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(57) ABSTRACT 

The present invention relates to certain fused aryl and 
heteroaryl derivatives of Formula (I) that are modulators of 
metabolism. 

Accordingly, compounds of the present invention are useful 
in the prophylaxis or treatment of metabolic disorders and 
complications thereof, such as, diabetes and obesity. 
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FUSED-ARYL AND HETEROARYL DERIVATIVES 
AS MODULATORS OF METABOLISM AND THE 

PROPHYLAXIS AND TREATMENT OF 
DISORDERS RELATED THERETO 

CROSS REFERENCE TO RELATED 
APPLICATIONS 

[0001] This application is a continuation of US. Ser. No. 
11/355,785, ?led Feb. 16, 2006, Which is a divisional ofU.S. 
Ser. No. 10/890,549, now US. Pat. No. 7,132,426, ?led Jul. 
13,2004, Which in turn claims the bene?t of US. Provisional 
Applications Ser. Nos. 60/487,443, ?led Jul. 14, 2003 and 
60/510,644, ?led Oct. 10, 2003, each of Which is hereby 
incorporated by reference in its entirety. 

FIELD OF THE INVENTION 

[0002] The present invention relates to certain fused aryl 
and heteroaryl derivatives that are modulators of glucose 
metabolism. Accordingly, compounds of the present inven 
tion are useful in the prophylaxis or treatment of metabolic 
disorders and complications thereof, such as, diabetes and 
obesity. 

BACKGROUND OF THE INVENTION 

[0003] Diabetes mellitus is a serious disease a?licting over 
100 million people WorldWide. In the United States, there 
are more than 12 million diabetics, With 600,000 neW cases 
diagnosed each year. 

[0004] Diabetes mellitus is a diagnostic term for a group 
of disorders characterized by abnormal glucose homeostasis 
resulting in elevated blood sugar. There are many types of 
diabetes, but the tWo most common are Type I (also referred 
to as insulin-dependent diabetes mellitus or IDDM) and 
Type II (also referred to as non-insulin-dependent diabetes 
mellitus or NIDDM). 

[0005] The etiology of the different types of diabetes is not 
the same; hoWever, everyone With diabetes has tWo things in 
common: overproduction of glucose by the liver and little or 
no ability to move glucose out of the blood into the cells 
Where it becomes the body’s primary fuel. 

[0006] People Who do not have diabetes rely on insulin, a 
hormone made in the pancreas, to move glucose from the 
blood into the cells of the body. HoWever, people Who have 
diabetes either don’t produce insulin or can’t efficiently use 
the insulin they produce; therefore, they can’t move glucose 
into their cells. Glucose accumulates in the blood creating a 
condition called hyperglycemia, and over time, can cause 
serious health problems. 

[0007] Diabetes is a syndrome With interrelated metabolic, 
vascular, and neuropathic components. The metabolic syn 
drome, generally characterized by hyperglycemia, com 
prises alterations in carbohydrate, fat and protein metabo 
lism caused by absent or markedly reduced insulin secretion 
and/or ineffective insulin action. The vascular syndrome 
consists of abnormalities in the blood vessels leading to 
cardiovascular, retinal and renal complications. Abnormali 
ties in the peripheral and autonomic nervous systems are 
also part of the diabetic syndrome. 

[0008] People With IDDM, Which accounts for about 5% 
to 10% of those Who have diabetes, don’t produce insulin 
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and therefore must inject insulin to keep their blood glucose 
levels normal. IDDM is characterized by loW or undetect 
able levels of endogenous insulin production caused by 
destruction of the insulin-producing [3 cells of the pancreas, 
the characteristic that most readily distinguishes IDDM from 
NIDDM. IDDM, once termed juvenile-onset diabetes, 
strikes young and older adults alike. 

[0009] Approximately 90 to 95% of people With diabetes 
have Type II (or NIDDM). NIDDM subjects produce insu 
lin, but the cells in their bodies are insulin resistant: the cells 
don’t respond properly to the hormone, so glucose accumu 
lates in their blood. NIDDM is characterized by a relative 
disparity betWeen endogenous insulin production and insu 
lin requirements, leading to elevated blood glucose levels. In 
contrast to IDDM, there is alWays some endogenous insulin 
production in NIDDM; many NIDDM patients have normal 
or even elevated blood insulin levels, While other NIDDM 
patients have inadequate insulin production (RotWein, R. et 
al. N. Engl. J. Med. 308, 65-71 (1983)). Most people 
diagnosed With NIDDM are age 30 or older, and half of all 
neW cases are age 55 and older. Compared With Whites and 
Asians, NIDDM is more common among Native Americans, 
African-Americans, Latinos, and Hispanics. In addition, the 
onset can be insidious or even clinically inapparent, making 
diagnosis dif?cult. 

[0010] The primary pathogenic lesion on NIDDM has 
remained elusive. Many have suggested that primary insulin 
resistance of the peripheral tissues is the initial event. 
Genetic epidemiological studies have supported this vieW. 
Similarly, insulin secretion abnormalities have been argued 
as the primary defect in NIDDM. It is likely that both 
phenomena are important contributors to the disease process 
(Rimoin, D. L., et. al. Emery and Rimoin’s Principles and 
Practice of Medical Genetics 3rd Ed. 111401-1402 (1996)). 

[0011] Many people With NIDDM have sedentery lif 
estyles and are obese; they Weigh approximately 20% more 
than the recommended Weight for their height and build. 
Furthermore, obesity is characterized by hyperinsulinemia 
and insulin resistance, a feature shared With NIDDM, hyper 
tension and atherosclerosis. 

[0012] Obesity and diabetes are among the most common 
human health problems in industrialized societies. In indus 
trialized countries a third of the population is at least 20% 
overWeight. In the United States, the percentage of obese 
people has increased from 25% at the end of the 1970s, to 
33% at the beginning the 1990s. Obesity is one of the most 
important risk factors for NIDDM. De?nitions of obesity 
differ, but in general, a subject Weighing at least 20% more 
than the recommended Weight for his/her height and build is 
considered obese. The risk of developing NIDDM is tripled 
in subjects 30% overWeight, and three-quarters With 
NIDDM are overWeight. 

[0013] Obesity, Which is the result of an imbalance 
betWeen caloric intake and energy expenditure, is highly 
correlated With insulin resistance and diabetes in experimen 
tal animals and human. HoWever, the molecular mechanisms 
that are involved in obesity-diabetes syndromes are not 
clear. During early development of obesity, increase insulin 
secretion balances insulin resistance and protects patients 
from hyperglycemia (Le Stunlf, et al. Diabetes 43, 696-702 
(1989)). HoWever, after several decades, [3 cell function 
deteriorates and non-insulin-dependent diabetes develops in 
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about 20% of the obese population (Pederson, R Diab. 
Melab. Rev. 5, 505-509 (1989)) and (Brancati, F. L., et al., 
Arch. Intern. Med. 159,957-963 (1999)). Given its high 
prevalence in modern societies, obesity has thus become the 
leading risk factor for NIDDM (Hill, J. O., et al., Science 
280, 1371-1374 (1998)). However, the factors which pre 
dispose a fraction of patients to alteration of insulin secre 
tion in response to fat accumulation remain unknown. 

