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(57) Abstract

related disorders.

(54) Title: CORTICOTROPIN RELEASING FACTOR ANTAGONISTS o

Corticotropin-releasing factor (CRF) antagonists having formulae (I), (II) or
(II) wherein the dashed lines, A, B, Y, Z, G, Rs, R4, Rs, R¢, Ris and Ry7 are as
defined in the description, and processes for preparing them. These compounds and
their pharmaceutically acceptable salts are useful in the treatment of CNS and stress-
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[2,5-dimethyl-3-(2,4,6-trimethyl-phenyl)—SH-imidazo[4,5-b]pyridin-7-yl]-(1-ethyl»’\
propyl)-amine; ‘
N4-(1-ethyl-propyl)-6,N3-dimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridine-3,4- |
diamine; : '
N4-(1-ethyl-propyl)-6,N3,N3-trimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridine-3,4-
diamine; ‘

6-(1-ethyl-propoxy)-2-methyl-N4-(2,4,6-trimethyl-phenyl)-pyrimidine-4,5-diamine;
[4-(1-ethyl-propoxy)-3,6-dimethyl-pyridin-2-yl}-(2,4,6-trimethylphenyl)-amine; or '
6-(ethyl-propyl-amino)-2,7-dimethyl-9-(2,4,6-trimethylphenyl)-7,9-dihydro-purin-8- |

one;

or a pharmaceutically acceptable salt of one of the above compounds.

18. A pharmaceutical composition for the treatment of (a) a disorder the
treatment of which can be effected or facilitated by antagonizing CRF, including but not
limited to disorders induced or facilitated by CRF, or (b) a disorder selected from
inflammatory disorders such as rheumatoid arthritis and osteoarthritis, pain, asthma,
psofiasis and allergies; generalized anxiety disorder; panic; phobias; obsessive-
compulsive disorder; post-traumatic stress disorder; sleep disorders induced by stress;
pain perception such as fibromyalgia; mood disorders such as depression, including

major depression, single episode depression, recurrent depression, child abuse

induced depression, and postpartum depression; dysthemia; bipolar disorders;
cyclothymia; fatigue syndrome; stress-induced headache; cancer; irritable bowel
syndrome, Crohn's disease; spastic colon; human immunodeficiency virus infections;
neurodegenerative diseases such as Alzheimer's disease, Parkinson's disease and
Huntington's disease; gastrointestinal diseases; eating disorders such as anorexia and
bulimia nervosa; hemorrhagic stress; chemical dependencies and addictions; drug and
alcohol withdrawal symptoms; stress-induced psychotic episodes; euthyroid sick
syndrome; syndrome of inappropriate antidiarrhetic hormone; obesity; infertility; head
traumas; spinal cord trauma; ischemic neuronal damage; excitotoxic neuronal damage;
epilepsy; stroke; immune dysfunctions including stress induced immune dysfunctions;
muscular spasms; urinary incontinence; senile dementia of the Alzheimer's type;
multiinfarct dementia; amyotrophic lateral sclerosis; and hypoglycemia in a mammal,
comprising an amount of a compound according to claim 1 that is effective in the
treatment of such disorder, and a pharmaceutically acceptable carrier.

14. A method for the treatment of (a) a disorder the treatment of which can
be effected or faﬁiliiéted b{/‘ anfagonizing CRF, including but not limited to disorders

1
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such as rheumatoid arthritis and osteoarthritis, pain, asthma, psoriasis and allergies; 'l \
generalized anxiety disorder; panic; phobias; obsessive-compulsive disorder; post- \
traumatic stress disorder; sleep disorders induced by stress; pain perception such as
fibromyalgia; mood disorders such as depression, including major depression, single ‘1 '
5 episode depression, recurrent depression, child abuse induced depression, and |
postpartum depression; dysthemia; bipolar disorders; cyclothymia; fatigue syndrome;
stress-induced headache; cancer; irritable bowel syndrome; Crohn's disease; spastic
colon; human immunodeficiency virus infections; neurodegenerative diseases such as '\ .
Alzheimer's disease, Parkinson's disease and Huntington's disease; gastrointestinal

10 diseases; eating disorders such as anorexia and bulimia nervosa; hemorrhagic stress;
stress-induced psychotic episodes; euthyroid sick syndrome; syndrome ofinappropriate
antidiarrhetic hormone; obesity; infertility; head traumas; spinal cord trauma; ischemic j
neuronal damage; excitotoxic neuronal damage; epilepsy; stroke; immune dysfunctions
including stress induced immune dysfunctions; muscular spasms; urinary incontinence;

15 senile dementia of the Alzheimer's type; multinfarct dementia; amyotrophic lateral
sclerosis; chemical dependencies and addictions; drug and alcohol withdrawal
symptoms; and hypoglycemia in a mammal, comprising administering to a subject in
need of said treatment an amount of a compound according to claim 1, that is effective
in treating such disorder.

20 15. A compound of the formula
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(54) Titlee PYRAZOLO AND PYRROLOPYRIDINES

(57) Abstract

This invention relates to compounds of formula (I), wherein A is
N or -CTs; B is -NRiRz, -CRiR2R(1, - C(=CR:R12)R;, -NHCHR1Ry, -
OCHRjR2, -SCHR1R?, -CHR20R j2, -CHR2SR12, -C(S)R; or -C(O)R1. The
compounds show corticotropin-releasing factor (CRF) antagonist activity.
CFR antagonists are believed to be effective in the treatment of a wide range
of stress-related illnesses, such as depression, anxiety, headache, irritable
bowel syndrome, inflammatory diseases, immune suppressin, Alzheimer’s
disease, gastrointestinal diseases, anorexia nervosa, hemmorrhagic stress,
drug and alcohol withdrawal symptoms, drug addiction and infertility.
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10. A compound according to claim 1, wherein R; is phenyl substituted with ‘1
two of three substituents independently selected from fluoro, chloro, bromo, iodo, C;-C, ¢
alkoxy, trifluoromethyl, C,-C, alkyl which may be substituted by one of hydroxy, C,-C,
alkoxy and fluoro and may optionally contain one carbon-carbon double or triple bond,
5 -(C,-C, alkylene)O(C,-C, alkyl), C,-C, hydroxyalkyl, hydroxy, formyl, CO0(C,-C, alkyl) i.
and -C(0)(C,-C, alkyl). |
11. A compound according to claim 1, wherein said compound is
butyl-[3,6-dimethyl-1-(2,4,6-trimethylphenyl)-1H-pyrazolo[3,4-b] pyridin-4-yl]- -
ethylamine; |
10 [3,6-dimethyl-1-(2,4,6-trimethylphenyl)-1H-pyrazolo[3,4,b]pyridin-4-yl]-(1-
methoxymethylpropyl)-amine;
4-(1-methoxymethylpropoxy)-3,6-dimethyl-1-(2,4,6-trimethylphenyl)-1H-
pyrazolo[3,4-b]pyridine;
(1-ethylpropyl)-[3,5,6-trimethyl-1-(2,4 6-trimethylphenyl)-1H-pyrazolo[3,4-b]pyridin-
15  4-yl}-amine;
4-(1-ethylpropoxy)-2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-
blpyridine; ‘
4-(1-ethylpropoxy)-2,5,6-trimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-
b]pyridine; or
20 4-(1-ethylpropoxy)-2,5-dimethyl-7-(2,6-dimethyl-4-bromophenyl)-7H-pyrrolo[2,3-
b]pyridine; or a pharmaceutically acceptable salt of one of the foregoing compounds.
12. A pharmaceutical composition for the treatment of: (a) a disorder the :
treatment of which is effected or facilitated by antagonizing CRF; or (b) a disorder ™ .
selected from inflammatory disorders; generalized anxiety disorder; panic; phobias; R
25 obsessive-compulsive disorder; post-traumatic stress disorder; sleep disorders induced |
by stress; pain perception; mood disorders; depression; dysthemia; bipolar disorders;
cyclothymia; fatigue syndrome; stress-induced headache; cancer; irritable bowel
syndrome; Crohn's disease; spastic colon; immune dysfunction; human
immunodeficiency virus (HIV) infections; neurogenerative diseases; Alzheimer's disease, ‘
30 Parkinson's disease; Huntington's disease; gastrointestinal diseases; eating disorders; r
hemorrhagic stress; stress-induced psychotic episodes; euthyroid sick syndrome; |

