a2 United States Patent
Ellis et al.

US006469012B1

(10) Patent No.:
5) Date of Patent:

US 6,469,012 Bl
Oct. 22, 2002

(549) PYRAZOLOPYRIMIDINONES FOR THE
TREATMENT OF IMPOTENCE

(75) Inventors: Peter Ellis; Nicholas Kenneth Terrett,
both of Sandwich (GB)

(73) Assignee: Pfizer Inc, New York, NY (US)

Subject to any disclaimer, the term of this
patent is extended or adjusted under 35
U.S.C. 154(b) by 0 days.

(*) Notice:
(21) Appl. No.: 08/549,792

(22) PCTFiled:  May 13, 1994

(86) PCT No.: PCT/EP94/01580
§ 371 (o)(1),
(2), (4) Date: Mar. 4, 1996

(87) PCT Pub. No.: W094/28902
PCT Pub. Date: Dec. 22, 1994

(30) Foreign Application Priority Data

Jun. 9, 1993 (GB) .eoooviiviiiiiiiiiic e, 9311920
(51) Int. CL7 oo A61K 31/519; A61P 15/10
(52) US. ClL oo 514/258; 514/929
(58) Field of Search ............ccccccoveeviennne. 514/258, 929
(56) References Cited

U.S. PATENT DOCUMENTS

3,987,160 A 10/1976 Broughton et al.

4,521,421 A * 6/1985 Foreman .........c.c........ 514/267
5145852 A 9/1992 VArag .ovveoveovvevsrennnn. 514/253
5270323 A 12/1993 Milne, Jr. et al.

5,278,192 A 1/1994 Fung et al.

5,399,581 A 3/1995 Laragh

5,436,272 A 7/1995 Scheinbaum

5,489,610 A 2/1996 Fung et al.

5,565,466 A 10/1996 Gioco et al.

5891904 A 4/1999 Stief et al.

6,037,346 A 3/2000 Doherty, Jr. et al.

FOREIGN PATENT DOCUMENTS

CN 93117097.4 7/2000
DE 4230755 3/1994
EP 0143357 6/1985
EP 0-201-188 12/1986
EP 0439320 Al 7/1991
EP 0463756 1/1992
EP 0526004 2/1993
FR 2547501 12/1984
JpP 5310599 4/1978
JpP 03044324 A 2/1991
JpP 3044324 2/1991
JpP 03044324 2/1991 ... AG61K/31/52
JpP 9503996 4/1997
WO 89/10123 Al 6/1989
WO 8910123 11/1989
WO 94/28902 12/1994
WO 96/16644 6/1996
WO 99/21562 5/1999
WO 00/66114 11/2000

OTHER PUBLICATIONS

WPIDS abstract, AN 95-051606 [07], Coates et al., WO
9429277 (1994).*

Judgment of Nov. 8, 2000.

(List continued on next page.)

Primary Examiner—Edward J. Webman
(74) Antorney, Agent, or Firm—Peter C. Richardson; Gregg
C. Benson; James T. Jones

(7) ABSTRACT

The use of a compound of formula (I)
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wherein R' is H; C,—C; alkyl; C,—C, perfluoroalkyl; or
C,—Cs cycloalkyl; R* is H; optionally substituted C,—Cj
alkyl; C,—C, perfluoroalkyl; or C,—C, cycloalkyl; R? is
optionally substituted C,—Cg alkyl; C,—C, perfluoroalkyl;
C,—C5 cycloalkyl, C,—C, alkenyl; or Co—C, alkynyl; R* is
optionally substituted C,—C, alkyl, C,—C, alkenyl, C,—C,
alkanoyl, (hydroxy)C,—C, alkyl or (C,—C; alkoxy)C,—C,
alkyl; CONR®R®, CO,R7; halo; NR°R®;, NHSO,NR°RS;
NHSO,R?; SO,NR°R*®; or phenyl, pyridyl, pyrimidinyl,
imidazolyl, oxazolyl, thiazolyl, thienyl or triazolyl any of
which is optionally substituted with methyl; R and R are
each independently H or C,—C, alkyl, or together with the
nitrogen atom to which they are attached form an optionally
substituted pyrrolidinyl, piperidino, morpholino, 4-N(R'")-
piperazinyl or imidazolyl group; R” is H or C,—C,, allyt: & is
optionally substituted C,—C, alkyl; R® and R'° together with
the nitrogen atom to which they are attached form an
optionally substituted pyrrolidinyl, piperidino, morpholino
or 4-N(R*®)-piperazinyl group; R is H; optionally substi-
tuted C,—C, alkyl; (hydroxy)C,—C; alkyl; or C,-C,
alkanoyl; R'? is H; optionally substituted C,—C, alkyl;
CONR™R'; CSNR'R'; or C(NH)NR'"’R'*; and R?13?
and R** are each independently H; C,—C, alkyl; or substi-
tuted C,—C, alkyl; or a pharmaceutically acceptable salt
thereof, or a pharmaceutical composition containing either
entity, for the manufacture of a medicament for the curative
or prophylactic treatment of erectile dysfunction in a male
animal, including man; a pharmaceutical composition for
said treatment; and a method of said treatment of said male
animal with said pharmaceutical composition or with said
either entity.

26 Claims, No Drawings
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PYRAZOLOPYRIMIDINONES FOR THE
TREATMENT OF IMPOTENCE

This is a National Phase filing under 35 USC §371 based
on PCT/EP94/01580, which was filed internationally on
May 13, 1994.

This invention relates to the use of a series of pyrazolo
[4,3-d]pyrimidin-7-ones for the treatment of impotence.

Impotence can be defined literally as a lack of power, in
the male, to copulate and may involve an inability to achieve
penile erection or ejaculation, or both. More specifically,
erectile impotence or dysfunction may be defined as an
inability to obtain or sustain an erection adequate for inter-
course. Its prevalence is claimed to be between 2 and 7% of
the human male population, increasing with age, up to 50
years, and between 18 and 75% between 55 and 80 years of
age. In the USA alone, for example, it has been estimated
that there are up to 10 million impotent males, with the
majority suffering from problems of organic rather than of
psychogenic origin.

Reports of well-controlled clinical trials in man are few
and the efficacy of orally administered drugs is low.
Although many different drugs have been shown to induce
penile erection, they are only effective after direct injection
into the penis, e.g. intraurethrally or intracavernosally (i.c.),
and are not approved for erectile dysfunction. Current medi-
cal treatment is based on the i.c injection of vasoactive
substances and good results have been claimed with
phenoxybenzamine, phentolamine, papaverine and prostag-
landin E,, either alone or in combination; however, pain,
priapism and fibrosis of the penis are associated with the i.c.
administration of some of these agents. Potassium channel
openers (KCO) and vasoactive intestinal polypeptide (VIP)
have also been shown to be active i.c., but cost and stability
issues could limit development of the latter. An alternative
to the i.c. route is the use of glyceryl trinitrate (GTN) patches
applied to the penis, which has been shown to be effective
but produces side-effects in both patient and partner.

As a general alternative to pharmacological intervention,
a variety of penile prostheses has been used to assist
achievement of an erection. The short term success rate is
good, but problems with infection and ischaemia, especially
in diabetic men, make this type of treatment a final option
rather than first-line therapy.

The compounds of the invention are potent inhibitors of
cyclic guanosine 3',5'-monophosphate phosphodiesterases
(cGMP PDEs) in contrast to their inhibition of cyclic
adenosine 3',5'-monophosphate phosphodiesterases (cAMP
PDEs). This selective enzyme inhibition leads to elevated
c¢GMP levels which, in turn, provides the basis for the
utilities already disclosed for the said compounds in EP-A-
0463756 and EP-A-0526004, namely in the treatment of
stable, unstable and variant (Prinzmetal) angina,
hypertension, pulmonary hypertension, congestive heart
failure, atherosclerosis, conditions of reduced blood vessel
patency e.g. post-percutaneous transluminal coronary angio-
plasty (post-PTCA), peripheral vascular disease, stroke,
bronchitis, allergic asthma, chronic asthma, allergic rhinitis,
glaucoma, and diseases characterised by disorders of gut
motility, e.g. irritable bowel syndrome (IBS).

Unexpectedly, it has now been found that these disclosed
compounds are useful in the treatment of erectile dysfunc-
tion. Furthermore the compounds may be administered
orally, thereby obviating the disadvantages associated with
i.c. administration. Thus the present invention concerns the
use of a compound of formula (I):
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wherein

R! is H; C,—C; alkyl; C,—C, perfluoroalkyl; or Cs—Cs
cycloalkyl;

R? is H; C,—C, alkyl optionally substituted with C,;—C,
cycloalkyl; C,—C; perfluoroalkyl; or C;—Cg cycloalkyl;

R? is C,—C4 alkyl optionally substituted with C;—Cgq
cycloalkyl; C,—C, perfluoroalkyl; C,—C; cycloalkyl;
C;—Cy alkenyl; or C;—Cgy alkynyl;

R*is C,—C, alkyl optionally substituted with OH, NRR®,
CN, CONR®R® or CO,R”; C,-C, alkenyl optionally
substituted with CN, CONR’R® or CO,R”; C,-C,
alkanoyl optionally substituted with NR*R®; (hydroxy)
C,—C, alkyl optionally substituted with NR’RS;
(C,—C; alkoxy)C,—C, alkyl optionally substituted with
OH or NR’R®, CONR°R® CO,R’; halo; NRR®;
NHSO,NR°R®, NHSO_R®; SO,NR°R'%; or phenyl,
pyridyl, pyrimidinyl, imidazolyl, oxazolyl, thiazolyl,
thienyl or triazolyl any of which is optionally substi-
tuted with methyl;

R® and R are each independently H or C,—C, alkyl, or
together with the nitrogen atom to which they are
attached form a pyrrolidinyl, piperidino, morpholino,
4-N(R™-piperazinyl or imidazolyl group wherein said
group is optionally substituted with methyl or OH;

R” is H or C,—C, alkyl;

R® is C,—C, alkyl optionally substituted with NR*R¢;

R® and R'° together with the nitrogen atom to which they
are attached form a pyrrolidinyl, piperidino, mor-
pholino or 4-N(R'?)-piperazinyl group wherein said
group is optionally substituted with C,—-C, alkyl,
C,—C, alkoxy, NR**R** or CONR*’R**%;

R is H; C,—C; alkyl optionally substituted with phenyl;
(hydroxy)C,—C; alkyl; or C,—C, alkanoyl,

R'? is H; C,—C4 alkyl; (C,—C; alkoxy)C,—Cs alkyl;
(hydroxy)C,—C, alkyl; (RPR*N)C,-C, alkyl;
(RPPRMNOC)C,—Cq alkyl; CONR'R'; CSNR'?R';
or C(NH)NR"R'*; and

R** and R** are each independently H; C,-C, alkyl;
(C,—C; alkoxy)C,—C, alkyl; or (hydroxy)C,—C, alkyl,

or a pharmaceutically acceptable salt thereof, or a pharma-
ceutical composition containing either entity, for the manu-
facture of a medicament for the curative or prophylactic
treatment of erectile dysfunction in a male animal, including
man.