[0014] Whether someone is classi?ed as overweight or 
obese is generally determined on the basis of their body 
mass index (BMI) which is calculated by dividing body 
weight (kg) by height squared (m2). Thus, the units of BMI 
are kg/m2 and it is possible to calculate the BMI range 
associated with minimum mortality in each decade of life. 
Overweight is de?ned as a BMI in the range 25-30 kg/m2, 
and obesity as a BMI greater than 30 kg/m2 (see TABLE 
below). There are problems with this de?nition in that it does 
not take into account the proportion of body mass that is 
muscle in relation to fat (adipose tissue). To account for this, 
obesity can also be de?ned on the basis of body fat content: 
greater than 25% and 30% in males and females, respec 
tively. 

CLASSIFICATION OF WEIGHT BY 
BODY MASS INDEX BMI 

BMI CLASSIFICATION 

<18.5 Underweight 
18.54249 Normal 
25.04299 Overweight 
30.04349 Obesity (Class I) 
35.04399 Obesity (Class II) 
>40 Extreme Obesity (Class III) 

[0015] As the BMI increases there is an increased risk of 
death from a variety of causes that is independent of other 
risk factors. The most common diseases with obesity are 
cardiovascular disease (particularly hypertension), diabetes 
(obesity aggravates the development of diabetes), gall blad 
der disease (particularly cancer) and diseases of reproduc 
tion. Research has shown that even a modest reduction in 
body weight can correspond to a signi?cant reduction in the 
risk of developing coronary heart disease. 

[0016] Compounds marketed as anti-obesity agents 
include Orlistat (XENICALTM) and Sibutramine. Orlistat (a 
lipase inhibitor) inhibits fat absorption directly and tends to 
produce a high incidence of unpleasant (though relatively 
harmless) side-effects such as diarrhea. Sibutramine (a 
mixed 5-HT/noradrenaline reuptake inhibitor) can increase 
blood pressure and heart rate in some patients. The serotonin 
releaser/reuptake inhibitors fen?uramine (PondiminTM) and 
dexfen?uramine (ReduxTM) have been reported to decrease 
food intake and body weight over a prolonged period 
(greater than 6 months). However, both products were 
withdrawn after reports of preliminary evidence of heart 
valve abnormalities associated with their use. Accordingly, 
there is a need for the development of a safer anti-obesity 
agent. 

[0017] Obesity considerably increases the risk of devel 
oping cardiovascular diseases as well. Coronary insuf? 
ciency, atheromatous disease, and cardiac insuf?ciency are 
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at the forefront of the cardiovascular complication induced 
by obesity. It is estimated that if the entire population had an 
ideal weight, the risk of coronary insuf?ciency would 
decrease by 25% and the risk of cardiac insuf?ciency and of 
cerebral vascular accidents by 35%. The incidence of coro 
nary diseases is doubled in subjects less than 50 years of age 
who are 30% overweight. The diabetes patient faces a 30% 
reduced lifespan. After age 45, people with diabetes are 
about three times more likely than people without diabetes 
to have signi?cant heart disease and up to ?ve times more 
likely to have a stroke. These ?ndings emphasiZe the inter 
relations between risks factors for NIDDM and coronary 
heart disease and the potential value of an integrated 
approach to the prevention of these conditions based on the 
prevention of these conditions based on the prevention of 
obesity (Perry, I. 1., et al., BMJ 310, 560-564 (1995)). 

[0018] Diabetes has also been implicated in the develop 
ment of kidney disease, eye diseases and nervous-system 
problems. Kidney disease, also called nephropathy, occurs 
when the kidney’s “?lter mechanism” is damaged and 
protein leaks into urine in excessive amounts and eventually 
the kidney fails. Diabetes is also a leading cause of damage 
to the retina at the back of the eye and increases risk of 
cataracts and glaucoma. Finally, diabetes is associated with 
nerve damage, especially in the legs and feet, which inter 
feres with the ability to sense pain and contributes to serious 
infections. Taken together, diabetes complications are one of 
the nation’s leading causes of death. 

SUMMARY OF THE INVENTION 

[0019] The present invention is drawn to compounds 
which bind to and modulate the activity of a GPCR referred 
to herein as RUP3, and uses thereof. The term RUP3 as used 
herein includes the human sequences found in GeneBank 
accession numbers XMi066873 and AY288416, and natu 
rally-occurring allelic variants, mammalian orthologs, and 
recombinant mutants thereof. A preferred human RUP3 for 
use in screening and testing of the compounds of the 
invention is provided in the nucleotide sequence of Seq. 
ID.No:1 and the corresponding amino acid sequence in Seq. 
ID.No:2. 

[0020] One aspect of the present invention encompasses 
certain fused aryl and heteroaryl derivatives as shown in 
Formula (I): 

(I) 

or a pharmaceutically acceptable salt, hydrate or solvate 
thereof; 
[0021] wherein: 

[0022] A and B are each independently Cl_3 alkylene 
optionally substituted with 1 to 4 substituents selected from 
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need of such treatment a therapeutically effective amount of 
a compound of the present invention or a pharmaceutical 
composition thereof. 

[0061] One aspect of the present invention pertains to 
methods of decreasing food intake of an individual com 
prising administering to the individual in need thereof a 
therapeutically effective amount of a compound of the 
present invention or pharmaceutical composition thereof. 

[0062] One aspect of the present invention pertains to 
methods of inducing satiety in an individual comprising 
administering to the individual in need thereof a therapeu 
tically effective amount of a compound of the present 
invention or pharmaceutical composition thereof. 

[0063] One aspect of the present invention pertains to 
methods of controlling or decreasing Weight gain of an 
individual comprising administering to the individual in 
need thereof a therapeutically effective amount of a com 
pound of the present invention or pharmaceutical composi 
tion thereof. 

[0064] One aspect of the present invention pertains to 
methods of modulating a RUP3 receptor in an individual 
comprising contacting the receptor With a compound of the 
present invention. In some embodiments, the compound is 
an agonist for the RUP3 receptor. In some embodiments, the 
modulation of the RUP3 receptor is the treatment of a 
metabolic-related disorder. 

[0065] Some embodiments of the present invention 
include a method of modulating a RUP3 receptor in an 
individual comprising contacting the receptor With a com 
pound of the present invention Wherein the modulation of 
the RUP3 receptor reduces food intake of the individual. 

[0066] Some embodiments of the present invention 
include a method of modulating a RUP3 receptor in an 
individual comprising contacting the receptor With a com 
pound of the present invention Wherein the modulation of 
the RUP3 receptor induces satiety in the individual. 

[0067] Some embodiments of the present invention 
include a method of modulating a RUP3 receptor in an 
individual comprising contacting the receptor With a com 
pound of the present invention Wherein the modulation of 
the RUP3 receptor controls or reduces Weight gain of the 
individual. 