syndrome of inappropriate antidiarthetic hormone (ADH); obesity; infertility; head J
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epilepsy; stroke; muscular spasms; urinary incontinence; senile dementia of thé
Alzheimer's type; multiinfarct dementia; amyotrophic lateral sclerosis; chemicaﬁ
dependencies and addictions; drug and alcohol withdrawal symptoms; and‘\
hypoglycemia in a mammal, comprising an amount of a compound according to claim{
1 that is effective in the treatment of said disorder, and a pharmaceutically acceptable}

carrier,

13. A method for the treatment of. (a) a disorder the treatment of which is

effected or facilitated by antagonizing CRF; or (b) a disorder selected from inflammatory

disorders; generalized anxiety disorder; panic; phobias; obsessive-compulsive disorder; -

post-traumatic stress disorder; sleep disorders induced by stress; pain perception; -
mood disorders; depression; dysthemia; bipolar disorders; cyclothymia; fatigue -
syndrome; headache; cancer; irritable bowel syndrome; Crohn's disease; spastic colon;
immune dysfunction; human immunodeficiency virus (HIV) infections;

neurodegenerative diseases; gastrointestinal diseases; eating disorders; hemorrhagic

stress; stress-induced psychotic episodes; euthyroid sick syndrome; syndrome of ‘1 /'"
inappropriate antidiarrhetic hormone (ADH); obesity; infertility; head traumas; spinal “1
cord trauma; ischemic neuronal damage excitotoxic neuronal damage; epilepsy; stroke; |

stress induced immune dysfunctions; muscular spasms; urinary incontinence; senile

‘dementia of the Alzheimer's type; multiinfarct dementia; amyotrophic lateral sclerosis;

chemical dependencies and addictions; drug and alcohol withdrawal symptoms; and

hypoglycemia in a mammal, comprising administering to a subject in need of said

I

treatment an amount of a compound according to claim 1 that is effective in treating

-—

such disorder.

14, A compound of the formula
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wherein A is N or -CR;
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(54)

New uses for corticotropin releasing factor (CRF) antagonists

(67)  Amethod of treating, preventing or inhibiting a disorder selected from the group consisting of cardiovascular
or heart related diseases such as stroke, hypertension, tachycardia, and congestive heart failure, osteoporosis, pre-
mature birth, psychosocial dwarfism, stress-induced fever, ulcer, diarrhea, post-operative ileus, and colonic hypersen- ‘
sitivity associated with psychopathological disturbance and stress, comprising administering to a mammal, including
a human, in need of such treatment a therapeutically effective amount of a compound of the formula

B ; 3
e i E\\D

Ry, N ZRs 3 'l?
5 ;
I 11 :

or a pharmaceutically acceptable salt thereof, wherein A, B, D, E, Y, Z, Ry, Ry, and R are as defined herein
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the compounds of formula | are prepared by one or more of the synthetic methods referred to in PCT lnternanonaL
application number PCT/IB95/00439, referred to above. .

Pharmaceutically acceptable salts of the compounds of formulas | and Il include salts of acidic or basic groups. '
For example, pharmaceutically acceptable salts include sodium, calcium and potassium salts of acidic groups, such '
as when the R, substituent is carboxy. Such salts are generally prepared by combining a compound of formula | or Il -
with one molar equivalent of NaOH or KOH in a suitable solvent. Pharmaceutically acceptable acid addition salts of

basic groups, such as amino groups, are formed by reacting the base form of a compound of formula | or Il with an :
appropriate acid. Pharmaceutically acceptable salts of basic groups inciude hydrochloride, hydrobromide, sulfate, hy-

drogen sulfate, phosphate, hydrogen phosphate, dihydrogen phosphate, acetate, succinate, citrate, tartrate, lactate,
mandelate, methanesulfonate (mesylate) and p-toluenesulfonate (tosylate) salts. When the salt is of a monobasic acid
(e.g., the hydrochloride, the hydrobromide, the p-toluenesulfonate, the acetate), at least one molar equivalent and
usually a molar excess of the acid is employed. However, when such salts as the sulfate, the hemisuccinate, the
hydrogen phosphate or the phosphate are desired, the appropriate and exact chemical equivalents of acid will generally
be used. The free base and the acid are usually combined in a co-solvent from which the desired salt precipitates, or
can be otherwise isolated by concentration or addition of a non-solvent.

In the method of the invention, the compounds of formulas | and 1. and their pharmaceutically acceptable salts,
can be administered alone or in combination with pharmaceutically acceptable carriers, in ether single or multiple
doses. Suitable pharmaceutical carriers include inert solid diluents or fillers, sterile aqueous solution and various or-
ganic solvents. The pharmaceutical compositions formed by combining the active compounds and the pharmacettically
acceptable carriers are then readily administered in a variety of dosage forms such as tablets, powders, lozenges,
syrups, injectable solutions and the like. These pharmaceutical compositions can, if desired, contain additional ingre-
dients such as flavorings, binders, excipients and the like. Thus, for purposes of oral administration, tablets containing
various excipients such as sodium citrate, calcium carbonate and calcium phosphate may be employed along with
various disintegrants such as starch, alglmc acid and certain complex silicates, together with binding agents such as
potyvinylpyrrolidone, sucrose, gelatin and acacia. Additionally, lubricating agents such as magnesium stearate, sodium
lauryi sulfate and talc are often useful for tabletting purposes. Solid compositions of a similar type can also be employed
as fillers in soft and hard filled gelatin capsules. Preferred materials for this include lactose or milk sugar and high
molecular weight polyethylene glycols. When aqueous suspensions or elixirs are desired for oral administration, the
essential active ingredient therein may be combined with various sweetening or flavoring agents, coloring matter or
dyes and, if desired, emulsifying or suspending agents, together with diluents such as water, ethanol, propylene glycol,
glycerin and combinations thereof. Oral administration is generally preferred. However, if the patient is unable to swal-
low, or oral absorption is otherwise impaired, ancther route of administration such as suppositories, parenteral (im.,
1.v.), or topical administration will be appropriate.

For parenteral administration, solutions of the active compound in sesame or peanut oil, aqueous propylene glycol,
or in sterile aqueous solution can be employed. Such aqueous solutions should be suitably buflered if necessary and
the liquid diluent first rendered isotonic with sufficient saline or glucose. These particular aqueous solutions are espe-
cially suitable for intravenous, intramuscular, subcutaneous and intraperitoneal administration. The sterile aqueous
media employed are all readily available by standard techniques known to those skilled in the art.

In the method of the invention, the effective dosage for the compounds of formulas | and 11, and their pharmaceu-
tically acceptable salts, depends on the intended route of administration and other factors such as age and weight of
the patient, as generally known to a physician. The dosage also depends on the illness to be treated. In general, the
daily dosage will generaily range from about 0.1 to 50 mg/kg of the body weight of the patient to be treated. The daily
dosage may be given in a single dose or up to three divided doses. In the prevention of premature birth, the dosage
shouldbe administered daily after high levels of corticotropin-releasing hormone have been detected early in pregnancy
and then discontinued just prior to the end of the term for normal pregnancy.

