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Body weight may also be affected by orexin-mediated regulation of
appetite and metabolism (T. Sakurai et al., Cell, 1998, 92(4), 573-585; T.
Sakurai, Reg. Pept., 1999, 85(1), 25-30). Some effects of orexin on
metabolism and appetite may be mediated in the gut, where, as mentioned,
exins alter gastric motility and gastric acid secretion. Orexin receptor
antagonists therefore are likely to be useful in treatment of overweight or
obesity and conditions related to overweight or obesity, such as insulin
resistancs, type [l diabetes, hyperlipidemia, gallstones, angina, hypertension,
breathlessnggs, tachycardia, infertility, sleep apnea, back and joint pain,
varicose veins\and osteoarthritis. Conversely, orexin receptor agonists are
likely to be usefuNn treatment of underweight and related conditions such as
hypotension, bradycgrdia, ammenorrhea and related infertility, and eating
disorders such as anorgxia and bulimia.

Intracerebroventricylarly administered orexins have been shown to
\re and heart rate in freely moving (awake)
animals (Samson et al., Brain Res. 1999, 831, 248-253; Shirasaka et al., Am. J.
Physiol. 1999, 277, R1780-R1785),and in urethane-anesthetized animals
(Chen et al., Am. J. Physiol. 2000, 278, R692-R697), with similar results.

Orexin receptor agonists may therefore\be candidates for treatment of

increase mean arterial pres

hypotension, bradycardia and heart failure\related thereto, while orexin receptor
antagonists may be useful for treatment of hypertension, tachycardia and other
arrhythmias, angina pectoris and acute heart fa
From the foregoing discussion, it can be sesp that the identification of
orexin receptor modulators, in one embodiment modiators of the orexin-2
receptor, will be of great advantage in the development gf therapeutic agents
for the treatment of a wide variety of disorders that are medjated through these
receptor systems.
Citation of a reference herein shall not be construed as al admission
that such reference is prior art to the present invention. All publicatipns
referred to herein are incorporated by reference in their entireties.
Various small-molecule orexin receptor modulators have been reported
e.g., N-aroyl cyclic amine derivatives (International Publication No.

W02003002561, January 8, 3003), ethylene diamine derivatives (Internation
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independent and dependent claims appended hereto, which are incorporated
by reference herein.
In one general aspect, the invention is directed to a chemical entity of

N/
\\@N\R2

Formula (1}

Formula (1):
0

N

R‘l

wherein:
R' is a membder selected from the group consisting of:
A) pheny substituted or unsubstituted with one or two R* members, and

substituted in the ortho position with R?;
R? is indeperdently selected from the group consisting of: -H, halo, -
Ciaalkyl, -Cq4alkoxy, and -NO,, wherein two adjacent R* members
may come togethsr to form a six membered aromatic ring;
R’ is a member selegted from the group consisting of:

a} halo, -Cy4alkoxy, -Cq4alkyl,-CF3, -OCF3, or -CN;

b) 5-membered heteiQaryl ring containing one oxygen or one
sulfur members;

c) 5-6 membered heteroary] ring containing one, two or three
nitrogen members, optionally containing one oxygen member,
substituted or unsubstituted wth halo or -C44alkyl; and

d) phenyl substituted or unsubstituted with halo, -CHs, or -CF3;

B) pyridine substituted or unsubstituted with yne or two R® members
and substituted with R%, wherein R% is positidned adjacent to the
point of attachment by R';

R® is Cy4alkyl;
Ris a member selected from the group consisting of}

a) 5-6 membered heteroaryl ring selected from the yroup
consisting of: 1H-1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 1H-
pyrazol-5-yl, 3-methyl-1,2,4-oxadiazol-5-yl, pyridinyl, 3xymethyl-
pyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl)-1H-pyrazol-5-y
phenyl, and pyrimidin-2-yl; and
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Formula (I1), and pharmaceutically active metabolites of compounds of Formula
(Iy or Formula (l1).

In another aspect, the invention is directed to a method of treating a

subject suffering from or diagnosed with a disease, disorder, or medical

ndition mediated by orexin receptor activity, comprising administering to the
subject in need of such treatment an effective amount of at least one chemical
entity selected from compounds of Formula (1) or Formula (l1), pharmaceutically
acceptable salts of compounds of Formula (1) or Formula (11}, pharmaceutically
acceptable Rrodrugs of compounds of Formula () or Formula (I1), and
pharmaceuticaly active metabolites of compounds of Formula (1) or Formula
(I). Additional exabodiments of methods of treatment are set forth in the
detailed description:

In another aspes}, method of studying isotopically labeled compounds in
metabolic studies (preferdbly with '*C), reaction kinetic studies (with, for
example 2H or 3H), detectiomor imaging techniques [such as positron emission
tomography (PET) or single-phgton emission computed tomography (SPECT)]
including drug or substrate tissue \{istribution assays, or in radioactive
treatment of patients. For example,’n '®F or ''C labeled compound may be
particularly preferred for PET or an I'*Yor SPECT studies.

An object of the present invention 13, to overcome or ameliorate at |east
one of the disadvantages of the conventionaNmethodologies and/or prior art, or
to provide a useful alternative thereto. Additions] embodiments, features, and
advantages of the invention will be apparent from e following detailed
description and through practice of the invention.

BRIEF DESCRIPTICN OF THE DRAWINGS
Figure 1 is a Powder X-Ray Diffraction of an exemplied,compound X

DETAILED DESCRIPTION
The invention may be more fully appreciated by reference to th
following description, including the following glossary of terms and the
concluding examples. For the sake of brevity, the disclosures of the

11
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publications, including patents, cited in this specification are herein
incorporated by reference.

As used herein, the terms "including”, "containing" and “comprising” are
used herein in their open, non-limiting sense.
The term “alkyl” refers to a straight- or branched-chain alkyl group
haviQg from 1 to 12 carbon atoms in the chain. Examples of alkyl groups
include\methyl (Me, which also may be structurally depicted by the symbol, “/*),
ethyl (Et)
isopentyl, tex
skill in the art
equivalent to any

n-propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl (tBu), pentyl,
-pentyl, hexyl, isohexyl, and groups that in light of the ordinary
and the teachings provided herein would be considered
ane of the foregoing examples.
The term “alkoyxy” includes a straight chain or branched alkyl group with
a terminal oxygen linking the alkyi group to the rest of the molecule. Alkoxy
includes methoxy, ethoxy,\oropoxy, isopropoxy, butoxy, t-butoxy, pentoxy and
so on. “Aminoalkyl®, “thioalky", and “sulfonylalkyl” are analogous to alkoxy,
reptacing the terminal oxygen atom of alkoxy with, respectively, NH (or NR), S,
and SOs.
The term “cyano” refers to the group -CN.
The term “cycloalkyl” refers to a Sgturated or partially saturated,

monocyclic, fused polycyclic, or spiro polycyclic carbocycle having from 3 to 12

A “heterocycloalkyl” refers to a monocyclic ring structure \that is
saturated or partially saturated and has from 4 to 7 ring atoms per ring strusture
selected from carbon atoms and up to two heteroatoms selected from nitroge
oxygen, and sulfur. The ring structure may optionally contain up to two oxo

12
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groups on sulfur ring members. lllustrative entities, in the form of properly

bonded moieties, include:

aola] @ o) @«m A a0
[H NH &/ Q ENH, O (,NH and (,3

The term “aryl” refers to a monocyclic, or fused or spiro polycyclic,
aromatic carRocycle (ring structure having ring atoms that are all carbon)
having from 3 1§ 12 ring atoms per ring. (Carbon atoms in aryl groups are sp?
hybridized.) lilusthative examples of aryl groups include the following moieties:

00 0O

The term “heteroaryl™\efers to a monocyclic, fused bicyclic, or fused
polycyclic aromatic heterocycle \ring structure having ring atoms selected from
carbon atoms and up to four hetefQatoms selected from nitrogen, oxygen, and
sulfur) having from 3 to 12 ring atoms, per heterocycle. lllustrative examples of
heteroaryl groups include the following gntities, in the form of properly bonded

moltes:
OO, Q G QNG GO G
oo GO OO GO
0O 0 OONOD

@U o C[ . TN

LY

. OO CO. 0, T
N N, N OONTNT and SANEN

Those skilled in the art will recognize that the species of heteroaryl,
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groups, and accordingly react with a number of inorganic or organic bases, and
inorganic and organic acids, to form a pharmaceutically acceptable salt.

bases, and inorganic and organic acids, to form a pharmaceutically
acceptable salt.

Examples of pharmaceutically acceptable salts include sulfates,
pyragulfates, bisulfates, sulfites, bisulfites, phosphates, monohydrogen-
phospRates, dihydrogenphosphates, metaphosphates, pyrophosphates,
chlorides)\bromides, iodides, acetates, propionates, decanoates, caprylates,
acrylates, foymates, isobutyrates, caproates, heptanoates, propiolates,
oxalates, maloates, succinates, suberates, sebacates, fumarates, maleates,
butyne-1,4-dicatesg, hexyne-1,6-dioates, benzoates, chlorobenzoates,
methylbenzoates, dijitrobenzoates, hydroxybenzoates, methoxybenzoates,
phthalates, sulfonates\xylenesulfonates, phenylacetates, phenylpropionates,
phenylbutyrates, citrates Nactates, y-hydroxybutyrates, glycolates, tartrates,
methane-sulfonates, propangsulfonates, naphthalene-1-sulfonates,
naphthalene-2-sulfonates, and\mandelates.

When the compound of Fogmula (1) or Formula (Il) contains a basic
nitrogen, the desired pharmaceuticaily acceptable salt may be prepared by any
suitable method available in the art, fohexample, treatment of the free base
with an inorganic acid, such as hydrochloxc acid, hydrobromic acid, sulfuric
acid, sulfamic acid, nitric acid, boric acid, phgsphoric acid, and the like, or with
an organic acid, such as acetic acid, phenylacetic acid, propionic acid, stearic
acid, lactic acid, ascorbic acid, maleic acid, hydroxymaleic acid, isethionic acid,
succinic acid, valeric acid, fumaric acid, malonic acidy pyruvic acid, oxalic acid,
glycolic acid, salicylic acid, oleic acid, palmitic acid, lauXc acid, a pyranosidyl
acid, such as glucuronic acid or galacturonic acid, an alpha-hydroxy acid, such
as mandelic acid, citric acid, or tartaric acid, an amino acid, such as aspartic
acid, glutaric acidor glutamic acid, an aromatic acid, such as begzoic acid, 2-
acetoxybenzoic acid, naphthoic acid, or cinnamic acid, a sulfonic &gid, such as
laurylsulfonic acid, p-toluenesulfonic acid, methanesulfonic acid, ethapesulfonic
acid, any compatible mixture of acids such as those given as examples\herein,
and any other acid and mixture thereof that are regarded as equivalents o

acceptable substitutes in light of the ordinary level of skill in this technology.
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Delivery forms of the pharmaceutical compositions containing one or
more dosage units of the active agents may be prepared using suitable
pharmaceutical excipients and compounding techniques known or that become
available to those skilled in the art. The compositions may be administered in
tRe inventive methods by a suitable route of delivery, e.g., oral, parenteral,
rectql, topical, or ocular routes, or by inhalation.

J he preparation may be in the form of tablets, capsules, sachets,
dragees,powders, granules, lozenges, powders for reconstitution, liquid
preparations, or suppositories. Preferably, the compositions are formutated for
intravenous infysion, topical administration, or oral administration.

istration, the compounds of the invention can be provided in
the form of tablets ox capsules, or as a solution, emulsion, or suspension. To
prepare the oral compogitions, the compounds may be formulated to yield a
dosage of, e.g., from abol 0.05 to about 100 mg/kg daily, or from about 0.05 to
about 35 mg/kg daily, or frorq about 0.1 to about 10 mg/kg daily. For example,
a total daily dosage of about 5%g to 5 g daily may be accomplished by dosing
once, twice, three, or four times pgr day.

Oral tablets may include a colgpound according to the invention mixed
with pharmaceutically acceptable excipients such as inert diluents,
disintegrating agents, binding agents, lubrigating agents, sweetening agents,
flavoring agents, coloring agents and preservative agents. Suitable inert fillers
include sodium and calcium carbonate, sodium\and calcium phosphate,
lactose, starch, sugar, glucose, methyl cellulose, reagnesium stearate,
mannitol, sorbitol, and the like. Exemplary liquid orahexcipients include
rrolidone (PVP),

inic acid are suitable

ethanol, glycerol, water, and the like. Starch, polyvinyl-
sodium starch glycolate, microcrystalline cellulose, and al
disintegrating agents. Binding agents may include starch and gelatin. The
lubricating agent, if present, may be magnesium stearate, stearl; acid or talc. If
desired, the tablets may be coated with a material such as glycery
monostearate or glyceryl distearate to delay absorption in the gastroih{estinal
tract, or may be coated with an enteric coating.

Capsules for oral administration include hard and soft gelatin capsules.

To prepare hard gelatin capsules, compounds of the invention may be mixed
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with a solid, semi-solid, or liquid diluent. Soft gelatin capsules may be prepared
by mixing the compound of the invention with water, an oil such as peanut oil or
olive oil, liquid paraffin, a mixture of mono and di-glycerides of short chain fatty
acids, polyethylene giycol 400, or propylene glycol.

Liquids for oral administration may be in the form of suspensions,

aluminum stearate\gel and the like); non-aqueous vehicles, e.g., oil (for

example, almond oil & fractionated coconut oil), propylene glycol, ethyl alcohol,
or water; preservatives {{or example, methyl or propyl p-hydroxybenzoate or
sorbic acid); wetting agents such as lecithin; and, if desired, flavoring or
coloring agents.
The active agents of this Yyvention may also be administered by non-oral
routes. For exampie, the compositiopns may be formulated for rectal
administration as a suppository. For parenteral use, including intravenous,
intramuscular, intraperitoneal, or subcutageous routes, the compounds of the
invention may be provided in sterile aqueols solutions or suspensions,
buffered to an appropriate pH and isotonicity ot in parenterally acceptable oil.
Suitable aqueous vehicles include Ringer's solutign and isotonic sodium
chloride. Such forms will be presented in unit-doseXprm such as ampules or
disposable injection devices, in multi-dose forms such’gs vials from which the
appropriate dose may be withdrawn, or in a solid form or Rre-concentrate that
can be used to prepare an injectable formulation. lllustrative\infusion doses
may range from about 1 to 1000 pg/kg/minute of compound, admixed with a
pharmaceutical carrier over a period ranging from several minute\to several
days.
For topical administration, the compounds may be mixed\with a
pharmaceutical carrier at a concentration of about 0.1% to about 10% okdrug
to vehicle. Another mode of administering the compounds of the invention

utilize a patch formulation to affect transdermal delivery.
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that only one X member can be N), with commercially available HET

compounds of formula (V), where

HET is a 5-6 membered heteroaryl ring containing one to three nitrogen

members, in the presence of copper(l)iodide, Cs,CO3 and N,N’-
i{methylcyclohexane-1,2-diamineg; in a solvent such as DMF or dioxane, at

temgeratures ranging from 60 °C to 100 °C (using conventional or microwave

accounting Tor the formation of two regioisomers.

Alternatively, compounds of formula (VIb) are prepared by the reaction
of halobenzonitrils compounds of formula (VII) with HET, where HET is a 5-
membered heteroari ring selected from the group consisting of triazole or
pyrazole, in a solvent sych as DMF and the like, in the presence of an inorganic
base such as K,COs and Ye like, at temperatures ranging from 100 °C to 130
°C. Subsequent hydrolysis ok the nitrile using a base such as aqueous NaOH
and the like, in a solvent such ag methanol provides compounds of formula
(Vlb).

Compounds of formula (VIb) axe also prepared by the reaction of
halobenzonitrile compounds of formulaVIl) with HET-Sn(alkyl)s, where HET-
Sn(alkyl)s is a commercially available or sithetically accessible
trialkyltinheteroaryl compound, in a solvent sich as DME, in the presence of a
palladium catalyst such as Pd(PPhs), in the pregence or absence of a catalytic
amount of copper iodide, at temperatures ranging ftom 100 °C to 160 °C, using
conventional or microwave heating. Subsequent hydrplysis of the nitrile using
a base such as aqueous NaOH and the like, in a solvenisuch as methanol
provides compounds of formula (VIb).

Compounds of formula (VIb) are also prepared by the keaction of
halobenzonitrile compounds of formula (VII) with HET-boronic asjd, where
HET-boronic acid is a commercially available or synthetically accessible
heteroarylboronic acid, in a solvent such as DME, in the presence of a.base
such as NaHCO3, a palladium catalyst such as Pd(PPhs)s, at temperatufgs
ranging from 80 °C to the reflux temperature of the solvent. Subsequent
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hydrolysis using a base such as aqueous NaOH and the like, in a solvent such
as methanol provides compounds of formula (VIb).

Compounds of formula (1), where R is -I, are further elaborated to
compounds of formula (1), where R is HET, where HET is a 5-6 membered
heteroaryl ring containg one to three nitrogen atoms optionally containing one
oxygen member. Reaction of compounds of formula (1), where R is -I, with
HET-SK{alkyl)s, where HET-Sn(alkyl)s is a commercially available or
synthetically accessible trialkyltinheteroaryl compound, in a solvent such as
DME, in the mresence of a palladium catalyst such as Pd(PPhs)s, in the
presence or abence of a catalytic amount of copper iodide, at temperatures
ranging from 100XC to 160 °C, using conventional or microwave heating,
provides compounds™\Qf formula (I).

SCHEME B

| © TS B O
Razi\ OH ",I\i)j\OCH:} R32_£_\ OCH3
X.x-,)( ‘x‘ .x'-
(Iv) X)
RE2 O
RPZ—Cl R )VJ\
— ra-X_ RO OH
,X'.X X~X—,X
(XN (Vi)

solvent such as MeOH and treated with H>SO4 to afford a compound of formula
(1X). A compound of formula (X) is obtained by reacting a suitable compdund
of formula (IX) with pinacol borane in the presence of a phosphine and a
palladium catalyst, in the presence of an amine base, in a solvent such as TH

at temperatures ranging from room temperature to 70 °C. In a preferred
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method the phosphine is tri{o-tolyl)phosphine, the palladium catalyst is
Pd(OAc). and the amine base is triethylamine.

A compound of formula (VIc) is obtained by reacting a compound of
formula (X) with a compound R"-Cl, where R"2-Cl is a suitable commercially
ailable or synthetically accessible 6-membered chloro-substituted heteroaryl
compound, in the presence of a palladium catalyst, a base such as NazCOs3,
and th

the like, aktemperatures ranging from room temperature to 80 °C. In a

like, in a solvent such as 2-methyl-tetrahydrofuran (2-methyl-THF), and

preferred method the palladium catalyst is PdClx{dppf)-dem adduct , the base is
Na>COs3 and thg solvent is 2-methyl-THF. A compound of formula (VIc) is
obtained from a commpound of formula (XI) via ester hydrolysis. In a preferred
method of hydrolysis\a compound of formula (XI) in methyl-THF is treated with
aqueous NaOH to afford a compound of formula (Vic).

SCHEME C

o o JOL RO%MgBr
u HaN" "NHa . chlofination . SN XV . N
Et0 OFt — .omt L RPN Tl
F N"CI Nl

EtoH
XNy (Xa) (XIva) (XVla)
HAL R9MgBr RS

E\«-N &@N (XV) E\QN
N’J\OH N’J\CI N/)\CI
(Xllib) (XWb) (XVIb)

According to SCHEME C, substituted heterosryl compounds R*Cl of
formula (XIVa) and (XVIb) are prepared from commerdially available or
lllb). Pyrimidols of
formula (Xllla) or formula (Xllib) are commercially available'gr are prepared by

synthetically accessible compounds of formula (Xlila) or
reacting substituted alkyl malonates of formula (Xil), where R*Ng halo, with urea
in the presence of a base such as sodium ethoxide and the like; ik a suitable
solvent such as ethanol, at temperatures between room temperaturesand the
reflux temperature of the solvent. Chlorination of commercially availab
pyrimidinols of formula (XllIb} or synthetically accessible compounds of fox
(Xllla) using a chlorinating agent such as oxalyl chloride and the like; in a

solvent such as CHaCls, in the presence of a base such as N,N-dimethylaniline®
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and the like; at temperatures ranging between room temperature and the reflux
temperature of the solvent provides chloropyrimidines of formula (X1Va) or
(XIVb). Additionally, chloropyrimidines of formula (XIVa) or (XIVb) are further
elaborated. Chloropyrimidines of formula (XIVa) or (XIVb) are reacted with
rignard reagents (R°MgBr) of formula (XV); in the presence of a catalytic
amaunt of Fe(acac)s, in a solvent such as Et,O at 0 °C, provides aikyl

SCHEME D
Of\ l\Qj Pd-C  HN
H,

N, N.
oviy  BOC (xviny  Bo° \R?'C'
R%

benzyl-octahydro-pyrrolo[3,4-c]pyrrole with di-tert-butyhdicarbonate, in a
solvent such as DCM, affording compound (XVIi). Compbyund (XVill} is
obtained from treating compound (XVII) with hydrogen gas, Iy the presence of
a catalyst. In a particularly preferred embodiment the catalyst is Pd on carbon,
in a solvent such as MeOH in the presence of AcOH. A compouny of formula
(X1IX) is obtained by treating compound (XVIII) with a compound of fo¢mula
R®Cl, where R? is as defined in formula {I). Commercially available or
synthetically accessible appropriately heteroaryl compounds of formula R
are reacted with compound (XVIII) in the presence of a suitably selected

tertiary organic or inorganic base such as CspCOs, Na;CQs, TEA, and the like;
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in a solvent such as DMF, dichloromethane, THF, n-butanol, and the like; at a
temperature between room temperature and the reflux temperature of the
solvent, using conventional or microwave heating, to afford compounds of
formula (XIX). In a preferred embodiment the base is Cs,CO;3; and the solvent
i\DMF. Removal of the tert-butylcarbamate (boc) in compounds of formula
(XX, is accomplished by using methods known to one skilled in the art, such
as, HCK TFA, or p-toluenesulfonic acid, in a solvent such as CH3;OH, dioxane,
or CHxCIx\ In a preferred embodiment, a compound of formula (XIX) is treated
with TFA in BCM or HCI to afford a compound of formula (XX).