[0068] One aspect of the present invention pertains to use 
of a compound of the present invention for production of a 
medicament for use in the treatment of a metabolic-related 
disorder. 

[0069] One aspect of the present invention pertains to use 
of a compound of the present invention for production of a 
medicament for use in decreasing food intake in an indi 
vidual. 

[0070] One aspect of the present invention pertains to use 
of a compound of the present invention for production of a 
medicament for use of inducing satiety in an individual. 

[0071] One aspect of the present invention pertains to use 
of a compound of the present invention for production of a 
medicament for use in controlling or decreasing Weight gain 
in an individual. 
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[0072] One aspect of the present invention pertains to a 
compound of the present invention for use in a method of 
treatment of the human or animal body by therapy. 

[0073] One aspect of the present invention pertains to a 
compound of the present invention for use in a method of 
treatment of a metabolic-related disorder of the human or 
animal body by therapy. 

[0074] One aspect of the present invention pertains to a 
compound of the present invention for use in a method of 
decreasing food intake of the human or animal body by 
therapy. 
[0075] One aspect of the present invention pertains to a 
compound of the present invention for use in a method of 
inducing satiety of the human or animal body by therapy. 

[0076] One aspect of the present invention pertains to a 
compound of the present invention for use in a method of 
controlling or decreasing Weight gain of the human or 
animal body by therapy. Some embodiments of the present 
invention pertain to methods Wherein the human has a body 
mass index of about 18.5 to about 45. In some embodiments, 
the human has a body mass index of about 25 to about 45. 
In some embodiments, the human has a body mass index of 
about 30 to about 45. In some embodiments, the human has 
a body mass index of about 35 to about 45. 

[0077] In some embodiments the individual is a mammal. 
In some embodiments the mammal is a human. 

[0078] In some embodiments, the metabolic-related dis 
order is hyperlipidemia, type 1 diabetes, type 2 diabetes 
mellitus, idiopathic type I diabetes (Type lb), latent autoim 
mune diabetes in adults (LADA), early-onset type 2 diabetes 
(EOD), youth-onset atypical diabetes (Y OAD), maturity 
onset diabetes of the young (MODY), malnutrition-related 
diabetes, gestational diabetes, coronary heart disease, 
ischemic stroke, restenosis after angioplasty, peripheral vas 
cular disease, intermittent claudication, myocardial infarc 
tion (e.g. necrosis and apoptosis), dyslipidemia, post-pran 
dial lipemia, conditions of impaired glucose tolerance (IGT), 
conditions of impaired fasting plasma glucose, metabolic 
acidosis, ketosis, arthritis, obesity, osteoporosis, hyperten 
sion, congestive heart failure, left ventricular hypertrophy, 
peripheral arterial disease, diabetic retinopathy, macular 
degeneration, cataract, diabetic nephropathy, glomeruloscle 
rosis, chronic renal failure, diabetic neuropathy, metabolic 
syndrome, syndrome X, premenstrual syndrome, coronary 
heart disease, angina pectoris, thrombosis, atherosclerosis, 
myocardial infarction, transient ischemic attacks, stroke, 
vascular restenosis, hyperglycemia, hyperinsulinemia, 
hyperlipidemia, hypertrygliceridemia, insulin resistance, 
impaired glucose metabolism, conditions of impaired glu 
cose tolerance, conditions of impaired fasting plasma glu 
cose, obesity, erectile dysfunction, skin and connective 
tissue disorders, foot ulcerations and ulcerative colitis, 
endothelial dysfunction and impaired vascular compliance. 

[0079] In some embodiments, the metabolic-related dis 
order is type I diabetes, type II diabetes, inadequate glucose 
tolerance, insulin resistance, hyperglycemia, hyperlipi 
demia, hypertriglyceridemia, hypercholesterolemia, dyslipi 
demia or syndrome X. In some embodiments, the metabolic 
related disorder is type II diabetes. In some embodiments, 
the metabolic-related disorder is hyperglycemia. In some 
embodiments, the metabolic-related disorder is hyperlipi 
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demia. In some embodiments, the metabolic -related disorder 
is hypertriglyceridemia. In some embodiments, the meta 
bolic-related disorder is type I diabetes. In some embodi 
ments, the metabolic-related disorder is dyslipidemia. In 
some embodiments, the metabolic-related disorder is syn 
drome X. One aspect of the present invention pertains to a 
method of producing a pharmaceutical composition com 
prising admixing at least one compound, as described 
herein, and a pharmaceutically acceptable carrier. 

[0080] This application is related to two US. Provisional 
Patent Applications, Ser. Nos. 60/487,443 ?led Jul. 14, 
2003; and 60/510,644 ?led Oct. 10, 2003, both Which are 
incorporated by reference in their entirety. 

[0081] Applicant reserves the right to exclude any one or 
more of the compounds from any of the embodiments of the 
invention. Applicant additionally reserves the right to 
exclude any disease, condition or disorder from any of the 
embodiments of the invention. 

BRIEF DESCRIPTION OF THE DRAWINGS 

[0082] FIG. 1A shoWs RT-PCR analysis of RUP3 expres 
sion in human tissues. A total of tWenty-tWo (22) human 
tissues Were analyZed. 

[0083] FIG. 1B shoWs the cDNA Dot-Blot analysis of 
RUP3 expression in human tissues. 

[0084] FIG. 1C shoWs analysis of RUP3 by RT-PCR With 
isolated human pancreatic islets of Langerhans. 

[0085] FIG. 1D shoWs analysis of RUP3 expression With 
cDNAs of rat origin by RT-PCR. 

[0086] FIG. 2A shoWs a polyclonal anti-RUP3 antibody 
prepared in Rabbits. 

[0087] FIG. 2B shoWs the expression of RUP3 in insulin 
producing [3 cells of pancreatic islets. 

[0088] FIG. 3 shoWs in vitro functional activities of RUP3. 

[0089] FIG. 4 shoWs a RUP3 RNA blot. 

DETAILED DESCRIPTION OF THE 
INVENTION 

De?nitions 

[0090] The scienti?c literature that has evolved around 
receptors has adopted a number of terms to refer to ligands 
having various effects on receptors. For clarity and consis 
tency, the folloWing de?nitions Will be used throughout this 
patent document. 

[0091] AGONISTS shall mean moieties that interact and 
activate the receptor, such as the RUP3 receptor and initiates 
a physiological or pharmacological response characteristic 
of that receptor. For example, When moieties activate the 
intracellular response upon binding to the receptor, or 
enhance GTP binding to membranes. 