In the above definition, unless otherwise indicated, alkyl
groups having three or more carbon atoms, alkenyl and
alkynyl groups having four or more carbon atoms, alkoxy
groups having three carbon atoms and alkanoyl groups
having four carbon atoms may be straight chain or branched
chain. Halo means fluoro, chloro, bromo or iodo.

The compounds of formula (I) may contain one or more
asymmetric centres and thus they can exist as enantiomers or
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diastereoisomers. Furthermore, certain compounds of for-
mula (I) which contain alkenyl groups may exist as cis-
isomers or trans-isomers. In each instance, the invention
includes both mixtures and separate individual isomers.

The compounds of formula (I) may also exist in tauto-
meric forms and the invention includes both mixtures and
separate individual tautomers.

The pharmaceutically acceptable salts of the compounds
of formula (I) which contain a basic centre are, for example,
non-toxic acid addition salts formed with inorganic acids
such as hydrochloric, hydrobromic, sulphuric and phospho-
ric acid, with organo-carboxylic acids, or with organo-
sulphonic acids. Compounds of formula (I) can also provide
pharmaceutically acceptable metal salts, in particular non-
toxic alkali metal salts, with bases. Examples include the
sodium and potassium salts.

A preferred group of compounds of formula (I) is that
wherein R is H, methyl or ethyl; R* is C,—C; alkyl; R? is
C,—C; alkyl or allyl; R* is C,—C, alkyl optionally substi-
tuted with OH, NR®R®, CN, CONR®R® or CO,R”; acetyl
optionally substituted with NR°R®; hydroxyethyl optionally
substituted with NR®R®; ethoxymethyl optionally substi-
tuted with OH or NR®R°; CH=CHCN;
CH=CHCONR®R®, CH=CHCO,R”; CONR®R®; CO,H;
Br; NR°R®; NHSO,NR°R®; NHSO,R®, SO,NR°R'; or
pyridyl or imidazolyl either of which is optionally substi-
tuted with methyl; R> and R® are each independently H,
methyl or ethyl, or together with the nitrogen atom to which
they are attached form a piperidino, morpholino, 4-N(R*!)-
piperazinyl or imidazolyl group wherein said group is
optionally substituted with methyl or OH; R” is H or t-butyl;
R® is methyl or CH,CH,CH,NR’R®; R® and R'° together
with the nitrogen atom to which they are attached form a
piperidino or 4-N(R'?)-piperazinyl group wherein said
group is optionally substituted with NR'?R** or
CONR* R R* is H, methyl, benzyl, 2-hydroxyethyl or
acetyl; R' is H, C,—C; alkyl, (hydroxy)C,—C; alkyl,
CSNR'R™ or C(NH)NR'R'"; and R'® and R'* are each
independently H or methyl.

A more preferred group of compounds of formula (I) is
that wherein R* is methyl or ethyl; R? is C,—C; alkyl; R? is
ethyl, n-propyl or allyl; R* is CH,NR®R®, COCH,NR’R®,
CH(OH)CH,NR®R®, CH,OCH,CH,, CH,0CH,CH,OH,
CH,0CH,CH,NR’R®, CH=CHCON(CH,),,
CH=CHCO,R’, CONR®R,, CO,H, Br, NHSO,NR"R®,
NHSO,CH,CH,CH,NR°R®, SO,NR°R*®, 2-pyridyl,
1-imidazolyl or 1-methyl-2-imidazolyl; R® and R® together
with the nitrogen atom to which they are attached form a
piperidino, 4-hydroxypiperidino, morpholino, 4-N(R'')-
piperazinyl or 2-methyl-1-imidazolyl group; R” is H or
t-butyl; R® and R*° together with the nitrogen atom to which
they are attached form a 4-carbamoylpiperidino or 4-N
(R'*)-piperazinyl group; R'! is H, methyl, benzyl,
2-hydroxyethyl or acetyl; and R'? is H, C,—C; alkyl,
2-hydroxyethyl or CSNH.,,.

A particularly preferred group of compounds of formula
(1) is that wherein R is methyl or ethyl; R* is n-propyl; R>
is ethyl, n-propyl or allyl; R* is COCH,NR°R®, CONR’R®,
SO_NR°R™ or 1-methyl-2-imidazolyl; R and R® together
with the nitrogen atom to which they are attached form a
morpholino or 4-N(R')-piperazinyl group; R® and R,
together with the nitrogen atom to which they are attached
form a 4-N(R'?)-piperazinyl group; R'" is methyl or acetyl;
and R*? is H, methyl, 2-propyl or 2-hydroxyethyl.

Especially preferred individual compounds of the inven-
tion include:
5-(2-ethoxy-5-morpholinoacetylphenyl)-1-methyl-3-n-

propyl-1, 6-dihydro-7H-pyrazolo[4,3-dJpyrimidin-7-one;
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4
5-(5-morpholinoacetyl-2-n-propoxyphenyl)-1-methyl-3-n-
propyl-1, 6-dihydro-7H-pyrazolo[4,3-d]pyrimidin-7-one;
5-[2-ethoxy-5-(4-methyl-1-piperazinylsulphonyl)-phenyl]-
1-methyl-3-n-propyl-1,6-dihydro-7H-pyrazolo[4,3-d]
pyrimidin-7-one;
5-[2-allyloxy-5-(4-methyl-1-piperazinylsulphonyl)-
phenyl]-1-methyl-3-n-propyl-1,6-dihydro-7H-pyrazolo
[4,3-d]pyrimidin-7-one;
5-{2-ethoxy-5-[4-(2-propyl)-1-piperazinyl-sulphonyl]
phenyl}-1-methyl-3-n-propyl-1,6-dihydro-7H-pyrazolo
[4,3-d]pyrimidin-7-one;
5-{2-ethoxy-5-[4-(2-hydroxyethyl)-1-piperazinyl-
sulphonyllphenyl}-1-methyl-3-n-propyl-1,6-dihydro-7H-
pyrazolo[4,3-d]pyrimidin-7-one;
5-{5-[4-(2-hydroxyethyl)-1-piperazinylsulphonyl]-2-n-
propoxyphenyl}-1-methyl-3-n-propyl-1,6-dihydro-7H-
pyrazolo[4,3-d]pyrimidin-7-one;
5-[2-ethoxy-5-(4-methyl-1-piperazinylcarbonyl)-phenyl]-1-
methyl-3-n-propyl-1,6-dihydro-7H-pyrazolo[ 4,3-d]
pyrimidin-7-one; and
5-[2-ethoxy-5-(1-methyl-2-imidazolyl)phenyl]-1-methyl-3-
n-propyl-1,6-dihydro-7H-pyrazolo[4,3-d]pyrimidin-7-
one.

The compounds of formula (I) and their pharmaceutically
acceptable salts, processes for the preparation thereof, in
vitro test methods for determining the cGMP PDE and
cAMP PDE inhibitory activities thereof, pharmaceutical
compositions thereof and routes of administration for human
use, are described in EP-A-0463756 and EP-A-0526004.

Apreliminary investigation was carried out with a view to
isolating and characterising the cyclic nucleotide PDEs of
human corpus cavernosum, relaxation of which leads to
penile erection. Studies of substrate specificity, response to
activators and inhibitor sensitivity, have demonstrated that
human corpus cavernosum contains three distinct PDE
enzymes.

METHODS

Fresh frozen human penis was obtained from IIAM
(Pennsylvania). Tissue was thawed at room temperature, the
corpus cavernosum was dissected from the penis to yield
approximately 2—4 g of tissue and the following isolation
protocol was followed. Tissue was coarsely chopped in
ice-cold isotonic buffer (35 ml) containing 250 mM sucrose,
1 mM EDTA, 0.5 mM PMSF and 20 mM HEPES, pH 7.2,
and the mixture subjected to brief (1 min.) treatment with a
Silversen mixer/emulsifier. Homogenates were prepared
using homogeniser tubes with teflon pestles and soluble
fraction was prepared by centrifugation at 100,000xg for 60
min. at 4° C. 10 ml of high speed supernatant was applied
to a Pharmacia Mono Q anion exchange column (1 ml bed
volume) equilibrated with buffer containing 1 mM EDTA,
0.5 mM PMSF and 20 mM 1hEPES, pH 7.2
(chromatography buffer). The column was then washed with
5 bed volumes of chromatography buffer, after which PDEs
were eluted using a continuous gradient of 0—500 mM NaCl
(total volume 35 ml) and 1 ml fractions collected.

Column fractions were assayed for PDE activity using
500 nM c¢GMP or 500 nM cAMP as substrate. cAMP PDE
activity was also determined in the presence of 1 uM
unlabelled cGMP and the PDE activity of selected fractions
was determined in the presence of 10 mM CaCl, and 10
units/ml bovine brain calmodulin. Appropriate fractions
were pooled and stored at 4° C. during the course of the
study.
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Inhibition studies were performed using a substrate con-
centration of 500 nM throughout. All inhibitors were dis-
solved in DMSO and concentration-response curves were
constructed over the range 3x107'° to 1x10~* M in half log
increments. IC, values were calculated using the sigmoidal
curve fitting algorithm of biostat.

RESULTS

Human corpus cavernosum soluble PDEs were separated
into three distinct fractions of activity. The first, fraction I,
(designated by order of elution) represents the major PDE
present and is highly selective for cGMP as substrate. This
fraction was found to be insensitive to stimulation by
calcium/calmodulin and was classified as PDE,. Fraction II
hydrolyses cGMP and cAMP, with the latter activity being
stimulated in the presence of cGMP, and is classified as
PDE,,, whilst fraction III is cAMP selective and this activity
is inhibited in the presence of cGMP, consistent with PDE,,,
activity.