Compoungds of formula (XX) are also obtained from 2-benzyi-octahydro-
pyrrolo[3,4-c]pyrrole. Referring to Scheme D, 2-benzyl-octahydro-pyrrolo[3,4-
clpyrrole is treated wih R2Cl, where R? is as defined in a compound of formula
(1. Commercially available or synthetically accessible suitably substituted
heteroaryl compounds of fdtmula R2C| are reacted with compound 2-benzyl-
octahydro-pyrrolo[3,4-c]pyrrolg in the presence of a tertiary organic or inorganic
base such as CsyCO3, NaxCOs, LEA, and the like; in a solvent such as DMF,
dichloromethane, THF, and the like\at a temperature between room
temperature and the reflux temperature of the solvent to afford a compound of
formula (XXI). In a preferred embodimerX the base is Cs,CO3 and the solvent
is DMF. A compound of formula (XX) is obtgined by treating a compound of
formula (XXI) with hydrogen gas, in the presence of a catalyst, in a solvent
such as AcOH. In a preferred embodiment the catalyst is Pd on carbon.

SCHEME E
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R'CQO,H 0 0
HN or R‘JLN 1) deprotection R1JLN
— _—
N RICOCI Q]\j 2) RZC| !
\W \W (!) .R2
(XXI), W = benzyl (XXI), W = benzyl
(XIX), W = boc (XX, W = boc
(XX), W=RZ (), W=R2
 W=R?
\ Rp3 0.0 Q
R®S0,CI Rgst 1} deprotection - Raﬂ\N
%\, 2) R4C %\,
W m K
{(XXVI), W = benzyi
(XXVII), W = boc
(XXVII, W = R*

Referring to Sckeme E, a compound of formula (I) is obtained from a
compound of formula (XIX), (XX), or (XXI) by reacting a compound of formula
(XIX), (XX), or (XXI) with a
formation conditions. Compotnds of formula R'CO2H, where R' is as defined

mpound of formula R'CO2H under amide

in formula (1), are commercially a¥ailable, as described, or synthetically

ryl or heteroaryl carboxylic acids. Ina
rmula (XIX), (XX), or (XXI), either as a
a compound of formula R'COzH, in

accessible appropriately substitute
preferred embodiment a compound of
free base or as an acid salt, is reacted wi
the presence of a dehydrating agent such as\HOBt/EDAC, CDI, HATU, HOAT;
a suitably selected base such as DIPEA, TEA, and the like; in an organic
solvent or mixture thereof, such as toluene, acetonhitrile, ethyl acetate, DMF,
THF, methylene chloride, and the like; to afford a corspound of formula (XXI1),
(XXII) or (). In a particularly preferred embodiment thexdehydrating agent is

HATU, and the base is DIPEA.

is treated with thionyl chloride in a solvent such as toluene to afford a
compound of formula R'COCI. A compound of formula (1) is obtained by
treating a compound of formula R'*COCI with a compound of formuta (XIX),
(XX), or (XXI), a suitably selected tertiary organic base such as TEA, and the
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like, in a solvent such as dichloromethane, THF, and the like, at a temperature
between room temperature and the reflux temperature of the solvent. A
compound of formula (I1) is obtained by treating a compound of formula
R'SO,CI with a compound of formula (XIX), (XX}, or (XXV), where R*is (5-
trifyoromethyl)-pyridin-2-yl, (5-trifluoromethyl)-pyrimidin-2-yl, 4,6-
dimetylpyrimidin-2-yl, or quinoxalin-2-yl; a suitably selected tertiary organic
base sugh as TEA, and the like, in a solvent such as dichloromethane, THF,
and the like, at a temperature between room temperature and the refiux
temperature of the solvent.

ReferringNp Scheme E, one skilled in the art will recognize that the
sequence of transfoymations shown in Schemes D and E may be reordered
such that amide bondXprmation may be the initial reaction to give compounds
of formulae (XXIi} and (XXIII). Removal of the N-benzyl group from a
compound of formulae (XXN or removal of the carbamate from a compound of
formula (XXIII) followed by the\teaction with a compound R?Cl, where R%Cl is
as described above gives a compound of formula (1).

S§HEME F
F o F F cl
Cq MeOH @co?ﬁ . @cozm 1)(§gw[ 2 Cﬁ( N NH, @OZM'&
0 —
2} '\
S CO,Me COzH X Cone
(XXVI) (XXVlla) (XXVIIb) (XXVlia) (XXVIIIb)
) /L
DCM NH;

. F N’(
t BuOH d OzMe "‘ . O COzH
NaGAc CO,Me CO,H N\>,

(XXIXa) (XXIXb) (XXXa)

3-Fluoro-2-(3-methyl-1,2,4-oxadiazol-5-yl)benzoic acid any 2-fluoro-6-
(3-methyl-1,2,4-oxadiazol-5-yl)benzoic acid are prepared according o
SCHEME H. 3-Fluorophthalic anhydride was dissolved in a solvent sush as
MeOH, at temperatures ranging from room temperature to the reflux
temperature of the solvent, to provide acid-esters (XXVIla) and (XXIIb).
Conversion of the acid to the acid chloride is accomplished under standard
chlorination conditions. In a preferred method the acid is heated with oxalyl
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chioride in a solvent such as DCM. Subseqguent reaction of the acid chloride
with N-hydroxyacetamide in a solvent such as CHzCl; provides a mixture of
esters (XXVllla) and (XXVIiIIb). Finally, esters (XXVIlla) and (XXVIIIb) are
converted to a mixtue of esters (XXIXa) and (XXIXb) and acids (XXXa) and
Xb) by treatment with a base, preferably sodium acetate, in the presence of
a solent, preferably {-BuOH.

[ternately, acid (XXXa) is prepared by first converting 2-fluoro-6-
iodobenzoi¢ acid to the acid chloride by reaction with a chlorinating agent such
as oxalyl chlegide, in a solvent such as DCM, with a catalytic amount of DMF, at
a temperature of 0 °C. Subsequent reaction of the acid chloride with N-
hydroxyacetamideNp a solvent such as CHzCl; provides (Z)-N'-((2-fluoro-6-
idamide. 5-(2-Fluoro-6-iodophenyl)-3-methyl-1,2,4-
reacting (£)-N'-((2-fluoro-6-
iodobenzoyl)oxy)acetimida

iodobenzoyl)oxy)aceti
oxadiazole is prepared
ide with sodium acetate, in a solvent such as tert-
butanol, at temperatures rangigg from 100 °C to 110 °C. 3-Fluoro-2-(3-methyl-
1,2,4-oxadiazol-5-yl)benzoic acidh(XXXa) is prepared by reacting 5-(2-fluoro-6-
iodophenyl)-3-methyl-1,2,4-oxadiazele with a grignard reagent such as i-
PrMgCl, in a suitable solvent such as NHF and the like, at a temperature of -78
°C. Subsequent addition of CO; gas, at atemperature of -78 °C provides 3-
fluoro-2-(3-methyl-1,2,4-oxadiazol-5-yl)benz2gic acid (XXXa).

SCHEME H

1) K,CO3 oD cl
3 Qe S o
D.NJ\N.D oy 5 2o 5 pP
D D
EtOD (XXX1) (XXX

Deuterated pyrimidine compounds of formula (XXXIl) are prepared
according to Scheme H. Acetylacetone is reacted with an inorgagic base such
as KoCOs in deuterated water, at temperatures ranging from 100 °C\o 120 °C
to provide 1,1,1,3,3,3,5,5-octadeuteriopentane-2,4-dione. 1,1,1,3,3,3,5,5-
Octadeuteriopentane-2,4-dione is subsequently reacted with deuterated xea,
in a solvent such as deuterated ethanol, 35% wt. DCI in D20, at temperatur

ranging from 90 °C to 100 °C to provide deuterated pyrimidinols of formula
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What is claimed is:

1. A chemical entity that is a compound of Formula (I):
0
ANy
Formula ()
wherein:

substithted in the ortho position with R®:
R? is indepgndently selected from the group consisting of; -H, halo, -
Ci-aalkyl, -Cyxalkoxy, and -NOs, wherein two adjacent R* members
may come together to form a six membered aromatic ring;
R® is a member selscted from the group consisting of:

a) halo, -Cialkoxy, -C14alkyl -CF3, -OCF3, or -CN;

b} 5-membered heteoaryl ring containing one oxygen or one
suifur members;

c) 5-6 membered heteroawryl ring containing one, two or three
nitrogen members, optionally containing one oxygen member,
substituted or unsubstituted Wjth halo or -Cy4alkyi; and

d) phenyl substituted or unsubstitted with halo, -CHs, or -CF3;

B) pyridine substituted or unsubstituted with'\Qne or two R® members
and substituted with RY, wherein R® is positidped adjacent to the
point of attachment by R';

R® is Ci4alkyl;
R%is a member selected from the group consisting of?

a) 5-6 membered heteroaryl ring selected from the §roup
consisting of: 1H-1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 1H-
pyrazol-5-yl, 3-methyl-1,2 4-oxadiazol-5-yl, pyridinyl, 3\methyl-
pyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl)-1H-pyrazol-5-yl|
phenyl, and pyrimidin-2-yl; and

b) -CFj3, -Br, and -Cy.4alkoxy;
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C) 5-membered heteroaryl ring selected from the group consisting of: 2-
methyl-1,3-thiazol-yl, 1H-pyrazol-5-yl, oxazole, isoxazolyl, thiophen-
2-yl, and furan-2-yl, each substituted with phenyl substituted or
unsubstituted with -F; and

D) 5-13 membered aryl or heteroary! ring selected from the group
consisting of: 3-methylfuran-2-yl, 8H-fluorene, quinoline, cinnoline;
3-(1H-pyrrol-1-ylthiophen-2-yl, 8-[1,2,3]-triazol-2-yl-naphthalen-1-yl,
2,3-dihydro-1,4-benzodioxin-5-yl, 1H-indol-7-yl, 4-fluoronaphthalen-1-

and naphthalen-1-yl;

R2is a membey selected from the group consisting of:

group consistingQf: halo, -Cysalkyl, -CDs, -D, -C14atkoxy, cyclopropyl,
morpholin-2-yl, -CCC1.4alkyl, -CO2H, -CH20H, -C(O)N(Cy4alkyl)z, -CFs,
-CN, -OH, -NOg, -N(Cyualkyl)2, phenyl, furan-2-yl, thiophen-é—yl, 1H-
pyrazol-4-yl, and pyrrolidi-1-yl;

B) pyridine substituted with on& or two members independently selected
from the group consisting of: halo, -Cy.4alkyl, -Ci4alkoxy, and -CFs;

C) 9-membered heteroaryl ring seletted from the group consisting of
benzooxazol-2-yl, 6-fluoro-1,3-benzgthiazole, 1,3-benzothiazole, 6-
methoxy-1,3-benzothiazole, 6-methyl-’\3-benzothiazole, 6-chloro-
benzothiazol-2-yl, and 4-methyl-8,7-dihydro-5H-cyclopenta[d]pyrimidine;

D) 10-membered heteroaryl ring selected from'the group consisting of
quinoxalin-2-yl, 3-methylquinoxalin-2-yl, §,7-duoroquinoxalin-2-y!, 3-
(trifluoromethyl)quinoxaline, quinoline, 4-methylgiinoline, and 6-
fluoroquinazolin-2-yl; and

E) 4-methyl-1,3,5-triazin-2-yl or 2-methylpyrimidin-4(3H)-0pe;

and pharmaceutically acceptable salts of compounds of Formutay(l).

2. A chemical entity selected from compounds of Formula (il):
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and pharmaceutigally acceptable salts of compounds of Formula (fl).

3. A chemical entity defined in claim 1, wherein R' is phenyl, where R?is a
member independently sslected from the group consisting of -F, -I, -Cl, -OCHa,
-OCHchs, -CHa. -CH(CHs)z -C(CHs)a(Gﬁd -NO»

1, wherein R' is phenyl wherein R%is a
isting of -Br, -F, -1, -Cq4alkyl, -OCHj, -

4. A chemical entity defined in cla
member selected from the group ¢o
OCHQCHs, -CN, ~CF3, and -OCFs,

5. A chemical entity defined in claim 1, wherd{n R' is phenyl, where R? is

selected from the group consisting of -H, -F, -Cl\x\CHa, -C(CHa)s, -OCH3, and -
OCH,CHs, and R® is selected from the group consisfing of -Br, -F, -|, -C14alkyl,
-OCHs, ~-OCHzCHg, -CN, -CF3, and -OCFs.
6. A chemical entity defined in claim 1, wherein R' is phenyl, where R® is 2-
thiophen-2-yl or 2-furan-2-y[;

7. A chemical entity defined in claim 1, wherein R' is phenyl, where
R is selected from the group consisting of phenyl, 3-chlorophenyl, 4-
fluorophenyl, 3-fluorophenyl, 4-methylphenyl, and 4-triflucromethylphenyl.

8. A chemical entity defined in claim 1, wherein R is phenyl, where
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R® is a member selected from the group consisting of 1H-pyrrol-1-yl, 1H-
pyrazol-1-yl, 1H-pyrazol-5-yl, 1H-imidazol-2-yl, 1-methyl-1H-imidazol-2-yl, 1H-
1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 2H-1,2,3-iriazol-1-yl, 1H-1 ,2,4-trigzol-5-
yl, 2H-1,2 4-triazol-1-yl, 2H-1,2 4-triazol-3-yl, 4H-1,2 4-triazol-3-yl, 4H-1,2,4-
tNazol-4-yl, 1-methyl-1H-1,2,4-triazol-3-yl, 1-methyl-1H-1,2,4-triazol-5-yl and 1-
(tethahydro-2H-pyran-2-yl)-1H-pyrazol-5-yl.

9. A chemnjcal entity defined in claim 1, wherein R is phenyl, where

10. A chemical entity defiqed in claim 1, wherein R' is phenyl, where
RP is a member selected fro the group consisting of 3-methyl-1,2,4-oxadiazol-
5-yl and oxazol-2-yl.
11. A chemical entity defined in claily 1, wherein R' is phenyl, where

R?%is halo, -Cs.salkyl, or -Ci4alkoxy, an RP is triazole or pyrimidine substituted

or unsubstituted with halo or -Cq4alkyl.

12, A chemical entity defined in claim 1, whereig R' is (1-methylethyl)-2-(2H-
1,2,3-triazol-2-yl)phenyl, 2-(1H-1,2,3-triazol-1-yl)phenyl, 2-(2H-1,2,3-triazol-2-
yi)phenyl, 2-flucro-6-(2H-1,2,3-triazol-2-yl)phenyl, 2-ethyl-6-(2H-1,2,3-triazol-
2-yl)phenyi, 3-fluoro-2-(2H-1,2,3-triazol-2-yl}phenyl, 3-gro-2-(1H-1,2,3-triazol-
1-yl)phenyl, 3-methoxy-2-(1H-1,2,3-triazol-1-yl)phenyl, 3-methoxy-2-(2H-1,2,3-
triazol-2-yl)phenyl, 3-methyl-2-(2H-1,2,3-triazol-2-yl)phenyl,
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triazot-2-yl)phenyl, 1-[1,2,3]triazol-2-yl-naphthalen-2-yi, 2-(1H-1,2,4-triazol-1-
yl)phenyl, 2-(1H-1,2,4-triazol-5-yl)phenyl, 2-(1-methyl-1H-1,2,4-triazol-5-
yl)phenyl, 2-(1-methyl-1H-1,2 4-iriazol-3-yl)phenyl, 2-(4H-1,2,4-triazol-3-
yl)phenyl, 2-(4H-1,2,4-triazol-4-yl)phenyl, 2-(3-methyl-1,2,4-oxadiazol-5-

henyl, 3-fluoro-2-(3-methyl-1,2,4-oxadiazol-5-yl)phenyl, 2-flucro-6-(3-
metkyl-1,2,4-oxadiazol-5-yl)phenyl, 4,5-difluoro-2-(4H-1,2,4-triazol-4-yl)phenyl),
2-fluors-6-pyrimidin-2-yiphenyl, 2-(pyrimidin-2-yl)pyridin-3-yl, 3-fluoro-2-
pyrimidin2-ylphenyl, 4-fluoro-2-(pyrimidin-2-yl)phenyl, 4-methoxy-2-(pyrimidin-
2-yl)phenyl, §-fluoro-2-pyrimidin-2-ylphenyl, and 5-methyl-2-pyrimidin-2-
yiphenyl.

13. A chemical entily defined in claim 1, wherein R is pyridine, where
R?is a member selecteq from the group consisting of -CFs, -Br, and -
OCHsCHoCHs.

14. A chemical entity defined it\claim 1, wherein R is pyridine, where

RYis a member selected from the \group consisting of 1 H-pyrazol-5-yl, 2H-
1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-y\ 4H-1,2,3-triazol-1-yl, 1-(tetrahydro-2H-
pyran-2-yt}-1H-pyrazol-5-yl, 3-methylpyKdin-2-yl, and 3-methyl-1,2,4-oxadiazol-
5-yl.

15. A chemical entity defined in claim 1, whereir R' is pyridine, where
RY is a member selected from the group consistingh\of 1H-pyrazol-5-yl, 2H-
1,2,3-triazol-1-yl, and 2H-1,2,3-triazol-2-yl.

16. A chemical entity defined in claim 1, wherein R' is 1-phenyl-1H-pyrazol-5-yl,
3-phenylthiophen-2-yl, 3-phenylfuran-2-yl, 5-phenyl-1,3-oxazol-4-yl, 5-
phenylisoxazol-4-yl, 5-(2-flucrophenyl}-2-methyl-1,3-thiazol-4-yl,\2-methyl-5-
phenyl-thiazol-4-yl, or 5-(4-fluorophenyl)-2-methyl-1,3-thiazol-4-yl.

17. A chemical entity defined in claim 1, wherein R' is selected from the\group
consisting of 3-methyliuran-2-yl, 8H-fluorene, quinoline, cinnoline; 3-(1H-pyXol-
1-yl)thiophen-2-yl, 8-[1,2,3]-triazol-2-yl-naphthalen-1-yl, 2,3-dihydro-1,4-
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benzodioxin-5-yl, 1H-indol-7-yl, 4-fluoronaphthalen-1-yl, and naphthalen-1-yl
and R? is selected from the group consisting of 4,6-dimethylpyrimidin-2-yi, 4-
phenyl-pyrimidin-2-yl, quinoxaline, and 4-methoxypyrimidin-2-yl.

18\ A chemical entity defined in claim 1, wherein R? is pyrimidine substituted
with oxne or more members independently selected from the group consisting of
-F, -Cl, -R), -CD3, -CHs, ethyl, isopropyl, propyl, tert-butyl, -CF3;, ~-OCHj, -
N(CHz)z, -GN, -OH, -CHzOH, -NO3, ~-CO2CHs, -COzH, ~C(OJN(CHa)z, phenyl,
furan-2-yl, thidphen-2-yl, 1H-pyrazol-4-yl, cyclopropyl, pyrrolidin-1-yl, and
morpholin-4-yt.

19. A chemical entityJefined in claim 1, wherein R? is 4,6-dimethylpyrimidin-2-
yl, 4,5-dimethylpyrimidin’2-yl,4,6-dimethoxypyrimidin-2-yl,4-phenyl-pyrimidin-2-
yl, 4-furan-2-ylpyrimidin-2-y& 4-methylpyrimidin-2-yl, 4-methoxypyrimidin-2-yl,
4-thiophen-2-ylpyrimidin-2-yl, N ,N,6-trimethyl-pyrimidin-4-amine, 4-
(trifluoromethyl)pyrimidin-2-yl, 4,%,8-trimethylpyrimidin-2-yl, 4-
(triflucromethyl)pyrimidine-5-carboxylate, 4-(trifluoromethyl)pyrimidine-5-
carboxylic acid, 5-nitro-pyrimidin-2-yl,§-methylpyrimidine-4-carboxylic acid,
N,N—dimethy]-4-(triﬂouoromethyl)pyrimid e-5-carboxamide, N,N,6-
trimethylpyrimidine-carboxamide, 6-methylpyrimidine-4-carbonitrile, 4,6~
bis(trifluoromethyl)pyrimidin-2-yl, 6-methyl-pytigidin-4-ol, 4-(furan-2-yl)-6-
methylpyrimidin-2-yi, 5-fluorc-4-methylpyrimidin-2-yl, 5-fiuoropyrimidin-2-yl, 4-
methoxy-6-methylpyrimidin-2-yl, 4-ethyl-6-methylpyiimidin-2-yl, 4-isopropyl-6-
methylpyrimidin-2-yl, 4-tertbutyl-6-methylpyrimidin-2-yk 4-cyclopropyl-6-
methylpyrimidin-2-yl, 4-methyl-6-morpholin-4-ylpyrimidin3¢-yl, 5-chloro-4-
methylpyrimidin-2-yl, 5-chloro-4,6-dimethylpyrimidin-2-yl, 5uoro-4,6-
dimethylpyrimidin-2-yl, 5-trifluoromethylpyrimidin-2-yl, 4,6-
bis[(zHS)methy!](QH)pyrimidin-2-yI, and 5-ethyl-4,6-dimethylpyrimidin-2-yl,

20. A chemical entity defined in claim 1, wherein R? is pyrimidine substituted

with one or more members independently selected from the group consid{ing of
“Ci, -F, -C H3, -CF3, -N(CH3)2, -DJ and -CDas.
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21. A chemical entity defined in claim 1, wherein R? is 4,6-dimethylpyrimidin-2-
yl, 4,5-dimethylpyrimidin-2-yl,4,6-dimethoxypyrimidin-2-yl, 4-methylpyrimidin-2-
yl, 4-methoxypyrimidin-2-yl, N,N,6-trimethyl-pyrimidin-4-amine, 4-
(trifluoromethyl)pyrimidin-2-yl, 4,5,6-trimethylpyrimidin-2-y!, 4,6-
big(trifluocromethyl)pyrimidin-2-yl, 6-methyl-pyrimidin-4-ol, 5-fluoro-4-

bis[(*H3)methy!](3H)pyrimidin-2-yl.

22. A chemical enfity defined in claim 1, wherein R? is pyrazine or triazine

substituted with one or more -CHs.

23. A chemical entity defingd in claim 1, wherein R? is pyridine substituted with
one or more members indeperdently selected from the group consisting of -F,
-OCHjs, -OCH2CH3, -CH3, and -

24. A chemical entity defined in claim{, wherein R? is a member selected from
the group consisting of benzooxazol-2-yl \2-methylpyrimidin-4(3H)-one and 4-
methyl-8,7-dihydro-5H-cyclopenta[d]pyrimidige and R! is phenyl, substituted in
the ortho position with R?, where R? is 2H-1,2,3triazol-2-yl, 2H-1,2,3-triazol-1-
yl, 3-methyl-1,2,4-oxadiazol-5-yl or 2-pyrimidin-2-}.