TABLE 1 

ALANINE ALA A 
ARGININE ARG R 
ASPARAGINE AsN N 
ASPARTIC ACID ASP D 
CYSTEINE CYS 0 
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TABLE l-continued 

GLUTAMIC ACID GLU E 
GLUTAMINE GLN Q 
GLYCINE GLY G 
HISTIDINE HIS H 
ISOLEUCINE ILE I 
LEUCINE LEU L 
LYS INE LYS K 
METHIONINE MET M 
PHENYLALANINE PHE F 
PROLINE PRO P 
SERINE SER S 
THREONINE THR T 
TRYPTOPHAN TRP W 
TYROSINE TYR Y 
VALINE VAL V 
ALANINE ALA A 

[0092] The term ANTAGONISTS is intended to mean 
moieties that competitively bind to the receptor at the same 
site as agonists (for example, the endogenous ligand), but 
Which do not activate the intracellular response initiated by 
the active form of the receptor, and can thereby inhibit the 
intracellular responses by agonists or partial agonists. 
Antagonists do not diminish the baseline intracellular 
response in the absence of an agonist or partial agonist. 

[0093] Chemical Group, Moiety or Radical: 

[0094] The term “Cl_5 acyl” denotes a Cl_5 alkyl radical 
attached to a carbonyl Wherein the de?nition of alkyl 
has the same de?nition as described herein; some 
examples include but not limited to, acetyl, propionyl, 
n-butanoyl, iso-butanoyl, sec-butanoyl, t-butanoyl (i.e., 
pivaloyl), pentanoyl and the like. 

[0095] The term “C1_5 acyloxy” denotes an acyl radical 
attached to an oxygen atom Wherein acyl has the same 
de?nition has described herein; some examples include 
but not limited to acetyloxy, propionyloxy, butanoy 
loxy, iso-butanoyloxy, sec-butanoyloxy, t-butanoyloxy 
and the like. 

[0096] The term “Cl_6 acylsulfonamide” refers to a Cl_6 
acyl attached directly to the nitrogen of the sulfona 
mide, Wherein the de?nitions for C1_6 acyl and sulfona 
mide have the same meaning as described herein, and 
a C1_6 acylsulfonamide can be represented by the fol 
loWing formula: 

o\\//o O 

iikNi H 

[0097] Some embodiments of the present invention are 
When acylsulfonamide is a Cl_5 acylsulfonamide, some 
embodiments are Cl_4 acylsulfonamide, some embodiments 
are Cl_3 acylsulfonamide, and some embodiments are C1_2 
acylsulfonamide. Examples of an acylsulfonamide include, 
but not limited to, acetylsulfamoyl 
[iS(=O)2NHC(=O)Me], propionylsulfamoyl 
[iS(=O)2NHC(=O)Et], isobutyrylsulfamoyl, butyrylsul 
famoyl, 2-methyl-butyrylsulfamoyl, 3-methyl-butyrylsulfa 
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moyl, 2,2-dimethyl-propionylsulfamoyl, pentanoylsulfa 
moyl, 2-methyl-pentanoylsulfamoyl, 3-methyl 
pentanoylsulfamoyl, 4-methyl-pentanoylsulfamoyl, and the 
like. 

[0098] The term “C2_6 alkenyl” denotes a radical con 
taining 2 to 6 carbons Wherein at least one carbon 
carbon double bond is present, some embodiments are 
2 to 4 carbons, some embodiments are 2 to 3 carbons, 
and some embodiments have 2 carbons. Both E and Z 
isomers are embraced by the term “alkenyl.” Further 
more, the term “alkenyl” includes di- and tri-alkenyls. 
Accordingly, if more than one double bond is present 
then the bonds may be all E or Z or a mixtures of E and 
Z. Examples of an alkenyl include Vinyl, allyl, 2-bute 
nyl, 3-butenyl, 2-pentenyl, 3-pentenyl, 4-pentenyl, 
2-hexenyl, 3-hexenyl, 4-hexenyl, 5-hexanyl, 2,4-hexa 
dienyl and the like. 

[0099] The term “C1_4 alkoxy” as used herein denotes a 
radical alkyl, as de?ned herein, attached directly to an 
oxygen atom. Examples include methoxy, ethoxy, 
n-propoxy, iso-propoxy, n-butoxy, t-butoxy, iso-butoxy, 
sec-butoxy and the like. 

[0100] The term “C1_8 alkyl” denotes a straight or 
branched carbon radical containing 1 to 8 carbons, 
some embodiments are l to 6 carbons, some embodi 
ments are l to 3 carbons, and some embodiments are l 
or 2 carbons. Examples of an alkyl include, but not 
limited to, methyl, ethyl, n-propyl, iso-propyl, n-butyl, 
sec-butyl, iso-butyl, t-butyl, pentyl, iso-pentyl, t-pentyl, 
neo -pentyl, l -methylbutyl [i .e., 
4CH(CH3)CH2CH2CH3], 2-methylbutyl [i.e., 
4CH2CH(CH3)CH2CH3], n-hexyl and the like. 

[0101] The term “Cl_4 alkylcarboxamido” or “Cl_4 
alkylcarboxamide” denotes a single C1_4 alkyl group 
attached to the nitrogen of an amide group, Wherein 
alkyl has the same de?nition as found herein. The C1_5 
alkylcarboxamido may be represented by the follow 
ing: 

0 

N giNiC 1k 1. 
H H 143 y 
/C14 alkyl 

[0102] Examples include, but not limited to, N-methylcar 
boxamide, N-ethylcarboxamide, N-n-propylcarboxamide, 
N-iso-propylcarboxamide, N-n-butylcarboxamide, N-sec 
butylcarboxamide, N-iso-butylcarboxamide, N-t-butylcar 
boxamide and the like. 

[0103] The term “C1_3 alkylene” refers to a Cl_3 divalent 
straight carbon group. In some embodiments C l_3 alky 
lene refers to, for example, iCH2i, 4CH2CH2i, 
4CH2CH2CH2i, and the like. In some embodiments, 
Cl_3 alkylene refers to iCHi, 4CHCH2i, 
4CHCH2CH2i, and the like Wherein these examples 
relate generally to “A”. 

[0104] The term “C1_4 alkylsul?nyl” denotes a Cl_4 
alkyl radical attached to a sulfoxide radical of the 
formula: iS(O)i Wherein the alkyl radical has the 
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same de?nition as described herein. Examples include, 
but not limited to, methylsul?nyl, ethylsul?nyl, n-pro 
pylsul?nyl, iso-propylsulfmyl, n-butylsul?nyl, sec-bu 
tylsul?nyl, iso-butylsul?nyl, t-butyl, and the like. 

[0105] The term “Cl_4 alkylsulfonamide” refers to the 
groups 

0 

[0106] Wherein Cl_4 alkyl has the same de?nition as 
described herein. 

[0107] The term “Cl_4 alkylsulfonyl” denotes a Cl_4 
alkyl radical attached to a sulfone radical of the for 
mula: iS(O)2i Wherein the alkyl radical has the same 
de?nition as described herein. Examples include, but 
not limited to, methylsulfonyl, ethylsulfonyl, n-propyl 
sulfonyl, iso-propylsulfonyl, n-butylsulfonyl, sec-bu 
tylsulfonyl, iso-butylsulfonyl, t-butyl, and the like. 