In order to further characterise the PDE isoenzymes
present in the tissue, studies were performed using a variety
of inhibitors. Inhibitor studies with fractions I and II were
performed using ¢cGMP as substrate, whilst fraction III
studies utilised cAMP. These studies confirmed that fraction
I corresponds to PDE,, whilst fraction III was clearly
identified as PDE,;;; fraction IT (PDE,,) was relatively insen-
sitive to all the inhibitors tested.

In summary, the above investigation identified three PDE
isoenzymes in human corpus cavernosum tissue. The pre-
dominant PDE is the cGMP-specific PDE,, whilst cGMP-
stimulated cAMP PDE,, and cGMP-inhibited cAMP PDE,,,
are also present.

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 1C5,=6.8 nM
v. the PDE;, enzyme, but demonstrates only weak inhibitory
activity against the PDE,, and PDE,;; enzymes with IC5,=
>100 uM 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.

Furthermore, none of the compounds of the invention
tested in rat and dog, both intravenously (i.v.) and orally
(p.0.) at up to 3 mg/Kg, has shown any overt sign of adverse
acute toxicity. In mouse, no deaths occurred after doses of up
to 100 mg/Kg i.v. Certain especially preferred compounds
showed no toxic effects on chronic p.o. administration to rat
at up to 10 mg/Kg and to dog at up to 20 mg/Kg.

In man, certain especially preferred compounds have been
tested orally in both single dose and multiple dose volunteer
studies. Moreover, patient studies conducted thus far have
confirmed that one of the especially preferred compounds
induces penile erection in impotent males.

Although the compounds of the invention are envisaged
primarily for the treatment of erectile dysfunction or sexual
dysfunction, they may also be useful for the treatment of
female sexual dysfunction including orgasmic dysfunction
related to clitoral disturbances.

Generally, in man, oral administration of the compounds
of the invention is the preferred route, being the most
convenient and avoiding the disadvantages associated with
i.c. administration. A preferred dosing regimen for a typical
man is 5 to 75 mg of compound three times daily. In
circumstances where the recipient suffers from a swallowing
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disorder or from impairment of drug absorption after oral
administration, the drug may be administered parenterally,
e.g. sublingually or buccally.

For veterinary use, a compound of formula (I) or a
non-toxic salt thereof is administered as a suitably accept-
able formulation in accordance with normal veterinary prac-
tice and the veterinary surgeon will determine the dosing
regimen and route of administration which will be most
appropriate for a particular male animal.

Thus the invention includes a pharmaceutical composi-
tion for the curative or prophylactic treatment of erectile
dysfunction in a male animal, including man, comprising a
compound of formula (I), or a pharmaceutically acceptable
salt thereof, together with a pharmaceutically acceptable
diluent or carrier.

There is further provided a process for the preparation of
a pharmaceutical composition for the curative or prophy-
lactic treatment of erectile dysfunction in a male animal,
including man, comprising formulating a compound of
formula (I), or a pharmaceutically acceptable salt thereof,
with a pharmaceutically acceptable diluent or carrier.

The invention also provides a method of treating a male
animal, including man, to cure or prevent erectile dysfunc-
tion which comprises treating said male animal with an
effective amount of a compound of formula (I), or a phar-
maceutically acceptable salt thereof, or a pharmaceutical
composition containing either entity.

In a further aspect, the invention includes the use of a
¢GMP PDE inhibitor, or a pharmaceutically acceptable salt
thereof, or a pharmaceutical composition containing either
entity, for the oral treatment of erectile dysfunction in man.

The invention also includes a method of orally treating
man to cure or prevent erectile dysfunction, which com-
prises treatment with an orally effective amount of a cGMP
PDE inhibitor, or a pharmaceutically acceptable salt thereof,
or a pharmaceutical composition containing either entity.

Moreover, the invention includes the use of a cGMP PDE
inhibitor, or a pharmaceutically acceptable salt thereof, or a
pharmaceutical composition containing either entity, for the
manufacture of a medicament for the curative or prophy-
lactic oral treatment of erectile dysfunction in man.

What is claimed is:

1. A method of treating erectile dysfunction in a male
animal, comprising administering to a male animal in need
of such treatment an effective amount of a compound of
formula (I):

®

O r!
4
R%0 HN | \N
\ /
N
RZ
R4

wherein:

R! is H; C,—C; alkyl; C,—C, perfluoroalkyl; or Cs—Cs
cycloalkyl;

R? is H; C,—C, alkyl optionally substituted with C;—C,
cycloalkyl; C,—C; perfluoroalkyl; or C;—Cg cycloalkyl;

R? is C,—C, alkyl optionally substituted with C,—C,
cycloalkyl; C,—C, perfluoroalkyl; C,—Cs cycloalkyl;
C,—C, alkenyl; or C,—C, alkynyl;
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R*is C,—C, alkyl optionally substituted with OH, NRR®,
CN, CONR®R® or CO,R”; C,-C, alkenyl optionally
substituted with CN, CONR,R® or CO,R”; C,-C,
alkanoyl optionally substituted with NR°R®; (hydroxy)
C,—C, alkyl optionally substituted with NR°R®;
(C,—C; alkoxy)C,—C, alkyl optionally substituted with
OH or NR’R® CONR®R®; CO,R’; halo; NR°RS;
NHSO,NRR® NHSO,R®; SO,NR°R'%; or phenyl
pyridyl, pyrimidinyl, imidazolyl, oxazolyl, thiazolyl,
thienyl or triazolyl any of which is optionally substi-
tuted with methyl;

R and R® are each independently H or C,—C, alkyl, or
together with the nitrogen atom to which they are
attached form a pyrrolidinyl, piperidino, morpholino,
4-N(R™)-piperazinyl or imidazolyl group wherein said
group is optionally substituted with methyl or OH;

R” is H or C,—C, alkyl;

R® is C,—C, alkyl optionally substituted with NR°RS;

R® and R*° together with the nitrogen atom to which they
are attached form a pyrrolidinyl, piperidino, mor-
pholino or 4-N(R'?)-piperazinyl group wherein said
group is optionally substituted with C,—C, alkyl,
C,—C, alkoxy, NR*R** or CONR'*R*%;

R is H; C,—C; alkyl optionally substituted with phenyl;
(hydroxy)C,—C; alkyl; or C,—C, alkanoyl,

R'? is H; C,~C, alkyl; (C,—C, alkoxy)C,—C, alkyl;
(hydroxy)C,—Cs alkyl; (RPR'N)C,—Cq alkyl;
(RPPR¥MNOC)C,-C, alkyl; CONR'*R*%; CSNR**R'*;
or C(NH)NR"R'*; and

R'® and R are each independently H; C,-C, alkyl;
(C,—C; alkoxy)C,—C, alkyl; or (hydroxy)C,—C, alkyl,

or a pharmaceutically acceptable salt thereof;

or a pharmaceutically acceptable composition containing
either entity.

2. Amethod as defined in claim 1, wherein said treatment

is veterinary treatment.

3. Amethod as defined in claim 1, wherein said compound
is 5-(2-ethoxy-5-morpholinoacetylphenyl)-1-methyl-3-n-
propyl-1,6-dihydro-7H-pyrazolo[4,3-d Jpyrimidin-7-one.

4. Amethod as defined in claim 1, wherein said compound
is 5-[2-ethoxy-5-(4-methyl-1-piperazinyl-sulphonyl)
phenyl]-1-methyl-3-n-propyl-1,6-dihydro-7H-pyrazolo[4,3-
d]pyrimidin-7-one.

5. A method as defined in claim 1, wherein said
compound, salt or composition is administered orally,
intravenously, sublingually, or buccally.

6. A method as defined in claim 1, wherein said
compound, salt or composition is administered orally.

7. A method as defined in claim 6 wherein in the com-
pound of formula (I) R* is H, methyl or ethyl; R* is C,—C5
alkyl; R? is C,—C; alkyl or allyl; R* is C,—C, alkyl option-
ally substituted with OH, NR*R®, CN, CONRR® or CO,R’;
acetyl optionally substituted with NRRS; hydroxyethyl
optionally substituted with NR®R®; ethoxymethyl optionally
substituted with OH or NRSR®; CH=CHCN;
CH=CHCONR®R®; CH=CHCO,R”; CONR’R®, CO_H;
Br; NR°R®; NHSO,NR°R®; NHSO,R®, SO,NR°R'; or
pyridyl or imidazolyl either of which is optionally substi-
tuted with methyl; R® and R® are each independently H,
methyl or ethyl, or together with the nitrogen atom to which
they are attached form a piperidino, morpholino, 4-N(R'")-
piperazinyl or imidazolyl group wherein said group is
optionally substituted with methyl or OH; R” is H or t-butyl,
R® is methyl or CH,CH,CH,NR’R®; R® and R'° together
with the nitrogen atom to which they are attached form a
piperidino or 4-N(R'?)-piperazinyl group wherein said
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group is optionally substituted with NR'?R** or
CONR*™R'¥; R is H, methyl, benzyl, 2-hydroxyethyl or
acetyl; R' is H, C,—C; alkyl, (hydroxy)C,—C; alkyl,
CSNR'R™ or C(NH)NR'*R'*; and R'® and R'* are each
independently H or methyl.

8. A method as defined in claim 7 wherein in the com-
pound of formula (I) R' is methyl or ethyl; R* is C,—C,
alkyl; R® is ethyl, n-propyl or allyl; R* is CH,NR’R®,
COCH,NR®R®, CH(OH)CH,NR>R®, CH,OCH,CH,,
CH,OCH,CH,0OH, CH,OCH,CH,NR°R°, CH=CHCON
(CH,),, CH=CHCO,R’, CONR’R®, CO,H, Br,
NHSO,NR°R®, NHSO,CH,CH,CH,NR°R®, SO,NR°R*°,
2-pyridyl, 1-imidazolyl or 1-methyl-2-imidazolyl; R® and R®
together with the nitrogen atom to which they are attached
form a piperidino, 4-hydroxypiperidino, morpholino, 4-N
(R*Y)-piperazinyl or 2-methyl-1-imidazolyl group; R” is H
or t-butyl; R® and R'° together with the nitrogen atom to
which they are attached form a 4-carbamoylpiperidino or
4-N(R**)-piperazinyl group; R*' is H, methyl, benzyl,
2-hydroxyethyl or acetyl; and R'? is H, C,—C; alkyl,
2-hydroxyethyl or CSNH.,,.