25. A chemical entity defined in claim 1, wherein R? is & member selected from
the group consisting of quinoxalin-2-yl, 3-methylquinoxaling-vi, 6,7-
diftuoroquinoxalin-2-yl, 3-(triflusromethyl)quinoxaline, 4-methylquinoline, and 6-
fluoroquinazolin-2-yl and R' is phenyi substituted in the ortho position with R,
where R® is 2H-1,2,3-triazol-2-yl, 2H-1,2,3-triazol-1-yl, 3-methyl-1,
oxadiazol-5-yl or 2-pyrimidin-2-yl.
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26. A chemical entity defined in claim 2, wherein R? is biphenyl or 2-
methoxyphenyl and R*is (5-trifluoromethyl)-pyridin-2-yl, (5-trifluoromethyl)-
pyrimidin-2-yl, 4,6-dimethylpyrimidin-2-yl, or quinoxalin-2-yl.

. A chemical entity defined in claim 1, wherein R' is a member selected from
the yroup consisting of 2-(1H-1,2,3-triazol-1-yl)phenyl, 2-(2H-1,2,3-triazol-2-
yl)phehyl, 2-fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl, 2-methyl-6-(2H-1,2,3-triazol-
2-yl)pheny, 3-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 3-fluoro-2-(1H-1,2,3-triazol-
1-yi)phenyl,'§-methoxy-2-(1H-1,2,3-triazol-1-yl)phenyl, 3-methoxy-2-(2H-1,2,3-
triazol-2-yl)pheryl, 3-methyl-2-(2H-1,2,3-tfriazol-2-yl)phenyl, 3-meihyl-2-(1 H-
1,2,3-triazol-1-yl)phenyl, 4-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 4-methoxy-2-
(2H-1,2,3-triazol-2-yNphenyl, 4-methoxy-2-(1H-1,2,3-triazol-2-yl)phenyl, 4,5-
dimethoxy-2-[1,2,3ltria2ql-1-yl-phenyl, 4,5-dimethoxy-2-[1,2,3]triazol-2-yl-
phenyl, 5-chloro-2-(2H-~1,23-triazol-2-yl)phenyl, 5-filuoro-2-(2H-1,2,3-triazol-2-
yl)phenyl, 5-methoxy-2-(2H-N2,3-triazol-2-yl)phenyl, §-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl, 2-(1H-1,2,4-%iazol-1-yl)phenyl, 2-(1H-1,2,4-triazol-5-
yliphenyl, 2-(1-methyl-1H-1,2,4-triagol-5-yl)phenyl, 2-(t-methyl-1H-1,2,4-triazol-
3-yh)phenyl, 2-(4H-1,2 4-triazol-3-yl)phenyl, 2-(4H-1,2 4-triazol-4-yl)phenyl, 2-
(3-methyl-1,2,4-oxadiazol-5-yl)phenyl, 3{luoro-2-(3-methyl-1,2,4-oxadiazol-3-
yl)phenyl, 2-fluoro-6-(3-methyl-1,2,4-oxadiazol-5-yl)phenyl, 4,5-difluoro-2-(4H-
1,2,4-triazol-4-yl)phenyl), 2-fluore-6-pyrimiding-ylphenyl, 2-{pyrimidin-2-
yh)pyridin-3-yl, 3-fluoro-2-pyrimidin-2-ylphenyl, 4-{uoro-2-{pyrimidin-2-yl)phenyl,
4-methoxy-2-(pyrimidin-2-yl)phenyl, 5-fluoro-2-pyrimidin-2-ylphenyl, and 3-
methyl-2-pyrimidin-2-ylphenyl and R? is a member selected from the group
consisting of 4,6-dimethylpyrimidin-2-yl, 4,5-dimethylpyrigidin-2-yl,4,6-
dimethoxypyrimidin-2-yl, 4-methylpyrimidin-2-yl, 4-methoxyyrimidin-2-yl,
N,N,B8-trimethyl-pyrimidin-4-amine, 4-(trifluoromethyl)pyrimidin2-yl, 4,5,6-
trimethylpyrimidin-2-yl, 4,6-bis(trifluoromethyl)pyrimidin-2-yl, 6-methyl-
pyrimidin-4-ol, 5-fluoro-4-methylpyrimidin-2-yl, 5-fluoropyrimidin-2-yh,4-
methoxy-6-methylpyrimidin-2-yl, 5-chloro-4-methylpyrimidin-2-yl, 5-chldgo-4,6-
dimethylpyrimidin-2-yl, 5-fluoro-4,6-dimethylpyrimidin-2-vi, 5-
trifluoromethylpyrimidin-2-yl, and 4,6-bis[(2H3)methyl](2H)pyrimidin-2-yl.
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28. A chemical entity defined in claim 1, wherein R} is a member selected from
the group consisting of 3-flucro-2-(3-methyl-1,2,4-oxadiazol-5-yl)phenyl, 6-
fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 4-methoxy-2-(2H-1,2,3-triazol-2-
yl)phenyl, and 3-[1,2,3}triazol-2-yl-pyridin-2-yl and R? is a member selected

m the group consisting of 4,6-dimethylpyrimidin-2-yl, 5~fluoro-4,6-
dimgthylpyrimidin-2-yl, and 5-fluoro-4-methyipyrimidin-2-yl.

29. A chexpical entity selected from the group consisting of:
4-[5-{[2-Fluoxp-6-(2H-1,2,3-triazol-2-yl)phenyllcarbonyl}hexahydropyrrolo[3,4-
c]pyrrol-2(1H)-W]-6-methoxy-N,N-dimethylpyrimidin-2-amine;
N,N-Dimethyl-6-[5x{[2-(2H-1,2,3-triazol-2-
yl})phenyl]carbonyithaxahydropyrrolo[3,4-clpyrrol-2(1H)-yl]-2-
(trifluoromethyl)pyrimidin-4-amine;

6-[5-{|2-Fluoro-6~(2H-1,2, 3triazol-2-yl)phenyl]lcarbonyl}hexahydropyrrolo[3,4-
clpyrrol-2(1H)-yI]-N,N-dimethyi-2-(trifluoromethyl}pyrimidin-4-amine;
4-[5-{[5-Fluoro-2-(2H-1,2,3-triaze{-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-
c]pyrrol-2(1H)-yll-6-methoxy-N,N-dimethylpyrimidin-2-amine;
4-Methoxy-N,N-dimethyl-6-[5-{[2-(2H~{,2,3-triazol-2-
yhphenyljcarbonyl}hexahydropyrrolo-[3,4-c]pyrrol-2(1H)-yl]pyrimidin-2-amine;
6-[5-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonylthexahydropyrrolof3,4-
cJpyrrol-2(1H)-yl}-N,N-dimethyl-2-(trifluoromethyl)pyrimidin-4-amine;
4-[5-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carkponylthexahydropyrrolo[3,4-
clpyrrol-2(1H)-yl]-6-methoxy-N,N-dimethylpyrimidin®2-amine;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[3-(1H-pyrrol-1-yl)thidophen-2-
yllcarbonyl}octahydro-pyrrolo[3,4-clpyrrole;
6-{5-{[5-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonylthexatydropyrrolo[3,4-
c]pyrrol-2(1H)-yl}-N,N-dimethyl-2-(trifluoromethyl)pyrimidin-4-axyine;
2-(4,8-Dimethylpyrimidin-2-yl)-5-[(1-phenyl-1H-pyrazol-5-
yi)earbonylloctahydropyrrolo[3,4-clpyrrole;
8-{[6-(4,6-Dimethylpyrimidin-2-yl}hexahydropyrrolo(3,4-c]pyrrol-2(1H)-
yllcarbonyl}-gquinoline;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(3-phenylthiophen-2-
yl)carbonylloctahydropyrrolo[3,4-c]pyrrole;
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2-(4,6-Dimethylpyrimidin-2-yl}-5-{(3-phenylfuran-2-
yi)carbonyl]octahydropyrrolo[3,4-c]pyriole;
2-(4,8-Dimethylpyrimidin-2-yl)-5-{[2-(1H-1,2,4-triazol-5-yl)phenyl]carbonyl}
octahydro-pyrrolof3,4-clpyrrole;

(4,6-Dimethylpyrimidin-2-yl)-5-{[3-ftuoro-2-(2H-1,2,3-triazol-2-
yl)pkenyllcarbonyl} octahydropyrrolo[3,4-clpyrrole;

2-{5-[(2,4-Digethoxyphenyl)carbonyllhexahydropyrrolo[3,4-clpyrrol-2(1H)-yi}-
1,3-benzothiazyle;
2-[5-{{2-(1H-Pyra2gl-1-yl)phenyllcarbonyl}hexahydropyrrolo[3,4-clpyrrol-2(1H)-
yljquinoxaline;
2-{5-[(2-Thiophen-2-ylpkenyl)carbonyljhexahydropyrrolo[3,4-clpyrrol-2(1H)-
yllquinoxaline;
2-{5-[(2-Methylnaphthalen-1-¥[)carbonyl]hexahydropyrrolo[3,4-¢]pyrrol-2(1H)-
yliquinoxaline;
2-(2,3-Dihydro-1,4-benzodioxin-5-garbonyl)-5-(4-phenylpyrimidin-2-
ylyoctahydropyrrolo[3,4-c]pyrrole;
2-(4-Phenylpyrimigin-2-yl)-5-{(2-thiophem2-ylphenyl)carbonylJoctahydro-
pyrrolof3,4-clpyrrole;
2-(4-Phenylpyrimidin-2-yl}-5-{[2-(1H-pyrazol-Tx\yl}phenyl]carbonyl}octahydro-
pyrrolo[3,4-c]pyrrole;
2-(4-Phenylpyrimidin-2-yl)-5-{[2-(1H-pyrrol-1-yl)pheNyllcarbonylloctahydro-
pyrrolo[3,4-clpyrrole;
2-[(2-Methylnaphthalen-1-yl)carbonyl}-5-(4-phenylpyrimidig-2-
yljoctahydropyrrolo[3,4-cipyrrole;

yllquinoxaling;
2-{5-[{4"-Fluorobiphenyl-2-yl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(Nd)-
ylquinoxaline;
2-{5-[(3"-Fluorobiphenyl-2-yl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-2(1H)-
yl}quinoxaline;
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2-{6-{(2-Methylphenyl)carbonylthexahydropyrrolo[3,4-c]pyrrol-2(1H)-
yllquinoxaline;
2-(Biphenyl-2-ylcarbonyl)-5-(4-furan-2-ylpyrimidin-2-yl)octehydropyrrolo[3,4- -
Jpyrrole; |
2-M-Methylpyrimidin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonylloctahydro-
pyrrolof3,4-clpyrrole; .
2-{5-(2~ hiophen-2-ylphenyl)carbonyl]hexahydropyrrolo[S,4—c]pyrr9|¥2(1 H)-

2-(4-Furan-2- lpyrimidin—2-yl)-5~[(2~thiophen-2-ylpheny|)carbonyl]octahydro-
pyrrolo[3,4-clpyrrole; g
2-{5-[(2-Ethylphen carbonyl]hexahydropyrro|o[3,4~c]pyri’6|—2(1H)—
yl}quinoxaline;
2-[5-(1H-Indol-7-ylcarbonylhexahydropyrrolo[3,4-c]pyrrol-2(1H)-ylJquinoxaline;
2-[(2-Thiophen-2-yiphenyl)cgrbonyl}-5-(4-thiophen-2-yipyrimidin-2-yljoctahydro-
pyrrolof3,4-clpyrrole;
2-(Biphenyl-2-ylcarbonyl)}-5-(4-thiaphen-2-ylpyrimidin-2-yl)octahydropyrrolo[3,4-
clpyrole;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahygro-pyrrolo[3,4-clpyrrol-2-yl]-[2-(1-
methyl-1H-imidazol-2-yl)-phenyl]-methanoge;
2-[(2-Bromophenyl)carbonyl]-5-(4-phenylpyrixidin-2-yl }octahydropyrrolo[3,4-
clpyrrale;
2-{5-[(3'-Chlorobiphenyl-2-yl)carbonyljhexahydropicrolo[3,4-c]pyrrol-2(1H)-
yl}quinoxaline;
2-{5-[(2-Bromophenyl)carbonyllhexahydropyrrolo[3,4-clpyrrol-2(1H)-
yl}quinoxaline;
2-{4,6-Dimethylpyrimidin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbdgylloctahydro-.
pyrrolo[3,4-c]pyrrole;
2-{Biphenyl-2-ylcarbony!)-5-(4,6-dimethylpyrimidin-2-ylJoctahydropyrolo[3,4-
clpyrrole; '
2-(4-Methoxypyrimidin-2-yl}-5-[(2-thiophen-2-ylphenyl)carbonyi]octahydrd:
pyrrolo[3,4-clpyrrole;
6-Fluoro-2-{5-{(2-thiophen-2-ylphenyl)carbonyllhexahydropyrrolo[3,4-clpyrrol-
2(1H)-yl}-1,3-benzothiazole
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2-(4,6-Dimethylpyrimidin-2-y1)-5-[(2-methyinaphthalen-1-yl)carbonyljoctahydro-
pyrrolo[3,4-clpyrrole,
2-[(3"-Fluorobiphenyl-2-yl)carbonyl]-5-(4-methylpyrimidin-2-yljoctahydro-
pyrrolo[3,4-c]pyrrole;

4-Methoxypyrimidin-2-y)-5-[(2-methylnaphthalen-1-yl)carbonyi]octahydro-
pyrrglo[3,4-clpyrrole;

2 (3- Fluoro iphenyl-2-yl)carbonyl]-5-(4- methoxypyrlm|d|n-2-y1)octahydro—
pyrrolo[3,4-cipyxrole;
2-(4,8-DimethylpyNmidin-2-y1)-5-{(3"-fluorobiphenyl-2-yl)carbonyl]octahydro-
pyrrolo[3,4-clpyrrole;
[5-(4,6-Dimethyl-pyrimidip-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-fluoro-
phenyl)-methanone;
2-(4-Methoxypyrimidin-2-y[)-8(4'-methylbiphenyl-2-yl)carbonyl]octahydro-
pyrrolo[3,4-clpyrrole;
2-[(3"-Chlorobiphenyl-2-yl)carbonyik5-(4-methoxypyrimidin-2-yl octahydro-
pyrrolo[3,4-c]pyrrole;
2-[(2-Ethoxynaphthalen-1-yljcarbonyl]-5¢4-methoxypyrimidin-2-
yl)octahydropyrrolo[3,4-c]pyrrole;
2-{(4-Fluoronaphthalen-1-yl)carbonyl]-5-(4-metoxypyrimidin-2-yi)octahydro-
pyrrolo[3,4-clpyrrole,;
2-(4-Methoxypyrimidin-2-yl)-5-(naphthalen-1-ylcarbogyljoctahydropyrrolo[3,4-
clpyrrole;

2-[(2-Ethoxyphenyl)carbonyl]-5-(4-methoxypyrimidin-2-yl jectahydropyrrolo[3,4-
clpyriole; -
2-[(2-Methoxynaphthalen-1-yt)carbonyl]-5-(4-methoxypyrimidinag-
yl)octahydropyrrolof3,4-cipyrrole;
2-(Biphenyl-2-ylcarbonyl)-5-[4-(1H-pyrazol-4-yl)pyrimidin-2-ylloctahydo-
pyrrolo[3,4-c]pyrrole;

2-44-(1H-Pyrazol-4-yl )pyrimidin-2-yl]-6-[{2-thiophen-2-
ylphenyl)carbonylloctahydro-pyrrolo[3,4-clpyrrole,
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2-(3,6-Dimethylpyrazin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyljoctahydro-
pyrrolo[3,4-clpyrrole;
2-(Biphenyl-2-ylcarbonyl)}-5-(3,5-dimethylpyrazin-2-yl)octahydropyrrolo[3,4-

2-(4,8-Dimethoxypimidin-2-yl)-5-[(2-fluoro-6-pyrimidin-2-ylphenyi)carbonyl]
octahydropyrrolo[3 4-8]pyrrole;
2-(4,6-Dimethylpyrimidinsg-yl}-5-[(2-pyridin-2-yiphenyl)carbonyt]octahydro-
pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethoxypyrimidin-2-
pyrrolo[3,4-c]lpyrrole;
2-(4,6-Dimethoxypyrimidin-2-yl)-5-
octahydropyrrolo[3,4-c]pyrrole;
2-(4,8-Dimethoxypyrimidin-2-yl)-5-{[5-fludro-2-(2H-1,2,3-triazol-2-
ylphenyi]carbonylloctahydropyrrolo[3,4-c]p¥role;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-fluoro-6-pyrimidin-2-
ylphenyl)carbonyl]octanydropyrrolo[3,4-clpymole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(5-fluoro-2-pyrimidI
ylphenyl)carbonylloctahydropyrrolo[3,4-clpyrrole;

-5-[(2-pyridin-2-ylphenyl)carbonyl]octahydro-

-fluoro-2-pyrimidin-2-ylphenyl)carbonyl]

yl)phenyl]carbonylloctahydropyrrolo[3,4-clpyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-ethylphenyl jcarbonyljoctahydropyrrolo[3,4-
clpyrrole;
2-(4,8-Dimethylpyrimidin-2-y1)-5-[(2-ethoxynaphthalen-1-yl)carbonyl]
pyrrolo[3,4-clpyrrole;
2-(4,6-Dimethoxypyrimidin-2-yl)-5-{[2-(1H-pyrazol-1-
yl)phenyl]carbonyi}octahydro-pyrrolo[3,4-c]pyrrole;
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2-(4,6-Dimethylpyrimidin-2-yl)-5-[(5-phenyl-1,3-oxazol-4-yl)carbonylloctahydro-
pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[{5-phenylisoxazol-4-yi)carbonylJoctahydro-
pyrrolo{3,4-c]pyrrole;
[5¢(2-lsopropyi-6-methyl-pyrimidin-4-yl)-hexahydro-pyrrolof3,4-c]pyrrol-2-yl]-(2-
[1,2:8]triazol-2-yl-phenyl}-methanone;

octahydropyrroiQ[3,4-clpyrrole;
2-(4,6-Dimethoxypyrimidin-2-y1)-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}
octahydropyrrolo[3,43¢lpyrrole;
2-[5-{[2~(4H-1,2,4-Triazy|-3-yl)phenyl]carbonylthexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yllquinoxaline;
2-[5-{[2-(4H-1,2,4-Triazol-3-yNphenyl]carbonyl}hexahydropyrrolo[3,4-c]pyrrol-
2(1H}-yl]-1,3-benzoxazole;

2-{4-Methylpyrimidin-2-y1)-5-{[2-(4]-1,2,4-triazol-3-
yl)phenyllcarbonyl}octahydro-pyrrolo{§,4-clpyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-
ethoxyphenyl)carbonyl]octahydropyrrolo[3,4-clpyrrole;
2—(4,6-Dimefhylpyrimidin-2-yl)-5-{[4—ﬂuoro-2—( ifluoromethyl)phenyl]lcarbonyl}
octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(4-fluoronaphthaleq-1-yl)carbonylloctahydro-
pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[2-(1-methylethyl)phenW]carbonyl}octahydro-
pyrrolo[3,4-c]pyrrole;

2-(4,6-Dimethylpyrimidin-2-yl}-5-[(3-methoxy-2-
methylphenyl)carbonyl]octahydro-pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)}-5-(naphthalen-1-ylcarbonyljoctahydropyrrolo[3,4~
clpyrrole;
2-[5-{[2-(4H-1,2,4-Triazol-3-yl)phenyl]carbonyithexahydropyrrolo[3,4-cjpyxol-
2(1H)-yl]-3-(trifluoromethyl)quinoxaline;
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2-Methyl-3-[5-{[2-(4H-1,2 4-triazol-3-yl )phenyl]carbonylthexahydropyrrolo[3,4-
c]pyrrol-2(1H)-yllquinoxaline;
2-[6-Methyl-2-(triflucromethyl)pyrimidin-4-yl]-5-{[2-(4H-1,2,4-triazol-3-
l)phenyl]carbonyl}octahydropyrrolo[3,4-clpyrrole;
2-[B-Methyl-2-(trifluoromethyl)pyrimidin-4-yi}-5-{[2-(2H-1,2,3-triazol-2-
yhpheqyllcarbonyl}loctahydropyrrolo[3,4-c]pyrrole;
2-{[2-Flugro-6-(2H-1,2,3-triazol-2-yl}phenyl]carbonyl}-5-[6-methyl-2-
(trifluoromethyl)pyrimidin-4-yljoctahydropyrrolo]3,4-c]pyrrole;
2-{[4-Fluoro-2¥2H-1,2,3-triazol-2-yl)phenyi]carbonyl}-5-[6-methyl-2-
(trifluoromethy!)pyrimidin-4-ylJoctahydropyrrolo[3,4-c]pyrrole;
2~6-Methylpyrazin-2-yl}-5-{[5-methyl-2-(2H-1,2,3-triazol-2 yl)phenyl]carbonyl}
octahydropyrrolo[3,4-Clpyrrole;
2-(3,6-Dimethylpyrazin-2-yl)-5-{[2-fluoro-8-(2H-1,2,3-triazol-2-
vl)phenyl]carbonyl} octahydrgpyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-y1)-5:[(5-methyl-2-pyrimidin-2-ylphenyl }carbonyi]
octahydropyrrolo[3,4-c]pyrrole;
2+(3,6-Dimethylpyrazin-2-yl)-5-[(5-methyl-2-pyrimidin-2-ylphenyt)carbonyl]
octahydropyrrolo[3,4-c]pyrrole;
2-(3,6-Dimethylpyrazin-2-yl)-5-{{4-fluoro-2¥2H-1,2,3-triazol-2-
yl)phenyl]carbonyl} octahydropyrrolo[3,4-clpywrole;
2-(4,6-Dimethylpyrimidin-2-yl}-5-{[5-iodo-2-(2H-2,3-triazol-2-yl)phenyl]
carbonyl}octahydropyrrolo[3,4-clpyrrole;
4-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenylicarbon}hexahydropyrrolof3,4-
clpyrrol-2(1H)-y1}-N,N-dimethyl-6-(trifluoromethyl)pyrimidipn-2-amine;
2-(4,8-Dimethylpyrimidin-2-yl)-5-{{2-fluoro-6-(2H-1,2,3-triazs)-2-y)phenyl]
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
N,N-Dimethyl-4-{5—[(5-methyl-2-pyrimidin~2—ylphenyl)carbonyl]he ahydropyrrolo
[3,4-C]pyrrol-2(1R)-yl}-6-(trifluoromethyl)pyrimidin-2-amine;
4-{5-[(5-Fluoro-2-pyrimidin-2-ylphenyl Jcarbonyl]hexahydropyrrolo[3,4-6]pyrrol-
2(1H)-yl}-N,N-dimethyl-8-(trifiuoromethyl)pyrimidin-2-amine;
4-[5-{[5-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3 4
clpyrrol-2{1H)-yl}-N,N-dimethyl-6-(triflucromethyl)pyrimidin-2-amine;
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4-[5-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyllcarbonyl}hexahydropyrrolo[3,4-
clpyrrol-2{1H)-yl]-N,N-dimethyl-6-(trifluocromethyl)pyrimidin-2-amine;
2-{(5-Methyl-2-pyrimidin-2-ylphenyl)carbonyl]-5-[6-methyl-2-(triflucromethyl)
pyrimidin-4-ylloctahydropyrrolo[3,4-cipyrrole;
-[(5-Fluoro-2-pyrimidin-2-yiphenyl)carbonyl]-5-(4-phenylpyrimidin-2-
yl)agtahydropyrrolo[3,4-clpyrrole;
2-{[5-Kluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-[6-methyl-2-