[0108] The term “Cl_4 alkylthio” denotes a C1_4 alkyl 
radical attached to a sul?de of the formula: iSi 
Wherein the alkyl radical has the same de?nition as 
described herein. Examples include, but not limited to, 
methylsulfanyl (i.e., cH,si), ethylsulfanyl, n-propyl 
sulfanyl, iso-propylsulfanyl, n-butylsulfanyl, sec-bu 
tylsulfanyl, iso-butylsulfanyl, t-butyl, and the like. 

[0109] The term “C l_4 alkylthiocarboxamide” denotes a 
thioamide of the folloWing formulae: 

S S 

N ‘fiéNiC 1 1 H H 143k)’ 
/C14 alkyl 

[0110] Wherein C1_4 alkyl has the same de?nition as 
described herein. 

[0111] The term “C l_4 alkylthioureyl” denotes the group 
of the formula: iNC(S)Ni Wherein one are both of 
the nitrogens are substituted With the same or different 
Cl_4 alkyl groups and alkyl has the same de?nition as 
described herein. Examples of an alkylthioureyl 
include, but not limited to, CH3NHC(S)NHi, 
NH2C(S)NCH3i, (CH3)2N(S)NHi, 
<CH3)2N(S)NH< (CH3)ZN(S)NCH3< 
CH3CH2NHC(S)NHi, CH3CH2NHC(S)NCH3i, 
and the like. 

[0112] The term “C1_4 alkylureyl” denotes the group of 
the formula: iNC(O)Ni Wherein one are both of the 
nitrogens are substituted With the same or different C l_4 
alkyl group Wherein alkyl has the same de?nition as 
described herein. Examples of an alkylureyl include, 
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[0113] The term “C2_4 alkynyl” denotes a radical con 
taining 2 to 6 carbons and at least one carbon-carbon 
triple bond, some embodiments are 2 to 4 carbons, 
some embodiments are 2 to 3 carbons, and some 
embodiments have 2 carbons. Examples of an alkynyl 
include, but not limited to, ethynyl, l-propynyl, 2-pro 
pynyl, l-butynyl, 2-butynyl, 3-butynyl, l-pentynyl, 
2-pentynyl, 3 -pentynyl, 4-pentynyl, l -hexynyl, 2-hexy 
nyl, 3-hexynyl, 4-hexynyl, 5-hexynyl and the like. The 
term “alkynyl” includes di- and tri-ynes. 

[0114] The term “amino” denotes the group iNHZ. 

[0115] The term “Cl_4 alkylamino” denotes one alkyl 
radical attached to an amino radical Wherein the alkyl 
radical has the same meaning as described herein. 

Some examples include, but not limited to, methy 
lamino, ethylamino, n-propylamino, iso-propylamino, 
n-butylamino, sec-butylamino, iso-butylamino, t-buty 
lamino, and the like. Some embodiments are “Cl_2 
alkylamino.” 

[0116] The term “aryl” denotes an aromatic ring radical 
containing 6 to 10 ring carbons. Examples include 
phenyl and naphthyl. 

[0117] The term “arylalkyl” de?nes a Cl-C4 alkylene, 
such as iCH2i, 4CH2CH2i and the like, Which is 
further substituted With an aryl group. Examples of an 
“arylalkyl” include benZyl, phenethylene and the like. 

[0118] The term “arylcarboxamido” denotes a single 
aryl group attached to the nitrogen of an amide group, 
Wherein aryl has the same de?nition as found herein. 
The example is N-phenylcarboxamide. 

[0119] The term “arylureyl” denotes the group 
iNC(O)Ni Where one of the nitrogens are substi 
tuted With an aryl. 

[0120] The term 
%H2C6H5. 

[0121] The term “carbo-Cl_4-alkoxy” refers to a C1_6 
alkyl ester of a carboxylic acid, Wherein the alkyl group 
is as de?ned herein. In some embodiments, the carbo 
Cl_6-alkoxy group is bonded to a nitrogen atom and 
together form a carbamate group (e.g., NiCOO4C1_ 
6-alkyl). In some embodiments, the carbo-Cl_6-alkoxy 
group is an ester (e.g., 4COOiCL6-alkyl). Examples 
include, but not limited to, carbomethoxy, carboethoxy, 
carbopropoxy, carboisopropoxy, carbobutoxy, carbo 
sec-butoxy, carbo-iso-butoxy, carbo-t-butoxy, carbo-n 
pentoxy, carbo-iso-pentoxy, carbo-t-pentoxy, carbo 
neo-pentoxy, carbo-n-hexyloxy, and the like. 

“benZyl” denotes the group 

[0122] The term “carboxamide” refers to the group 
%ONH2. 

[0123] The term “carboxy” or “carboxyl” denotes the 
group 4CO2H; also referred to as a carboxylic acid 
group. 

[0124] The term “cyano” denotes the group 4CN. 

[0125] The term “C3_7 cycloalkenyl” denotes a non 
aromatic ring radical containing 3 to 6 ring carbons and 
at least one double bond; some embodiments contain 3 
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to 5 carbons; some embodiments contain 3 to 4 car 
bons. Examples include cyclopropenyl, cyclobutenyl, 
cyclopentenyl, cyclopentenyl, cyclohexenyl, and the 
like. 

[0126] The term “C3_7 cycloalkyl” denotes a saturated 
ring radical containing 3 to 6 carbons; some embodi 
ments contain 3 to 5 carbons; some embodiments 

contain 3 to 4 carbons. Examples include cyclopropyl, 
cyclobutyl, cyclopentyl, cyclopenyl, cyclohexyl, cyclo 
heptyl and the like. 

[0127] The term “Cl_4 diacylamino” denotes an amino 
group bonded With tWo acyl groups de?ned herein 
Wherein the acyl groups may be the same or different, 
such as: 

O 

>~C14 alkyl g1. 
)iClA alkyl 
0 

[0128] Examples of C4_8 diacylamino groups include, but 
limited to, diacetylamino, dipropionylamino, acetylpropio 
nylamino and the like. 

[0129] The term “Cl_6 dialkylamino” denotes an amino 
substituted With tWo of the same or different alkyl 

radicals Wherein alkyl radical has the same de?nition as 

described herein. Some examples include, but not lim 
ited to, dimethylamino, methylethylamino, diethy 
lamino, methylpropylamino, methylisopropylamino, 

dipropy 
lamino, propylisopropylamino and the like. Some 
ethylpropylamino, ethylisopropylamino, 

embodiments are “C2_4 dialkylamino.” 

[0130] The term “C1_4 dialkylcarboxamido” or “C1_4 
dialkylcarboxamide”denotes tWo alkyl radicals, that 
are the same or different, attached to an amide group, 

Wherein alkyl has the same de?nition as described 
herein. A C 1_ 4 dialkylcarboxamido may be represented 
by the folloWing groups: 

0 

(‘9i Tim alkyl 
C14 alkyl 

C141 alkyl 
N/ 
0141 alkyl 

[0131] Wherein C1_4 has the same de?nition as described 
herein. Examples of a dialkylcarboxamide include, but not 
limited to, N,N-dimethylcarboxamide, N-methyl-N-ethyl 
carboxamide, N,N-diethylcarboxamide, N-methyl-N-iso 
propylcarboxamide, and the like. 
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[0132] The term “C1_6 dialkylsulfonamide” refers to 
one of the following groups shown below: 

0 

C 113 alkyl C 113 alkyl 

[0133] wherein Cl_3 has the same de?nition as described 
herein, for example but not limited to, methyl, ethyl, n-pro 
pyl, isopropyl, and the like. 