9. A method as defined in claim 8 wherein in the com-
pound of formula (I) R! is methyl or ethyl; R? is n-propyl;
R? is ethyl, n-propyl or allyl; R* is COCH,NR°R®,
CONR’R®, SO,NR°R™ or 1-methyl-2-imidazolyl; R® and
R® together with the nitrogen atom to which they are
attached form a morpholino or 4-N(R')-piperazinyl group;
R® and R*° together with the nitrogen atom to which they are
attached form a 4-N(R'?)-piperazinyl group; R is methyl
or acetyl; and R*? is H, methyl, 2-propyl or 2-hydroxyethyl.

10. A method as defined in claim 9 wherein the compound
of formula (I) is selected from:
5-(2-ethoxy-5-morpholinoacetylphenyl)-1-methyl-3-n-

propyl-1,6-dihydro-7H-pyrazolo[4,3-d ]pyrimidin-7-one;
5-(5-morpholinoacetyl-2-n-propoxyphenyl)-1-methyl-3-n-

propyl-1,6-dihydro-7H-pyrazolo[4,3-d ]pyrimidin-7-one;
5-[2-ethoxy-5-(4-methyl-1-piperazinylsulphonyl)-phenyl]-
1-methyl-3-n-propyl-1,6-dihydro-7H-pyrazolo[4,3-d]
pyrimidin-7-one;
5-[2-allyloxy-5-(4-methyl-1-piperazinylsulphonyl)-
phenyl]-1-methyl-3-n-propyl-1,6-dihydro-7H-pyrazolo

[4,3-d]pyrimidin-7-one;
5-{2-ethoxy-5-[4-(2-propyl)-1-piperazinyl-sulphonyl]

phenyl}-1-methyl-3-n-propyl-1,6-dihydro-7H-pyrazolo

[4,3-d]pyrimidin-7-one;
5-{2-ethoxy-5-[4-(2-hydroxyethyl)-1-piperazinyl-

sulphonyllphenyl}-1-methyl-3-n-propyl-1,6-dihydro-7H-

pyrazolo[4,3-d]pyrimidin-7-one;
5-{5-[4-(2-hydroxyethyl)-1-piperazinylsulphonyl]-2-n-

propoxyphenyl}-1-methyl-3-n-propyl-1,6-dihydro-7H-

pyrazolo[4,3-d]pyrimidin-7-one;
5-[2-ethoxy-5-(4-methyl-1-piperazinylcarbonyl)-phenyl]-1-

methyl-3-n-propyl-1,6-dihydro-7H-pyrazolo[ 4,3-d]

pyrimidin-7-one; and
5-[2-ethoxy-5-(1-methyl-2-imidazolyl)phenyl]-1-methyl-3-

n-propyl-1,6-dihydro-7H-pyrazolo[4,3-d]pyrimidin-7-
one.

11. A method as defined in claim 10 wherein the com-
pound of formula (I) is 5-(2-ethoxy-5-morpholino-
acetylphenyl)-1-methyl-3-n-propyl-1,6-dihydro-7H-
pyrazolo[4,3-d]pyrimidin-7-one.

12. A method as defined in claim 10 wherein the com-
pound of formula (I) is 5-(5-morpholinoacetyl-2-n-
propoxyphenyl)-1-methyl-3-n-propyl-1,6-dihydro-7H-
pyrazolo[4,3-d]pyrimidin-7-one.

13. A method as defined in claim 10 wherein the com-
pound of formula (I) is 5-[2-ethoxy-5-(4-methyl-1-
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piperazinylsulphonyl)-phenyl]-1-methyl-3-n-propyl-1,6-
dihydro-7H-pyrazolo[ 4,3-d]pyrimidin-7-one.

14. A method as defined in claim 10 wherein the com-
pound of formula (I) is 5-[2-allyloxy-5-(4-methyl-1-
piperazinylsulphonyl)-phenyl]-1-methyl-3-n-propyl-1,6-
dihydro-7H-pyrazolo[ 4,3-d]pyrimidin-7-one.

15. A method as defined in claim 10 wherein the com-
pound of formula (I) is 5-{2-ethoxy-5-[4-(2-propyl)-1-
piperazinyl-sulphonyl]phenyl}-1-methyl-3-n-propyl-1,6-
dihydro-7H-pyrazolo[ 4,3-d]pyrimidin-7-one.

16. A method as defined in claim 10 wherein the com-
pound of formula (1) is 5-{2-ethoxy-5-[4-(2-hydroxyethyl)-
1-piperazinyl-sulphonylJphenyl}-1-methyl-3-n-propyl-1,6-
dihydro-7H-pyrazolo[ 4,3-d]pyrimidin-7-one.

17. A method as defined in claim 10 wherein the com-
pound of formula (I) is 5-{5-[4-(2-hydroxyethyl)-1-
piperazinylsulphonyl]-2-n-propoxyphenyl}-1-methyl-3-n-
propyl-1,6-dihydro-7H-pyrazolo[4,3-d Jpyrimidin-7-one.

18. A method as defined in claim 10 wherein the com-
pound of formula (I) is 5-[2-ethoxy-5-(4-methyl-1-
piperazinylcarbonyl)-phenyl]-1-methyl-3-n-propyl-1,6-
dihydro-7H-pyrazolo[ 4,3-d]pyrimidin-7-one.

19. A method as defined in claim 10 wherein the com-
pound of formula (I) is 5-[2-ethoxy-5-(1-methyl-2-
imidazolyl)phenyl]-1-methyl-3-n-propyl-1,6-dihydro-7H-
pyrazolo[4,3-d]pyrimidin-7-one.

20. A method as defined in claim 6, wherein said animal
is a human.

21. A method as defined in claim 1, wherein said
compound, salt or composition is administered intrave-
nously.

22. A method as defined in claim 1, wherein said
compound, salt or composition is administered sublingually.

23. A method as defined in claim 1, wherein said
compound, salt or composition is administered buccally.

24. 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
¢GMP PDE,, inhibitor, or a pharmaceutically acceptable salt
thereof, of a pharmaceutical composition containing either
entity.
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25. 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 compound
selected from:
5-(2-ethoxy-5-morpholinoacetylphenyl)-1-methyl-3-n-

propyl-1,6-dihydro-7H-pyrazolo[4,3-d ]pyrimidin-7-one;
5-(5-morpholinoacetyl-2-n-propoxyphenyl)-1-methyl-3-n-

propyl-1,6-dihydro-7H-pyrazolo[4,3-d ]pyrimidin-7-one;
5-[2-ethoxy-5-(4-methyl-1-piperazinylsulphonyl)-phenyl]-
1-methyl-3-n-propyl-1,6-dihydro-7H-pyrazolo[4,3-d]
pyrimidin-7-one;
5-[2-allyloxy-5-(4-methyl-1-piperazinylsulphonyl)-
phenyl]-1-methyl-3-n-propyl-1,6-dihydro-7H-pyrazolo

[4,3-d]pyrimidin-7-one;
5-{2-ethoxy-5-[4-(2-propyl)-1-piperazinyl-sulphonyl]

phenyl}-1-methyl-3-n-propyl-1,6-dihydro-7H-pyrazolo
[4,3-d]pyrimidin-7-one;
5-{2-ethoxy-5-[4-(2-hydroxyethyl)-1-piperazinyl-
sulphonyllphenyl}-1-methyl-3-n-propyl-1,6-dihydro-7H-
pyrazolo[4,3-d]pyrimidin-7-one;
5-{5-[4-(2-hydroxyethyl)-1-piperazinylsulphonyl]-2-n-
propoxyphenyl}-1-methyl-3-n-propyl-1,6-dihydro-7H-
pyrazolo[4,3-d]pyrimidin-7-one;
5-[2-ethoxy-5-(4-methyl-1-piperazinylcarbonyl)-phenyl]-1-
methyl-3-n-propyl-1,6-dihydro-7H-pyrazolo[ 4,3-d]
pyrimidin-7-one; and
5-[2-ethoxy-5-(1-methyl-2-imidazolyl)phenyl]-1-methyl-3-
n-propyl-1,6-dihydro-7H-pyrazolo[4,3-d]pyrimidin-7-
one;

or a pharmaceutically acceptable salt thereof;

or a pharmaceutical composition containing either entity.

26. A method as defined in claim 25, wherein said
compound is 5-[2-ethoxy-5-(4-methyl-1-
piperazinylsulphonyl)-phenyl]-1-methyl-3-n-propyl-1,6-
dihydro-7H-pyrazolo[4,3-d]pyrimidin-7-one, or a pharma-
ceutically acceptable salt thereof, or a pharmaceutical
composition containing either entity.
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Defense to Cross—Claim (Jul 11, 2003).
Proceeding No. V 367 of 2003.

Order dated Jun. 10, 2003.

Proceeding No. V 604 of 2002.

Application (Sep. 17, 2002).

Amended Application (Feb. 10, 2003).
Statement of Claim (Sep. 17, 2002).
Amended Statement of Claim (Feb. 10, 2003).
Particulars of Invalidity (Sep. 17, 2002).
Amended Particulars of lnvalidity (Feb. 10, 2003).
Defense (Jan. 24, 2003).

Reply to Defense (Feb. 10, 2003).

Affidavit of Stephen Marcus Stem (May 27, 2003).
Proceeding No.V 111 of 2003.

Order dated Apr. 1, 2003.

Notice of Appearance (Mar. 28, 2003).
Application (Mar 6, 2003).

Proceeding No. V 367 of 2003.

Application under Preliminary Discovery under Order 15A
rule 6 (May 9, 2003).

Affidavit of Matthew Guy Swinn (May 8, 2003).
Exhibit MGS-1.

Exhibit MGS-2.

Exhibit MGS-3.

Exhibit MGS—4.

Exhibit MGS-5.

Exhibit MGS-6.

Exhibit MGS-7.

Exhibit MGS-8-10.

Exhibit MGS-11.

Exhibit MGS-12.

Exhibit MGS-13.

Exhibit MGS-14.

Exhibit MGS-15.

Proceeding No. V 604 of 2002.

Order dated Oct. 22, 2002.

Order dated Apr. 1, 2003.

Notice of Appearance (Oct. 17, 2002).

Request for Further and Better Particulars of lnvalidity (Dec.
6, 2002).

Answer to Request for Further and Better Particulars of
Invalidity (Dec. 23, 2002).

Proceeding No. V 604 of 2003.

Notice to Produce (Oct. 17, 2002).