(trifluoroxpethyl )pyrimidin-4-yl]octahydropyrrolo[3,4-cjpyrrole;

10

15 2-(4,6-Dimethylpyrimidin-2-y})-5-{[4-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]

carbonyl}octahydropyrrolo[3,

20

25

clpyrrol-2(1H)-yl]-N,N,6-trimethylpyrimidin-4-amine;
2-(5-Methoxypyridin-2-yl}-5-[(2-thiophen-2-ylphenyl)carbonyl]oct ydropyrrolo

30 [3.4-clpyrrole; |
2-[(2-Ethoxynaphthalen-1-yl)carbonyl]-5-(4-phenylpyrimidin-2-yljoctah
pyirolof3,4-clpyrrole;
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2-{[5-Methyl-2-(2H-1,2,3-triazo!-2-yl)phenyljcarbonyl}-5-(4-phenylpyrimidin-2-
yloctahydropyrrolo[3,4-c]pyrrole;
(4-Chloro-2-[1,2,3]triazol-2-yl-phenyl)-[5-(4,6-dimethyl-pyrimidin-2-yl)-
exahydro-pyrrolo[3,4-¢c]pyrrol-2-yi]l-methanone;
2-{4,6-Dimethoxypyrimidin-2-yl)-5-{[5-methyl-2-(2H-1,2,3-riazol-2-yl)phenyl]
carbapyl}octahydropyrrolo[3,4-clpyrrole;

2-[{2-Thiophen-2-ylpheny)carbonyl]-5-[6-(trifluoromethyl)pyridin-2-yiJoctahydro
pyrrolo[3,4-clpyrrole;
2-(6-Methylpyridin-2-yl)-5-[(2-tRiophen-2-
yiphenyl)carbonylJoctahydropyrrolo[3,4-c]pyrrole;
2-(4-Methylpyrimidin-2-yl)-5-{[2-(2H\{ ,2,3-triazol-2-
yl)phenyl]carbonyloctahydro pyrrolo[3\d-c]pyrrole;
2-(4-Methylpyridin-2-y|)-5-[{2-thiophen-2-
ylphenyl)carbonyljoctahydropyrrolo[3,4-clpyiole;
2-(6-Methoxypyridin-2-yl)-5-{(2-thiophen-2-yIphgny!l)carbonylloctahydro
pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethoxypyrimidin-2-yl}-5-[(2-thiophen-2-yiphenyl)}carbonyl]octahydro
pyrrolo[3,4-cjpyrrole; :
2-{6-[(2-Thiophen-2-ylphenyl)carbonyllhexahydropyrrolo|
1,3-benzoxazole;
2-[(2-Thiophen-2—ylphenyl)carbonyl]-S-[S—(triﬂuoromethyl)pyridih -ylJoctahydro
pyrrolo[3,4-c]pyrrole;
[5-(4-Phenyi-pyrimidin-2-yl)-hexahydro-pyrrolo]3,4-c]pyrrol-2-yl]-[2-(4 M-
[1,2,4]triazol-3-yl}-phenyl]-methanone;
2-(4,6-Dimethoxypyrimidin-2-yl)-5-{[5-(2-fluorophenyl)-2-methyl-1,3-thiazol4-
yllcarbonyl}octahydropyrrolo|3,4-c]pyrrole;

-¢]pyrrol-2(1H)-yi}-
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2-{4-Thiophen-2-ylpyrimidin-2-yl}-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}

octahydropyrrolo[3,4-c]pyrrole;

2-5-{[2-(2H-1,2,3-Triazol-2-yl)phenylicarbonylthexahydropyrrolo[3,4-c]pyrrol-

(1H)-yl-1,3-benzoxazole;

-[(2-Ethoxynaphthalen-1-yljcarbonylhexahydropyrrolof3,4-c]pyrrol-2(1H)-
\poxaling;

-c]pyrrole;
2-[5-{[2-(2H-1,2,3-Triaz
2(1H)-yllquinoxaline

-2-yl)phenyl]jcarbonylihexahydropyrrolo[3,4-c]pyrrol-

2{(5-Fluoro-2-pyrimidin-2-ylpRenyl)carbonyl]-5-(4-methoxypyrimidin-2-
yloctahydropyrrolo[3,4-clpyrrole
2-(4-Furan-2-ylpyrimidin-2-yl)-5-{[2X2H-1,2,3-triazol-2-yl)phenyllcarbonyl}
octahydropyrrolo[3,4-c]pyrrole;
2-(5-Fluoropyridin-2-yl)-5-{[2-(2H-1,2,3-tN@zol-2-yl)phenylicarbonyl}octahydro
pyrrolo[3,4-clpyrrole;
2-{[2-(2H-1,2,3-Triazol-2-yl)phenyf]carbonyl}-
ylloctahydropyrrolo[3,4-clpyrrole;
2-(4-Methoxypyrimidin-2-yl)-5-{[2-(1H-1,2,4-triazol-
octahydropyrrolo[3,4-c]pyrrole;
2-(3,6-Dimethylpyrazin-2-yl)-5-{[2-(2H-1,2,3-trfazol-2-yl)pkenyllcarbonyljocta
hydropyrrolo[3,4-clpyrrole;
2-{(4-Methoxypyrimidin-2-yl)-5-{[2-(2H-1, 2,3-triazol-2-yl)phenyllcarbonyljocta
hydropyrrolo[3.4-c]pyrrole;
2-{[5-Chloro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-(4,6-dimethyipyrimidin-
2-ylYoctahydropyrrolo[3,4-Clpyrrole;
2-{[4-Flucro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-(6-methylpyrazin-

4-(trifluoromethyl)pyrimidin-2-

lyphenyl]carbonyl}

yl)octahydropyrrolo[3,4-c]pyrrole;
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2-{l4-Fluoro-2-(2H-1,2,3-triazol-2-yl )phenyl]carbonyl}-5-(4-methoxypyrimidin-2-
vl)octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethoxypyrimidin-2-yl)-5-{[4-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl}
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-clpyrrol-2-yl]-(5-
metioxy-2-[1,2,3]triazol-2-yl-phenyl)-methanone;
(2-Flugro-6-[1,2,3]triazol-2-yl-phenyl)-[5-(4-methoxy-pyrimidin-2-yl)-hexahydro-
pyrrolo[3é-c]pyrrol-2-yl]-methanone;
6-Chloro-2-{5-[(2,4-dimethoxyphenyl)carbonyllhexahydropyrrolo{3,4-clpyrrol-
2(1H)-yl}-1,3-benzothiazole;
2-(Biphenyi-2-ylcgrbonyl }-5-(4-phenylipyrimidin-2-yl)octahydropyrrolo[3,4-
clpyirole;
2-{5-[(2,86-Dimethoxyphenyl)carbonylhexahydropyrrolo[3,4-cjpyrrol-2(1H)-
yiquinoxaline;
2-[(2,6-Dimethoxyphenyl)catonyl]-5-(4-phenyl pyrimidin-2-yl)octahydropyrrolo
{3,4-clpyrrole;
2-[(2,4-Dimethoxyphenyl)carbonyl:5-(4-phenylpyrimidin-2-yl)octahydropyrrolo
[3,4-c]pyrrole;
2-[5-(Biphenyl-2-yicarbonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yljquinoxaline;
2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyriQlo[3,4-c]pyrrol-2{1H)-yl]}-1,3-
benzothiazole;
2-{5-[(2,4-Dimethoxyphenyl)carbonyl]hexahydrogyrrolof3,4-clpyrrol-2(1H)-yl}-4-
methylquinoline;
2-{6-{(2,4-Dimethoxyphenyl)carbonyljhexahydropyrrolQ[3,4-c]pyrrol-2(1H)-yl}-6-
methoxy-1,3-benzothiazole;
2-{6-[(2,4-Dimethoxyphenyl)carbonyl]hexahydropyrrolo[3,4¢]pyrrol-2(1H)-yl}-6-
methyl-1,3-benzothiazole;
2-(Biphenyi-2-ylcarbonyl)-5-(6-methylpyridin-2-yl)octahydropyrroio[3,4-
cpyrrole;
2-{Biphenyl-2-ylcarbonyl)-5-(4-methylpyrimidin-2-yl)octahydropyrrolo[3,4-
clpyrrole;
2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl]quinolines
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2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}-6-fluoro-
1,3-benzothiazole;
2-(Biphenyt-2—y[carbony|)-5-(4-methoxypyrimidin-2-y|)octahydropyrrolo[SA—
clpyrrole;
-[5-(Biphenyl-2-yicarbonyl}hexahydropyrrolo[3,4-clpyrrol-2{1H)-yl]-4-
methylquinaline;

(2,4- imethoxy-phenyl)-[5-(4-methoxy-pyrimidin-2-yt)-hexahydro-pyrrolo[3,4-
¢lpyrrol-2-yl]-methanone;

(5-Benzoo zol-2-yl-hexahydro-pyrrolo[3,4-clpyrrol-2-yl)-(2-methoxy-phenyl)-
methanone;

(2-Pyridin-3-yl-p enyi}-(5-quinoxalin-2-yl-hexahydro-pyrrolo{3,4-c]pyrrol-2-yl)-
methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl}-[2-{ TH-
imidazol-2-yl}-phenyl]-mathanone;
(5-Benzooxazol-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl)-(2,4-dimethoxy-
phenyl}-methanone;
(5-Benzooxazol-2-yl-hexahydro-pyrrolof3,4-clpyrrol-2-yl)-biphenyl-2-yl-
methanone,

(2,4-Dimethoxy-phenyl}-[5-(6-methyl- ridin-2-yl)-hexahydro-pyrrolo[3,4-
¢lpyrrol-2-yi]-methanons,
(2,4-Dimethoxy-phenyl)-[5-(4-methyl-pyrimisjn-2-yl)-hexahydro-pyrrolo[3,4-
c]pyrrol-2-yl]-methanone;
Biphenyl-2-yI-[5-(6-methoxy-benzothiazol-2-yl)-haxahydro-pyrrolo[3,4-c]pyrrol-
2-yi]-methanone;
Biphenyl-2-yl-[5-(6-methyl-benzothiazol-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-
yl]-methanone;
[5-(6-Chloro-benzothiazol-2-yi)-hexahydro-pyrrolo[3,4-c]pyol-2-yl]-(2,6-
dimethoxy-phenyt)-methanone; | ‘
Biphenyl-2-yl-[5-(6-chloro-benzothiazol-2-yl)-hexahydro-pyrrolo[3yd-c]pyrrol-2-
yl]-methanone; B
(2,4-Dimethoxy-phenyl)-(5-quinoxalin-2-yl-hexahydro-pyrrolo[3,4-clpy
methanone;
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(5-Benzooxazol-2-yl-hexahydro-pyrrolo[3,4-cjpyrrol-2-yl)-{2,6-dimethoxy-
phenyl}-methanone;
(4'-Methyl-biphenyl-2-yl)-(5-quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]pyreol-2-yl)-
methanone;
(5<Quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]pyrroi-2-yh)-(4'-trifluoromethyl-
biphenyl-2-yl)-methanone;

{4-Methoxy-2-methyl-phenyl)-(5-quinoxalin-2-yl-hexahydro-pyrrolof3,4-c]pyrrol-
2-yl)-methanone;
(3'-Chloro-biphenyl-2-yl
clpyrrol-2-yl]l-methancne;
(2-Methoxy-phenyl)-[5-(4-metkoxy-pyrimidin-2-yl)-hexahydro-pyrroio[ 3,4~
clpyrrol-2-yl]-methanone;
(2-Methoxy-phenyl)-[5-(4-methyl-pygimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-
2-yll-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yi)-hexahy

5-(4-phenyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-

-pyrrolo[3,4-c]pyrrol-2-yl]-(2-
methoxy-phenyl)-methanone;
2-[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrole;-2-carbonyi]-
benzonitrile; |
Cinnolin-4-yl-[5-(4,6-dimethyl-pyrimidin-2-yl}-hexahydro-pyrrolo[3,4-c]pyrrol-2-
yl]-methanone;
(5-Fluoro-2-pyrimidin-2-yl-phenyl)-[5-(6-methyl-2-trifluorormethyl-pyrimidin-4-yl)-
hexahydro-pyrrolo[3,4-clpyrrol-2-yl]-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-
[1,2,3]triazol-1-yl-phenyl}-methanone;
[6-(4,6-Dimethyl-pyrimidin-2-yl}-hexahydro-pyrrolo[3,4-c]pyrrol-2-y[}-(2-
1,2 4]triazol-1-yl-phenyl)-methanone;
[5-(4,6-Dimethoxy-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(3-
phenyl-pyridin-2-yl}-methanone;
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[5-(4,6-Dir_nethyl-pyrimidin-2—yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2—yl]-(3—phenyl-
pyridin-2-yl}-methanone;
[5-(6-Methyi-2-propyl-pyrimidin-4-yl)-hexahydro-pyrrolo[3,4-clpyrrol-2-yl]-(2-
[1,2,3]triazol-2-yl-phenyl)-methanone;
-(2-Methyl-pyrimidin-4-yl}-hexahydro-pyrrolo[3,4-c]pyrrol-2-yi]-(2-[1,2,3]triazol-

[5-(3,6-Dimgthyl-pyrazin-2-yl}-hexahydro-pyrrolo[3,4-c]pyrrol-2-yi}-{5-fluoro-2-
pyrimidin-2-yl-phenyl)-methanone; ‘
[5-(3,6-Dimethyl-gyrazin-2-yl}-hexahydro-pyrrolo[3,4-cjpyrrol-2-yl]-[2-(2H-
[1,2,4]iriazol-3-yh)-pRenyl]-methanone;
[5-(2-Pyrrolidin-1-yl-6-kifluoromethyl-pyrimidin-4-yi)-hexahydro-pyrrolo[3,4-
clpyrrol-2-yl]-(2-[1,2,3]tridzol-2-yl-phenyl)-methanone;
2-(2,6-Dimethylpyrimidin-4-¥)-5-{|5-fluoro-2-(2H-1,2,3-triazol-2-
yl)phenyl]carbonyljoctahydropygrolo[3,4-cpyrrole;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl}-(2-nitro-6-
[1,2,3]triazol-2-yl-phenyl)-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-y)-hexahydro-pyrrolo[3,4-clpyrrol-2-yl]-(2-furan-2-
yl-phenyl)-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl}-hexahydro-pyrrolo[3,4-clpyrrol-2-yl]-(2-methyl-
5-phenyl-thiazol-4-yl)-methanone; '
2-[(2,3-Dimethylphenyljcarbonyl]-5-(4,6-dimethylpyrimidin-2-
yl)octahydropyrrolo[3,4-c]pyrrole;
2-{4,6-Dimethylpyrimidin-2-yl)-5-[(3-fluoro-2-
methylphenyl)carbonyl]octahydropyrrolo[3,4—c]pyrrolei
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[6-fluoro-2-
(trifluoromethyl)phenyl]carbonyl}octahydropyrrolo[3,4-clpyrrole;
2-[(4—Chloro-2~methoxyphenyI)oarbonyl]—5—(4,G-dimethylpyrimidin- -
yljoctahydropyrrolo[3,4-c]pyrrole; '
2-[(5-Chloro-2-methylphenyl)carbonyl}-5-(4,6-dimethyipyrimidin-2- "
yl)octahydropyrrolo[3,4-c]pyrrole;
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2-[(2,5-Dimethylphenyl)carbonyl]-5-(4,8-dimethylpyrimidin-2-
ylyoctahydropyrrolo[3,4-c]pyrrole;
2-[(2,6-Dimethyiphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-
yl)octahydropyrrolo[3,4-c]pyirole;
234,6-Dimethylpyrimidin-2-yl}-5-[(5-fluoro-2-
methylphenyl)carbonyljoctahydropyrrolof3,4-clpyrrole;
2-(2,4-Rimethylphenyl)carbonyl]-5-(4,6-dimethyl pyrimidin-2-
yl)octahydxopyrrolo{3,4-clpyrrole;
2-{(2,5-Diethtdxyphenylcarbonyl]-5-(4,6-dimethyipyrimidin-2-
yloctahydropyrrglo[3,4-clpymrole;
2-[(2,6-Diethoxyphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-
yl)octahydropyrrolo[3)¢-c]pyrrole;
2-[(2-Chloro-6-methylphgnyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-
yl)octahydropyrrolo[3,4-c]pyrrole;
(5-{4,6-Dimethylpyrimidin-2-yhhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yi)(4-fluoro
2-(pyrimidin-2-yl)phenylmethandge;
(5-(4,6-dimethylpyrimidin-2-yl)hexakydropyrrolo{3,4-c]pyrrol-2(1H)-yl}(3-fluoro-
2-jodophenyl)methanone;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[2-(triflugromethyl)pyridin-3-
yl]carbonyl}octahydropyrrolof3,4-clpyrrole;
2-Bromopyridin-3-yl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-
c]pyrrol-2(1H)-yl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4>¢]pyrrol-2(1H)-yl)}(2-
(pyrimidin-2-yl)pyridin-3-yl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrtol-2(1H)-yhH(2-(1-
(tetrahydro-2H-pyran-2-ylt)-1H-pyrazol-5-yl }pyridin-3-yl)methagone;
(2-(1H-Pyrazol-5-yl)pyridin-3-yl}(5-(4,6-dimethylpyrimidin-2-
yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
(2-(2H-1,2,3-Triazol-2-yl)pyridin-3-yl)(5-(4,6-dimethylpyrimidin-2-
yl)hexahydropyrrolo[3,4-¢]pyrrol-2(1H)-yl)methanone;
(3-Fluoro-2-(pyrimidin-2-yl)phenyl }(5-(4,5,6-trimethylpyrimidin-2-
yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
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(3-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl}{5-(4,5,6-trimethylpyrimidin-2-
yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
(5-Methoxy-2-{2H-1,2,3-triazol-2-yl}phenyl)(5-(4,5,6-trimethylpyrimidin-2-
yl)hexahydropyrrolo[3,4-c]pyrral-2(1H)-yl)methanone;
3-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl)(5-(6-fluoroquinazotin-2-
yIhexahydropyrrolo[3,4-clpyrrol-2(1H)-yl)methanone;
(3-Fiioro-2-(pyrimidin-2-yl)pheny!)(5-(6-flucroquinazolin-2-
ylYhexakydropyrrolo[3,4-clpyrrol-2(1H)-yl)methanone;

(5-(6,7-Di oroquinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}(3-fluoro-
2-(2H-1,2,3-xazol-2-yl)phenyl)methanone;
(5-(6,7-Difluoroguinoxalin-2-ylYhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl){5-
methoxy-2-(2H-1,23-triazol-2-yl)phenylimethanone;
(5-(6,7-Difluoroquinoxalin-2-yl)hexahydropyrrolo[3,4-clpyrrol-2(1H)-yl}(2-fluoro-
6-(2H-1,2,3-triazol-2-yl )ghenyl)methanone;

(2-Bromo-3-flucrophenyl }{(§-(6-fluoroquinazolin-2-yl)hexahydropyrrolo[3,4-
clpyrrol-2(1H)-yl)methanone,
(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-clpyrrol-2(1H)-yl){(4-fluoro-
2-(5-methylpyridin-2-yljphenylmetanone;
(2-Bromopyridin-3-y1)(5-(4,5,6-trimethylpyrimidin-2-yl}hexahydropyrrolof3,4-
clpyrrol-2{1H)-yl)methanone;
(2-(1-(Tetrahydro-2H-pyran-2-yl)-1H-pyra2Ql-5-yl}pyridin-3-yt}(5-(4,5,6-
trimethylpyrimidin-2-yl)hexahydropyrrolof3,4-g]pyrrot-2(1H)-yl)methanone;
(2-(1H-Pyrazol-5-yl)pyridin-3-yl)}(5-(4,5,6-trimethylpyrimidin-2-
yhihexahydropyrrolo[3,4-c]pyrrol-2(1H)-yi)methanone;
B-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbony/}hexahydropyrrolo[3,4-
c)pyrrol-2(1H)-yl}-2-methylpyrimidin-4(3H)-one;
2-(2,6-Dimethylpyrimidin-4-yl)-5-{[{5-(4-fluorophenyl}-2-melyl-1,3-thiazol-4-
yl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; ‘
2-(4,6-Dimethylpyrimidin-2-yl)-5-{{5-(4-fluorophenyl)-2-methyl-1)3-thiazol-4-
yllcarbonyi}octahydropyrrolof3,4-clpyrrole;
6-[5-{[5-(4-Fluorophenyl)-2-methyl-1,3-thiazol-4-
ylJcarbonylihexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl]-2-methylpyrimidin-4{3H)-

one;

313




10

15

20

25

30

WO 2011/050198 PCT/US2010/053606

6-{5-[(5-Fluoro-2-pyrimidin-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yl}-2-methylpyrimidin-4(3H)-one;
{6-(4,6-Dimethylpyrimidin-2-yl}hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yi){4-fluoro-
2-(2H-1,2,3-triazol-2-yl)phenyl)methanone;
-(4,6-Dimethoxypyrimidin-2-yl)hexahydropyrrolo[3,4-clpyrrol-2(1H)-yl)(2-

(5-(4,6-Dimetpylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl){3-methyl-
2~(2H-1,2,3-triaxpol-2-yl)pheny!)methanone;
(2-Fluoro-6-(2H-1,8,3-triazol-2-yl)phenyl)(5-(5-nitropyrimidin-2-
yh)hexahydropyrrolo[34-c]pyrrol-2(1H)-yl)methanone;

