon P. Viosca, Treatment of Vaxculogenic Sexual Dysfunction with Pentoxifylline, 41 J.
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construing claims than ﬁat used by district courts; during examination the USPTO must give
claims their broadest reasonable interpretation.). This means that the

words of the claim must be given their plain meaning unless applicant has provided a clear
definition in the specification. In re Zletz, 893 F.2d 319, 321, 13 USPQ2d 1320, 1322

(Fed. Cir. 1989); Chef America, Inc. v. Lamb-Weston, Inc., 358 F.3d 1371, 1372, 69 USPQ2d
1857 (Fed. Cir. 2004) (Ordinary, simple English words whose meaning is clear and
unquestionable, absent any indication that their use in a particular context changes their meaning,
are construed to mean exactly what they say.)

7. The reasonably broadest interpretation of the phrase “administering ... a selective cGMP
PDEy inhibitor” is that the compound administered, must possess the praperty of being a
selective cGMP PDEy inhibitor. In other words the compound is either a selective cGMP PDEy
inhibitor or it is not a selective cGMP PDEy inhibitor.

8. The reasonably broadest interpretation of the phrase “an effective amount” is any amount
where erectile dysfunction is effectively treated. There is nothing contrary to this general
meaning defined in the specification. The compound simply must be used in an amount
sufficient to treat erectile dysfunction.

9. The reasonably broadest interpretation of the phrase “selective cGMP PDEy inhibitor” is
that the compound is more selective to the PDEy isoenzyme over other PDE isoenzymes. This
selectivity, as supported by applicant specification, can be determined by an in vitro analysis.

There is nothing contrary to this general meaning defined in the speciﬁcation.

Am. Geriatrics Soc. 363 (1993) (“Korenman”)
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For example, the Ellis ‘012 patent states the following*:

The compounds of the invention have been tested in vitro
and found to be potent and selective inhibitors of the
cGMP-specific PDE,, For example, one of the especially
preferred compounds of the invention has an ICey=6.8 nM
v. the PDE, enzyme, but demonstrates only weak inhibitory
activity against the PDE,; and PDE,,, enzymes with IC,,=
>100 #M and 34 uM respectively. Thus relaxation of the
corpus cavernosum tissue and consequent penile erection is
presumably mediated by elevation of ¢cGMP levels in the

said tissue, by virtue of the PDE inhibitory profile of the
compounds of the invention.

This test only shows that the compounds, which were identified as selective cGMP PDEy
inhibitor, were more selective to the PDEy isoenzyme than to the PDE}; and PDEy;; isoenzymes
by an in vitro analysis.

10.  In summary, the examiner has determined that claim 24 requires:
a) Treating a male human in need of such treatment for erectile dysfunction with a oral
dose of a compound in an effective amount
AND
b) Using a compound which can be determined by in vitro analysis to be a selective
c¢GMP PDEy inhibitor.

This is the reasonably broadest interpretation of this claim. The prior art will be

viewed in light of this claim construction
IT) RESPONSE TO DOUBLE PATENTING ARGUMENTS

A) Applicants have argued that the ‘511 Campbell patent is not a double patenting

reference because the Ellis ‘012 patent issued before it.

4 See column 5
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11.  However, applicants acknowledge that the Campbell ‘511 patent expires before the Ellis
‘012 patent. Thus the question as to whether the public would be able to practice the Campbell
‘511 patent after it expires should be considered.

12.  The claims of Campbell *511 patent are directed to a method of treating male erectile
dysfunction, comprising administering to a male human an effective amount of a compound of
formula I. At least some of the compounds have been determined to be selective cGMP PDEy

inhibitors. Campbell ‘511 states the following in column 7:

Certain compounds of the invention have been tested in
vitro and found to be potent and selective inhibitors of the
¢GMP-specific PDE,, Thus relaxation of the corpus caver-
nosum tissue and consequent penile erection is presumably
mediated by elevation of cGMP levels in the said tissue, by
virtue of the PDE inhibitory profile of the compounds of the
mvention.

13. As mentioned herein claim 24 of the Ellis ‘012 patent reads on the use of any compound,
old or new, in the treatment of erectile dysfunction wherein the compound has the property of
being a selective cGMP PDEy inhibitor. Since at least some of the compounds in the Campbell
patent are recognized to be selective cGMP PDEy inhibitors, it is clear that claim 24 of the Ellis
patent would exclude the public after the Campbell ‘511 has expired from using any compound
of formula I which is determined to be a selective cGMP PDEy inhibitor. Thus the examiner
does not agree with applicant that the public would be free to practice the Campbell invention
after it expires. The Ellis patent is correctly rejected under the statute of obviousness-type double

patenting.
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B) Applicants argue that the specification of the Campbell patents cannot be used to
interpret the mode of administration.