Proceeding No. V 111 of 2003.

Reasons for Judgment in the Patent Amendment 1ssue (Sep.
18, 2003).

Statement of Grounds for Amending Australian Patent
676571 (Jul. 25, 2003).

Outline of the Respondent’s submissions in relation to the
construction of the proposed amended claim 10.

Proceeding No. V 604 of 2002.

Order dated Sep. 19, 2003.

Australian Official Journal (Apr. 17, 2003).

Request to Amend the Patent and/or Entry in the Register
(Apr. 3, 2003).

Notice of Application to Amend the Patent pursuant to s105
(Apr. 17, 2003).

Amended advertisement.

Notice of Application to Amend Letters Patent Pursuant to
s105 rule 10(1).

Notification from the APO regarding the s105 amendment
(Apr. 10, 2003).

Statement of Grounds Relied Upon for the Amendment of
Australian Patent 676571 (Jul. 21, 2003).

Statement of Grounds Relied Upon by “Lilly” in Opposition
to the Proposed Amendment (Jul. 29, 2003).

Applicant’s Submissions on the Amendment (Sep. 8, 2003).
First Respondent’s Outline of Submissions relating to the
s105 Amendment (Sep. 8, 2003).

Proceeding No. V 111 of 2003.

Statement of Grounds relied upon by “Bayer” in Opposition
to the Proposed Amendment (Aug. 7, 2003).

Repondent’s Outline of Submissions (Sep. 8, 2003).
Brazilian Documents.

Homologation of a Foreign Ruling Lawsuit, Case No.
79-21, Filed before the Brazillian Federal Supreme Court,
Foreign Ruling 7921 Re EP 0 702 555 (English Language
Translation) (vol. 1 of 2).

Homologation (vol. 2 of 2).

English Translation of Nullity Action 2003.61.00.010308.3
(Bayer v. Pfizer Re Pat No. P1 1100088-0) (1 of 4).

English Translation of Nullity Action (2 of 4).

English Translation of Nullity Action (3 of 4 ).

Ignarro et al., Biochem and Biophys, Rsch., 843-850
(1990).

Brazil Citation Annex.

English Translation of Nullity Action (4 of 4).

Trigo—Rocha et al., Am. J. Phys., 264, H419-H422 (1993).
Trigo—Rocha, J. Urology, 145, 872-877 (1993).

Korenman et al., JAGS:41, 363-366 (1993).

Pfizerv. Eli Lilly (Inhibitory Action 000.03.037147-3): vols.
1-14, (English).

Pfizer v. Eli Lilly (Case No. 293.588.4): Bill of Review
Against Rejection of the Preliminary lnjunction (vol. 1).
(English).

Pfizer v. Eli Lilly ( Case No. 315.955.4): Bill of Review
Against the Redistribution of the Action (English).

Pfizerv. Eli Lilly: Unspecified Provisional Remedy Supreme
Court Rio (vol. 1) (English).

Pfizerv. Eli Lilly: Unspecified Provisional Remedy Supreme
Court Brasilia (vol. 1) (English).
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Eli Lilly v. Pfizer (Declaratory Action 2003.001.034974-6):
vols. 1-6 (English).

Change of Jurisdiction (English).

Pfizer v. Eli Lilly (Case No. 2003.002.05456): Bill of
Review Against the Grant of the Preliminary Injunction
(vols. 1-6) (English).

Pfizer v. Eli Lilly (Case No. 10146/2003): Bill of Review
Against Rejection of Motion Seeking Removal (vols. 1-2)
(English).

Lilly v. Pfizer: Homologation of a Foreign Ruling No. 7921
(vols. 3-5). (English).

Bayer v. Pfizer (Inhibitory Action No. 2003.03.040625-0):
vols. 1-12. (English).

Pfizer v. Bayer (Case No. 294.153 .4): Bill of Review Against
the Grant Preliminary Injunction (English).

Canadian Documents.

Bayer, et al v. Pfizer Research (12097-02).

Amended Statement of Claim (Mar. 7, 2003).

Defence (Apr. 7, 2003).

Reply (Apr. 11, 2003).

Pfizer Research v. Bayer (12081-02).

Motion Record.

Pfizer Research v. Bayer (12082-02).

Plaintift’s Responding Motion Record (Defendant’s Motion
to Strike) (Mar. 21, 2003).

Bayer, et al. v. Pfizer Research (T865-02).

Statement of Defense (Sep. 10, 2002).

Lilly Icos, et al. v. Pfizer Research (T341-02):.

Statement of Claim (Mar. 1, 2002).

Statement of Defence.

Bayer, et al. v. Pfizer Research (1865-02):.

Tender

CA 2,163,446 (first cited above).

Bayer, et al. v. Pfizer Research, et al:.

Order (Jun. 6, 2002).

Bayer, et al., v. Pfizer Research, et al.

Tender (Jun. 11, 2002).

Lily Icos, et al. v. Pfizer Research (1341-02).

Statement of Claim (Mar. 1, 2002).

Amended Statement of Defense (Amended Pursuant to the
Order of Prothonotary Lafreniere, dated Oct. 2, 2002 and
Rule 200.

Canada Impeachement Papers.

CA 2,163,446 (first cited above).

Lilly Icos, et al. v. Pfizer Research.

Statement of Claim (T341-02) (Mar. 1, 2002).

WO 94/28902 (first cited above).

CA 9311920.4 (first cited above).

EP 0 526 004 (first cited above).

EP 0463 756 (first cited above).

Clin. Rsch., v. 36, No. 1, pp. 95A, 123 A (1988).

Korenman et al., JAGS 41:363-366 (1993).

Morley, Impotence v. 93, No, 3, pp. 6572 (1993).

Rafjer et al., NE J. Med., v. 326, No. 2, pp. 90-94 (1992).
Murray et al., DN&P, 6(3), 150-156 (1993).

Trigo—Rocha et al., J. Urology, v. 149, 872-877 (1993).

1. Urology, AUA 88" Annual Meeting 285A (1993).
Nicholson, TIPS, v. 12, 19-27 (1991).

Margaret A Bush Dissertation (1993).

Bayer, et al. v. Pfizer Research (T865-02).

Statement of Claim (Jun. 5, 2002).

Jun. 6, 2002 Order (Jun. 6, 2002).

Consent (Jul. 9, 2002).

Tender.

Jul. 15, 2003 Order.

Sep. 9, 2002 Letter from D. MacOdram.

Oct. 1, 2003 Letter from M. Charles.

WO 97/03675 (first cited above).

Amended Statement of Defense (Oct. 23, 2002).

Further Amended Statement of Defense (Nov. 27, 2002).
Reply (Dec. 5, 2002).

Disclaimer w/respect to Canadiam Pat No. 2,163,446 (Nov.
8,2002).

Eli Lilly, et al v. Pfizer Research (1341-02).

Statement of Claim (Mar. 1, 2002).

Mar. 4, 2002 Order.

Tender of Payment into Court (Mar. 4, 2002).

Affidavit of J. Clarke (Mar. 6, 2002).

Affidavit of Service (Mar. 6, 2002).

Jul. 23, 2003 Order.

Aug. 12, 2002 Order.

Aug. 26, 2002 Order.

Statement of Defense (Sep. 10, 2002).

Sep. 13, 2002 Letter from D. Cameron.

Sep. 23, 2002 Order.

Oct. 2, 2002 Order.

Amended Statement of Defense (Oct. 16, 2002).

Oct. 18, 2002 Letter from D. Cameron.

Oct. 21, 2002 letter from M. Charles.

Reply to Statement of Defense (Oct. 28, 2002).

Request to Admit Facts (Oct. 28, 2002).

Revocation of Appointment of Agent & Appointment of
Agent.

Response to Request to Admit (Nov. 27, 2002).

Claims of CA Patent 2,163,446.

Not. of Change of Solicitors.

Amended Statement of Claim (Feb. 11, 2003).

Bayer, et al v. Pfizer Research (1865-02).

Defendant’s Motion Record (Jul. 10, 2002).

Motion Record.

Lilly Icos, et al. v. Pfizer Research (T341-02).

Motion Record (Mar. 4, 2002).

Motion Record for Motion Returnable Jul. 22, 2002.
Supplementary Motion Record on Costs.

Lilly Icos, et al. v. Pfizer Research (T341-02).

Defendant’s Responding Motion Record (Sep. 16, 2002).
Defendant’s Motion Record (Rule 369 Motion on Consent
for an Extension of Time) (Aug. 2, 2002).

Plaintiff’s Motion Record (Motion to Strike Paragraphs of
the Statement of Defense and for Particulars, Returnable
Sep. 23, 2002.

Responding Motion Record of the Defendant (Pllaintiff’s
Motion to Strike and for Particulars) (Sep. 25, 2002).

Pfizer Research, et al v. Bayer AG (T2027-02).

Notice of Discontinuance (Feb. 21, 2003).

Statement of Claim (Dec. 5, 2002).

Pfizer Research v. Lilly Icos ( 2025-02).

Notice of Discontinuance (Feb. 21, 2003).

Statement of Claim (Dec. 5, 2002).

Bayer, et al. v. Pfizer Research (11964-02).

Motion Record (Feb. 28, 2003).3

Defendat’s Supplementary Motion Record (Motion to Strike
Statement of Claim) (Dec. 13, 2002).

Plaintiff’s Motion Record (Defendant’s Motion to Strike
Statement of Claim) (Dec. 13, 2002).

Defendant’s Motion Record (Motion to Strike. Statement of
Claim) (Dec. 11, 2002).

Reply (Feb. 26, 2003).
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Affidavit of Service (Jan. 22, 2003).

Statement of Defense (Jan. 22, 2003).

Dec. 16, 2002 Order.

Tender Payment into Court.

Dec. 3, 2002 Order.

Statement of Claim (Nov. 22, 2002).

Pfizer Research, et al v. Bayer AG (T2081-02).

Plaintift’s Motion Record (Motion for Extension of Time to
Serve Claim) (Feb. 18, 2003).

Statement of Claim (Dec. 12, 2002).

Amended Statement of Claim (Jan. 31, 2003).

Affidavit of Service (Feb. 6, 2003).

Request for Service Abroad of judicial Documents (Feb. 17,
2003).

Klageschrift (German) (Dec. 12, 2002).

Summary of Documents to be Served.

Notice and Summary of Documents.

Feb. 19, 2003 Letter from D. MacOdrum.