The methods for testing the compounds of formulas | and !, and their pharmaceutically acceptable salts, for CRF
antagonist activity are as described in Endocrinology, 116, 1653-1659 (1985) and Peptides 10, 179-188 (1 989) which
determine the binding affinity of a test compound for a CRF receptor. The binding affinities for the active compounds,
expressed as |Cgq values, generally range from about 0.2 nanomolar to about 10 micromolar.

Claims

1. The use of a compound of the formula
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R4 N E\\D
N | s
/lL i or R )\N/ Y/
R3 N ZRS 3 *'25
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or a pharmaceutically acceptable salt thereof, wherein

the dashed line represents an optional doubie bond;

Ais -CR; or N;

B is -NRyR, -CR,R.Ry;,-C{=CRR5)R, -NHCR(;RyR, -OCRyR;R,,-SCRR4R,, -CR;R,0R;,
-CR41R,SR;, -C(S)R,, -NHNR{R,, -CR,R{NHR, or -C(O)Ry;

D is (i) N or -CR;o when a double bond connects E and D and E is -CRy; (i) -CR,4 when a double bond
connects £ and D and E is N; or (iii) -CRgRg, -CHR; g, -C=0, -C=S, -C=NH, or -C=NCH, when a single bond
connects E and D;

E is -CR, or N when a double bond connects E and D, and E is -CR4R; or -NRg when a single bond connecis
E and D; )

Y is Nor-CH;

ZisNH, O, S, -N(C4-C, alkyl) or -CR;5R; 5, wherein Ry, and R, 5 are each, independently, hydrogen, trifiuor-
omethyl or methyl, or one of Ry, and Ry 3 is cyano and the other is hydrogen or methyl;

Ry is hydrogen or C4-Cg alkyl which is optionally substituted with one or two substituents independently se-
lected from hydroxy, cyano, nitro, fluoro, chloro, bromo, iodo, CF5, C, -C alkoxy, -O-CO-(C,-C4 alkyl), -O-CO-
NH(C,-C, alkyl), -O-CO-N(C,-C, alkyl)(C4-C, alkyl), -NH(C,-C, alkyl), -N(C,-C, alkyl)(C4-C, alkyl), -S(C,-C4
alkyl), -N(C4-C,alky)CO(C4-C4 atkyl), -NHCO(C;-C4 alkyl), -CO,(C4-C4 alkyl), -CONH(C4-C,4 alkyl), -CON(C;-
C4 alkyl)(C4-C, alkyl), (C4-C,4 alkyl)sulfinyl, (C4-C4 alkyl)sulfonyl, and (C,-C, alkyhsulfanyl, and wherein said
C4-Cgalkyl, C;-C4 alkoxy and the C,-C,4 alkyl moieties in the foregoing R, groups optionally contain one double
or triple bond;

Ry is C4-Cg alkyl, aryl or (aryl)C,-C, atkyl wherein said aryl and the aryl moiety of said (aryl)C,-C, alky! are
selected from the group consisting of phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyrazinyl, py-
rimidyl, imidazolyl, furanyl, benzofuranyl, benzothiazolyl, isothiazolyl, benzisothiazolyl, benzisoxazolyl, benz-
imidazolyl, indolyl, and benzoxazolyl; or R2 is C,-Cg cycloalkyl or (C4-Cg cycloalkyl)C,-Cg alkyl, wherein one
or two of the ring carbons of said cycloalkyl having at least 4 ring members and the cycloalkyt moiety of said
(C4-Cg cycloalkyl)C4-Cg alkyl having at least 4 ring members is optionally replaced by an oxygen or sulfur
atom or by -NR,, wherein R, is hydrogen or C,-C, alkyl; and wherein each of the foregoing R, groups is
optionally substituted by from one to three substituents independently selected from chloro, fluoro and Cy-Cy
alkyl, or by one substituent selected from bromo, iodo, cyano, nitro, C,-Cg atkoxy, -0-CO-(C4-C4 alkyl), -O-
CO-N(C4-C4 alkyl)(C4-C, alkyl), -CO,(C4-C4 alkyl), (C4-C4 alkyl)sulfanyl, (C,-C, alkyl)sulfinyl, and (C4-Cy
alkyl)sulfonyl, and wherein said C,-Cg alkyl and the C,-C, alkyl and C4-Cg alkyi moieties of the foregoing R,
groups optionally contain one carbon-carbon double or triple bond;

or A" and R? of said -NR;R, and said -CRR,R,, are taken together to form a saturated 5 to 8 member ring,
wherein said ring optionally contains one or two carbon-carbon double bonds, and wherein one or two of the
ring carbons is optionally replaced by an oxygen or sulfur atom;

Ry is hydrogen, C;-Cg alkyl, fluoro, chioro, bromo, iodo, hydroxy, amino, SH, -NH(C,-C,4 alkyl),-N(C4-C, alkyl)
(C4-Cyalkyl), -CHyOH, -CH,OCHjz, -O(C4-C, alkyl), (C4-C4 alkyl)sulfanyl, (C4-C4 alkylysulfonyl, or (C,-C4 alkyl)
sulfinyl, wherein said C,-Cq alky! and the C,-C, alkyl moieties of the foregoing R3 groups optionally contain
one double or triple bond and are optionally substituted by from one to three substituents independently se-
lected from hydroxy, amino, C,-C4 alkoxy, -NH(C,-C,, alkyl), -N(C4-Cy),, -NHCOCHj, fluoro, chioro and C,-
C, thioalkyl;
Ry is hydrogen, C4-Cq alkyl, fluoro, chloro, bromo, iodo, C,-Cg alkoxy, formyl, trifluoromethoxy, -CH,OCH;,
-CHyOCH,CHg, -CHyCHyOCH,, -CH, CFy, CF, amino, nitro, -NH(C,-C4 alkyl), -N(CHg)o, -NHCOCHS,
-NHCONHCHj, (C-C, alkyl)sulfanyl, (C4-C, alkyl)sulfinyl, (C4-C,4 alkyl)sutfonyl, cyano, hydroxy, -CO(C4-Cy



&

alkyl), -CHO, or -CO,(C+-C,4 alkyl), wherein said C,-Cyg alkyl, C4-Cq alkoxy and the C4-C, alkyl moieties of the,
foregoing R4 groups optionally contain one double or triple bond and are optionally substituted with one sub-:
stituent selected from hydroxy, amino, -NHCOCHj, -NH(C4-C, alkyl), -N(C,-C, atkyl)s, -CO4(C4-C, atkyl), -CO"
(C4-Cy4 alkyl), C4-C4 alkoxy, (C4-C4 alkyl)sulfany, fluoro, chloro, cyano and nitro;