[0134] The term “C2_6 dialkylthiocarboxamido” or “C14 
dialkylthiocarboxamide”denotes two alkyl radicals, 
that are the same or different, attached to a thioamide 
group, wherein alkyl has the same de?nition as 
described herein. A Cl_4 dialkylthiocarboxamido may 
be represented by the following groups: 

S S 

C14 alkyl i 
N/ I|\I CM alkyl. 
C14 alkyl C14 alkyl 

[0135] Examples of a dialkylthiocarboxamide include, but 
not limited to, N,N-dimethylthiocarboxamide, N-methyl-N 
ethylthiocarboxamide and the like. 

[0136] The term “Cl_6 dialkylsulfonylamino” refers to 
an amino group bonded with two Cl_3 alkylsulfonyl 
groups as de?ned herein. 

[0137] The term “ethynylene” refers to the carbon 
carbon triple bond group as represented below: 

[0138] The term “formyl” refers to the group 4CHO. 

[0139] The term “C l_4 haloalkoxy” denotes a haloalkyl, 
as de?ned herein, which is directly attached to an 
oxygen atom. Examples include, but not limited to, 
di?uoromethoxy, tri?uoromethoxy, 2,2,2-tri?uoroet 
hoxy, penta?uoroethoxy and the like. 

[0140] The term “Cl_4 haloalkyl” denotes an Cl_4 alkyl 
group, de?ned herein, wherein the alkyl is substituted 
with one halogen up to fully substituted and a fully 
substituted C1_4 haloalkyl can be represented by the 
formula CDL211+ 1 wherein L is a halogen and “n” is l, 2, 
3 or 4; when more than one halogen is present then they 
may be the same or different and selected from the 
group consisting of F, Cl, Br and 1, preferably F. 
Examples of C1_4 haloalkyl groups include, but not 
limited to, ?uoromethyl, di?uoromethyl, tri?uorom 
ethyl, chlorodi?uoromethyl, 2,2,2-tri?uoroethyl, pen 
ta?uoroethyl and the like. 

Mar. 29, 2007 

[0141] The term “C1_4 haloalkylcarboxamide” denotes 
an alkylcarboxamide group, de?ned herein, wherein 
the alkyl is substituted with one halogen up to fully 
substituted represented by the formula CDL2n+l wherein 
L is a halogen and “n” is l, 2, 3 or 4. When more than 
one halogen is present they may be the same or 
different and selected from the group consisting of F, 
Cl, Br and 1, preferably F. 

[0142] The term “CIA haloalkylsul?nyl” denotes a 
haloalkyl radical attached to a sulfoxide group of the 
formula: iS(O)i wherein the haloalkyl radical has 
the same de?nition as described herein. Examples 
include, but not limited to, tri?uoromethylsul?nyl, 2,2, 
2-tri?uoroethylsul?nyl, 2,2-di?uoroethylsul?nyl and 
the like. 

[0143] The term “Cl_4 haloalkylsulfonyl” denotes a 
haloalkyl radical attached to a sulfone group of the 
formula: iS(O)2i wherein haloalkyl has the same 
de?nition as described herein. Examples include, but 
not limited to, tri?uoromethylsulfonyl, 2,2,2-tri?uoro 
ethylsulfonyl, 2,2-di?uoroethylsulfonyl and the like. 

[0144] The term “Cl_4 haloalkylthio” denotes a 
haloalkyl radicaol directly attached to a sulfur wherein 
the haloalkyl has the same meaning as described 
herein. Examples include, but not limited to, tri?uo 
romethylthio (i.e., CF3Si), l,l-di?uoroethylthio, 2,2, 
2-tri?uoroethylthio and the like. 

[0145] The term “halogen” or “halo” denotes to a 
?uoro, chloro, bromo or iodo group. 

[0146] The term “Cl_2 heteroalkylene” refers to a C1_2 
alkylene bonded to a heteroatom selected from O, S, 
S(O), S(O)2 and NH. Some represented examples 
include, but not limited to, the groups of the following 
formulae: 

if}. 
Emit. 
2p}. 
149., 

[0147] 

W? 

N?’ 
we’ 

EM?” 
and the like. 
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[0148] The term “heteroaryl” denotes an aromatic ring [0151] In some embodiments, a ring carbon is bonded to 
system that may be a single ring, tWo fused rings or the carbonyl group forming a ketone group. Examples 
three fused rings Wherein at least one ring carbon is include, but nOI limited to, 
replaced With a heteroatom selected from, but not 
limited to, the group consisting of O, S and N Wherein 
the N can be optionally substituted With H, C1_4 acyl or O _ O _ 

Cl_4 alkyl. Examples of heteroaryl groups include, but ’ O§ ’ 
not limited to, pyridyl, benZofuranyl, pyraZinyl, S 
pyridaZinyl, pyrimidinyl, triaZinyl, quinoline, benZox- O 

O aZole, benZothiaZole, lH-benZimidaZole, isoquinoline, 
quinaZoline, quinoxaline and the like. In some embodi- ; H O ; 

ments, the heteroaryl atom is O, S, NH, examples N 
include, but not limited to, pyrrole, indole, and the like. [ 
Other examples include, but not limited to, those in HN N 

H TABLE 2A, TABLE 4, and the like. 
O O 

[0149] The term “heterocyclic” denotes a non-aromatic ; ; 
carbon ring (i.e., cycloalkyl or cycloalkenyl as de?ned 
herein) Wherein one, tWo or three ring carbons are 
replaced by a heteroatom selected from, but not limited 0 HN 

O to, the group consisting of O, S, N, Wherein the N can 
be optionally substituted With H, C1_4 acyl or C1_4 alkyl, 
and ring carbon atoms optionally substituted With oxo 
or a thiooxo thus forming a carbonyl or thiocarbonyl 

group. The heterocyclic group is a 3-, 4-, 5-, 6- or 
7-membered containing ring. Examples of a heterocy 
clic group include but not limited to aZiridin-l-yl, 
aZiridin-Z-yl, aZetidin- l -yl, aZetidin-2-yl, aZetidin-3-yl, and the like_ 
piperidin-l-yl, piperidin-4-yl, morpholin-4-yl, pip 

a 

erZin-l-yl, piperZin-4-yl, pyrrolidin-l-yl, pyrrolidin-3- [0152] The term “heterocyclic-OX3”, refers to a hetero‘ 
yla [1’3]_diOXO1an_2_y1 and the 1ike_ Additional cyclic group, as de?ned herein, that is directly bonded 
examples of heterocyclic groups are shoWn in TABLES to an Oxygen atom- Examples include the following? 

2B, 2C, 2D, 2E, 2F and 2G, infra. 