Methyl 2-(5-(2-fluoro-6-({H-1,2,3-triazol-2-yl)benzoyl)hexahydropyrrolo(3,4-
clpyrrol-2{1H)-yl)-4-(trifluorgmethyl)pyrimidine-5-carboxylate;
2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yi)benzoyl)hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yl)-4-(trifluoromethyl)pyrimidine-5-carboxylic acid;
(2-(4H-1,2,4-Triazol-4-yhphenyl)(5-%¢,6-dimethylpyrimidin-2-
ylhexahydropyrrolo[3,4-cjpyrrol-2(1H}y!)methanone;
2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yi)behzoyl)hexahydropyrrolo[3,4-cjpyrrol-
2(1H)-yl)-6-methylpyrimidine-4-carboxylic adid;
(4,5-Difiuoro-2-(4H-1,2,4-triazol-4-yl)phenyl)(5X4,6-dimethylpyrimidin-2-
yl}hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)methanope;
{5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-¢]pyrrol-2(1 H)-yl){(3-methyl-
2-(1H-1,2,3-triazol-1-yl)phenyi)methanone;
2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yl}benzoyl)hexahydropyrrolo{3,4-c]pyrrol-
2(1H)-yl)-N,N,8-trimethylpyrimidine-4-carboxamide;
2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)benzoyl)hexahydropyrrold{3,4-c]pyrrol-
2(1H)-yl)-N,N-dimethyl-4-(trifluoromethyl)pyrimidine-5-carboxamids;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-cJpyrrol-2(1H)-
yl)Y{mesityl)methanons;
(2,3-Difluarophenyl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-
clpyirol-2(1H)-yl)methanone;
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(5-(4,6-Dimethylpyrimidin-2-yi}hexahydropyrrolo[3,4-clpyrrol-2(1H)-yl)(4-
methoxy-2-(pyrimidin-2-yl)phenyl)methanone;
(2,3-Dimethoxyphenyl)(5-(4,8-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-
cJpyrrol-2(1H)-yl)methanone;
5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrroio[3,4-clpyrrol-2(1H}-yl)(2-
(th{luoromethoxy)phenyl)methanone;
[5-(Ng-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yi]-{6-methyl-
2-[1,2,triazol-2-yl-pyridin-3-yl)-methanone;

(5-(4,8-Di éthylpyrimidin-2—yi)hexahydropyrrolo[3,4-c]pyrrol-2(1H)—yl)(2—
methoxy-4-methylphenyl)methanone;
(5-(4,8-Dimethypyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(4-
methoxy-2-methylRhenyl)methanone;
(2,6-Difluoropheny!)(§-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-
clpyrrol-2(1H)-yl)methagone;
2-[5-{[2-Fluoro-6-(2H-1,2,3triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-
clpyrrol-2(1H)-yl]-6-methylpykimidine-4-carbonitrile;
2-14,6-Bis{triflucromethyl)pyrimidin-2-yi]-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-
yl)phenyl]carbonyl}octahydropyrrc 0[3,4-c]pyrrole;
2-[5-{[2-Fluorc-6-(2H-1,2,3-triazol-2-\)phenyl]carbonyl}hexahydropyrrolo[3,4-
clpyrrol-2{1H)-yl]-6-methylpyrimidin-4-ol;

(2-Fluoro-6-(2H-1,2, 3-triazol-2-yl)phenyl }(§-(4-(furan-2-yl)-6-methylpyrimidin-2-
ylihexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
2-(4,6-Dimethylpyrimidin-2-y1)-5-[(3-fluoro-2-pyNmidin-2-
yIphenyl)carbonyl]octahydropyrro!o[3,4-c]pyrrolé;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[3-fluoro-2-(1 H-py zol-5-
y[)phenyl]carbonyl}octahydropyrrolo[3.4-c]pyrrole; | \
2-{4,6-Dimethyipyrimidin-2-yl)-5-{[3-methoxy-2-{2H-1,2,3\riazol-2-
yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-y1)-5-{[3-methoxy-2-(1H-1,2,3-triaz
yl)phenyl]carbonyl}octahydropyrrolof3,4-clpyrrole;
2-(4,8-Dimethylpyrimidin-2-yl)-5-{[3-fluoro-2-(1H-1,2,3-triazol-1-
yl)phenyl]lcarbonyl}octahydropyrrolo[3,4-clpyrrole;
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2-{4,6-Dimethylpyrimidin-2-yl)-5-{[4-methoxy-2-(2H-1,2,3-triazoi-2-
yl)phenyllcarbonylloctahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[4-methoxy-2-(1H-1,2,3-triazol-2-
|)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole;
235-Fluoro-4-methyipyrimidin-2-yl)-5-{[2-(2H-1,2,3-triazol-2-
yl}phenyllcarbonyl}octahydropyrrolo[3,4-clpyrrole;
2-(2-Chpro-5-fluoropyrimidin-4-yl)-5-{[2-(2H-1,2,3-triazol-2-
yl)phenyl]earbonyl}octahydropyrrolof3,4-clpyrrole;
2-(5-Fluoropygimidin-2-y})-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-
yl)phenyl]carbonyiloctahydropyrrolo[3,4-clpyirole;
2-(5-Fluoro-4-methy}pyrimidin-2-yl}-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-
yl)phenyl]carbonyl}octghydropyrrolo[3,4-c]pyrrole;
2-{[2-Fluoro-6-(2H-1,2,3"iazol-2-yl)phenyl]carbonyi}-5-(4,5,6-
trimethylpyrimidin-2-yl)octahydropyrrolo[3,4-cipyrrole;
2-(4,5-Dimethylpyrimidin-2-yl)-&-{[2-fluoro-6-(2H-1,2,3-triazol-2-
yl)phenyl]jcarbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-{[2-Fluoro-6-(2H-1,2,3-friazol-2-yl)shenyl]carbonyl}-5-(4-methoxy-6-
methylpyrimidin-2-yloctahydropyrrolo[h4-clpyrrole;
2-(4-Ethyl-6-methylpyrimidin-2-yl)-5-{[2-flugro-6-(2H-1,2,3-triazol-2-
yl)phenyl]carbonyl}octahydropyrrolof3,4-c]pyXole;
2-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenylicarbgnyl}-5-[4-methyl]-6-(1-
methylethyl)pyrimidin-2-yljoctahydropyrrole[3,4-c]pyrrole;
2-[4-Methyl-6-(1-methylethyl)pyrimidin-2-yl]-5-{[2-(2H~] ,2,3-triazol-2-
yl)phenyllcarbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-{[56-(1-Methylethyl}-2-(2H-1,2,3-triazol-2-yl)phenyl]carbony|}-5-[4-methyl-6-(1-
methylethyl)pyrimidin-2-ylJoctahydropyrrolo[3,4-c]pyrrole;
2-(4-tert-Butyl-6-methylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1,2,3-trigzol-2-
yl)phenyl]carbonyiloctahydropyrrolo[3,4-clpyrroie;
2—(4-qu!obropyl-B-methylpyrimidin-2-yl)-5-{[2-f[uoro-B-(ZH-1,2,3—triaz |-2-
yl)phen)}[]carbony]}octahydropyrrolo[3,4—c]pyrrole; '
2-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-(4-methyl-1,3,5-triazin-
2-yl)octahydropyrrolo[3,4-c]pyrrole;
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2-{[2-Fluoro-6~(2H-1,2,3-triazol-2-yl)phenyllcarbonyl}-5-(4-methyl-6-morpholin-
4-ylpyrimidin-2-yi)octahydropyrrolo[3,4-c]pyrrole;
2-{[2-(4H-1,2,4-Triazol-3-yl)phenyl]carbonyl}-5-(4,5,6-trimsthylpyrimidin-2-

ylhoctahydropyrrolo[3,4-c]pyrrole;

-(4,6-Dimethyipyrimidin-2-yl)-5-{[2-(3-methyl-1,2,4-oxadiazol-5-
yl)shenyl]carbonyl}octahydropyrrolof3,4-clpyrrole;
2-(4, BDimethylpyrimidin-2-y1)-5-{[2-(1-methyl-1H-1,2 4-triazol-5-
yl)phenW]carbonyl}octahydropyrrolo[3,4-clpyrrole;
2-(4,6-Dimsthylpyrimidin-2-yl)-5-{[2-(1-methyl-1H-1,2 4-triazol-3-

trimethylpyrimidin-2cylJoctahydropyrrolo[3,4-cipyrrole;
2-(5-Fluoro-4-methylpyrimidin-2-y1}-5-{[2-{3-methyl-1,2,4-oxadiazol-5-
yl)phenyllcarbonyl}octahiydropyrrolo]3,4-clpyrrole;

2-{[2-(1-Methyl-1H-1,2 4-triazol-3-yl)phenyllcarbonyl}-5-(4,5,6-
trimethylpyrimidin-2-ylyoctahytopyrrolo[3,4-¢]pyrrole;
1)-5-{{2-(1-methyl-1H-1,2 4-triazol-3-
yh)phenyl]carbonylloctahydropyrrold(3,4-clpyrrole;
2{5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yNphenyl]carbonylthexahydropyrrolo[3,4-
clpyrrol-2(1H)-yl}-4-methyi-6,7-dihydro-
2-(4,6-Dimethylpyrimidin-2-y1)-5-{[3-fluoro-2(3-methyl-1,2,4-oxadiazol-5-
yl)phenyl]carbonyl}octahydropyrrolo[3,4-clpyrigle;
2-(4,6-Dimethylpyrimidin-2-yl}-5-{[2-flucro-6-(3-methyl-1,2,4-oxadiazol-5-
yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(5-Chloro-4-methylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-{,2,3-triazol-2-
vi)phenyl]carbonylloctahydropyrrolo[3,4-c]pyrrole;
2-(5-Chloro-4,6-dimethylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1)R,3-triazol-2-
yl)phenyl]carbonyl}octahydropyrrolo[3,4-clpyrrole;
2-(5-Chioro-4,6-dimethylpyrimidin-2-yl}-5-{[2-(3-methyl-1,2,4-0xadjazol-5-
yl)phenyl]carbonyl}octahydropyrrolo[3,4-clpyrrole;
4-Methyl-2-[5-{[2-(3-methyl-1,2,4-0xadiazol-5-
yl)phenyl]carbonylthexahydropyrrolo[3,4-c]pyrrol-2(1H)-y(]-6,7-dihydro-56H

2-(5-Fluoro-4-methylpyrimidin-2-

cyclopentafd]pyrimidine;
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2-(5-Chloro4,6-dimethylpyrimidin-2-y1)-5-{[2-(1-methyl-1H-1,2,4-triazol-3-
yhphenyllcarbonylioctahydropyrrolo[3,4-c]pyrrole;
2-(5-Chloro-4-methylpyrimidin-2-yl}-5-{[2-(1-methy!-1H-1,2,4-triazol-3-
yl)phenyl]carbonyl}octahydropyrrolo[3,4-clpyrrole;
-(5-Ethyl-4,6-dimethylpyrimidin-2-y}-5-{[2-(1-methyl-1H-1,2,4-triazol-3-
yl)phenyllcarbonyl}octahydropyrrolo[3,4-c]pyrrole;

2-(5-Chlorond,6-dimethylpyrimidin-2-y1)-5-{[3-(2H-1,2,3-triazol-2-y!)pyridin-2-
yiJcarbonylloctahydropyrrolo[3,4-clpyrrole;
2-(5-Fluoro-4,6-dimethylpyrimidin-2-yl)-5-{[3-(2H-1,2,3-triazoi-2-yl)pyridin-2-
yljcarbonyi}octahydropyrrolo[3,4-cjpyrrole;
2-(4,6-Dimethylpyrimicn-2-y1)-5-(9H-fluoren-4-ylcarbonylyoctahydropyrrolo{3,4-
clpyrrole;
[5-(4,6-Dimethyl-pyrimidin-2xyl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-ylj-(5-
[1,2,3]triazol-2-yl-benzo[1,3]dioxol-4-yi)-methanone;
[5-{4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolof3,4-cjpyrrol-2-yl]-(8-
[1,2,3]triazol-2-yl-naphthalen-1-y)-me¢thanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl}-hexahygro-pyrrolo[3,4-c|pyrrol-2-yl}-(4-
[1,2,3]triazol-1-yl-pyridin-3-yl}-methanone
(5-tert-Butyl-2-methoxy-phenyl)-[5-(4,6-dimethyl-pyrimidin-2-yl}-hexahydro-
pyrrolo[3,4-c]pyrrol-2-yl}-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrold{3,4-clpyrrol-2-yl]-(1-
[1,2,3]triazol-2-yl-naphthalen-2-yl}-methanone;
[5-(4,8-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-0]pyrrol-2-yi]-(3-
[1,2,3]triazol-2-yl-pyridin-2-yl}-methanone;
{(2-Bromo-4,5-dimethoxy-phenyl)-[5-(4,6-dimethyl-pyrimidin-2yt)-hexahydro-
pyrrolo[3,4-c]pyrrol-2-yl}-methanone;
(3,4-Dihydro-2H-benzo[b][1,4]dioxepin-6-yl)-[5-(4,6-dimethyl-pyrimidin-2-yl}-
hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-y))
2-(6-methylpyridin-2-yl)phenyl)methanone;

—_—
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[5-(4,6-Dimethyl-pyrimidin-2-yl)}-hexahydro-pyrrolo[3,4-clpyrrol-2-yl]l-(6-methyl-
2-[1,2,3ltriazol-1-yl-pyridin-3-yl}-methanone;
(1-Bromo-naphthalen-2-yI}-[5-(4,6-dimethyl-pyrimidin-2-yl)-hexahydro-
pyrrolo[3,4-c]pyrrol-2-yl]-methanone;
5-(4,6-Dimethyl-pyrimidin-2-yl}-hexahydro-pyrrolo[3,4-c]pyrrol-2-yI]-(3-
misthoxy-naphthalen-2-yl}-methanone;
-Dimethyl-pyrimidin-2-yi)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(8-
[1,2,3]thazol-2-yl-naphthalen-1-yl)-methanone;
[5-(4,6-Dirnethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(1-
methoxy-napkthalen-2-yl)-methanone; ,
(4,5-DimethoxyR-{1,2,3]triazol-1-yl-phenyl)-[5-(4,6-dimethyl-pyrimidin-2-yl)-
hexahydro-pyrralof3,4-clpyrrol-2-yl]-methanone;
(4,5-Dimethoxy-2-[1,2\3]triazol-2-yl-phenyl)-[5-(4,6-dimethyl-pyrimidin-2-yl)-
hexahydro-pyrrolo[3,4-clpyrrol-2-yl]-methanone;

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyxrrolo[3,4-c]pyrrol-2(1H)-yl)}(4-fluoro-
2-(3-fluoropyridin-2-yl)phenyl)methanone;
(3-Propoxypyridin-2-yl)(5-(quinoxalin-2-yl )hexahyqropyrrolo[3,4-c]pyrrol-2(1H)-
yl)methanone;
2-(5-([1,1™-Biphenyl]-2-ylsulfonyl)hexahydropyrrolo[3,43¢]py:rol-2(1H)-
yl)quinoxaline,;
2-](2,6-Dimethoxyphenyl)carbonyl]-5-[5-(trifluoromethyl)pyridjn-2-
ylloctahydropyrrolo[3,4-clpyrrole;
(2,6-Dimethoxypheny])(5-(5—(triﬂuorométhyl)pyrimidin-z-
yhhexahydropyrrolo[3,4-clpyrrol-2(1H)-ylmethanone;
(2,6-Dimethoxyphenyl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo;

c]pyrrol-2(1H)-yl)methanone;
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(5-(4,6-Dimethylpyrimidin-2-yl )hexahydropyrrolo[3,4-clpyrrol-2(1H)-y1){3-
methylfuran-2-yl)methanone;
2-[(3-Methyifuran-2-yl)carbonyl}-5-{5-(trifluoromethyl)pyridin-2-
ylloctahydropyrrolo[3,4-c]pyrrole;
Methylfuran-2-yl}(6-(5-(trifluoromethyl)pyrimidin-2-yl)hexahydropyrrolo3,4-
clpyrrol-2(1H)-yl)methanone;
(3-MeXpytfuran-2-yi)(5-(quinoxalin-2-yl)hexahydropyrrolo[3,4-clpyrrol-2(1H)-
yl)methagone;
2-([1,1'-Biphenyl]-2-ylsulfonyl)-5-(5-(triflucromethyl)pyridin-2-
yl)octahydropygrolo[3,4-cjpyrrole;
2-([1,1"-Biphenyl-ylsulfonyl)-5-(5-(trifluoromethyl)pyrimidin-2-

yliquinoxaline;
(3,6"-Dimethyl-[2,3'-bipyridin]-2'-y1)(5-(quinoxalin-2-¥|)hexzhydropyrrolo{3,4-
clpyrrol-2(1H)-yl)methanone;
(3,6'-Dimethyl-[2,3-bipyridin]-2*-yI)}(5-(5-(trifluoromethyl)
ylhexahydropyrrolo[3,4-c]pyrrol-2{1H)-yl)methanone;

yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-
2-{pyridin-2-yl)phenyl)methanone;
(5-(4,8-Dimethylpyrimidin-2-yl}hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl){(3-
2-(pyridin-2-yl)phenylmethanone;
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[2,3"-Bipyridin]-2'-yl(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-clpyrrol-
2(1H)-yhmethanone;
(5-(4,8-Dimethyipyrimidin-2-yl)hexahydropyrrolo[3,4-clpyriol-2(1H)-yl }{4-fluoro-
2-(oxazol-2-yl)phenyl)methanone;
-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolof3,4-clpyrrol-2(1H)-yl)(3-fluoro-
2-(&-methylpyridin-2-yl)phenylmethanone;

(5-(4,6-Dimethylpyrimigin-2-yl)hexahydropyrrolo{3,4-c]pyrrol-2(1H)-y!)(3-fluoro-
2-(5-methylpyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2%}hexahydropyrrolo[3,4-clpyrrol-2(1H)-yl )} 3-fluoro-
2-(3-fluoropyridin-2-yl)phenyl)iethanone;
(5-(4,6-Dimethylpyrimidin-2-yh)heXahydropyrrolo[3,4-c]pyrrol-2(1H)-yt){3-fluoro-
2-(oxazol-2-yl)phenyl)methanone;
-methoxy-2-(2H-1,2,3-triazol-2-
yh)phenyl]carbonyl}octahydropyrrolo[3,4-Clpyrrole;
2-(5-Chloro-4-methylpyrimidin-2-yl)-5-{[4-methoxy-2-(2H-1,2,3-triazol-2-
yl)phenyl]carbonyl}octahydropyrrolof3,4-clpyrr
2-(5-Fluoro-4,6-dimethylpyrimidin-2-yl)-5-{[4-methyxy-2-(2H-1,2,3-triazol-2-
yl)phenyl]carbonyljoctahydropyrrolo[3,4-c]pyrrale;  \
2-(4,5-Dimethylpyrimidin-2-yl)-5-{[4-methoxy-2-(2H-1,2,%-triazol-2-
yl)phenyl]carbonyl}octahydropyrrolo[3,4-clpyrrole;
2-[(3-Propoxypyridin-2-yl)carbonyl]-5-[5-(trifluoromethyl)pyri

2-(5-Fluoro-4-methylpyrimidin-2-yi)-5-

ylJoctahydropyrrolo[3,4-c]pyrrole;
2-{4 6-Bis[(2H3)methyl](2H)pyrimidin-2-yl}-5-{[2-fluoro-6-(2H-1,2,3Xriazol-2-
yhphenyllcarbonyljoctahydropyrrolo[3,4-clpyrrole;
2-{4,6-Bis{(2H3)methyl}(2H)pyrimidin-2-yl}-5-{[3-luoro-2-(3-methyl-1,2,
oxadiazol-5-yl)phenyl]carbonyljoctahydropyrrolof3.4-clpyrrole;
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2-{4,6-Bis[(2H3)methyl](2H)pyrimidin-2-yl}-5-{[4-methoxy-2-(2H-1,2,3-trtazol-2-
yl)phenyl]carbonyi}octahydropyrrolo[3,4-c]pyrrole;
2-(5-Ethyl-4,6-dimethylpyrimidin-2-yl)-5-{[3-(2H-1,2,3-triazol-2-yl)pyridin-2-
yllcarbonyl}octahydropyrrolo[3,4-clpyrrole;
(4,6-Dimethylpyrimidin-2-yl)-5-{[3-(3-methyl-1,2,4-oxadiazol-5-yl )pyridin-2-
ylcarbonyl}octahydropyrrolo[3,4-c]pyirole;
(5-(6,MDifluoroquinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)}(3-fluoro-
2-(pyrimidin-2-yl)phenyl)methanone;
(6-(6,7-Diflunroquinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-y)(3-flucro-
2-(pyrimidin-2-yW)phenyl)methanone;
(5-(6,7-Difluoroquiqoxalin-2-yl}hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yI}(4-
methoxy-2-(2H-1,2,3\riazol-2-yl)phenyl)methanone;
(6-(6-(Dimethylamino)pyimidin-4-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}{4-
methoxy-2-(2H-1,2,3-triazoi-2-yl)phenyl)methanone;
(5-(6~(Dimethylamino)-2-methylpyrimidin-4-yl)hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yl}{4-methoxy-2-(2H-1,2,3triazol-2-y)phenyl)methanone;
(5-(6-(Dimethylamino)-2-methylpyritidin-4-yi)hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-y1)(3-fluoro-2-(pyrimidin-2-yl)phenyt)methanone;
(8-(6-(Dimethylamino)pyrimidin-4-yl)hexahydropyrrolo[3,4-clpyrrol-2(1H)-y1)(3-
fluoro-2-(pyrimidin-2-yl)phenyl)methanone;
(3-Fluoro-2-{pyrimidin-2-yl)phenyl)(5-(5-fluorosd,6-dimethylpyrimidin-2-
yl}hexahydropyrrolo[3,4-clpyrrol-2(1H)-yDmethanone;
{5-(5-Chloro-4,6-dimethylpyrimidin-2-yl )hexahydropyrrolo[3,4-clpyrrol-2(1H)-
yl)(3-fluoro-2-(pyrimidin-2-yt)phenyl)methanone;
(5-(5-Chloro-4-methylpyrimidin-2-yl)hexahydropytrolo[3,4x¢]pyrrol-2(1H)-yl)(3-
fluoro-2-(pyrimidin-2-yljphenyl)methanone;
(3-Fluoro-2-{pyrimidin-2-yl )phenyl)(5-(5-lucro-4-methylpyrimidig-2-
yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-y)methanone;
(5-(4,5-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-W)(3-fluoro-
2-{pyrimidin-2-yl)phenyl}methanone;
(5-(4,8-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(5-flyoro-
2-(6-methylpyridin-2-yl)phenyl)methanone;
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(5-(4,6-Dimethylpyrimidin-2-yi)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl}(5-fluoro-
2-{4-methyipyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yI}(5-fluoro-
2-(5-methylpyridin-2-yl)phenyl)methanone;
-(4,6-Dimethylpyrimidin-2-yi)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(5-fluoro-
2-{8-fluoropyridin-2-yl)phenyl)methanone;