14.  Applicants have attempted to limit the claims of the Campbell patents to “non-oral
routes” of administration. Applicants argue that the specification of the Campbell patent should
not be relied upon. Applicants argue that, “ (1)t is important to bear in mind that comparison
can be made only with what invention is claimed in the earlier patent, paying careful attention to
the rules of claim interpretation to determine what invention a claim defines and not looking to
the claim for anything that happens to be mentioned in it as though it were a prior art
reference.” This position is not well founded.

15.  When considering whether the invention defined in a claim of an application is an
obvious variation of the invention defined in the claim of a patent, the disclosure of the patent
may not be used as prior art. This does not mean that one is precluded from all use of the patent
disclosure. The specification can always be used as a dictionary to learn the meaning of a term in
the patent claim. In re Boylan, 392 F.2d 1017, 157 USPQ 370 (CCPA 1968). Further, those
portions of the specification which provide support for the patent claims may also be examined
and considered when addressing the issue of whether a claim in the application defines an
obvious variation of an invention claimed in the patent. In re Vogel, 422 F.2d 438, 441-42,

164 USPQ 619, 622 (CCPA 1970)’.

16.  To this degree, it is clear from the specification of the Campbell patents, that the modes

of administration of the claims include oral dosages. Not only do the claims read on

5 Taken from MPEP section 804.
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administering oral dosages but this is clearly the preferred mode of administration for man.®
Therefore, the claims of the Campbell patents are in no-way limited to non-oral routes of
administration. Claim 24 of Ellis ‘012 patent would exclude the public from using the selective
cGMP PDEy inhibitors of the Campbell patents after they have expired. The extension of this
monopoly requires that an obviousness-type double patenting rejection be made. The rejection is
being maintained.

C) Applicants argue that there is no double patenting over the Campbell patents in a one-
way test.

17. Applicants attempt to highlight the difference of the Campbell patents to claim 24 of the
Ellis ‘012 patent as being the route of administration. Applicants recite numerous reasons’ why
it would have been unobvious to use the compounds of the Campbell patents in oral form.

18.  The examiner does not agree with these arguments®. The Campbell ‘270 patent, similar to
the Campbell ‘511 patent, discloses the use of oral administration as the preferred route’. Thus,
reading the claims in light of the specification, one skilled in art would immediately understand
the word “administering” in the claims of the Campbell patents to include the oral route.

19.  Also, the Campbell patents clearly set forth that the compounds used to treat erectile
dysfunction are selective cGMP PDEy inhibitors'®. As stated herein, either a compound is or is

not a selective cGMP PDEy inhibitor. The public would be excluded from practicing the claims

§ See Campbell 511, column 7 lines 51-59.

7 See pages 6-13 of Pfizer’s response.

® All arguments rely on the assumption that the specification of the Campbell patents cannot be relied upon. The
examiner rejected this argument.

? See Campbell 270 column 7 lines22-30

' See Column 7 lines 9-15
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of the Campbell patents once they expired because of the breath of claim 24 of the Ellis ‘012
patent. Claim 24 of Ellis overlaps with the method claims of the Campbell patents.

20.  Applicants argue that Overlapping Claims by Themselves Do not Cause Double
Patenting. This argument again centers on the proposition that Campbell fails to render obvious
the oral route of administration. The examiner, for reasons already stated, does not find this
argument persuasive. The claims of the Campbell patents, when read in light of the specification,
clearly render obvious the oral route of administration.

21.  Applicants argue that the prior art alone or in view of the claims in Campbell does not
teach that one could treat erectile dysfunction with selective cGMP PDEy inhibitors. The
examiner does not agree that the claims of the Campbell patents need to explicitly indicate that
selective cGMP PDEy inhibitors should be used to treat erectile dysfunction. The specification
of the Campbell patents clearly establishes that, at least, some of the compounds used in the
treatment of erectile dysfunction are selective cGMP PDEy inhibitors. Both patents have the

following statement:

Certain compounds of the invention have been tested in
vitro and found to be potent and selective inhibitors of the
cGMP-specific PDE» Thus relaxation of the corpus caver-
nosum tissue and consequent penile erection is presumably
mediated by elevation of cGMP levels in the said tissue, by
virtue of the PDE inhibitory profile of the compounds of the
invention.