Pfizer Research v. Lilly Icos (12082-02).

Motion Record of the Defendants Lilly Icos and Eli Lilly
Canada, Inc. (Returnable Mar. 3, 2003).

Amended Return of Service Affidavit of K. Dunn (Feb. 3,
2003).

Affidavit of Service (Feb. 7, 2003).

Amended Statement of Claim (Jan. 31, 2003).

Statement of Claim (Dec. 12, 2002).

Bayer, et al v. Pfizer Research (12097-02).

Statement of Claim (Dec. 13, 2002).

Pfizer v. Lilly Patent Infringment (T1721-03).

Statement of Claim (Sep. 19, 2003).

Direction of Justice (Sep. 19, 2003).

Federal Court Fax (Oct. 7, 2003).

Order (Oct. 16, 2003).

Motion Record (Planitift’s Motion for an Interim Injunction)
(Sep. 23, 2003) (vols. 1-2).

Motion Record of the Defendants (Oct. 28, 2003) (vols. 1
and 3-6).

Defendants’ Written Submissions (Oct. 28, 2003).
Protective Order (Oct.16, 2003).

Bayer AG v. Pfizer (I865-02).

Order (Jul. 22, 2003).

Bayer v. Pfizer (1865-02).

Motion Record (Jun. 24, 2003).

Brief of Autorities.

Order (Jul. 17, 2003).

Lilly Icos v. Pfizer (1341-02).

Defendant’s Responding Motion Record (Motion to Con-
solidate) (Jul. 8, 2003).

Plaintift’s Responding Motion Record (Motion to Consoli-
date) (Jul. 15, 2003).

Plaintift’s Brief of Authorities (Jul. 15, 2003).

Lilly v. Pfizer (T341-02).

Amended Reply to Amended Statement of Defence (Mar.
24, 2003).

Notice of Status Review (Apr. 28, 2003).

Response to Status Review (Jun. 2, 2003).

Order (Jun. 26, 2003).

Affidavit of Documents of Lilly Icos (May 28, 2003).
Affidavit of Documents of Eli Lilly (May 22, 2003).
Request for Extension of Time (Jul. 21, 2003).

Order (Jul. 21, 2003).

Order (Jul. 10, 2003).

Bayer v. Pfizer (11954-02).

Order (Mar. 25, 2003).

Pfizer v. Bayer (12081-02).

Consent (Jun. 12, 2003).

Order (Feb. 28, 2003).

Order (Mar. 17, 2003).

Order (Apr. 17, 2003).

Consent (Apr. 30, 2003).

Order (May 30, 2003).

Amended Order (Jun. 16, 2003).

Order (Jul. 10, 2003).

Notice of Discontinuance (Jul. 18, 2003).

Pfizer v. Bayer (12081-02).

Defendant’s Motion Record on Consent to Extend Time
(Apr. 7, 2003).

Defendant’s Motion Record on Consent to Extend Time
(May 28, 2003).

Plaintiff’s Motion Record to Extend Time (Jun. 11, 2003).
Defendant’s Motion Record on Consent to Extend Time
(Jul. 27, 2003).

Pfizerv. Lilly (12082-02).

Reasons for Order and Order (Jun. 17, 2003).

Chilean Documents.

Appln. No. 1.127-98: Decision from the Appeals Court
Rejecting the Application w/ English Language Translation
(Sep. 24, 2002).

Pfizer’s Writ of Complaint to the Supreme Court of Justice
(English).

Request to the Court to Appoint an Examiner (in English)
(Mar 8, 2002).

Brief Filed by ASILFA (in English) (Apr. 4, 2002).

Brief Filed by Pfizer Objecting to Documents (in English)
(Apr. 8, 2002).

Memo Filed by CBLH during Oral Proceedings (in English)
(Apr. 4, 2002).

Requests to Court to Appoint an Examiner (May 8, 2002).
Main Petition (English).

Chilean Supreme Court Papers Re Appln. No. 1127-98 (w/
English translations).

Chilean Arbitral Court of Industrial Property Papers Re
Appln. No. 1127-98 (w/ English translations).

Chinese Documents:

Patent No. Z1.94192386.X:.

Notice of Oral Hearing (English) (Jul. 10, 2002).

Notice of Translation (English) (Jul. 10, 2002).

English Translation of Response Filed on Jan. 28, 2002.
Revised Declarations for Dr. Boolell and Dr. Terrett (Oct.
23, 2002).

English Translation of Opponent 1 Arguments.

English Translation of Pfizer Response Filed After Hearing.
Patent No. Z1.94192386.X:.

Notice of Acceptance of Request for Invalidation (English) (
Sep. 19, 2003).

Request for Invalidation (English).

Response to Request (English) (Nov. 3, 2001).

Further Observations for Requester 1 (English) (Jul. 10,
2002; Aug. 2, 2002).

Response to Further Observations of Requester 1 (English)
(Sep. 17, 2002).

Acceptance of Request for Invalidation (English) (Dec. 13,
2001).

Request for Announcement of Invalidation (English).
Response to Requester (English) (Jan. 28, 2002).

Further Observations of Requester 2 (English) (Aug. 12,
2002).
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Final Response to Reasons for Invalidation (English) (Sep.
16, 2002).

Evidence filed by Patentee:.

Truss, M. C,, et al., Role of the Nitric Oxide Donor Linsi-
domine Chlorohydrate (SIN-1) in the Diagnosis and Treat-
ment of Erectile Dysfunction, Urology, vol. 44, No. 1, pp.
553-556, (1994).

Lugg, J.A., et al., The Role of Nitric Oxide in Erectile Func-
tion, Journal of Andrology, vol. 14, No. 1, pp. 24, (1993).
Blakeslee, S., Chemical A Factor in Male Impotence, The
New York Times, 1992.

Trigo—Rocha, F., et al., Intracellular Mechanism of Penile
Erection in Monkeys, Neurology and Urodynamics, vol. 13,
pp- 71-80, (1994).

Trigo—Rocha, F., et al., The effect of Intracavernous Injec-
tion of potassium channel openers in monkeys and dog, Int.
J. Impotence Res., vol. 7, pp. 41-48 (1995).

Trigo—Rocha, F., et al., Sodium nitroprusside: physiologic
effects as a nitric oxide donor in three species, Int. J. Impo-
tence Res., vol. 7, pp. 49-56, (1995).

Stief, C. G., et al., Preliminary report on the effect of the
nitric oxide donor SIN-1 on human cavernous tissue in vivo,
World J. Urol.,vol. 237-239, (1991).

Fareman, M. M., et al., Approaches for the Development of
Oral Drug Therapies for Evectile Dysfunction, Seminars in
Urology, vol. VIII, No. 2 p. 107-112, (1990).

Owen, I. A, etal., Topical Nitroglycerine: A Potential Treat-
ment for Impotence, Journal of Urology, vol. 141, pp.
543-545, (1989).

Traish, A. M., et al., 4 Heterogeneous Population of o, Adr-
energic Receptors Mediates Contraction of Human Corpus
Caverrnosum Smooth Muscle to Norepinephrine, Journal of
Urology, vol. 153, pp. 222-227, (1996).

Extract from Proprietor’s EPO submission Jun. 22, 2001.
Witness statement of Peter Ellis in UK proceedings.
Statement of Martyn Frank Burslem.

Statement of Nicholas Kenenth Terrett.

Statement of Michael J. Allen.

Statement of Mitradev Boolell.

Boolell, M., et al., Sildenafil, a novel effective oral theraphy
for male erectile dysfunction, British Journal of Urology,
vol. 78, pp. 257-162, (1996).

Bardley, 1., et al., UK-92, 480, A New Oral Theraphy for
Erectile Dysfunction, a Double—blind, Placebo Controlled
Trial with Treatment Take as Required, Proceedings of the
American Urological Association, vol. 155, pp. 495A.
Boolell, M., et al., Slidenafil: an orally active type 5 cyclic
GMP—specific phosphodiestrerase inhibitor for the treat-
ment of penile erectile dysfunction, Int. Journal of Impotence
Res., vol. 8, pp. 47-52, (1996).

Lue, T. F, et al., 4 Study of Slidenafil (Viagra™), A New
Oral Agent for the Treatment of Male Erectile Dysfunction,
Journal of Urology, vol. 157, No. 4, (1997).

Goldstein, 1., et al., British Journal of Urology, vol. 80,
supplement 2, (1997).

Goldstein, 1., et al., Oral Sildenafil In The Treatment of Evec-
tile Dysfunction, The New England Journal of Medicine, vol.
338, No. 20, pp. 1397-1404, 1998.

Statement of Martyn Frank Bursiem.

Indicia of Inventive Step, pp. 59-62.

EP 0463 756 (first cited above).

EP 0 526 004 (first cited above).

Expert Report of Louis Ignarro.

Exhibit 23.

Chinese translation of Trigo—Rocha, F., et al., Sodium nitro-
prusside: physiologic effects as a nitric oxide donor in three
species, Int. J. Impotence Res., vol. 7 pp. 49-56, (1995).
Stief, C. G., et al., The Effect of the Specific Phosphodi-
esterase (PDE) Inhibitors on Human and Rabbit Cavernous
Tissue In Vitro and In Vivo, Journal of Urology, vol. 159, pp.
1390-1393, (1998).

Exhibit 26.

Owen, I. A, etal., Tropical Nitroglycerin: A Potential Treat-
ment of Importance, Journal of Urology vol. 141, pp.
546-548, (1989).

Columbian Documents.

Documents of Columbian Annulment Action (Expediente
No. 6608).

EPO Documents.

T 1212/01-332.

Opponent 2 Letter of Oct. 15, 2002.

Opponent 9 Letter of Oct. 17, 2002.

Opponents 3 and 6 Letter of Oct. 21, 2002.

Opponent 12 Letter of Oct. 11, 2002.

Opponent 4 Letter of Oct. 10, 2002.

Opponent 5 Letter of Oct. 9, 2002.

English Translation of Bayer’s Letter dated Oct. 17, 2002.
English Translation of the Submissions Filed by Merck
Patent GmbH dated Oct. 10, 2002.

T 121/01-332.

Response Filed with the EPO In Jul. 24, 2003.

Drugs and male sexual function, British Medical Journal,
vol. 2, PT 6195, pp. 883-884.