(5-(4,6-Dimethylpyrimigin-2-yl)hexahydropyrrolo[3,4-cipyrrol-2(1H)-yl)(6-fluoro-
2-(4-methylpyridin-2-yl)phegnylymethanone;
{5-(4,6-Dimethylpyrimidin-2yl}hexahydropyrrolo[3,4-¢c]pyrrol-2(1H)-yl)(6-fluoro-
2-(5-methylpyridin-2-yl)phenyl}pethanone;
(5-{4,6-Dimethylpyrimidin-2-yl}hexahydropyrrolo[3,4-c]pyrrol-2(1H)-y!}(6-fluoro-
2-(3-11uoropyridin-2-yl)pheny!)meth one;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydkopyrrolo[3,4-c]pyrrol-2(1H)-yl){6-fluoro-
2-(pyridin-2-yl)phenyl)methanoneg;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropytrpolo[3,4-c]pyrrol-2(1H)-yl){6-fluoro-
2-(oxazol-2-yl)phenyl)methanone;
(3,6'-Dimethyl-[2,3'-bipyridin]-2'-yI}5-(quinoxalin-
clpyrrol-2{1H)-yi)methanone; and

Ihexahydropyrrolo[3,4~

[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-
[1,2,3]triazol-2-yl-phenyl)-methanone*HCl+1.65H20.

pyrrol-2-yl]-(2-fluore-6-

30. A pharmaceutical composition for treating a disease, disorder or medical
condition mediated by orexin activity comprising:

(a) an effective amount of at least one chemical entity selectet{ from
compounds of Formula (1):
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Formula ()

R'is axmember selected from the group consisting of:
5 A)\pheny! substituted or unsubstituted with one or two R* members and
sstituted in the ortho position with R®;
R? is dependently selected from the group consisting of: -H, halo, -
Ci4alkyl, -Ciaalkoxy, and -NO;, wherein two adjacent R®
members may come together to form a six membered aromatic ring;
10 R® is a memb¥y selected from the group consisting of;
a) halo, -Ciyalkoxy, -C14alkyl,-CF3, -OCF3, or -CN;
b) 5-membered heteroaryl ring containing one oxygen or one
sulfur members;
¢} 5-6 membered hederoaryl ring containing one, two or three
15 nitrogen members, optionally containing one oxygen member,
substituted or unsubstituted with halo or -Cs4alkyl; and
d) phenyl substituted or unstbstituted with halo, -CHs, or -CF3;
B) pyridine substituted or unsubstituted with one or two R® members
and substituted with R®, wherein R® is\gositioned adjacent to the
20 point of attachment by R';
R is Cyalkyl;
R%is a member selected from the group consisting of:
a) 5-6 membered heteroaryl ring selected fro)y the group
consisting of: 1H-1,2,3-triazol-1-yl, 2H-1,2,3-tNazol-2-yl, 1H-
25 pyrazol-5-yl, 3-methyl-1,2,4-oxadiazol-5-yl, pyridi methyl-

phenyl, and pyrimidin-2-yl; and

b) -CF3, -Br, and -Cialkoxy;
C) 5-membered heteroaryl ring selected from the group consisting of}
;}0‘ methyl-1,3-thiazol-yl, 1H-pyrazol-5-yl, oxazole, isoxazolyl, thiophen-
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2-yl, and furan-2-yl, each substituted with phenyl substituted or
unsubstituted with -F; and
D) 5-13 membered aryl or heteroaryl ring selected from the group
consisting of: 3-methylfuran-2-yl, 9H-fluorene, quinoline, ¢innoline;
3-(1H-pyrrol-1-ylthiophen-2-yl, 8-[1,2,3]-triazol-2-yl-naphthalen-1-yl,
2,3-dihydro-1,4-benzodioxin-5-yl, 1H-indol-7-yl, 4-fluoronaphthalen-1-
yl, and naphthalen-1-yl;

R? is a member selected from the group consisting of:

10 mbered heteroaryl ring containing two nitrogen members

15 oq-2-yl, 1H-pyrazol-4-yf, and pyrrolidin-1-yl;

benzooxazol-2-yl, 2—methyip imidin-4(3H)-one, 6-fluoro-1,3-
20 benzothiazole, 1,3-benzothiazoly, 6-methoxy-1,3-benzothiazole, 6-
methyl-1,3-benzothiazole, 6-ch[6‘ro enzothiazol-2-yl, and 4-methyl-
6,7-dihydro-5H-cyclopentald]pyrimidi
D) 10-membered heteroaryl ring selected frdym the group consisting of:
quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6,Kdifluoroquinoxalin-2-yl,
25 3-{trifluoromethyl)quinoxaline, quinoline,4-metylquinoline, and 6-
fluoroquinazolin-2-yl; and '
E) 4-methyl-1,3,5-triazin-2-yl; .
and phamaceutically acceptable salts of compounds of if'drmula i); and
(b) at least one pharmaceutically acceptable é’i(_gipient.
31. A pharmaceutical composition comprising and effective amount of at lgast
one chemical entity of claim 29, and at least one pharmaceutically acceptab

excipient,
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32, At least one chemical entity selected from compounds of Formula(f):

RVILN"\

\ Ns RZ
Fonauh {1)

wherein:
R is a memier selected from the group consisting of:
A) phen substituted or unsubstituted with one or two R* members and
substitu¥ed in the ortho position with R®;
R? is indepeqdently selected from the group consisting of: -H, halo, -
Craalkyl, XCq4alkoxy, and -NOz, wherein two adjacent R®
e together to forr a six membered aromatic ring;
R" is a member seldcted from the group consisting of:
a) halo, -Ci.4alkaxy, -Ci.4alkyl,-CF3, ~OCF3, or -CN;
b} S-membered heterparyl! ring containing one oxygen or one
suffur members;
c) 5-6 membered heteroalyl ring containing one, two or three
nitrogen members'; optionally containing one oxygen member,
substituied or unsubstituted Wth halo or -Cq4alkyl; and
d) phenyl substituted or unsubstituted with halo, -CHs, or -CFs;
B) pyridine substituted or unsubstituted with xne or two R® members
and substituted with R?, wherein R® is positioged adjacent to the
point of attachment by RY;
R®is Ci4alkyl;
RYis a member selected from the group consisting of:
a) 5-8 membered heferoary] ring selected from the ¢{oup
consisting of: 1H-1,2,3-triazol-1-yl, 2H-1,2,3-friazol-2yl, 1H-
- pyrazol-5-yl,-3-methyl-1,2,4-oxadiazol-5-yl, pyridinyl, 3xqethyl-

members may
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pyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl}-1H-pyrazol-5-yl),
phenyl, and pyrimidin-2-yl; and '
b) -CFs, -Br, and -Cy.4zlkoxy;

C) 5-membered heteroaryi ring selected from the group consisting
of: 2-methyl-1,3-thiazol-yl, 1H-pyrazoi-5-yl, oxazole, isoxazolyt,
thiophen-2-yi, and furan-2-yl, each substituted with phenyl
substituted or unsubstituted with -F; and

D} 8-13 membered aryl or heteroaryl ring selected from the group

consisting of: 3-methylfuran-2-yl, 9H-fluorens, quinoline,

innoline; 3-(1H-pyrrol-1-yi)thiophen-2-yl, 8-{1,2,3]-triazol-2-yi-
naghthalen-1-yl, 2,3-dihydro-1,4-benzodioxin-5-yl, 1H-indol-7-yl,
4-fluokonaphthalen-1-yl, and naphthalen-1-yl;

R? is a member selected from the group consisting of:

A) 8-membered heteroaryt ring containing two nitrogen members
substituted with onig or more members independently selected from

: halo, -Cygalkyl, -CDg, -D, -Cr4alkoxy,

l, ~CO.C14alkyl, -COzH, -CHz0OH, -

, -OH, -NOg, -N(C14alkyl)2, phenyl,

razol-4-yl, and pyrrolidin-1-yl;

the group consisting
cyclopropyl, morpholin-
C(O)IN(Crqalkyl)z, ~CF3, -C
furan-2-yl, thiophen-2-yi, 1H-

B) pyridine substituted with one or two members independently selected
from the group consisting of; halo, 2Ci4alkyl, -Cy.4alkoxy, and -CFj;

C} 2-membered heteroaryl ring selected fom the group consisting of;
benzooxazol-2-yl, 2-methylpyrimidin-4(3N)-one, 6-flucro-1,3-
benzothiazole, 1,3-benzothiazole, 6-methoXy-1,3-benzothiazols, 6-
methyl-1,3-benzothiazole, 6-chioro-benzothia2ql-2-yl, and 4-methyl-
8,7-dihydro-5H-cyclopenta[dlpyrimidine; '

D} 18-membered heteroaryl ring selected from the gro
guinoxalin-2-yl, 3-methylquinoxalin-2-yl, 8,7-diflucroqiipoxalin-2-yl,
3-(trifluoromethyl)guinoxaline, quinoline, 4-methylquineling, and 6-

bonsisting of:

fluoroquinazolin-2-yl; and
E) 4-methyl-1,3,5-triazin-2-yl;
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and pharmaéeut[cally acceptable salts of compounds of Formula {1), and at
least one pharmaceutically acceptable excipient for use in the treatment
a _disease. disorder, or medical condition mediated by

33. At least\gne chemical entity selected from compounds of Formulafl) :

tON\ RZ
Fasvaalz (1)

wherein:
R!is a member sefected from ths group consisting of:
A) phenyl substituted or unsybstituted with one or two R® members and
substituted in the ortho posiion with R
R is independently selected froxy the group consisting of: -H, halo, -
Cialkyl, -Ciqalkoxy, and -NCy, whereln two adjacent R?
members may come together to form'g six membered aromatic ring;
RP is a member selected from the group'gonsisting of:
a) halo, -Ct.4alkoxy, -Craalkyl,-CF2, ~-OCF3, or -CN;
o) 5-membered heteroaryl ring containing\one oxygen or one
sulfur members;
¢} 5-6 membered heteroaryl ring containing ong, two or three
nitrogen members, optionally containing one okygen member,
substituted or unsubstituted with halo or -Ci.<alkylyand
d) phenyl substituted or unsubstituted with halo, -CHa, &p -CFs;
B) pyridine substituted or ursubstituted with one or two R® membgrs
and substituted with R, wherein R? is positioned adjacent to the
point of attachment by R';
R%is Cy4atkyl;
R%is 2 member selected from the group consisting of:
~a) 56 membered heteroaryl ring sefected from the group
consisting of: 1H-1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 1H-
pyrazol-5-yl, 3-methyl-1,2,4-oxadiazol-5-y, pyridinyl, 3-methyl-
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pyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yi)-1H-pyrazol-5-y1),
phenyl, and pyrimidin-2-yl; and
b} -CF3, -Br, and -Ci.alkoxy;

C) 5-membered heteroaryl ring selected from the group consisting
of: 2-methyl-1,3-thiazol-yl, TH-pyrazal-5-yl, oxazole, isoxazolyl,
thiophen-2-yl, and furan-2-yl, each substituted with phenyl
substituted or unsubstituted with -F; and

} 5-13 membered aryl or heteroary! ring selected from the group

consisting of: 3-methylfuran-2-yl, 9H-fluorene, quinoiine,

civpoling; 3-(1H-pyrrol-1-yl)thiophen-2-yl, 8-[1,2,3]-triazol-2-yl-
naphthalen-1-yl, 2,3-dihydro-1,4-benzadioxin-5-yi, 1H-indol-7-y,
aphthalen-1-yl, and naphthalen-1-y};

R? is a member selected\from the group consisting of:

A) &-membered hetergaryl ring containing two nitrogen members
substituted wilth one ot more members independently selected from
the group consisting of: kalo, -Cy4atkyl, -CDs, -D, -Cyualkoxy,
cyclopropyl, morpholin-2-yl\ -COaCiaalkyl, -COH, -CH20H, -
C(OMN{C1.4alkyl)z, -CFa, -CN,\OH, -NOa, -N{C14alkyl)s, phenyl,
furan-2-yl, thiophen-2-yl, 1H-pyrazol-4-yl, and pyrrolidin-1-yi;

B) pyridine substituted with one or twoynembers independently selected
from the group consisting of: halo, -Cyxalkyl, -Cq48lkoxy, and ~-CFy;

C) 8-membered heteroaryl ring selected frolg the group consisting of:

g, B-fuoro-~1,3-

3-benzothiazole, 6-

benzooxazol-2-yl, 2-methylpyrimidin-4(3H)-
benzothiazole, 1,3-benzothiazole, 8-methoxy-]
methyl-1,3-benzothiazole, 6-chloro-benzothiazol-2-yl, and 4-methyl-
8,7-dihydro-5H-cyclopentafd]pyrimidine;

3-(rifluoromethyljquinoxaline, quinoline, 4-methylquincline,
fluorogquinazolin-2-yl; and
E} 4-methyl-1,3,5-triazin-2-yl;
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and pharmaceutically acceptable saits of compotnids of Formula ([}, and at

disorders se¢ondary fo neurological disorders, manias, depressions, manle
depression, schizophrenta, pain syndromes, fibromyalgia, neuropathic pain ,
cafatonia, Parkinggn’s disease, Tourette's syndrome, anxiety, delirium,
dementias, overwelgR{ or obesity and conditions related to overweight or
obesity, insulin resistanseg, type Il diabetes, hyperiipidemia, gallstones, angina,
hypertenslon, breathlessnegs, tachycardia, infertility, sleep apnea, back and
jeint pain, varicose veins, ostgarthritis, hypertension, tachyeardia, arthylhmias,
angina pectaris, acute heart faillsg, uicers, irfitable bowel syndrome, diarrhea
and gastroesophageal reflux.

34. Atleast one chemical entity selested\rom compounds of Formula(l):

(9]
R‘l)'kN/ \

Farnuta {f)

wherein:
R!is a member selected from the group consisting of:
A) phenyl substituted or unsubstituted with one or twd R* members and
substittted in the ortho position with R
R? is independently selected from the group consisting ok _-H, halo, -
Ciualkyl, -Cq48lkoxy, and -NOz, wherein two adjacent R?

members may come together to form a six membered aromatig ring;

R" is a member selected from the group consisting of;
a) halo, -Ci.4alkoxy, -Craalkyl-CF3, ~OCFa, or -CN;
b) 8-membered heteroaryl ring containing one oxygen or one

sulfur mermbers;
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R?is a member selected from the group consisting of:

¢) 5-6 membered heteroaryl ring containing one, two or three
nitrogen members, optionally containing one oxygen member,
substituted or unsubstituted with halo or -Cy.4alkyl; and
d) phenyl substituted or unsubstituted with halo, -CHs, or -CFs;
B) pyRdine substituted or unsubstituted with one or two R" members
and dubstituted with RY, wherein R is positioned adjacent to the’
point ofettachment by RY;
RCis Cyal
RYis a memba selected from the group consisting of:

a) 5-6 membered heteroaryl ring selected from the group
consisting of; 1H-1,2,3-triazol-1-yl, 2H-1,2,3-trlazol-2-yl, 1H-
pyrazol-5-yl, 3xpethyl-1,2,4-oxadiazol-5-vi, pyridinyl, 3-methyl-
pyridin-2-yl; 1-(tettehydro-2H-pyran-2-yl}-1H-pyrazol-5-yl),
phenyl, and pyrimiding2-y}; and

b) -CFs, -Br, and -C1.4alko

C) 5-membered heteroaryl ting sylected from the group consisting
of: 2-methyl-1,3-thiazol-yl, TH-pxazal-5-yl, oxazole, isoxazolyl,
thiophen-2-yl, and furan-2-yl, each substitufed with phenyl

substifuted or unsubstituted with -F: a

D} 5-13 membered aryl or heteroaryi ring selected from the group
consisting of: 3-methylfuran-2-yl, 9R-lucrene, quincline,
cinnoline; 3-(1H-pyrrol-1-yl)thiophen-2-yl, 8-[1,33}-triazol-2-yl-
naphthalen-1-y), 2,3-dihydro-1,4-benzodioxin-5-yl)\1H-indol-7-yl,
4-fluoronaphthalen-1-yl, and naphihalen-1-yl;

A) 6-membered heteroaryl ring containing two nitrogen members
substituted with one or more members independently selected from
the group consisting of: halo, -Cyuaikyl, -CD3, -D, -Cy.4alkoxy,
cyclopropyl, morpholin-2-yl, ~-CO2C1.4alkyl, -COzH, -CH20H, -
C(OIN(Cr.qalkyl)s, -CF3, -CN, -OH, -NQaz, -N{Ci4alkyl), phenyi,
furan-2-yl, thiophen-2-yl, 1H-pyrazol-4-yl, and pyrrolidin-1-yl;
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B} pyridine substituted with one or two members independently selested
from the group consisting of: halo, ~Cy.alkyl, -Cysalkoxy, and -GFs;
C} 9-membered heteroaryl ring selected from the group consisting of:
benzooxazol-2-yl, 2-methylpyrimidin-4(3H)-one, 6-fluoro-1,3-
benzothiazole, 1,3-benzothiazole, 6-methoxy-1,3-benzothiazole, 6-
methyl-1,3-benzothiazole, 6-chlora-benzothiazol-2-yl, and 4-methyl-

fluoroquinazefin-2-yl; and
E) 4-methyl-1,3,5-kjazin-2-yl;
and pharmaceutically acoeptable salis of compounds of Formula {§}, and at
least one pharmaceutically accgptable excipient for use In the freaiment

of a disease, disorder, or medicaheondition wherein the disease, disorder,
or medical condition is insomnia.



35. Atlleast one chemical entity selected frem com pounds of Formula(l) :

o)
R"K’Q‘n
Y

~ Rz
Feemuhe [

wherein:
R' is a member Selected from the group conslsting of:
A) pheny] stibstituted or unsubstituted with one or two R® members and
substituted s the oriho position with R%
R is independsytly selected from the group consisting oft -H, halo, -
Ciaalkyl, -Cr.4glkoxy, and -NO», wherein iwo adjacent R?
members may comeNogether to form 2 six membered aromatic ring;
R® is 2 member selected from the group consisting of:
a) halo, -Ci4elkoxy, ~Gi4alkyl,~CFs, ~-OCFs, or ~CN;
b) S-mnembered heteroaxyl ring containing one oxXygen or one
sulfur merbers;
¢} 5-8 membered heteroaryl Npg containing one, lwo or three
nitrogen members, optlonaliyhcontaining one oxygen member,
substituied or unsubstituted witth\halo or -Cq4eikyl; and
d) phenyl substituted or unsubstitutedwith halo, -CHs, or -CFg;
B) pyridine subsfitufed or unsubstituted with onk or two R° members
and substituted with R®, wherein R is positioned adjacent fo the
point of attachment by RY;

R® is Craalkyl;
RYis a member selected from the group consisting of:
a) 5-6 membered heteroaryl ring selected from the group
consisting of: 1H-1,2,3-tdazol-1-yl, 2H-1,2,3-riazol-2-y1, 1H-
pyrazol-5-yl, 3-methyl-1,2,4-oxadiazol-5-y), pyridinyl, 3-methyl-

333



pyridin-2-y); 1-(tetrahydro-2H-pyran-2-yi}-1H-pyrazol-5-y1),
phenyl, and pyrimidin-2-yi; and
b)Y -BFs, -Br, and -Ci43lkoxy;

C) 5-membered heteroaryl ring selected from the group consisting
of: 2-methyl-1,8-thigzol-yl, 1H-pyrazol-5-yl, oxazole, isoxazolyl,
thiophen-2-yl, and furan-2-yl, each substituted with phenyl
substifuted or unsubstituted with -F; and
5-13 membered aryl or heteroaryi ring selected from the group
onsisting ot 3-methylfuran-2-yl, 9H-lluarene, quinoline,

4-fluoronaphthalen-i-yl, and naphthalen-1-y);
R? is a member selected frgm the group consisting of:

A) 8-membered heteroagyl ring containing two nitrogen members
substifuted with one orxgore members independently selecled from
the group consisting of: halg, -Cs4alky}, -CDs, -D, -Ciqalkoxy,
cycloprapy!, morpholin-2-y], NCC2Cy4alkyl, -COzH, -CHa0H, ~
C(O)N(Cy.4alkyl)z, -CFs, <CN, ~OH, -NOz, -N(Ci4alkyl)z, phenyi,
furan-2-yl, thiophen-2-yl, 1H-pyra2sl-4-yl, and pyrrolidin-1-y};

B} pyridine substituted with one or two members independently selected
from the group consisting of: halo, -Ci.qalkyl, -Ciaalkoxy, and -CFs;

C) ¢-membered heteroaryl sing selected from e group consisting of:
benzooxazal-2-yl, 2-methylpyrimidin-4(3H)-one, 8-fluoro-1,3-
benzothiazole, 1,3-benzothiazole, 8~methoxy-1,3benzothiazole, 6-
methyt-1,3-benzothiazole, §-chioro-benzothlazol-2-|, and 4-methyl-
6,7-dihydro-5H-cyclopentaldipyrimidine;

P) 10-membered hetferoaryl ring selected from the group co
quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6,7-difluoroquinoxalin-2-yl,
3{triflucromethyl)quinoxaline, quincline, 4-methylquinoline, and,6-
“fluoroquinazolin-2-yl; and

E) 4-methyl-1,3,5-trlazin-2-vl;
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36,

37,

and pharmaceutically acceptable salts of compounds of Formula {1}, and at
feast one pharmaceutically accepiable excipient in the manufacture

f a medicament for the freatment of a disease, disorder, or medical
codition mediated by orexin receptor activity .

Use according to &lalm 35, wherein the diseass, disorder, or medical
condition is selected o the group consisting of: disorders of the sleep-wake

cycle, insomnia, restiess\egs syndrome, jet-lag, disturbed sleep, sleep
disorders secondary fo ne ol'ogica! disorders, manias, depressions, manic
depression, schizophrenia, palp syndromes, fibromyalgia, neuropathic pain ,
catatonia, Parkinson's disease, Nourette’s syndrome, anxiety, defirium,
dementias, overwelght or obesity ahd conditions related to overweight or
obesity, Insulin resistance, type ! diabgtes, hyperlipidemia, gallstones, angina,
hypertension, breathlessness, tachycaralg, infertility, sleep spnea, back and
joint pain, varicose veins, osteoarthritis, hypertension, tachycardia, arrhythmias,
angina pectoris, acute heart failure, ulcers, irritable bowel syndrome, diarrhea

and gastroesophageal reflux.

Use according to Glalm 35, wherein the disease, disorder, or medical condition

is insomnia.
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Body weight may also be affected by orexin-mediated reguiation of appetite
and metabolism (T. Sakurai ef al., Celf, 1998, 92(4), 573-585; T. Sakurai, Reg. Pept,
1999, 85(1), 25-30). Some effects of orexin on metabolism and appetite may be
mediated in the gut, where, as mentioned, orexins alter gastric motility and gastric
acid secretion.