[0150] The term "heterocyclic-carbonyl” denotes a het- O ; O O ; 
erocycl1c group, as de?ned herein, d1rectly bonded to \g 
the carbon of a carbonyl group (i.e., C=O). In some 
embodiments, a ring nitrogen of the heterocyclic group O 
is bonded to the carbonyl group forming an amide. 

Examples include, but not limited to, of,’ OFF‘), 
HN 

N 
H 

O O O“; 60$? 
N/\ o HN N ; 

|\/O, , <\O/>rré O J 
S 

and the like. 

[0153] The term “heterocycliccarboxamido” denotes a 
heterocyclic group, as de?ned herein, With a ring 
nitrogen Where the ring nitrogen is bonded directly to 
the carbonyl forming an amide. Examples include, but 

and the like. not limited to, 
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and the like. 

[0154] The term “heterocyclicsulfonyl” denotes a het 
erocyclic group, as de?ned herein, With a ring nitrogen 
Where the ring nitrogen is bonded directly to an SO2 
group forming an sulfonamide. Examples include, but 
not limited to, 

O 

and the like. 

[0155] The term “hydroxyl” refers to the group iOH. 

[0156] The term “hydroxylamino” refers to the group 
iNHOH. 

[0157] The term “nitro” refers to the group iNOZ. 

[0158] The term “C4_7 oxo-cycloalkyl” refers to a C4_7 
cycloalkyl, as de?ned herein, Wherein one of the ring 
carbons is replaced With a carbonyl. Examples of C4_7 
oXo-cycloalkyl include, but are not limited to, 2-oxo 
cyclobutyl, 3-oxo-cyclobutyl, 3-oXo-cyclopentyl, 
4-oXo-cycloheXyl, and the like and represented by the 
folloWing structures respectively: 
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-continued 
O 

[0159] The term “per?uoroalkyl” denotes the group of 
the formula iCnF2nH; stated differently, a per?uoro 
alkyl is an alkyl as de?ned herein Wherein the alkyl is 
fully substituted With ?uorine atoms and is therefore 
considered a subset of haloalkyl. Examples of per?uo 
roalkyls include CF3, CF2CF3, CF2CF2CF3, CF(CF3)2, 
CF2CF2CF2CF3, CF2CF(CF3)2, CF(CF3)CF2CF3 and 
the like. 

[0160] The term “phenoxy” refers to the group 
C6H5Oi' 

[0161] The term “phenyl” refers to the group C6H5i. 

[0162] The term “phosphonooxy” refers to a group With 
the folloWing chemical structure: 

0 

II 

[0163] The term “sulfonamide” refers to the group 
iSO2NH2. 

[0164] The term “sulfonic acid” refers to the group 
iSO3H. 

[0165] The term “tetraZolyl” refers to the ?ve mem 
bered heteroaryl of the folloWing formulae: 

[0166] In some embodiments, the tetraZolyl group is fur 
ther substituted at either the l or 5 position resepectively 
With a group selected from the group consisting of C1_3 
alkyl, C1_3 haloalkyl and C1_3 alkoxy. 

[0167] The term “thiol” denotes the group iSH. 

[0168] CODON shall mean a grouping of three nucle 
otides (or equivalents to nucleotides) Which generally 
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comprise a nucleoside (adenosine (A), guanosine (G), 
cytidine (C), uridine (U) and thymidine (T)) coupled to 
a phosphate group and Which, When translated, encodes 
an amino acid. 

[0169] COMPOSITION shall mean a material comprising 
at least tWo compounds or tWo components; for example, 
and Without limitation, a Pharmaceutical Composition is a 
Composition comprising a compound of the present inven 
tion and a pharmaceutically acceptable carrier. 

[0170] COMPOUND EFFICACY shall mean a measure 
ment of the ability of a compound to inhibit or stimulate 
receptor functionality, as opposed to receptor binding af?n 

[0171] CONSTITUTIVELY ACTIVATED RECEPTOR 
shall mean a receptor subject to constitutive receptor acti 
vation. 

[0172] CONSTITUTIVE RECEPTOR ACTIVATION 
shall mean stabiliZation of a receptor in the active state by 
means other than binding of the receptor With its endog 
enous ligand or a chemical equivalent thereof. 

[0173] CONTACT or CONTACTING shall mean bringing 
the indicated moieties together, Whether in an in vitro system 
or an in vivo system. Thus, “contacting” a RUP3 receptor 
With a compound of the invention includes the administra 
tion of a compound of the present invention to an individual, 
preferably a human, having a RUP3 receptor, as Well as, for 
example, introducing a compound of the invention into a 
sample containing a cellular or more puri?ed preparation 
containing a RUP3 receptor. 

[0174] ENDOGENOUS shall mean a material that a mam 
mal naturally produces. ENDOGENOUS in reference to, for 
example and not limitation, the term “receptor” shall mean 
that Which is naturally produced by a mammal (for example, 
and not limitation, a human) or a virus. 

[0175] In contrast, the term NON-ENDOGENOUS in this 
context shall mean that Which is not naturally produced by 
a mammal (for example, and not limitation, a human) or a 
virus. For example, and not limitation, a receptor Which is 
not constitutively active in its endogenous form, but When 
manipulated becomes constitutively active, is most prefer 
ably referred to herein as a “non-endogenous, constitutively 
activated receptor.” Both terms can be utiliZed to describe 
both “in vivo” and “in vitro” systems. For example, and not 
a limitation, in a screening approach, the endogenous or 
non-endogenous receptor may be in reference to an in vitro 
screening system. As a further example and not limitation, 
Where the genome of a mammal has been manipulated to 
include a non-endogenous constitutively activated receptor, 
screening of a candidate compound by means of an in vivo 
system is viable. 

[017 6] IN NEED OF PROPHYLAXIS OR TREATMENT 
as used herein refers to a judgment made by a caregiver (e.g. 
physician, nurse, nurse practitioner, etc. in the case of 
humans; veterinarian in the case of animals, including 
non-human mammals) that an individual or animal requires 
or Will bene?t from prophylaxis or treatment. This judgment 
is made based on a variety of factors that are in the realm of 
a caregiver’s expertise, but that includes the knoWledge that 
the individual or animal is ill, or Will be ill, as the result of 
a disease, condition or disorder that is treatable by the 

Mar. 29, 2007 

compounds of the invention. In general, “in need of pro 
phylaxis” refers to the judgment made by the caregiver that 
the individual Will become ill. In this context, the com 
pounds of the invention are used in a protective or preven 
tive manner. HoWever, “in need of treatment” refers to the 
judgment of the caregiver that the individual is already ill, 
therefore, the compounds of the present invention are used 
to alleviate, inhibit or ameliorate the disease, condition or 
disorder. 

[0177] INDIVIDUAL as used herein refers to any animal, 
including mammals, preferably mice, rats, other rodents, 
rabbits, dogs, cats, sWine, cattle, sheep, horses, or primates, 
and most preferably humans. 

[0178] INHIBIT or INHIBITING, in relationship to the 
term “response” shall mean that a response is decreased or 
prevented in the presence of a compound as opposed to in 
the absence of the compound. 