22.  The obviousness-type double patenting rejection is maintained for reasons of record.
IT) RESPONSE TO ARGUMENT PERTAINING TO KORENMAN

23.  Applicant’s arguments are directed generally to three propositions stated as follows:



Control Number: 90/006,617;90/006,686; 90/007,110;90/007478 Page 10
Art Unit: 1621

1) That the evidence'' relied upon by the PTO does not satisfy the claim limitation that
the pentoxifylline is a selective cGMP PDEy inhibitor
2) That Korenman fails to satisfy the “an effective amount” limitation of the claim
because Korenman does not show that 400 mg pentoxifylline treats erectile dysfunction.
3) That the claim language requires that the compound have efficacy in treating erectile
dysfunction resulting directly from PDEy inhibition
Applicants supply various supporting evidence for each of these positions.
A) Arguments pertaining to the lack of evidence that pentoxifylline is a selective cGMP
PDEYy inhibitor.
24.  Applicants argue that the evidence of ‘6886 reexam fails to establish a statistically
significant difference showing that pentoxifylline is a selective cGMP PDEy inhibitor.
Applicants support this position by referring to a declaration of Philip Iversen'? wherein he
allegedly states that statistical analysis can be affected by assumptions made in the experiment.
25.  Evenif these points are valid, applicants position is not sufficient to shift the burden back
to the examiner to provide additional evidence that pentoxifylline is a selective cGMP PDEy
inhibitor. The evidence of the declaration clearly suggesting that pentoxifylline is a selective
¢GMP PDEy inhibitor is substantially stronger than the position that this declaration fails to
establish a statistically significant difference. Applicants have not provided their own test, which
contradicts the conclusion that pentoxifylline is a selective cGMP PDEy inhibitor. Instead,

applicants are making an attempt to cast a cloud over the declaration of Philip Iversen.

'! This evidence was supplied in the third party request for reexamination 90/006886
2 Philip Iverson is the source of evidence in the ‘6886 reexamination verifying that pentoxifylline is a selective
¢GMP PDEy inhibitor.
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26.  The standard to be applied in all cases before the PTO is the “preponderance of the
evidence” test. In other words, an examiner should reject a claim if, in view of the prior art and
evidence of record, it is more likely than not that the claim is unpatentable'®. In this case, the
evidence weighs heavily on the side of the declaration by Phillip Iversen showing that
pentoxifylline is a selective cGMP PDEy inhibitor.

27.  Applicants also attempt to establish that pentoxifylline is not a selective cGMP PDEy
inhibitor by pointing to literature which allegedly states that pentoxifylline is a non-selective
PDE inhibitor. The examiner does not find this position tenable. Claim 24 of the Ellis ‘012
patent, when read in light of the specification, requires that the compound used to treat erectile
dysfunction be more selective to PDE, than to any of the PDE isoenzymes. This is the
reasonably broadest interpretation of claim 24. Applicants own evidence in the specification,
which fail to show a statistical analysis, only shows selectivity to the PDEy isoenzyme over the
PDE|; and PDEy; isoenzymes. The possible different protocol in determining a selective cGMP

PDEy inhibitor used in the cited literature may obscure what actually is meant by this selectivity.

Applicant is invited to supply evidence determining ICs of pentoxifylline for PDEy, PDEy;
and PDEyy;. If the ICs of pentoxifylline is less for PDEv than for PDE;y; and PDEy;; it will be
considered as showing selectivity to the PDEy isoenzyme. Applicants are requested to use

the same protocol described in the specification of the Ellis patent for determining if

pentoxifylline is a selective cGMP PDEy inhibitor.

28.  Pointing to references which may state that pentoxifylline is not a selective cGMP PDEy

is not sufficient to shift the burden back to the examiner to provide more evidence. This

13 See MPEP section 706.
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reexamination proceeding, with the overwhelming number of submission of evidence, is glaring
by its omission of any test results by applicant clearly showing pentoxifylline is not a selective
¢GMP PDEy inhibitor. The route to shift the burden back to the examiner is very clear.

29.  The examiner maintains this same position with regards to all arguments'*, which attempt
to attack the experimental methodology, and statistical analysis of the evidence of record, in
order to propose that pentoxifylline is not a selective cGMP PDEy inhibitor. There is no need to
respond to each of these points because attacking experimental methodology and statistical
analysis of evidence submitted by well reputed scientists does not shift the burden back to the
examiner that it is more likely than not that the pentoxifylline is not a selective cGMP PDEy.

B) Response to Argument that the evidence fails to show that pentoxifylline has any
efficacy in treating erectile dysfunction

30.  Applicants attempt to establish this position in numerous ways. They point to two papers
of Korenman which allegedly stopped describing pentoxifylline in the treatment of erectile
dysfunction. It appears that applicants hold the position that since pentoxifylline did not become
a successful drug in the treatment of erectile dysfunction, it lacks efficacy.

31.  This argument is not well founded. Claim 24 requires that the drug be effective in
treating erectile dysfunction. The Korenman article clearly demonstrates the pentoxifylline was
successful for treating some men who suffered from erectile dysfunction. In fact, 9 out of the 18
men who completed the study were successfully treated'®. The success rate in this article clearly

indicates that the limitation of “effective amount” of claim 24 has been met. There is no

" See applicant response pages 20-30
'* See Korenman at 365
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