Rg is phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyrazinolyl, pyrimidy!, imidazolyi, furanyl. ben- -
zofuranyl, benzothiazolyl, isothiazolyl, benzoisothiazoly!, thiazolyl, isoxazolyl, benzisoxazolyl, benzimidazolyl, -
triazolyl, pyrazolyl, pyrrolyl, indolyl, azaindolyl, benzoxazolyl, oxazolyl, pyrrolidinyt, thiazolidinyl, morpholinyl,
pyridinyl, tetrazolyl, or 3- 1o 8-membered cycloalkyl or 9- to 12-membered bicycloalkyl, wherein said cycloalkyl
and bicycloalkyl optionally contain one or two of O, S or -N-G wherein G is hydrogen, C,-C, alkyl, C;-C4 °
alkanoyl, phenyl or benzyl, wherein each of the above Rg groups is optionally substituted by from one to three
substituents independenly selected from fluoro, chloro, C,-Cg alkyl, C;-Cg alkoxy and trifluoromethyl, or one
substituent selected from bromo, iodo, cyano, nitro, amino, - NH(C,-C, alkyl), -N(C,-C alkyl)(C,-C, alkyl),
-CO,(C4-C4 alkkyl), -CO(C{-C4 alkyl), -SO,NH(C;-Cy4 alkyl), -SO,N(C;-C,4 alkyl)(C4-Co alkyl). -SO,NH,
-NHSO,(C,-C4atkyl), - S(C4-C4 alkyl), and -SO,(C,C,4 alkyl), wherein said C;-C4 alky! and C;-Cg alkyl moieties
of the foregoing Rz groups optionally contain one double or triple bond and are optionally substituted by one

or two substituents independently selected from fluoro, chloro, hydroxy, amino, methylamino, dimethylamino
and acetyl; ‘

Rg is hydrogen or C,-Cg alkyl, wherein said C,-Cg4 alkyl is optionally substituted by a single hydroxy, methoxy,
ethoxy or fluoro group;

Ry is hydrogen, C,-C4 alkyl. fluoro, chloro, bromo, iodo, cyano, hydroxy, C4-C, alkoxy, -CO(C4-Cy4 alkyl), -CO,»
{C4-C4 alkyl), -OCF4, CF4, -CHOH, -CH,OCH;Z or -CH;OCH,CHg;

Rg and Ry are each, independently, hydrogen, hydroxy, methyi, ethyl, methoxy, or ethoxy;

or Rg and Ry together form an oxo (=O) group:

R Is hydrogen, C,-Cq alkyl, fluoro, chloro, bromo, iodo, C4-Cg alkoxy, formyl, amino, -NH(C,-C, atkyl), -N
(C4-Cy4 alkyl{C4-C, alkyl), -SO,{C4-C4 alkyl), wherein nis O, 1 or 2, cyano, carboxy, or amido, wherein said
C4-C¢ alkyl and the C,-C, alkyl moieties of the foregoing R,, groups are optionally substituted by one of
hydroxy, trifluoromethyl, amino, carboxy, amido, -NHCO(C4-C,4 alkyl), -NH(C4-C,4 alkyl), -N(C4-C4 alkyl)(C4-
C, alkyl), -CO,(C;-Cy4 alkyl), C4-C5 alkoxy, C4-Cj thicalkyl, fluoro, bromo, chloro, iodo, cyano or nitro; and,
Ry is hydrogen, hydroxy, fluoro, or methoxy; for the preparation of a medicament for treating a disorder se-
lected from the group consisting of cardiovascular or heart related diseases including hypertension, tachycar-
dia, and congestive heart failure, osteoporosis, premature birth, psychosocial dwarfism, stress-induced fever,

ulcer, diarthea, post-operative ileus, and colonic hypersensttivity associated with psychopathological distur-
bance and stress.
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2. The use of claim 1 wherein B is -NR;R,, -NHCHR,R,, -CR;R,R;;, -SCHR,R, or -OCHR,R,; R, is C,Cg alkyl
which is optionally substituted with a single hydroxy, fluoro or C;-C,, alkoxy group and optionally contains one
carbon-carbon double or triple bond; R, is benzyl or C4-Cg alkyl which optionally contains one carbon-carbon
double or triple bond, wherein said C4-Cg alkyl and the phenyl moiety of said benzyl are optionally substituted with
fluoro, C4-C, alkyl, or C4-C, alkoxy; and R4 is hydrogen or fluoro.

3. Theuseofclaim 1 wherein R, is (aryl)C;-C, alky! in which said aryl moiety is phenyl, thienyl, benzofuranyl, furanyl,
benzothienyl, thiazolyl, pyridyl or benzothiazolyl.

4. The use of claim 1 wherein B is NR;R, or CHR;R, in which R, and R, are taken together with N or CH to form a
5- or 6-membered ring optionally having sulfur, oxygen, or, where B is NR;R,, one more nitrogen in said ring.

5. The use of claim 1 wherein B is -NHCHR;R, or -OCHR,R,, wherein the CHR,R, moiety is a 5- or 6-membered
ring which optionally contains one oxygen or sulfur.

B. The use of claim 6 wherein B is tetrahydrofuranyl, tetrahydrothiafuranyl or cyclopentany!.
7. The use of claim 6 wherein B is tetrahydrofurany!, tetrahydrothieny! or thiazolidinyl.

8. The use of claim 1 wherein R, is methyl, chloro, or methoxy; R, is methyl, -CH,OH, cyano, trifluoromethoxy,
methoxy, trifluoromethyl, chloro, -CO,CHg, -CH,OCH3, -CH,CI, -CH,F, amino or nitro; Rg is hydrogen, methylsulfi-
nyl, methylsulfanyl, methylsulfonyl, methyl or ethyl; and Ry is phenyl or pyridyl wherein said phenyl or pyridy! is
substituted by two or three substituents independently selected from fluoro, chloro, bromo, iodo, C4-C,4 alkoxy.
triftuoromethyl,(C;-C, alkoxy)C,-C4 alkyl, C;-C5 hydroxyalkyl, hydroxy, formyl, -CO,(C4-C, alkyl), {amino)C;-Cy
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alkyl, -CO(C4-C4 akkyl) , and C4-Cg alkyl, wherein said C,-Cq alkyl and said C4-C, alkyl are optionally substituted
by a single hydroxy, C,-C, atkoxy or fluoro group and optionally contains one carbon-carbon double or triple bond.