Orexin receptor antagonists therefore are likely to be useful in treatment of
overweight or obesity and conditions related to overweight or obesity, such as insulin
resistance, type ll diabetes, hyperlipidemia, gallstones, angina, hypertension, breath-
Iessness, tachycardia, infertility, sleep apnea, back and joint pain, varicose veins and
ostecarthritis.

Conversely, orexin receptor agonists are likely to be useful in treatment of
underweight and related conditions such as hypotension, bradycardia, ammenorrhea
and related infertility, and eating disorders such as anorexia and bulimia.

Intracerebroventricularly administered orexins have been shown to increase
mean arterial pressure and heart rate in freely moving (awake) animals (Samson et
al., Brain Res. 1999, 831, 248-253; Shirasaka et al., Am. J. Physiol. 1999, 277,
R1780-R1785) and in urethane-anesthetized animals (Chen et al., Am. J. Physiol.
2000, 278, R692-R697), with similar results.

Crexin receptor agonists may therefore be candidates for treatment of hypo-

tension, bradycardia and heart failure related thereto, while orexin receptor

antagonists may be useful for treatment of hypertension, tachycardia and other
arrhythmias, angina pectoris and acute heart failure.

From the foregoing discussion, it can be seen that the identification of orexin
receptor modulators, in one embodiment modulators of the orexin-2 receptor, will be
of great advantage in the development of therapeutic agents for the treatment of a
wide variety of disorders that are mediated through these receptor systems.

Citation of a reference herein shall not be construed as an admission that
such reference is prior art to the present invention.

Various small-molecule orexin receptor modulators have been reported e.g.,
N-aroyl cyclic amine derivatives (International Publication No. W02003002561,
January 8, 3003), ethylene diamine derivatives (International
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independent and dependent claims appended hereto. In one general aspect, the

invention is directed to a chemical entity of Formula (i)

R
R‘-’J\Nr’

\/N\R{-’_f

Formula (1)
wherein:
R is a member selected from the group consisting of:
A) phenyl substituted or unsubstituted with one or two R® members, and
substituted in the ortho position with R
R? is independently selected from the group consisting of: -H, halo, - C1.
salkyl, -Cysalkoxy, and -NQO,, wherein two adjacent R® members may
come together to form a six membered aromatic ring; RP is a member
selected from the group consisting of:
a) hale, -Cisalkoxy, -Ci4alkyl,~CF3, -OCF3, or -CN;
b) 5-membered heteroaryl ring containing one oxygen or one sulfur
members;
¢) 5-6 membered heteroaryl ring containing one, two or three nitrogen
members, optionally containing one oxygen member, substituted or
unsubstituted with halo or -Cq_4alkyl; and
d) phenyl substituted or unsubstituted with halo, -CHa, or -CF3;
B) pyridine substituted or unsubstituted with one or two R® members and
substituted with R?, wherein R® is positioned adjacent to the point of attach-
ment by R' ;
R®is Cy4alkyl;
R? is a member selected from the group consisting of:
a) 5-6 membered heteroaryl ring selected from the group consisting of:
1 H-~1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 1H- pyrazol-5-yl, 3-methyl-
1,2,4-oxadiazol-5-yl, pyridinyl, 3-methyl- pyridin-2-yl; 1-(tetrahydro-2H-
pyran-2-yl)-1H-pyrazol-5-yl), phenyl, and pyrimidin-2-yl; and




10

15

20

25

30

Formula (i), and pharmaceutically active metabolites of compounds of Formula (1) or
Formula (I).

In another aspect, the invention is directed to a method of treating a subject
suffering from or diagnosed with a disease, disorder, or medical condition mediated
by orexin receptor activity, comprising administering to the subject in need of such
treatment an effective amount of at least one chemical entity selected from
compounds of Formula (1) er Formula (11}, pharmaceutically acceptable salts of
compounds of Formula (1) or Formula (II), pharmaceutically acceptable prodrugs of
compounds of Formula (1) or Formula (1l), and pharmaceutically active metabolites of
compounds of Formula (1} or Formula (lI).

Additional embodiments of methods of treatment are set forth in the detailed
description,

In another aspect, method of studying isotopically labeled compounds in
metabolic studies (preferably with *C), reaction kinetic studies (with, for example 2H
or *H}, detection or imaging techniques [such as positron emission tomography
(PET) or single-photon emission computed tomography (SPECT)] including drug or
substrate tissue distribution assays, or in radioactive treatment of patients. For
example, an "®F or "'C labeled compound may be particularly preferred for PET or
an 1'2 for SPECT studies.

An object of the present invention is to overcome or ameliorate at least one of
the disadvantages of the conventional methodologies and/or prior art, or to provide a
useful alternative thereto. Additional embodiments, features, and advantages of the
invention will be apparent from the following detailed description and through

practice of the invention.

BRIEF DESCRIPTION OF THE DRAWINGS
Figure 1 is a Powder X-Ray Diffraction of an exemplied compound X

DETAILED DESCRIPTION

The invention may be more fully appreciated by reference to the following

description, including the following glossary of terms and the concluding examples.

11




As used herein, the terms "including”, "containing" and "comprising” are used
herein in their open, non-limiting sense.

The term "alkyl” refers fo a straight- or branched-chain alkyl group having
from 1 to 12 carbon atoms in the chain.

5 Examples of alkyl groups include methyl (Me, which also may be structurally
depicted by the symbol, “I"), ethyl (Et), n-propyl, isopropyl, butyl, isobutyl, sec-butyl,
tert-butyl (1Bu), pentyl, isopentyl, tert-pentyl, hexyl, isohexyl, and groups that in light
of the ordinary skill in the art and the teachings provided herein would be considered
equivalent to any one of the foregeoing examples. .

10 The term "alkoxy” includes a straight chain or branched alkyl group with a
terminal oxygen linking the alkyl group to the rest of the molecule. Alkoxy includes
methoxy, ethoxy, propoxy, isopropoxy, butoxy, t-butoxy, pentoxy and so on.
"Aminoalkyl”, "thioalkyl", and "suifonylalkyl" are analogous to alkoxy, replacing the
terminal oxygen atom of alkoxy with, respectively, NH (or NR), S, and SO..

18 The term "cyano” refers to the group -CN.

The term "cycloalkyl" refers o a saturated or partially saturated, monocyclic,
fused polycyclic, or spiro polycyclic carbocycle having from 3 to 12 ring atoms per
carbocycle,

lilustrative examples of cycloalkyl groups include the foll wing entities, in the

20 form of properly bonded moieties:

> 0.0.O OO@ 0.0 0

oo COCo O
0 5. A A e

A "heterocycloalkyl” refers to a monocyclic ring structure that is saturated or
partially saturated and has from 4 to 7 ring atoms per ring structure selected from
carbon atoms and up to two heteroatoms selected from nitrogen, oxygen, and sulfur.

25 The ring structure may optionally contain up fo two oxo
12




groups on sulfur ring members. lllustrative entities, in the form of properly
bonded moieties, include:

H H N N O 0
5 OO GG Q.G
@] 0 o

slelol Y. iolsio oG]

The term “aryl” refers to a monacyclic, or fused or spiro polycyclic,

I

aromatic carbocycle (ring structure having ring atoms that are all carbon)
having from 3 to 12 ring atoms per ring. (Carbon atoms in aryl groups are sp®
hybridized.) Hlustrative examples of aryl groups include the following moisties:

oot oY

The term ‘“heteroaryl" refers to a monocyclic, fused bicyclic, or fused
palycyclic aromatic heterocycle (ring structure having ring atoms selected from
carbon atoms and up to four heteroatoms selected from nitrogen, oxygen, and
sulfur) having from 3 to 12 ring atoms per heterocycle. lllustrative examples of
heteroaryl groups include the following entities, in the form of properly bonded

moieties:

0 N S N N O Lo, S S N
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Those skilled in the art will recognize that the species of heteroaryl,
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group, or both types of functional groups, and accordingly react with a number of
inorganic or organic bases, and inorganic and organic acids, to form a pharma-
ceutically acceptable salt, bases, and incrganic and organic acids, to form a
pharmaceutically acceptable salt.

Examples of pharmaceutically acceptable salts include sulfates, pyrosulfates,
bisulfates, sulfites, bisulfites, phosphates, monohydrogen-phosphates, dihydrogen-
phosphates, metaphosphates, pyrophosphates, chlorides, bromides, iodides,
acetates, propionates, decanocates, caprylates, acrylates, formates, isobutyrates,
caproates, heptan-oates, propiolates, oxalates, malonates, succinates, suberates,
sebacates, fumarates, maleates, butyne-1,4-dioates, hexyne-1,6-dicates, benzoates,
chiorobenzoates, methyl-benzoates, dinitrobenzoates, hydroxybenzoates, methoxy-
benzoates, phthalates, sulfon-ates, xylenesulfonates, phenylacetates, phenyl-
propionates, phenylbutyrates, citrates, lactates, y-hydroxybutyrates, glycolates,
tartrates, methane-sulfonates, propanesulfonates, naphthalene-1-sulfonates,
naphthalene-2-sulfonates, and mandelates.

When the compound of Formula (1) or Formula (11} contains a basic nitrogen,
the desired pharmaceutically acceptable salt may be prepared by any suitable
method available in the art, for example, treatment of the free base with an inorganic
acid, such as hydrochloric acid, hydrobromic acid, sulfuric acid, sulfamic acid, nitric
acid, boric acid, and phosphoric acid, or with an organic acid, such as acetic acid,
phenylacetic acid, propionic acid, stearic acid, lactic acid, ascorbic acid, maleic acid,
hydraxymaleic acid, isethionic acid, succinic acid, valeric acid, fumaric acid, malonic
acid, pyruvic acid, oxalic acid, glycolic acid, salicylic acid, oleic acid, palmitic acid,
lauric acid, a pyranoc-sidyl acid, such as glucuronic acid or galacturonic acid, an
alpha-hydroxy acld, such as mandelic acid, citric acid, or tartaric acid, an amino acid,
such as aspartic acid, glutaric acid or glutamic acid, an aromatic acid, such as
benzoic acid, 2-acetoxybenzoic acid, naphthoic acid, or cinnamic acid, a sulfonic
acid, such as laurylsuifonic acid, p-toluene-sulfonic acid, methanesulfonic acid,
ethanesulfonic acid, any compatible mixture of acids such as those given as
examples herein, and any other acid and mixture thereof that are regarded as
equivalents or acceptable substitutes in light of the ordinary level of skill in this
technology.
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Delivery forms of the pharmaceutical compositions containing one or more
dosage units of the active agents may be prepared using suitable pharmaceutical
excipients and compounding techniques known or that become available to those
skilled in the art.

The compositions may be administered in the inventive methods by a suitable
route of delivery, e.g., oral, parenteral, rectal, topical, or ocular routes, or by
inhalation. The preparation may be in the form of tablets, capsules, sachets,
dragees, powders, granules, lozenges, powders for reconstitution, fiquid
preparations, or suppositories. Preferably, the compositions are formulated for
intravenous infusion, topical administration, or oral administration.

For oral administration, the compounds of the invention can be provided in
the form of tablets or capsules, or as a solution, emuision, or suspension. To prepare
the oral compositions, the compounds may be formulated to yield a dosage of, e.g.,
from about 0.05 to about 100 mg/kg daily, or from about 0.05 to about 35 mg/kg
daily, or from about 0.1 to about 10 mg/kg daily. For example, a total daily dosage of
about 5 mg to 5 g daily may be accomplished by dosing once, twice, three, or four .
times per day.

Oral tablets may include a compound according to the invention mixed with
pharmaceutically acceptable excipients such as inert diluents, disintegrating agents,
binding agents, lubricating agents, sweetening agents, flavoring agents, coloring
agents and preservative agents. Suitable inert fillers include sodium and calcium
carbonate, sodium and caicium phosphate, lactose, starch, sugar, glucose, methyl
celiulose, magnesium stearate, mannitol, and sorbitol. Exemplary liquid oral
excipients include ethanol, glycerol, and water. Starch, polyvinyl-pyrrolidone (PVP),
sodium starch glycolate, microcrystalline cellulose, and alginic acid are suitable
disintegrating agents. Binding agents may include starch and gelatin. The lubricating
agent, if present, may be magnesium stearate, stearic acid or talc. If desired, the
tablets may be coated with a material such as glyceryl monostearate or glyceryl
distearate to delay absorption in the gastrointestinal tract, or may be coated with an
enteric coating.

Capsules for oral administration include hard and soft gelatin capsules. To
prepare hard gelatin capsules, compounds of the invention may be mixed with a
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solid, semi-solid, or liquid diluent. Soft gelatin capsules may be prepared by mixing
the compound of the invention with water, an oil such as peanut cil or olive oil, liquid
paraffin, a mixture of mono and di-glycerides of short chain fatty acids, polyethylene
glycol 400, or propylene glycol.

Liquids for oral administration may be in the form of suspensions, solutions,
emulsions or syrups or may be lyophilized or presented as a dry product for recon-
stitution with water or other suitable vehicle before use. Such liquid compositions
may optionally contain: pharmaceutically-acceptable excipients such as suspending
agents {for example, sorbitol, methyl cellulose, sodium alginate, gelatin, hydroxyl-
ethylcellulose, carboxy-methylcellulose, and aluminum stearate gel); non-aqueous
vehicles, e.g., oil (for example, almond oil or fractionated coconut oil}, propylene
glycol, ethyl alcohol, or water; preservatives (for example, methyl or propyl p-
hydroxybenzoate or sorbic acid); wetting agents such as lecithin; and, if desired,
flavoring or coloring agents.

The active agents of this invention may also be administered by non-oral
routes. For example, the compositions may be formulated for rectal administration as
a suppository.

For parenteral use, including intravenous, intramuscular, intra-peritoneal, or
subcutaneous routes, the compounds of the invention may be provided in sterile
aqueous solutions or suspensions, buffered to an appropriate pH and isotonicity or in
parenterally acceptable oil. Suitable aqueous vehicles include Ringer's solution and
isotonic sodium chloride.

Such forms will be presented in unit-dose form such as ampules or dispos-
able injection devices, in mulfi-dose forms such as vials from which the appropriate
dose may be withdrawn, or in a solid form or pre-concentrate that can be used to
prepare an inject-able formulation. illustrative infusion doses may range from about 1
to 1000 g/kg/minute of compound, admixed with a pharmaceutical carrier over a
period ranging from several minutes to several days.

For topical administration, the compounds may be mixed with a pharma-
ceutical carrier at a concentration of about 0.1 % to about 10% of drug to vehicle.
Another mode of administering the compounds of the invention may utilize a patch
formulation to affect transdermal delivery.
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that only one X member can be N), with commercially available HET compounds of
formula (V), where HET is a 5-6 membered heteroaryl ring containing one to three
nitrogen members, in the presence of copper(liodide, CS,CO3 and N,N'-dimethyl-
cyclo-hexane-1,2-diamine; in a solvent such as DMF or dioxane, at temperatures
ranging from 60 °C to 100 °C (using conventional or microwave heating).

One skilled in the art will recognize that 1,2,3-triazole can exist in two tauto-
meric forms defined as 2H-[1,2,3]-triazole and 1H-[1,2,3]triazole thus accounting for
the formation of two regioisomers.

Alternatively, compounds of formula (VIb) are prepared by the reaction of
halobenzonitrile compounds of formuta (VII) with HET, where HET is a 5-membered
heteroaryl ring selected from the group consisting of triazole or pyrazole, in a solvent
such as DMF, in the presence of an inorganic base such as K,CO;, at temperatures
ranging from 100 °C to 130 °C.

Subsequent hydrolysis of the nitrile using a base such as aqueous NaOH, in
a solvent such as methanol provides compounds of formuta (Vib).

Compounds of formula (VIb}) are also prepared by the reaction of halobenzo-
nitrile compounds of formula (VIl} with HET-Sn(alkyl)s, where HET-Sn(alkyi)z Is a
commercially available or synthetically accessible triaikyltinheteroaryl compound, in
a solvent such as DME, in the presence of a palladium catalyst such as Pd(PPha)s,
in the presence or absence of a catalytic amount of copper iodide, at temperatures
ranging from 100 °C to 160 °C, using conventional or microwave heating.

Subsequent hydrolysis of the nitrile using a base such as aqueous NaOH and
the like, in a solvent such as methanof provides compounds of formula (Vib).

Compounds of formula (Vib) are also prepared by the reaction of halobenzo-
nitrile compounds of formula (Vi) with HET-boronic acid, where HET-boronic acid is
a commercially available or synthetically accessible heteroarylboronic acid, in a
solvent such as DME, in the presence of a base such as NaHCO;, a palladium
catalyst such as Pd(PPhs)s, at temperatures ranging from 80 °C to the reflux

temperature of the solvent,
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Subsequent hydrolysis using a base such as aqueous NaOH, in a salvent
such as methanol provides compounds of formula (Vib).

Compounds of formula (1), where R* is -1, are further elaborated to com-
pounds of formula (1), where R* is HET, where HET is a 5-6 membered hetero-aryl
ring containg one to three nitrogen atoms optionally containing one oxygen member.
Reaction of compounds of formula (), where R is -1, with HET-Sn(alkyl)s, where
HET-Sn(alkyl)s is a commercially available or synthetically accessible trialkyltinheter-
oaryl compound, in a solvent such as DME, in the presence of a palladium catalyst
such as Pd(PPhs) , in the presence or absence of a catalytic amount of copper
iodide, at temperatures ranging from 100 °C to 160 °C, using conventional or
microwave heating, provides compounds of formula (1),

SCHEME B
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According to Scheme B, compounds of formula (VIc) are obtained from
compounds of formula (IV), by first converting a commercially available or
synthetically accessible compound of formula (IV), where R*? is -H, halo, -C1-4 alkyl,
-Cy-4 alkoxy, -CF3, or -NO,, and where X is C or N (with the proviso that only one X
may be N) to one of formula (IX) under esterification conditions, for example by
freating an alcohol solution of a compound of formula (IV) with an acid. In a preferred
method the compound of formula (1V) is dissolved in a solvent such as MeOH and
treated with H,SO, to afford a compound of formula (1X).

A compound of formula (X) is obtained by reacting a suitable compound of
formula (IX) with pinacol borane in the presence of a phosphine and a palladium
catalyst, in the presence of an amine base, in a solvent such as THF, at temper-
atures ranging from room temperature to 70 °C. In a preferred
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method the phosphine is tri{o-tolyl)phosphine, the palladium catalyst is Pd{OAc), and
the amine base is tristhylamine.

A compound of formula (Vic) is obtained by reacting a compound of formula
(X) with a compound R*-CI, where R*-Cl is a suitable commercially available or
synthetic-ally accessible 6-membered chloro-substituted heteroaryl compound, in the
presence of a palladium catalyst, a base such as Na,CO3, in a solvent such as 2-
methyl-tetrahydrofuran (2-methyl-THF), at temperatures ranging from room tem-
perature o 80 °C.

In a preferred method the palladium catalyst is PdCly(dppf)-dem adduct , the
base is Na,CO; and the soivent is 2-methyl-THF. A compound of formula (Vic) is
obtained from a compound of formula (XI) via ester hydrolysis. In a preferred method
of hydrolysis, a compound of formufa (XI) in methyl-THF is treated with agqueous

NaQH to afford a compound of formula (VIc).
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According to SCHEME C, substituted heteroaryl compounds R%Cl of formula
{(XIVa} and (XVIb) are prepared from commercially available or synthetically
accessible compounds of formula (Xlila) or (Xlilb). Pyrimidols of formula (Xilla) or
formula (XIlb) are commercially available or are prepared by reacting substituted
alkyl malonates of formula (XIl), where R® is halo, with urea in the presence of a
base such as sodium ethoxide; in a suitable solvent such as ethanol, at temper-
atures between room temperature and the reflux temperature of the solvent.

Chlorination of commercially available pyrimidinols of formula (Xilib) or
synthetically accessible compounds of formula (Xllla} using a chlorinating agent such
as oxalyl chloride; in a solvent such as CHzCl,, in the presence of a base such as
N,N-dimethylaniline
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at temperatures ranging between room temperature and the reflux temperature of
the solvent provides chloropyrimidines of formula (XIVa) or (XIVh).

Additionally, chloropyrimidines of formula (XIVa) or (XIVb) are further
elaborated.

Chloropyrimidines of formula (XIVa) or (XIVb) are reacted with Grignard
reagents (R*MgBr) of formula (XV); in the presence of a catalytic amount of

 Fe(acac)s, in a solvent such as EtO at 0 °C, provides alkyl chloropyrimidines of

formula {XVla) or (XVIb}.
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According to Scheme D, compounds of formula (XX) are obtained from
synthetically accessible or commercially available 2-benzyl-octahydro-pyrrolo[3,4-c]-
pyrrole by first protecting the secondary nitrogen of 2-benzyi-octahydro-pyrrolo[3,4-
clpyrrole as a carbamate. In a preferred embodiment the carbamate is the terﬁbutyl-
carbamate (boc) which is introduced by treating 2-benzyl-octahydro-pyrrolo[3,4-cl}-
pyrrole with di-teri-butyl-dicarbonate, in a solvent such as DCM, affording compound
(Xvi.

Compound {(XVIli) is obtained from treating compound {(XVII} with hydrogen
gas, in the presence of a catalyst. In a particularly preferred embodiment the catalyst
is Pd on carbon, in a solvent such as MeOH in the presence of AcOH.

A compound of formula (XIX) is obtained by treating compound (XVill} with a
compound of formula R®Cl, where R? is as defined in formula (1). Commercially
available or synthetically accessible appropriately heteroaryl compounds of formula
R2C! are reacted with compound (XVII1) in the presence of a suitably selected tertiary
orgarnic or inorganic base such as CS;C03, NaxCOs, and TEA;
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in a solvent such as DMF, dichloromethane, THF, and n-butanol; at a temperature
between room temperature and the reflux temperature of the solveht, using
conventional or microwave heating, to .afford compounds of formula {XIX),

In a preferred embodiment the base is CS;CO; and the solvent is DMF.

Removal of the fert-butyl-carbamate (boc) in compounds of formula (XIX) is
accomplished by using methods known to one skilled in the art, such as, HCI, TFA,
or p-toluenesulfonic acid, in a solvent such as CHiOH, dioxane, or CHyClo.

In a preferred embediment, a compound of formula (XIX) is treated with TFA
in DCM or HCl to afford a compound of formula (XX).

Compounds of formula (XX) are also obtained from 2-benzyl-octahydro-
pyrrolo-{3,4-clpyrrole. Referring to Scheme D, 2-benzyl-octahydro-pyrrolo[3,4-cj-
pyrrole is treated with R*Cl, where R? is as defined in a compound of formula (1).