[0179] INVERSE AGONISTS shall mean moieties that 
bind the endogenous form of the receptor or to the consti 
tutively activated form of the receptor, and Which inhibit the 
baseline intracellular response initiated by the active form of 
the receptor beloW the normal base level of activity Which is 
observed in the absence of agonists or partial agonists, or 
decrease GTP binding to membranes. Preferably, the base 
line intracellular response is inhibited in the presence of the 
inverse agonist by at least 30%, more preferably by at least 
50%, and most preferably by at least 75%, as compared With 
the baseline response in the absence of the inverse agonist. 

[0180] LIGAND shall mean an endogenous, naturally 
occurring molecule speci?c for an endogenous, naturally 
occurring receptor. 

[0181] As used herein, the terms MODULATE or MODU 
LATING shall mean to refer to an increase or decrease in the 
amount, quality, response or e?cect of a particular activity, 
function or molecule. 

[0182] PHARMACEUTICAL COMPOSITION shall 
mean a composition comprising at least one active ingredi 
ent, Whereby the composition is amenable to investigation 
for a speci?ed, ef?cacious outcome in a mammal (for 
example, Without limitation, a human). Those of ordinary 
skill in the art Will understand and appreciate the techniques 
appropriate for determining Whether an active ingredient has 
a desired e?icacious outcome based upon the needs of the 
artisan. 

[0183] THERAPEUTICALLY EFFECTIVE AMOUNT 
as used herein refers to the amount of active compound or 
pharmaceutical agent that elicits the biological or medicinal 
response in a tissue, system, animal, individual or human 
that is being sought by a researcher, veterinarian, medical 
doctor or other clinician, Which includes one or more of the 
folloWing: 

[0184] (l) Preventing the disease; for example, preventing 
a disease, condition or disorder in an individual that may be 
predisposed to the disease, condition or disorder but does not 
yet experience or display the pathology or symptomatology 
of the disease, 

[0185] (2) Inhibiting the disease; for example, inhibiting a 
disease, condition or disorder in an individual that is expe 
riencing or displaying the pathology or symptomatology of 
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[0229] As used herein, “substituted” indicates that at least 
one hydrogen atom of the chemical group is replaced by a 
non-hydrogen substituent or group, the non-hydrogen sub 
stituent or group can be monovalent or divalent. When the 

substituent or group is divalent, then it is understood that this 
group is further substituted With another substituent or 
group. When a chemical group herein is “substituted” it may 

have up to the full valance of substitution; for example, a 
methyl group can be substituted by l, 2, or 3 substituents, a 
methylene group can be substituted by l or 2 substituents, a 
phenyl group can be substituted by l, 2, 3, 4, or 5 substitu 
ents, a naphthyl group can be substituted by l, 2, 3, 4, 5, 6, 
or 7 substituents and the like. Likewise, “substituted With 
one or more substituents” refers to the substitution of a 

group With one substituent up to the total number of sub 

stituents physically alloWed by the group. Further, When a 
group is substituted With more than one group they can be 

identical or they can be different. 

[0230] It is understood and appreciated that compounds of 
the present invention may have one or more chiral centers, 
and therefore can exist as enantiomers and/ or diastereomers. 

The invention is understood to extend to and embrace all 
such enantiomers, diastereomers and mixtures thereof, 
including but not limited, to racemates. Accordingly, some 
embodiments of the present invention pertain to compounds, 
such as those represented in Formula (I) and other formulae 
used throughout this disclosure, that are R enantiomers. 
Further, some embodiments of the present invention pertain 
to compounds, such as those represented in Formula (I) and 
other formulae used throughout this disclosure, that are S 
enantiomers. In examples Where more than one chiral center 

is present, then, some embodiments of the present invention 
include compounds that are RS or SR enantiomers. In 

further embodiments, compounds of the present invention 
are RR or SS enantiomers. It is understood that compounds 
of Formula (I) and formulae used throughout this disclosure 
are intended to represent all individual enantiomers and 
mixtures thereof, unless stated or shoWn otherWise. 

[0231] Compounds of the invention can also include tau 
tomeric forms, such as keto-enol tautomers, and the like. 
Tautomeric forms can be in equilibrium or sterically locked 
into one form by appropriate substitution. It is understood 
that the various tautomeric forms are Within the scope of the 
compounds of the present invention. 

[0232] Compounds of the invention can also include all 
isotopes of atoms occurring in the intermediates and/or ?nal 
compounds. Isotopes include those atoms having the same 
atomic number but different mass numbers. For example, 
isotopes of hydrogen include deuterium and tritium. 

[0233] In some embodiments, compounds of the invention 
are not 4-[l -(2,4-Dimethyl-phenyl)- l H-pyraZolo[3 ,4-d]py 
rimidin-4-ylamino]-piperidine- l -carboxylic acid ethyl ester; 
4-(1-m-Tolyl-lH-pyraZolo[3,4-d]pyrimidin-4-ylamino)-pi 
peridine-l -carboxylic acid ethyl ester; 4-[l -(4-Methoxy 
phenyl)- l H-pyraZolo[3 ,4-d]pyrimidin-4-ylamino]-piperi 
dine-l -carboxylic acid ethyl ester; 4-[l -(4 -Chloro -phenyl) 
lH-pyraZolo[3,4-d]pyrimidin-4 -ylamino]-piperidine-l - 
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carboxylic acid ethyl ester; and 4-(1-Phenyl-lH-pyraZolo[3, 
4-d]pyrimidin-4 -ylamino)-piperidine-l -carboxylic acid 
ethyl ester. 

[0234] In some embodiments of the 
invention, :is a single bond. 

present 

[0235] Some embodiments of the present invention per 
tain to compounds Wherein Q is NR4. In some embodiments, 
R4 is C1_8 alkyl optionally substituted With C1_8 dialky 
lamino. In some embodiments, R4 is selected from the group 
consisting of methyl, ethyl, isopropyl, and 2-dimethy 
lamino-ethyl. In some embodiments, R4 is H (i.e., NH). 

[0236] In some embodiments, compounds of the present 
invention can be represented by Formula (Ia) as illustrated 
below: 

Wherein each variable in Formula (Ia) has the same meaning 
as described herein, supra and infra. 

[0237] In some embodiments, K is a bond. 

[0238] In some embodiments, K is selected from the group 
consisting of iCH2i, iCHZCHZi, and 
%H(CH3)CH2i. 

[0239] In some embodiments, K is 4CH2i or 
4CH2CH2i. Some embodiments of the present invention 
pertain to compounds Wherein Q is 0. Some embodiments 
of the present invention can be represented by Formula (Ic) 
as illustrated beloW: 

Arr 

Wherein each variable in Formula (Ic) has the same meaning 
as described herein, supra and infra. In some embodiments, 
K is 4CH2i or 4CH2CH2i. In some embodiments, 
compounds of the present invention are represented by 
Formula (Ic) and K is a bond; these embodiments can be 
represented by Formula (Id) as illustrated beloW: 




























































































































































































































































































































































































