9. The use of claim 1 wherein the compound of formula | or Il is selected from the group consisting of:

{1-ethyl-propoxy)-2,5-dimethyl-6-(2,4,6-trimethyl-benzyl)-pyrimidine;
(4-bromo-2,6-dimethyl-phenoxy)4-(1-ethyl-propoxy)-3,6-dimethyl-pyridine;
(4-ethyl-2,6-dimethyl-phenoxy)-4-(1-ethyi-propoxy)-3,6-dimethyl-pyridine;
3-ethyl-4-(1-ethyl-propoxy)-6-methyl-2-(2,4,6-trimethyl-phenoxy)-pyridine;
2-(2,6-dimethyl-4-propyl-phenoxy)-4-(1-ethyl-propoxy)-3,6-dimethyl-pyridine;
4-(1-ethyl-propoxy)-2-{4-methoxy-2.6-dimethyl-phenoxy)-3,6-dimethyl-pyridine;
2-(4-ethoxy-2,6-dimethyl-phenoxy)-4-(1-ethyl-propoxy)-3,6-dimethyl-pyridine;
2-(4-chloro-2,6-dimethyl-phenoxy)-4-(1-ethyl-propoxy)-3,6-dimethyl-pyridine;
4-(1-methoxymethyl-propoxy)-3,6-dimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridine;
[3,6-dimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridin-4-yi)-diethyl-amine;
[3.6-dimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridin-4-yl]-ethyl-propyl-amine;
[2,5-dimethyl-6-(2,4 6-trimethyl-phenoxy)-pyrimidin-4-yl] (1-ethyl-propyi)-amine;
butyl-[3.6-dimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridin-4-y[]-ethyl-amine;
4-(1-ethyl-propoxy)-3,6-dimethyl-2-(2 4,6-trimethyl-phenylsulfanyl)-pyridine;
butyl-[2-(4-chioro-2,6-dimethyl-phenoxy)-3,6-dimethyl-pyridin-4-yl]-ethyl-amine;
4-(1-ethyl-propylamino)-6-methyl-2-(2,4,6-trimethyl-phenoxy)-nicotinic acid methyl ester;
[3,6-dimethyl{2-(2.4,6-trimethyl-phenylsulfanyl)-pyridin-4-yl]-ethyl-propyl-amine;
4-(1-ethyl-propylamino)-6-methyl-2-(2,4,6-trimethyl-phenoxy)-pyridin-3-yi}-methanol;
[2-(4-chloro-2,6-dimethyl-phenoxy)-3,6-dimethyl-pyridin-4-yl]-ethyl-propyl-amine;
1-(ethyl-propyl}-{6-methyi-3-nitro-2-(2,4,6-trimethyl-phenoxy)-pyridin-4-yl}-amine;
N4-(1-ethyl-propyl)-6-methyl-3-nitro-N2-(2,4,6-trimethyl-phenyl}-pyridine-2,4-diamine;
N4-(1-ethyl-propyl)-6-methyl-2-(2,4,6-trimethyl-phenoxy)-pyridine-3,4-diamine:
N4-(1-ethyi-propyl)-6-methyl-N2-(2,4,6-trimethyl-phenyl)-pyridine-2, 3, 4-triamine;
3,6-dimethyl-2-(2,4,6-kimethyl-phenoxy)-pyridin-4-yl]-ethyl-(2,2, 2-trifluoro-ethyl)-amine;
[3-chioromethyl-6-methyl-2-(2,4.6-trimethyl-phenoxy)pyridin-4-yl]-(1-ethyl-propyl)-amine;
{3,6-dimethyl-2-(2,4 6-trimethyl-phenoxy)-pyridin-4-yl}-{1-ethyl-propyl}-amine;
(1-ethyl-propyl)-[2-methyl-5-nitro-6-(2,4,6-trimethyl-pyridin-3-yloxy)-pyrimidin-4-y/]-amine;
(1-ethyl-propyl)-[3-methoxymethyl-6-methy!-2-(2,4,6-trimethyl-phenoxy)-pyridin-4-yl]-amine;
N-(1-ethyl-propyl)-2-methyl-5-nitro-N'-(2,4,6-trimethyl-pyridin-3-yl)-pyrimidine-4 6-diamine;
[2-(4-chloro-2,6-dimethyl-phenoxy)-3,6-dimethyl-pyridin-4-yi]-diethyl-amine:
4-(1-ethyl-propoxy)-3.6-dimethyl-2-(2,4,6-trimethylphenoxy)-pyridine;
butyl-[2,5-dimethyl-7-(2,4,6-trimethyiphenyl)-6,7-dihydro-5H-pyrrolo [2,3-d]pyrimidin-4-yl]-ethyl-amine;
4-(butyl-ethylamino)-2,5-dimethyl-7-(2,4,6-trimethylphenyl)-5,7-dihydro-pyrrolo[2,3-dJpydmidin-6-one;
4-(1-ethylpropoxy)-2,5-dimethy!-6-(2,4,6-trimethyiphenoxy)-pyrimidine;
N-butyl-N-ethyi-2,5-dimethyl-N'-(2,4,6-trimethyiphenyl)-pyrimidine-4,6-diamine;
(1-ethyl-propyl)-[5-methyl-3-(2,4,6-trimethyl-phenyl)-3H-imidazo[4,5-b]pyridin-7-yl]-amine;
(2.5-dimethyl-3-(2,4 6-trimethyl-phenyl)-3H-imidazo[4,5-b]pyridin-7-yl]-(1 -ethylpropyl)-amine;
N4-(1-ethyl-propyl)-6,N3-dimethyl-2-(2,4,6-trimethyi-phenoxy)-pyridine-3, 4-diamine;
N4-(1-ethyi-propyl)-6,N3,N3-trimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridine-3,4-diamine:
6-(1-ethyl-propoxy)-2-methyl-N4-(2.4,6-trimethylpheny!)-pyrimidine-4,5-diamine:
[4-(1-ethyl-propoxy)-3.6-dimethyl-pyridin-2-yl]-(2,4,6-trimethylphenyl)-amine;

4-
2.
2.

6-(ethyl-propyi-amino)-2,7-dimethyl-9(2,4,6-trimethylphenyl)-7,9-dihydro-purin-8-one, and pharmaceutically

acceptable salts of the foregoing compounds.

10. The use of claim 1 wherein said compound is a compound of formula Il in which E and D are connected by a

double bond, E is -CR,, Dis -CRypor N, Y is N, and A is -CR;.

11. The use of claim 10 wherein said compound is selected from the group consisting of:

butyl-[3,6-dimethyl-1-(2,4 6-trimethylphenyl)-1H-pyrazolo[3,4-b]pyridin-4-yl]-ethylamine;
3,6-dimethy!-4-(tetrahydrofuran-3-yloxy)-1-(2,4,6-trimethylphenyl)-1 H-pyrazolo[3,4-blpyridine
[3,6-dimethyl-1-(2,4 6-trimethylphenyl)-1H-pyrazolo[3,4,b]pyridin-4-yl}-(1 -methoxymethylpropyl)-amine;
4-(1-methoxymethylpropoxy)-3,6-dimethyl-1-(214,6-trimethylpheny!)- 1tH-pyrazolo]3,4-bjpyridine;




o
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(1-ethylpropyl)-[3,5,6-trimethyl-1(2,4,6-trimethylphenyl)-1H-pyrazolo[ 3,4-b]pyridin-4-yl]-amine;
4-(1 -ethylpropoxy)-2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo [2,3-blpyridine;
4-(1 -ethylpropoxy)-2,5,6-trimethyl-7-(2,4,6-[2,3-b]pyridine;

'
i

4-(1-ethylpropoxy)-2,5dimethyl-7-(2,6-dimethyl-4-bromophenyl)-7H-pyrrolo[2,3-b]pyridine, and pharmaceutl-'

cally acceptable salts of the foregoing compounds.

i

12. The method of claim 1 wherein said compound is a compound of formula Il in which E and D are connected bya'

double bond, E is -CRy, and D, Y and A are N.
13. The use of claim 12 wherein said compound is selected from the group consisting of:

3-{(4-methyl-benzyl)-[3,6-dimethyl-1-(2,4,6-trimethyiphenyl)-1 H-pyrazolo[3,4-d]pyrimidin-4-yi}-amino}pro-
pan-1-of;

diethyl-[6-methyl-3-methylsulfanyl-1-(2,4,6-trichlorophenyl)-1 H-pyrazolo[3,4-d]pyrimidin-4-yi}-amine:
2-{butyl-[6-methyl-3-methylsulfanyl-1-(2,4 6-trichlorophenyl)- 1H-pyrazolo3,4-dpyrimidin-4-yl]-amino}-etha-
nol;

dibutyl-[6-methyl-3-methylsulfanyl-1-(2,4,6-trichlorophenyl)-1H-pyrazolo[3.4-d]pyrimidin-4-yl}-amine;
butyl-ethyl-{6-methyl-3-methyisulfanyl-1-(2,4,6-trichloropheny|)-1 H-pyrazolo[3,4-d]pyrimidin-4-yl}-amine;
butyl-ethyl-[{6-methyl-3-methylsulfonyl-1-(2,4 6-trichlorophenyl)-1H-pyrazolo[3,4-d]pyrimidin-4-yl}-amine;
butyl-cyclopropylmethyl-[6-methyl-3-methylsulfanyl-1-(2,4,6-trichiorophenyl)-1H-pyrazolo[3,4-d]pyrimidin-
4-yl]-amine;