Michell, D., Impotenz durch anithypertensive Therapie?,
Fortschritte der Medizin,. vol. 97, No. 36, pp. 1555, (1979).
Hogan, M. J., et al., Antihypertensive theraphy and male
sexual dysfunction, Psychosomatics, vol. 21, PT 3, pp.
234-237, (Mar. 1980).

Drugs that cause sexual dysfunction, Med. Lett. on Drug&
Therapy, vol. 22, No. 25, pp. 108-110, (1980).

Ahmad, S., Hydralazine and Male Impotence, Chest, vol.
78, No. 2, pp. 358, (1980).

Wartman, S. A., Sexual side effects of antihypertensive
drugs, Postgraduate Medicine, vol. 73, No. 2, pp. 133-135
& 138, (1983).

Drugs that cause sexual dysfunction, Med. Lett. on Drug&
Therapeutics, vol. 25, No. 6411, pp. 73-76, (1983).

Van Arsdalen, K. N, et al., Drug—induced sexual dysfunc-
tion in older men, Geriatrics, vol. 39, No. 10, pp. 6367,
(1984).

Stevenson, J. G., et al., Sexual Dysfunction Due to Antihy-
pertensive Agents, Drug Intelligence and Clinical Phar-
macy, vol. 18, pp. 113-121, (1984).

Segraves, R. T., et al., Erectile Dysfunction Associated with
Pharmacological Agents, Diagnosis and Treatment of Erec-
tile Disturbances: New York: Plenum, pp. 2363, (1985).
Mockei, I., et al., Les impuissances medicamenteuses, Revue
Medicale de Bruxelles, vol. 6, No. 6, pp. 418-424, (1985).
Stemon, J., Les impuissances medicamenteuses, Contracep-
tion Fertilite Sexualite, vol. 14, No. 3, pp. 253-257, (1986).
Drugs that cause sexual dysfunction, Med. Lett. on Drugs&
Therapeutics, vol. 29, Issue 744, pp. 65-70, (1987).

Wein, A. J., et al., Drug—induced Male Sexual Dysfunction,
Urologic Clinics of North America, vol. 15, No. 1, pp.
23-31, (1988).

Strauf, V. B., et al., Arzneimittelbedingte Hemmungen sex-
ealler Funktionen, Fortschr. Med., 106, Jg (1988), Nr. 4, S.
61/33-63/37.
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Curb, J. D, et al., Antihypertensive Drug Side Effects in the
Hypertension Detection and Follow—up Program, Suppl. Il
Hypertension, vol. 11, No. 3, pp. II-51-11-55, (1988).

Lue, T. F., et al., Pharmacology of Erection and Impotence,
Contemporary Management of Impotence and Infertility,
Baltimore, pp. 51-54, (1988).

Galbraith, R. A., Sexual Side Effects of Drugs, Drug Thera-
phy, vol. 21, pp. 38-40 & 45, (1991).

Tewari, A., et al., Hypertension, Antihypertensives and Male
Sexual Dysfunctions: A Review, Indian Journal of Urology,
vol. 10, No. 1, pp. 1-6, (1993).

Brock, G. B., et al., Drug—induced Male Sexual Dysfunction,
Drug Safety, vol. 8, No. 6, pp. 414-426, (1993).

Pray, W. S., Medications and Sexual Dysfunction, Pharma-
cist, vol. 18, No. 8, pp. 27, 28, 30, 32, (1993).

Owen, J. A, et al., Topical Nitroglycerin: A Potential Treat-
ment for Impotence, Journal of Urology, vol. 141, pp.
546-548 (1989).

Welti, R. S, etal., Treatment of Intraoperative Penile Tumes-
cence, Journal of Urology, vol. 124, pp. 925-926, (1980).
Zentgraf, M., et al., Diagnosis and Therapy of Erectile Dys-
function Using Papaverine and Phentolamine, Urol. Int.,
vol. 43, pp. 65-75, (1988).

Australian High Court’s decision in re Aktiebolaget Hdsslev
Alphapham Pty Limited.

Declaration by Peter Ellis.

Florence, A. T., et al., Physiochemical Principles of Phar-
macy.

Smith, D. A., et al., Pharmokinetics and Metabolism in Drug
Design, pp. 35-46, (2001).

Hungarian Documents.

English description of Office Action in P9501933.
Applicants’ Response (Apr. 19, 2002).

Israeli Documents.

Declaration of Peter Ellis (Re IL. Appln. No. 121836).
Japanese Documents.

Letter Concerning First Office Action in JP Appln. No.
21945/99.

Murray, DN&P 6(3), 150-156 (1993).

J. Urology. V. 149, No. 4, 285A (1993).
Impotence/Postgraduate Medicine, v. 93(3), 65-72 (1993).
Dt. Arzteblatt, v. 86, No. 33, C1435-C1437 (1989).

Letter Concerning Sep. 26, 2002 Rejection in JP Appln. No.
21939/99.

English Translation of the Sep. 26, 2002 Rejection.

Japan Patent No. 2920534: (Opposition No. 2000-70281).
Petition (Nov. 28, 2001) (English).

Notification of Reasons for Revocatioan (w/English transla-
tion).

Argument (Apr. 18, 2003) (w/English translation).

Request for Correction (Apr. 18, 2003) (w/ English transla-
tion).

Withdrawal of Request (Apr. 17, 2003) (w/ English transla-
tion).

Decision on Opposition (Jun. 3, 2003) (w/ English transla-
tion).

Japan Appln. No. 99/21939.

Reasons for Rejecton w/English summary letter (Oct. 16,
2002).

Notice of Appeal Trial (Dec. 27, 2003) (w/ English transla-
tion).

Written Directive for Amendment (Mar. 6, 2003) (w/
English translation).

Dismissal of Appeal Trial (Sep. 8, 2003 ) (w/ English transla-
tion).

Japan Appln. No. 21945/99.

First Official Action (Feb. 28, 2003) w/ English summary
letter (Apr. 15, 2003).

Argument (Sep. 1, 2003) w/ English translation.
Opponents’ Petition re Pat No. 2925034 (w/ English transla-
tion).

EPO Appln. No. 94 916 236.6 Opposition Grounds for Deci-
sion (Annex) (Oct. 11, 2001).

EPO Appln. No. 92 916 236.6 Opposition Oral Hearing
Minutes (Jul. 16, 2001).

Korean Documents.

English Translation of the Appeal Brief in Case No. 2003 Hu
380 (Mar. 10, 2003).

Thompson, Pharmac. Ther., vol. 51, pp. 13-33 (1991).
Nicholson et al., TIPS, v. 12, 19-27 (Jan. 1991).

English Translation of Answer Brief in Case No. 2003 Hu
380 (Mar. 25, 2003).
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Letter of Tanabe Sieyaku (Mar. 18, 2004).

Letter of Eli Lilly w/ attachments A—G (Mar. 18, 2004).
Letter of Icos Corp. (Mar. 19, 2004).

Letter of Bayer (Mar. 22, 2004) (w/ English translation).
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Japan Appln. No. 518108/96: Trial Decision in Trial Dissat-
isfaction No. 2000-5850 (English).

Japan Appln. No. 518108/96: Oct. 19, 1998 letter containing
English translation of Office Action.

Japan Patent No. 2975590: Decision in Opposition
(English).

Korea.

Appln. 97-7001540—Affidavit of Sang-Geon Kim (w/
English translation) and Attachments 1-7 (Mar. 11, 2004).
New Zealand.

Pfizer v. Lilly (CIV.2003-404-452).

Minute of Potter J. (Feb. 24, 2004).

Memorandum of Counsel for Plaintiffs in Respect of Direc-
tions Conference to be held on Feb. 24, 2004 (Feb. 23,
2004).

Pfizer conference before Potter I (Feb. 24, 2004).
Memorandum of Counsel for Plaintiffs for Judicial Confer-
ence on Dec. 5, 2003 dated Nov. 2003.

Telephone Directions Conference Minute of Potter J (Dec. 5,
2003).

Minute of Potter J (Feb. 24, 2004).

Memorandum of Counsel for Plaintiffs In Respect of Direc-
tions Conference to be held on Feb. 24, 2004 (Feb. 23,
2004).

Pfizer Conference before Potter J (Feb. 24, 2004).
Undertaking (Dec. 22, 2003).

Undertaking (Jan. 2004).

Telephone Directions Conference Minute of Potter J (Dec. 5,
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Memorandum of Counsel for Plaintiffs for Judicial Confer-
ence on Dec. 5, 2003 dated Nov. 2003.

Pfizer v. Lilly (CP 18-SD/03).

Confidentiality Order (Feb. 2004).
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Memorandum of Counsel for Eli Lilly for Conference before
Justice Potter on Feb. 24, 2004.

Confidentiality Order (Feb. 2004).
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Application for Further and Better Statement of Defense and
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Amended Statement of Claim dated Dec. 2003.

Particulars of Breach Pursuant to Rule 725ZK Delivered
with Amended Statement of Claim dated Dec. 2003.
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Pfizer v. Lilly (CIV.2003—404-506).

Telephone Directions Conference Minute of Potter J (Nowv. 3,
2003).

Pfizer v. Lilly (CP 404/18/03).

Second Amended Statement of Claim (Dec. 2003).
Affidavit of Nicola Jan Morris in Support of Notice of Appli-
cation for Order Pursuant to Rule 97 Joining Intended Sec-
ond Plaintiff (Dec. 2003).

Notice of Application for Orders Pursuant to Rule 97 Joining
Intended Second Plaintift (Dec. 2003).
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Applicants’ Notice of Intention to Amend w/ Attachments
A-G (Apr. 19, 2004).

Applicants’ Notice of Intention to Amend (Apr. 19, 2004).
Korenman, S. G., et al., Treatment of Vasculogenic Sexual
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(1993).
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DN&P, vol. 6, No. 3, pp. 150-156 (Apr. 1993).
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Bush, P. A., et al., Nitric Oxide is a Potent Relaxant of
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GMP pathway in relaxation of corpus cavernosum smooth
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Australian Documents.

Proceedings No. V 604 of 2002.

Application, Statement of Claim & Particulars of Invalidity
for Australian (Sep. 17, 2002).

Transcript of Proceedings dated Sep. 9, 2003.

Notice of Appearance of Blake Dawson Waldron.

Further Amended Application (Aug. 5, 2003).

Further Amended Statement of Claim (Aug. 5, 2003).
Order dated May 29, 2003.

Order dated Jun. 10, 2003.

Letter to Blakes Characterizing Invention (Jan. 20, 2003).
Cross Claim (Jun. 6, 2003).