di-1-propyl-[6-methyl-3-methylsulfanyl-1-(2,4,6-trichlorophenyl)- 1 H-pyrazolo[3,4-d]pyrimidin-4-yl]-amine;
diallyl-[6-methyl-3-methylsulfanyl-1-(2,4,6-trichlorophenyl)-1H-pyrazolo[3,4-d]pyrimidin-4-yi}-amine:
butyl-ethyl-[6-chloro-3-methylsulfanyl-1-(2,4,6-trichlorophenyl)-1 H-pyrazolo[3,4-dlpyrimidin-4-yl]-amine;
butyl-ethyl-{6-methoxy-3-methylsulfanyl-1-(2,4,6-trichlorophenyi)-1 H-pyrazolo[3,4-d]pyrimidin-4-yl]-amine;
propyl-ethyl-[3,6-dimethyl-1-(2,4,6-trimethylphenyl)-1H-pyrazolo[3,4-d] pyrimidin-4-yl]-amine;
4-(1-ethyl-propyl)-6-methyl-3-methyisultanyl-1-(2,4,6-trimethylphenyl)-1H-pyrazolo[3,4-d] pyrimidine;
2-(3,6-dimethyl-1-(2,4,6-trimethyiphenyl)-1H-pyrazolo[3,4-d]pyrimidin-4-ylamine]-butan-1-ol;
[3,6-dimethyl-1-(2,4 6-trimethylphenyl)-1H-pyrazolo-{3,4-d] pyrimidin-4-yl]-(1-methylpropyl)amine:

4-(1 -methoxymethylpropoxy)-3,6-dimethyi-1-(2,4,6-trimethylphenyl)- 1H-pyrazolo[3,4-d]pyrimidine, and phar-
macedutically acceptable salts of the foregoing compounds.

14. The use of claim 1 wherein said compound is a compound of formula !l in which E and D are connected by a
double bond, E is -CRy, Dis -CRyq, and Y and A are N.

15. The use of claim 14 wherein said compound is selected from the group consisting of:

n-butyl-ethyl-[2,5-dimethyl-7-(2,4,6-trimethylpheny!)-7H-pyrrolo[2,3-d]pyrimidin-4-yl]amine;
di-n-propyl-[2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2, 3-d]pyrimidin-4-ylJamine;
ethyl-n-propyi-[2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2, 3-d]pyrimidin-4-ylJamine:
diethyl-2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo [2,3-d]pyrimidin-4-yljamine;
n-butyl-ethyl-[2,5,8-trimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2, 3-d]pyrimidin-4-ylJamine;
2-{N-n-butyl-N-[2,5-dimethy|-7—(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3~d]pyrimidin-4-y|]amino}-ethanol;
4-(1-ethyl-propyl)-2,5,6-trimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2, 3-d]pyrimidine;
n-butyl-ethyl-[2,5-dimethyl-7-(2,4-dimethyiphenyl)-7H-pyrrolo[2, 3-d]pyrimidin-4-ylJamine;
2,5-dimethyl-7-(2,4,6-trimethyiphenyl)-7H-pyrrolo[2, 3-dpyrimidyl-4-yl]-(1-ethyl-propyl)amine;
2-[7-(4-bromo-2,6-dimethylphenyl)-2,5-dimethyl-7H-pyrrolo [2,3-d]pyrimidin-4-ylamino]-butan-1-of;
2-(S)-[7-(4-bromo-2 6-dimethylphenyl)-2,5-dimethyl-7H-pyrrolo[2, 3-d]pyrimidin-4-ylamino]-butan-1-of;
4-(1-ethyl-propoxy)-2,5,6-trimethy!-7-(2,4,8-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidine;
4-(1-methoxymethyl-propoxy)-2,5,6-trimethyl-7-(2,4;6-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidine;
4-(1-ethyl-butyl)-2,5,6-trimethyl-7-(2,4,6-trimethylpheny!)-7H-pyrrolo-[2, 3-d]pyrimidine;
[7-(4-bromo-2,6-dimethyl-phenyl)-2,5-dimethy!-7H-pyrrolof2,3-d]pyrimidin-4-yl}-(1-methoxymethyl-propyl)-
amine;
2-[7-(2- bromo-4,6-d|methyl-pheny|)-2,5-d1methyl-7H-pyrrolo[2,3-d]pyrimidin—4-ylamino]-butan-1-ol;
2-{7-(4-ethy!-2,6-dimethyl-phenyl)-2,5-dimethyl-7H-pyrrolo {2,3-d] pyrimidin-4-ylamino]-butan-1-ol;
2-[7-(2-ethyi-4,6-dimethylphenyl)-2,5-dimethyl-7H-pyrrolo [2,3-dJpyrimidin-4-ylamino]-butan-1-ol;
2-[7-(2-fluoromethyl-4,6-dimethylphenyl)-2,5-dimethyl-7H-pyrrolo[2,3-d]pyrimidin-4-ylamino]-butan-1-ol, and
pharmaceutically acceptable salts of the foregoing compounds.

b
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}, | 16. The use of a compound of the formula
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~
N
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or a pharmaceutically acceptable salt thereof, wherein

B is  -NR;R,-CR RR;4.-C(=CR,Ry,)R,, -NHCR1R{R,,  -OCR4Ry Ry, -SORy{R{R,  -CRy;R0R,,
-CR1R.SRy, -C(S)Ry, -NHNR, Ry, -CR,R{NHR, or -C(O)Ry;

D is N or -CRy;

R, is hydrogen or C,-Cg alkyl which is optionally substituted with one or two substituents independently se-
lected from hydroxy, cyano, nitro, flucro, chioro, bromo, iodo, CF4, C,-C, alkoxy, -0-CO-(C4-C, alkyl), -O-CO-
NH(C-Cy4 alkyt), -O-CO-N(C4-C,, alkyl)(C4-C, alkyl), -NH(C,-C, alkyl), -N(C,-C, alkyl)(C,-C, alkyl), -S(C4-C,
alkyl), -N(C-C,alky)CO(C,C, alkyl), -NHCO(C,-C, alkyl), -CO(C,-C, atkyl), -CONH(C,-C,4 alkyl), -CON(C;-
C4 alkyl)(C4-C, alkyl), (C4-C, alkyl)sulfinyl, (C4-C4 alkyl)sulfonyl, and (C4-C, alkyl)sulfanyl, and wherein said
C4-Cg alkyl, C;-C4 alkoxy and the C,-C,4 alkyl moieties in the foregoing R, groups optionally contain one double
or triple bond:

Ry is C4-Cg alkyl, aryl or (aryl)C4-Cy4 atkyl wherein said aryl and the aryl moiety of said (aryl)C4-C4 alky! are
selected from the group consisting of phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyraziny!, py-
rimidyl, imidazolyl, furanyl, benzofuranyl, benzothiazolyl, isothiazolyl, benzisothiazolyl, benzisoxazolyl, benz-
imidazolyl, indolyl, and benzoxazolyl; or R2 is C4-Cg cycloalkyl or (C5-Cg cycloalkyl)C4-Cg alkyl, wherein one
or two of the ring carbons of said cycloalkyl having at least 4 ring members and the cycloalky moiety of said
(C3-Cg cycloalkyl)C4-Cq alkyl having at least 4 ring members is optionally replaced by an oxygen or sulfur
atom or by -NRy4 wherein Ry, is hydrogen or C;-C, alkyl; and wherein each of the foregoing R, groups is
optionally substituted by from one to three substituents independently selected from chloro, fluoro and Ci-Cy4
atkyl, or by one substituent selected from bromo, iodo, cyano, nitro, C;-Cg atkoxy, -O-CO-(C4-Cy alkyl), -O-
CO-N(C4-C4 alkyl)(C4-C, alkyl), -CO,(C4-C4 alkyl), (C4-C4 alkyl)sulfanyl, (C4-Cy4 alkyl)suffinyt, and (C4-C4
alkyl)sulfonyl, and wherein said C,-Cg alkyl and the C,-C, alky! and C4-Cg alkyt moieties of the foregoing R,
groups optionally contain one carbon-carbon double or triple bond:;

or R* and R? of said -NR; R, and said -CR,R,R;; are taken together to form a saturated 5 to 8 member rng,
wherein said ring optionally contains one or two carbon-carbon doubte bonds, and wherein one or two of the
ring carbons is optionally replaced by an oxygen or sulfur atom:

R3 is hydrogen, C,-Cg alky!, fluoro, chloro, bromo, iodo, hydroxy, amino, SH, -NH(C4-C4 alkyl), -N(C4-C,4 alkyl)
(C4-Cpalkyl), -CHy0OH, -CH,OCHg, -O(C4-C4 alkyl), (C;-C4 alkylsulfanyl, {C1-C4alkyl)sulfonyl, or (C4-C4 alkyl)
sulfinyl, wherein said C4-Cg alky! and the C4-C,4 alkyl moieties of the foregoing R3 groups optionally contain
one double or triple bond and are optionally substituted by from one to three substituents independently se-
lected from hydroxy, amino, Cy-Cy alkoxy, -NH(C4-C, alkyl), -N(C;-C,),, -NHCOCH,, fluoro, chloro and C,-
Cj thicalkyl,

Ry is hydrogen, C4-Cg alky!, fluoro, chloro, bromo, iodo, C4-Cg alkoxy, formyl, trifluoromethoxy,-CH,OCH,,
CHyOCH,CH; -CH,CHyOCH5,-CH,CF5, CF5, amino, nitro, -NH(C;-C4 alkyl), -N(CHg),, -NHCOCH,,
-NHCONHCHj, (C,-C4 alkyl)sulfanyl, (C,-C,4 atkyl)sulfinyl, (C,-C, alkylsulfonyl, cyano, hydroxy, -CO(C4-Cy4
alkyl), -CHG, or -CO,(C4-Cy4 alkyl), wherein said C4-Cg alkyl, G4-Cg alkoxy and the C,-C, alkyl moieties of the
foregoing R, groups optionally contain one double or triple bond and are optionally substituted with one sub-
stituent selected from hydroxy, amino, -NHCOCH,, -NH(C, -G, alkyl), -N(C4-C, alkyl),, -CO,(C4-C,4 aikyh), -CO
(C4-C4 alkyl), C4-C5 alkoxy, (C4-C4 alkyl)sulfanyl, fluoro, chioro, cyano and nitro;

Rs is phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyrazinolyl, pyrimidy!, imidazolyl, furanyl, ben-
zofuranyl, benzothiazolyl, isothiazolyl, benzoisothiazolyl, thiazolyl, isoxazolyl, benzisoxazolyl, benzimidazolyl,
triazolyl, pyrazolyl, pyrrolyl, indolyl, azaindolyl, benzoxazolyl, oxazolyl, pyrrolidinyl, thiazolidinyl, morpholinyl,
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pyridinyl, tetrazoly!, or 3- to 8-membered cycloalky! or 9- to 12-membered bicycloatkyl, wherein said cycloalkyl
and bicycloalkyl optionally contain one or two of O, S or -N-G wherein G is hydrogen, C;-C, alkyl, Cqi-Cy.
alkanoyl, phenyl or benzyl, wherein each of the above Rg groups is optionally substituted by from one to three '
substituents independenly selected from fluoro, chloro, C4-Cg alkyl, C,-Cg alkoxy and trifluoromethyl, or one
substituent selected from bromo, iodo, cyano, nitro, amino, -NH(C,-C,4 alkyl), -N(C¢-Cy4 alkyl)(C4-C, alkyl), |
-C0,(C4-C4 alkyl), -CO(C4-Cy4 alkyl), -SO,NH(C,-C, alkyl), -SO,N(C,-C,4 alkyl)(C;-C, alkyl), -SO,NH,, -
-NHSO,(C,-C4 alkyl), -S(C4-C4 alkyl), and -SOy(C4-C4 alkyl), wherein said G, -C4 alkyl and G, -Cg alkyl moieties
of the foregoing Rs groups optionally contain one double or triple bond and are optionally substituted by one
or two substituents independently selected from fluoro, chloro, hydroxy, amino, methylamino, dimethylamino
and acetyl;

Ry is hydrogen, C;-Cg alkyl, fluoro, chloro, bromo, iodo, C,Cg alkoxy, formyl, amino, -NH(C4-C alkyl), -N(C-
C4 alkyl)(C4-C, alkyl), -SO,(C4-C4 alkyl), wherein n is O, 1 or 2, cyano, carboxy, or amido, wherein said Cy-
Cg alkyl and the C4-C, alkyl moieties of the foregoing R, groups are optionally substituted by one of hydroxy,
trifluoromethyl, amino, carboxy, amido, -NHCO(C-C,4 alkyl), -NH(C4-C, alkyl), -N(C,-C4 alkyl)(C4-C, alkyl),
-CO,(C4-C4 alkyl), C4-Cy alkoxy, C4-C4 thioalkyl, fluoro, bromo, chloro, iodo, cyano or nitro; and,
R,; is hydrogen, hydroxy, fluoro, or methoxy;

for the preparation of a medicament for treating patients who have suffered a stroke.
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Como resultado del examen de patentabilidad de la solicitud de patente de X
invencion, realizado segun lo establece el articulo 45 de la Decision 486 de la ‘1
Comision de la Comunidad Andina, se notifica el siguiente concepto técnico:

1. Documentos estudiados

Para el presente estudio se tuvieron en cuenta el capitulo descriptivo

comprendido en los folios 47 a 56 y el nuevo capitulo reivindicatorio de los
folios 57 a 65 de la solicitud en estudio.

2. Objeto de la Invencion

El objeto de la presente solicitud de patente de invencién consiste en:

Las reivindicaciones 1 a 10 se refieren a un método preventivo que consiste en

administrar un compuesto terapéuticamente activo (Antagonista del Factor de
Liberacion de Corticotropina de férmulas |y Il).

|
El problema planteado en esta solicitud es la necesidad de proporcionar un

metodo de tratamiento para reducir la incidencia de muerte sibita en pacientes
que sufren insuficiencia cardiaca.

Para resolver este problema técnico la solicitud en estudio proporciona un ;
método preventivo que consiste en administrar un compuesto terapéuticamente

activo (Antagonista del Factor de Liberacion de Corticotropina de formulas |y
.

El objeto de la invencién definido anteriormente se clasificd de acuerdo con la
IPC: A61K 31/395.

También se reivindica prioridad de la Solicitud de Patente de los Estados
Unidos US 60 127 659 de abril 2 de 1999, con respecto a la cual la fecha de
presentacion de la actual solicitud cumple el plazo maximo permitido.




3. Excepciones a la Patentabilidad

El articulo 20 de la Decision 486 establece: “No seran patentables: d) los
metodos terapéuticos o quirdrgicos para el tratamiento humano o animal, asi
como los métodos de diagnostico aplicados a los seres humanos o a animales”

Las reivindicaciones 1 a 10 se refieren a un método preventivo que consiste en

administrar un compuesto terapéuticamente activo (Antagonista del Factor de
Liberacion de Corticotropina de formulas 1y I1).

LLos metodos terapéuticos “no solo implican la curacion de enfermedades o mal
funcionamiento del cuerpo, sino que también incluyen los tratamientos
profilacticos o preventivos”. Asi que, el método que consiste en administrar un
compuesto terapéuticamente activo, de las reivindicaciones 1 a 10, no es

patentable de acuerdo con la norma citada, que especifica que fos métodos
terapéuticos para el tratamiento humano o animal no son patentables.

En conclusion, el método que consiste en administrar un compuesto
terapéuticamente activo (Antagonista del Factor de Liberacion de Corticotropina
de férmulas 1y II), de las reivindicaciones 1 a 10, no es patentable de acuerdo
con el Art 20, literal d), de la decision 486.

4. Determinacion del Estado de la Técnica

El articulo 16 de la decision 486 de la comision de la Comunidad Andina que
establece que “El estado de la técnica comprendera todo lo que haya sido
accesible al publico por una descripcion escrita u oral, utilizacion,

comercializacion o cualquier otro medio antes de la fecha de presentacién de Ia
solicitud de patente o, en su caso, de la prioridad reconocida.

Solo para el efecto de la determinacién de la novedad, también se considerara
dentro del estado de la técnica, el contenido de una solicitud de patente en
tramite ante la oficina nacional competente, cuya fecha de presentacion o de
prioridad fuese anterior a la fecha de presentacion o de prioridad de la solicitud
de patente que se estuviese examinando, siempre que dicho contenido esté

incluido en la solicitud de fecha anterior cuando ella se publique o hubiese
transcurrido el plazo previsto en el articulo 40”,

Considerando que la fecha de presentacion de la primera solicitud de patente
de la cual se reivindica prioridad es abril 2 de 1999, se consultaron las bases
de datos y los archivos con que cuenta la entidad con fecha de publicacion
anterior y se encontraron los siguientes documentos que anticipan el objeto de
esta solicitud:

No. Documento Titulo Fecha de Publicacién
D1 WO 95 33750 Antagonistas del Factor de | Dic 14, 1995
Liberacion de Corticotropina
D2 WO 95 34563 Pirazolo y pirrolopiridinas Dic 21, 1895
D3 EP 0773023 Nuevos Usos de Antagonistas del | May 14, 1997
Factor de Liberacion de
Corticotropina (CRF)




4. Evaluacion de los requisitos de Patentabilidad

El articulo 14 de la Decision 486 de la Comision de la Comunidad Andina
establece que “Los Paises Miembros otorgaran patentes para las invenciones,
sean de producto o de procedimiento, en todos los campos de la tecnologia,

siempre que Sean nuevas, tengan nivel inventivo y sean susceptibles de
aplicacion industriat”.

En cumplimiento del articulo 14 de la Decisidn 486, se procedié a evaluar el
cumplimiento de los requisitos de novedad, nivel inventivo y aplicacion

industrial, con el fin de establecer la patentabilidad de la invencién reivindicada
en la solicitud en estudio.
Evaluacion de la Novedad

El Art. 16 de la Decisién 486 de la Comision de la Comunidad Andina
establece: “Una invencion se considerara nueva cuando no esta comprendida
en el estado de la técnica. El estado de la técnica comprenderé todo lo que
haya sido accesible al publico por una descripcion escrita u oral, utilizacion

comercializacion o cualquier otro medio antes de la fecha de presentacion de la
solicitud de patente, 0, en su caso, de la prioridad reconocida.

1 Solo para el efecto de la determinacion de la novedad, también se consideraré
dentro del estado de la técnica, el contenido de una solicitud de patente en
tramite ante la oficina nacional competente, cuya fecha de presentacién o de
prioridad fuese anterior a la fecha de presentacion o de prioridad de la solicitud
de patente que se estuviese examinando, siempre que dicho contenido esté

incluido en la solicitud de fecha anterior cuando ella se publique o hubiese
transcurrido el plazo previsto en el Art 40”,

Las reivindicaciones 1 a 10 se refieren a un método preventivo que consiste en

administrar un compuesto terapéuticamente activo (Antagonista del Factor de
Liberacion de Corticotropina de formulas 1y II).

D1 ensefia un método de tratamiento que consiste en administrar un compuesto
terapéuticamente activo (Antagonista del Factor de Liberacion de Corticotropina
de férmulas |y II).

D2 ensena un método de tratamiento que consiste en administrar un compuesto
terapéuticamente activo (Antagonista del Factor de Liberacion de Corticotropina
de formula 11).

D3 ensefia un método de tratamiento que consiste en administrar un compuesto
terapéuticamente activo (Antagonista del Factor de Liberacion de Corticotropina
de formulas I y II).

Se observa que el método que consiste en administrar un compuesto
terapéuticamente activo (Antagonista del Factor de Liberacién de Corticotropina
de formulas | y ll) solicitado en las reivindicaciones 1 a 10, se ensefiaba en las
anterioridades D1, D2 y D3, por lo cual no puede ser considerado nuevo.

5. Conclusion

En conclusion, los requisitos de patentabilidad de la presente solicitud estan
afectados asi:




|

Item Documento Reivindicaciones Requisito que afecta
afectadas
D1 WO 95 33750 1a10 Novedad
D2 WO 95 34563 1a10 Novedad
D3 EP 0773023 1a10 Novedad

\
|
\

En cumplimiento del articulo 45 de la Decisién 486 de la Comisién de la
Comunidad Andina, se le indica que debe dar respuesta dentro del término de |
sesenta dias contados a partir de la fecha de la notificacién de la presente i
comunicacion. En caso de no dar respuesta al presente requerimiento o sia
pesar de la respuesta subsistieran los impedimentos para la concesion, se
denegara la patente.

v
1
|
1
\
$
|

i

|
Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal
e), del capitulo quinto del titulo primero de la Circular Unica No. 10 de 2001, 1

ALIX CARMENZA'CESPEDES DE VERGEL
Jefe de la Division de Nuevas Creaciones.

El anterior requerimiento fue notificado por fijacion en lista, de fecha

2R 2005

CONCEPTO TECNICO
No. 301

EXAMINADOR TECNICO
Cédigo 202007
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COMERCIO, por el término de (10) diez dia
i

Secretaria General Ad-Hoc 19-AG0-2005: ‘Este edicto se desfija hoy 01-SEP-2005 a las cinco (5:00 p.m
Secretaria General Ad-Hoc
EDICTC No. 10061

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO '

RADICACION: 0-20442 * EDICTO No. 10061

1
LA SECRETARIA GENERAL AD-HOC i'
HACE SABER:

i
Que esta Superintendencia profirid Resolucién No. 17961 de 27-JUL-2005. Que el contenido de la parte resolutiva es como sigue
Superintendente de Industria y Comercio.

RESUELVE

{
3
ARTICULO PRIMERO: Negar el privilegio de patente de invencién para la solicitud ’\
correspondiente a “MEJORA EN LA DISPERSION DE QT Y EN LA VARIABILIDAD DE LA -‘
FRECUENCIA CARDIACA CON ANTAGONISTAS DE CRIF PARA PREVENIR MUERTE )
SUBITA".

ARTICULO SEGUNDO: Notificar personalmente el contenido de la presente resolucion

1

|

al doctor Carlos R. Olarte, 0 a quien haga sus veces, en su calidad de apoderado de Pfizer ‘1
Products Inc., entregandole copia de la misma, advirtiéndole que contra ella procede el :

recurso de reposicion interpuesto ante el Superintendente de Industria y Comercio, al
momento de la notificacion o dentro de los 5 dias habiles siguientes a ella.

NOTIFIQUESE Y CUMPLASE |
Dada en Bogota, D.C., 2 los 27& 20[115

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO,

Para notificar a los interesados, se fija

7
presente EDICTO en lugar visible al publico en la SUPERINTENDE DE INDUSTRIA Y
abiles contados a partir de las 8:30 a.m. de hoy. !
|
{

. El