Notice of Motion (May 29, 2003).

Affidavit of Sally Ann Nicholson (May 29, 2003).

Exhibit SAN-1.

Exhibit SAN-2.

Exhibit SAN-3.

Exhibit SAN-4.

Exhibit SAN-5.

Exhibit SAN-6.

Proceedings No. V 108 of 2003.

Order dated May 26, 2003.

Order dated Jun. 10, 2003.

Application (Apr. 1, 2003).

Proceeding No.V 111 of 2003.

Order dated May 19, 2003.

Facsimile to DCC in Relation to Answers to Request for
Further and Better Particulars (May 23, 2003).

Facsimile to Corrs Providing Further Particulars (May 30,
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Cross Claim (Jun. 6, 2003).

Notice of Motion (May 29, 2003).

Proceeding No. V 108 of 2003.

Order dated May 29, 2003.

Affidavit of Sally Ann Nicholson (May 29, 2003).
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Further Amended Particulars of Invalidity (Jul. 24, 2003).
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Particulars of Invalidity to the Defense to Cross—Claim (Jul.
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Statement of Claim (Sep. 17, 2002).
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First Respondent’s Outline of Submissions relating to the
$105 Amendment (Sep. 8, 2003).

Statement of Grounds Relied Upon by “Bayer” in Opposi-
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Ignamo et al., Biochem and Biophys. Rsch., 843-850
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Review Against the Grant of the Preliminary Injunction
(vols. 1-6) (English).
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Bayer .S.A. v. Pfizer Ltd. (Case No. 331.673-4): Bill of
Review Filed Against the Decision that Did Not Grant the
Suspension of the Process, vol. I (English).
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Plaintift’s Responding Motion Record (Defendant’s Motion
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Statement of Defense (Sep. 20, 2002).
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Rule 200.
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Rafjer et al., NE J. Med., v. 326, No. 2, pp. 90-94 (1992).
Trigo—Rocha et al., J. Urology, vo. 149, 872-877 (1993).

Jun. 6, 2002 Order (Jun. 6, 2002).

Sep. 19, 2002 Letter from D. MacOdram.
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Request to Admit Facts (Oct. 28, 2002).
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Pfizer Research, et al v. Bayer AG (T2027-02).
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Bayer, et al. v.Pfizer Research (11964-02).

Motion Record (Feb. 28, 2003).

Defendant’s Supplementary Motion Record (Motion to
Strike Statement of Claim) (Dec. 13, 2002).

Plaintiff’s Motion Record (Defendant’s Motion to Strike
Statement of Claim) (Dec. 13, 2002).

Defendant’s Motion Record (Motion to Strike Statement of
Claim) (Dec. 11, 2002).
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Plaintiff’s Motion Record (Motion for Extension of Time to
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Klageschrift (German) (Dec. 12, 2002).

Summary of Documents to be Served.

Pfizer Research v. Lilly Icos (T2082-02).

Motion Record of the Defendants Lilly Icos and Eli Lilly
Canada, Inc. (Returnable Mar. 3, 2003).

Affidavit of Service (Feb. 7, 2003).

Pfizer v. Lilly, Patent Infringement (T1721-03).

Motion Record (Plaintift’s Motion for an Interim Injunction)
(Sep. 23, 2003) (vols. 1-2).

Defendants’ Written Submissions (Oct. 28, 2003).
Protective Order (Oct. 16, 2003).
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Motion Record (Jun. 24, 2003).

Brief of Authorities.
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Defendant’s Responding Motion Record (Motion to Con-
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Plaintiff’s Responding Motion (Motion to Consolidate) (Jul.
15, 2003).

Plaintiff’s Brief of Authorities (Jul. 15, 2003).

Lilly v. Pfizer (T341-02).

Amended Reply to Amended Statement of Defence (Mar.
24, 2003).

Affidavit of Documents of Lilly Icos (Mar. 28, 2003).
Bayer v. Pfizer (11954-02).

Order (Mar. 25, 2003).

Pfizer v. Bayer (12081-02).

Order (Mar. 17, 2003).

Defendant’s Motion Record on Consent to Extend Time
(Apr. 7, 2003).

Defendant’s Motion Record on Consent to Extend Time
(May 28, 2003).

Plaintiff’s Motion Record to Extend Time (Jun. 11, 2003).
Defendant’s Motion Record on Consent to Extend Time
(Jun. 27, 2003).

Pfizerv. Lilly (T2082-02).

Bayer v. Pfizer (1-865-02).

Lilly v. Pfizer (1-341-02).
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Pfizer v. Lilly (T-1721-03).

Reasons for Order (Nov. 3, 2003).

Pfizer Motion record Motion for Interlocutory Injunction
(vols. 3-5,7,8) (Jan. 16, 2004).

Defendant’s responding Motion Record (vols. 1-3) (Dec.
15, 2003).

Pfizer Motion to Strike Counterclaim Motion Record (Dec.
1, 2003).

Amended statement of Defence and Counterclaim (Dec. 10,
2003).

Bayer v. Pfizer (Case No. T-865-02).

Order (Mar. 18, 2004).

Pfizer v. Lilly (Case No. T-121-03).

Order (Apr. 14, 2004).

Order (Mar. 17, 2004).

Reply to Defence to Counterclaim (Feb. 16, 2004).

Reasons for Order and Order (Feb. 11, 2004).

Bayer, et al. v. Pfizer Research (T-341-02).

Order (dated Oct. 4, 2004).

Order (dated Jun. 15, 2004).

Protective Order (dated Sep. 3, 2004).

Moving Party’s Motion Record (dated Sep. 1, 2004).

Bayer, et al. v. Pfizer Research (T-865-02).

Notice of Discontinuance and Consent to Discontinuance
(dated Dec. 14, 2004).

Motion Record (dated Dec. 14, 2004).

Plaintifts Motion Record (dated Jun. 7, 2004).

Defendant’s Responding Motion Record (dated Jun. 11,
2004).

Moving Party’s Motion Record (Rule 389 Motion on Con-
sent by Protective Order).

Disclaimer with Respect to Canadian Patent No. 2,163,446
(dated Apr. 29, 2004).

Chilean Documents.

Appln. No. 1.127-98: Decision from the Appeals Court
Rejecting the Application w/ English Language Translation
(Sep. 24, 2002).

Pfizer’s Writ of Complaint to the Supreme Court of Justice
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Requests to the Court to Appoint an Examiner (in English)
(Mar. 8, 2002).
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Patent No. Z1.94192386.X.

Further Observations of Requester 2 (English) ( Aug. 12,
2002).
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domine Chlorhydrate (SIN-1) in the Diagnosis and Treat-
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tion, Journal of Andrology, vol. 14, No. 1, pp. 24, (1993).
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Trigo—Rocha, F., et al., Intracellular Mechanism of Penile
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Trigo—Rocha, F., et al, The effect of intracavernous injection
of potassium channel openers in monkeys and dogs, Int. J.
Impotence Res., vol. 7, pp. 41-48 (1995).

Trigo—Rocha, F., et al., Sodium nitroprusside: physiologic
effects as a nitric oxide donor in three species, Int. J. Impo-
tence Res., vol. 7, pp. 49-56, (1995).

Stief, C. G., et al., Preliminary report on the effect of the
nitric oxide donor SIN-1 on human cavrnous tissue in vivo,
World J. Urol., vol. 237-239, (1991).

Fareman, M. M., et al., Approaches for the Development of
Oral Drug Therapies for Evectile Dysfunction, Seminars in
Urology, vol. VIII, No. 2, p. 107-112, (1990).

Owen, I. A, et al., Topical Nitroglycerine: A Potential Treat-
ment for Impotence, Journal of Urology, vo. 141, pp.
543-545, (1989).

Traish, A. M., et al., 4 Heterogeneous Population of a.l Adr-
energic Receptors Mediates Contraction of Human Corpus
Cavernosum Smooth Muscle to Norepinephrine, Journal of
Urology, vol. 153, pp. 222-227, (1996).

Extract from Proprietor’s EPO submission Jun. 22, 2001.
Boolell, M. et al., Sildenafil, a novel effective oral therapy
for male erectile dysfunction, British Journal of Urology,
vol. 78, pp. 257-162, (1996).

Bardley, L., et al., UK-92,480, A New Oral Therapy for Evec-
tile Dysfunction, a Double—blind, Placebo Controlled Trial
with Treatment Take as Required, Proceedings of the Ameri-
can Urological Association, vol. 155, pp. 495A.

Boolell, M., et al., Sildenafil: an orally active type 5 cyclic
GMP—specific phosphodiesterase inhibitor for the treament
of penile erectile dysfunction, Int. Journal of Impotence Res.,
vol. 8, pp. 47-52, (1996).

Lue, T. F., 4 Study of Sildenafil (Viagra™), A New Oral
Agent for the Treatment of Male Erectile Dysfunction, Jour-
nal of Urology, vol. 157, No. 4, (1997).

Goldstein, 1., et al., British Journal of Urology, vol. 80,
supplement 2, (1997).

Goldstein, 1., et al., Oral Sildenafil in the Treatment of Evec-
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338, No. 20, pp. 1397-1404, 1998.
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prusside: physiologic effects as a nitric oxide donor in three
species, Int. J. Impotence Res., vol. 7, pp. 49-56, (1995).
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Owen, J. A. et al., Topical Nitroglycerin: 4 Potential Treat-
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Comments of the Third Parties of the Administrative Litiga-
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The Plaintiff’s Response dated Jan. 4, 2005 (English).

Draft Bill of Complaint (English).
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Defendant’s Response.

EPO Documents.
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Opponent 4 Letter of Oct. 10, 2002.

English Translation of Bayer’s Letter dated Oct. 17, 2002.
T 1212/01-332:

Drugs and male sexual function, British Medical Journal,
vol. 2, PT 6195, pp. 883-884, (Oct. 13, 1979).

Michel D., Impotenz durch anithypertensive Therapie!,
Fortschritte der Medizin, vol. 97, No. 36, pp. 1555, (1979).
Hogan, M. 1., et al., Antihypertensive therapy and male
sexual dysfunction, Psychosomatics, vol. 21, PT 3, pp.
234-237, (Mar. 1980).
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Wartman, S. A., Sexual side effects of antihypertensive
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Hypertension Detection and Follow—up Program, Suppl. Il
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Lua, T. F., et al., Pharmacology of Erection and Impotence,
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