Commercially available or synthetically accessible suitably substituted
heteroaryl compounds of formula R®Cl are reacted with compound 2-benzyl-
octahydro-pyrrolo- [3,4-clpyrrale in the presence of a tertiary organic or inorganic
base such as CS;C03, NaxCOs3, and TEA; in a solvent such as DMF, dichloro-
methane, and THF; at a temperature between room temperature and the reflux
temperature of the solvent to afford a compound of formula (XXi).

In a preferred embaodiment the base is CS,C0; and the solvent is DMF. A
compound of formula (XX} is obtained by treating a compound of formula (XX!) with
hydrogen gas, in the presence of a catalyst, in a solvent such as AcOH.

In a preferred embodiment the catalyst is Pd on carbon.

SCHEME E
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Referring to Scheme E, a compound of formula (I} is obtained from a
compound of formula (XIX), (XX), or (XXI) by reacting a compound of formula (XIX),
(XX), or (XXI) with a compound of formula R'CO,H under amide formation
conditions. Compounds of formula R'CO,H, where R is as defined in formula (1), are
commercially available, as described, or synthstically accessible appropriately
substituted aryl or heteroaryl carboxylic acids. In a preferred embodiment a
compound of formula (XIX), (XX), or {(XXI), either as a free base or as an acid salt, is
reacted with a compound of formula R'COH, in the presence of a dehydrating agent
such as HOBYEDAC, CDI, HATU, HOAT; a suitably selected base such as DIPEA,

-and TEA, in an organic solvent or mixture thereof, such as toluene, acetonitrile, ethyl

acetate, DMF, THF, and meth-ylene chloride; to afford a compound of formula
(XX, (XX or {1). In a particularly preferred embodiment the dehydrating agent is
HATU, and the base is DIPEA. In an alternative embodiment, a compound of
formula R'CO.H (as described above) may be first converted to a compound of
formula R'COCI, or compound of formula R'COCl is a commercially available
substituted aryl sulfonyl chloride. In a preferred embodiment, a compound of formula
R'CO,H is treated with thionyl chloride in a solvent such as toluene to afford a
compound of formula R'COCI.

A compound of formula (1) is obtained by treating a compound of formula
R'COCI with a compound of formula (XIX), (XX) , or (XXl), a suitably selected
tertiary organic base such as TEA, in a solvent such as dichloromethane, and
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THF; at a temperature between room temperature and the reflux temperature of the
solvent. A compound of formula {ll} is obtained by treating a compound of formula
R'SO,CI with a compound of formula (XEX), (XXI), or (XXV), where R?is (5-
trifluoromethyl)-pyridin-2-yl, (5-tri-fluoro-methyl)-pyrimidin-2-yl, 4,6-dimethylpyrimidin-
2-yl, or quinoxalin-2-yl; a suitably selected tertiary organic base such as TEA, in a
soilvent such as dichloromethane, and THF, at a temperature between roorh
terperature and the reflux temperature of the solvent,

Referring to Scheme E, one skilled in the art will recognize that the sequence
of transformations shown in Schemes D and E may be reordered such that amide
bond formation may be the initial reaction to give compounds of formulae (XXII) and
(XXill). Removal of the N-benzyl group from a compound of formutae (XXI1) or
removal of the carbamate from a compound of formula (XXIl1) followed by the
reaction with a compound RCI, where R%Cl is as described above gives a

compound of formula (1).
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3-Fluoro-2-(3-methyl-1,2,4-oxadiazol-5-yl}benzoic acid and 2-fluoro-6-(3-
methyl -1,2,4-oxadiazol-5-yl)benzoic acid are prepared according to SCHEME H. 3-
fluoro-phthalic anhydride was dissolved in a solvent such as MeOH, at temperatures
ranging from room temperature to the reflux temperature of the solvent, to provide
acid-esters (XXVlla} and (XXIlIb).

Conversion of the acid to the acid chloride is accomplished under standard
chlorination conditions. In a preferred method the acid is heated with oxaly! chloride
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in a solvent such as DCM. Subsequent reaction of the acid chloride with N-
hydroxyacetamide in a solvent such as CH;Cl. provides a mixture of esters (XXVlila)
and (XXVIIIb). Finally, esters (XXVilla) and {(XXVIlIb) are converted to a mixtue of
esters (XXiXa) and (XXIXb) and acids (XXXa) and (XXXb) by treatment with a base,
preferably sodium acetate, in the presence of a solvent, preferably t-BuOH.

Alternately, acid (XXXa) is prepared by first converting 2-fluoro-6-iodobenzoic
acid to the acid chloride by reaction with a chlorinating agent such as oxalyl chloride,
in a solvent such as DCM, with a catalytic amount of DMF, at a temperature of 0 °C.

Subsequent reaction of the acid chloride with N-hydroxyacetamide in a
solvent such as CH;Cly provides (Z)-N'-((2-fluoro-6-iodobenzoyl)oxy)acetimidamide.
5-(2-fluoro-6-iodophenyl)-3-methyl-1,2,4-axadiazole is prepared by reacting (Z)-N'-
((2-fluoro -6-iodobenzoyl Yoxylacetimidamide with sodium acetate, in a solvent such
as fert-butanol, at temperatures ranging from 100 °C to 1 10 °C. 3-fluoro-2-(3-methyl
-1,2,4-oxadiazol-6-yl)benzoic acid (XXXa) is prepared by reacting 5-{2-flucro-6-iodo-
phenyl)-3-methyl-1,2, 4-oxadiazole with a grignard reagent such as i-PrMgCl, in a
suitable solvent such as THF, at a temperature of -78 °C. Subsequent addition of
CO; gas, at a temperature of -78 °C provides 3-fluoro-2-(3-methyl-1,2,4-oxadiazol-5-
yl)benzoic acid (XXXa).
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Deuterated pyrimidine compounds of formula (XXXII) are prepared according
to Scheme H.

Acetylacetone is reacted with an inorganic base such as K»2COys in deuterated
water, at temperatures ranging from 100 °C to 120 °C to provide 1,1,1,-3,3,3,5,5-
octa-deuteriopentane-2,4-dione. 1,1,1,3,3,3,5,5-octadeuteriopentane-2,4-dione is
subsequently reacted with deuterated urea, in a solvent such as deuterated ethanol,
35% wt. DCl in D20, at temperatures ranging from 90 °C to 100 °C to provide
deuterated pyrimidinols of formula
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CLAIMS

1. A chemical entity that is a compound of Formula ([):

O
se
N‘R2

Formula (1)
wherein:
R'is a member selected from the group consisting of:
A) phenyl substituted or unsubstituted with one or two R® members and
substituted in the ortho position with R®;
R® is independently selected from the group consisting of: -H, halo, -
Ci.4alkyl, -Cq.4alkoxy, and -NO,, wherein two adjacent R* members
may come together to form a six membered aromatic ring;
R’ is a member selected from the group consisting of:

a) halo, -C_)1-4alkoxy, -Ci.qalkyl,-CF3, -OCF3, or -CN;

b) 5-membered heteroaryl ring containing one oxygen or one
sulfur members;

c) 5-6 membered heteroaryl ring containing one, two or three
nitrogen members, optionally containing one oxygen member,
substituted or unsubstituted with halo or -C;.4alkyl; and

d) phenyl substituted or unsubstituted with halo, -CH3, or -CFj3;

B) pyridine substituted or unsubstituted with one or two R® members
and substituted with R, wherein RY is positioned adjacent to the
point of attachment by R’;

R®is Cq.salkyl;
R%is a member selected from the group consisting of:

a) 5-6 membered heteroaryl ring selected from the group
consisting of: 1H-1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 1H-
pyrazol-5-yl, 3-methyl-1,2,4-oxadiazol-5-yl, pyridinyl, 3-methyl-
pyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl)-1H-pyrazol-5-yl),
phenyl, and pyrimidin-2-yl; and

b) -CF3, -Br, and -C,.salkoxy;
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C) 5-membered heteroaryl ring selected from the group consisting of: 2-
methyl-1,3-thiazol-yl, 1H-pyrazol-5-yl, oxazole, isoxazolyl, thiophen-
2-yl, and furan-2-yl, each substituted with phenyl substituted or
unsubstituted with -F; and

D) 5-13 membered aryl or heteroaryl ring selected from the group
consisting of: 3-methylfuran-2-yl, 9H-fluorene, quinoline, cinnoline;
3-(1H-pyrrol-1-yl)thiophen-2-yl, 8-[1,2,3]-triazol-2-yl-naphthalen-1-yl,
2,3-dihydro-1,4-benzodioxin-5-yl, 1H-indol-7-yl, 4-fluoronaphthalen-1-
yl, and naphthalen-1-yl;

R? is a member selected from the group consisting of:

A) 6-membered heteroaryl ring containing two nitrogen members
substituted with one or more members independently selected from the
group consisting of: halo, -Cy.4alkyl, -CDs, -D, -Cq_4alkoxy, cyclopropyl,
morpholin-2-yl, -CO,C1.4alkyl, -COzH, -CH,OH, -C(O)N(C1.salkyl)z, -CF3,
-CN, -OH, -NQO,, -N(C1.4alkyl),, phenyl, furan-2-yl, thiophen-2-yl, 1H-
pyrazol-4-yl, and pyrrolidin-1-yl; '

B) pyridine substituted with one or two members independently selected
from the group consisting of: halo, -C44alkyl, -Cq.salkoxy, and -CF3;

C) 9-membered heteroaryl ring selected from the group consisting of
benzooxazol-2-yl, 6-fluoro-1,3-benzothiazole, 1,3-benzothiazole, 6-
methoxy-1,3-benzothiazole, 6-methyl-1,3-benzothiazole, 6-chloro-benzo-
thiazol-2-yl, and 4-methyl-6,7-dihydro-5H-cyclopenta[d]pyrimidine;

D) 10-membered heteroaryl ring selected from the group consisting of
quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6,7-difluoroquinoxalin-2-yl, 3-
(trifluoromethyt)quinoxaline, quinoline, 4-methylquinoline, and 6-fluoro-
quinazolin-2-yl; and

E) 4-methyl-1,3,5-triazin-2-yl or 2-methylpyrimidin-4(3H)-one;

and pharmaceutically acceptable salts of compounds of Formula (i).

2. A chemical entity selected from compounds of Formula (i1):
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wherein
R? is phenyl substituted or unsubstituted with a member independently
selected from the group consisting of: -C4_jalkoxy, and phenyl; and
R*is a member selected from the group consisting of (5-trifluoromethyi)-pyridin-
2-yl, (5-trifluoromethyl)-pyrimidin-2-yl, 4,6-dimethylpyrimidin-2-yl, and
quinoxalin-2-yl;

and pharmaceutically acceptable salts of compounds of Formula (l1).

3. A chemical entity defined in claim 1, wherein R' is phenyl, where R is a
member independently selected from the group consisting of -F, -I, -Cl, -OCHsa,
“OCH20H3, -CH3‘ -CH(CH3)2, -C(CH3)3 and -NOz_

4. A chemical entity defined in claim 1, wherein R is phenyl wherein R® is a
member selected from the group consisting of -Br, -F, -l, -Cy.salkyl, -OCHs, -
OCHzCH:;, -CN, -CF3, and —OCF3.

5. A chemical entity defined in claim 1, wherein R’ is phenyl, where R? is
selected from the group consisting of -H, -F, -Cl, -CH3, -C(CHj3)3, -OCHj3, and -
OCH,CHs, and R” is selected from the group consisting of -Br, -F, -, -C4_salkyl,
-OCHjs, -OCH,CHg, -CN, -CF3, and -OCF;.

8. A chemical entity defined in claim 1, wherein R' is phenyl, where RP is 2-

thiophen-2-yl or 2-furan-2-yl.

7. A chemical entity defined in claim 1, wherein R' is phenyl, whereR?® is
selected from the group consisting of phenyl, 3-chlorophenyl, 4-fluorophenyl, 3-
fluorophenyl, 4-methylphenyl, and 4-trifluoromethylphenyl.

8. A chemical entity defined in claim 1, wherein R is phenyl, where
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RP is a member selected from the group consisting of 1H-pyrrol-1-yl, 1H-
pyrazol-1-yl, 1H-pyrazol-5-yl, 1H-imidazol-2-yl, 1-methyl-1H-imidazol-2-yl, 1H-
1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 2H-1,2,3-triazol-1-yl, 1H-1,2,4-triazol-5-
yl, 2H-1,2,4-triazol-1-yl, 2H-1,2,4-triazol-3-yl, 4H-1,2 4-triazol-3-yl, 4H-1,2,4-
triazol-4-yl, 1-methyl-1H-1,2,4-triazol-3-yl, 1-methyl-1H-1,2 4-triazol-5-yl and 1-
(tetrahydro-2H-pyran-2-yl)-1H-pyrazol-5-yl.

9. A chemical entity defined in claim 1, wherein R' is phenyl, where

R is a member selected from the group consisting of pyridin-2-yl, 3-chloro-
pyridin-2-yl, 3-fluoropyridin-2-yl, 3-methylpyridin-2-yl, 4-methylpyridin-2-yl, 5-
methylpyridin-2-yl, 6-methylpyridin-2-yl, 2-pyridin-3-yl, and 2-pyrimidin-2-yl.

10. A chemical entity defined in claim 1, wherein R' is phenyl, whereR® is a
member selected from the group consisting of 3-methyl-1,2,4-oxadiazol-5-yl

and oxazol-2-yl.

11. A chemical entity defined in claim 1, wherein R' is phenyl, whereR? is halo,
-C1.salkyl, or -Cq4alkoxy, and R® is triazole or pyrimidine substituted or

unsubstituted with halo or -C4.4alkyl.

12. A chemical entity defined in claim 1, wherein R' is (1-methylethyl)-2-(2H-
1,2,3-triazol-2-yl)phenyl, 2-(1H-1,2,3-triazol-1-yl)phenyl, 2-(2H-1,2,3-triazol-2-
yDphenyl, 2-flucro-6-(2H-1,2,3-triazol-2-yl)phenyl, 2-methyl-6-(2H-1,2,3-triazol-
2-yhphenyl, 3-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 3-fluoro-2-(1H-1,2,3-triazol-
1-yl)phenyl, 3-methoxy-2-(1H-1,2,3-triazol-1-yl)phenyl, 3-methoxy-2-(2H-1,2,3-
triazol-2-yl)phenyl, 3-methyl-2-(2H-1,2,3-triazol-2-yl)phenyl, 3-methyl-2-(1H-
1,2,3-triazol-1-yl)phenyl, 4-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 4-methoxy-2-
(2H-1,2,3-triazol-2-yl)phenyl, 4-methoxy-2-(1H-1,2,3-triazol-2-yl)phenyl, 4,5-
dimethoxy-2-[1,2,3]triazol-1-yl-phenyl, 4,5-dimethoxy-2-[1,2,3]triazol-2-yl-
phenyl, 5-[1,2,3]triazol-2-yl-benzo[1,3]dioxol-4-yl, 5-chloro-2-(2H-1,2,3-triazol-2-
yl)phenyl, 5-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 5-iodo-2-(2H-1,2,3-triazol-2-
yl)phenyl, 5-methoxy-2-(2H-1,2,3-triazol-2-yl)phenyl, 5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl, 1-{1,2,3]triazol-2-yi-naphthalen-2-yl, 2-(1H-1,2,4-{riazol-1-yl)-
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phenyl, 2-(1H-1,2,4-triazol-5-yl)phenyl, 2-(1-methyl-1H-1,2,4-triazol-5-yl}phenyl,
2-(1-methyl-1H-1,2,4-triazol-3-yl)phenyl, 2-(4H-1,2,4-triazol-3-yl)phenyl, 2-(4H-
1,2,4-triazol-4-yl)phenyl, 2-(3-methyl-1,2,4-oxadiazol-5-yl)phenyl, 3-fluoro-2-(3-
methyl-1,2,4-oxadiazol-5-yl)phenyl, 2-fluoro-6-(3-methyl-1,2,4-oxadiazol-5-yl)-
phenyl, 4,5-difluoro-2-(4H-1,2,4-triazol-4-yl)phenyl), 2-fluoro-6-pyrimidin-2-yl-
phenyl, 2-(pyrimidin-2-yl)pyridin-3-yl, 3-fluoro-2-pyrimidin-2-ylphenyl, 4-fluoro-2-
(pyrimidin-2-yl)phenyl, 4-methoxy-2-(pyrimidin-2-yl)phenyl, 5-fluoro-2-pyrimidin-
2-yiphenyl, and 5-methyl-2-pyrimidin-2-ylphenyl.

13. A chemical entity defined in claim 1, wherein R' is pyridine, whereR% is a

member selected from the group consisting of -CF3, -Br, and -OCH,CH,CHs..

14. A chemical entity defined in claim 1, wherein R' is pyridine, whereR® is a
member selected from the group consisting of 1H-pyrazol-5-yl, 2H-1,2,3-triazol-
1-yl, 2H-1,2,3-triazol-2-yl, 4H-1,2,3-triazol-1-yl, 1-(tetrahydro-2H-pyran-2-yl)-
1H-pyrazol-5-yl, 3-methylpyridin-2-yl, and 3-methyl-1,2,4-oxadiazol-5-yl.

15. A chemical entity defined in claim 1, wherein R is pyridine, whereR%is a
member selected from the group consisting of 1H-pyrazol-5-yl, 2H-1,2,3-triazol-
1-yl, and 2H-1,2,3-triazol-2-yl.

16. A chemical entity defined in claim 1, wherein R is 1-phenyl-1H-pyrazol-5-yl,
3-phenylthiophen-2-yl, 3-phenylfuran-2-yl, 5-phenyl-1,3-oxazol-4-yl, 5-phenyl-
isoxazol-4-yl, 5-(2-fluorophenyl)-2-methyl-1,3-thiazol-4-yl, 2-methyl-5-phenyl-
thiazol-4-yl, or 5-(4-fluorophenyl)-2-methyi-1,3-thiazol-4-yl.

17. A chemical entity defined in claim 1, wherein R’ is selected from the group
consisting of 3-methyifuran-2-yl, 9H-fluorene, quinoline, cinnoline; 3-(1H-pyrrol-
1-ylithiophen-2-yl, 8-[1,2,3]-triazol-2-yl-naphthalen-1-yl, 2,3-dihydro-1,4-benzo-
dioxin-5-yl, 1H-indol-7-yl, 4-fluoronaphthalen-1-yl, and naphthalen-1-yl and R?
is selected from the group consisting of 4,6-dimethylpyrimidin-2-yl, 4-phenyl-
pyrimidin-2-yl, quinoxaline, and 4-methoxypyrimidin-2-yl.
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18. A chemical entity defined in claim 1, wherein R? is pyrimidine substituted
with one or more members independently selected from the group consisting of
-F, -Cl, -D, -CDs3, -CHa, ethyl, isopropyl, propyl, tert-butyl, -CF3, -OCHj, -
N(CH3)2, -CN, -OH, -CH20H, -NO3, -CO2CHj3, -COzH, -C(O)N(CHjs)2, phenyl,
furan-2-yl, thiophen-2-yl, 1H-pyrazol-4-yl, cyclopropyl, pyrrolidin-1-yl, and
morpholin-4-yl.

19. A chemical entity defined in claim 1, wherein R? is 4,6-dimethylpyrimidin-2-
yl, 4,5-dimethylpyrimidin-2-yl,4,6-dimethoxypyrimidin-2-yl,4-phenyl-pyrimidin-2-
yl, 4-furan-2-ylpyrimidin-2-yl, 4-methylpyrimidin-2-yl, 4-methoxypyrimidin-2-yl,
4-thiophen-2-ylpyrimidin-2-yl, N,N,6-trimethyl-pyrimidin-4-amine, 4-(trifluoro-
methy)pyrimidin-2-yl, 4,5,6-trimethylpyrimidin-2-yl, 4-(trifluoromethyl)-pyrimi-
dine-5-carboxylate, 4-(trifluoromethyl)pyrimidine-5-carboxylic acid, 5-nitro-
pyrimidin-2-yl, 6-methylpyrimidine-4-carboxylic acid, N,N-dimethyl-4-(triflouo-
romethyl)pyrimidine-5-carboxamide, N,N,6-trimethylpyrimidine-carbox-amide,
6-methylpyrimidine-4-carbonitrile, 4,6-bis(trifluoromethyl)-pyrimidin-2-yl, 6-
methyl-pyrimidin-4-ol, 4~(furan-2-yl)-6-methylpyrimidin-2-yl, 5-fluoro-4-methyl-
pyrimidin-2-yl, 5-fluoropyrimidin-2-yl, 4-methoxy-6-methyl-pyrimidin-2-yl, 4-
ethyl-6-methylpyrimidin-2-yl, 4-isopropyl-6-methylpyrimidin-2-yl, 4-tertbutyl-6-
methylpyrimidin-2-yl, 4-cyclopropyl-6-methylpyrimidin-2-yl, 4-methyl-6-
morpholin-4-yipyrimidin-2-yl, 5-chloro-4-methylpyrimidin-2-yl, 5-chloro-4,6-
dimethylpyrimidin-2-yl, 5-fluoro-4,6-dimethylpyrimidin-2-yl, 5-trifluoromethyi-
pyrimidin-2-yl, 4,6-bis[(*H3)methyl}-(*H)pyrimidin-2-yl, and 5-ethyl-4,6-dimethyl-
pyrimidin-2-yl.

20. A chemical entity defined in claim 1, wherein R? is pyrimidine substituted
with one or more members independently selected from the group consisting of
-Cl, -F, -CHs, -CF3, -N(CH3s),, -D, and -CDa.

21. A chemical entity defined in claim 1, wherein R? is 4,6-dimethylpyrimidin-2-

yl, 4,5-dimethylpyrimidin-2-yl,4,6-dimethoxypyrimidin-2-yl, 4-methylpyrimidin-2-

yl, 4-methoxypyrimidin-2-yl, N,N,6-trimethyl-pyrimidin-4-amine, 4-{trifluoro-

methyl)-pyrimidin-2-yl, 4,5,6-trimethylpyrimidin-2-yl, 4,6-bis(trifluoromethyl)-
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pyrimidin-2-yl, 6-methyl-pyrimidin-4-ol, 5-fluoro-4-methylpyrimidin-2-yl, 5-
fluoropyrimidin-2-yl, 4-methoxy-6-methylpyrimidin-2-yl, 5-chloro-4-methyl-
pyrimidin-2-yl, 5-chloro-4,6-dimethylpyrimidin-2-yl, 5-fluoro-4,6-dimethyl-
pyrimidin-2-yl, 5-trifluoromethylpyrimidin-2-yl, and 4,6-bis[(*H3)-methyl]-(*H)-
pyrimidin-2-yI.

22. A chemical entity defined in claim 1, wherein R? is pyrazine or triazine

substituted with one or more -CHs.

23. A chemical entity defined in claim 1, wherein R? is pyridine substituted with
one or more members independently selected from the group consisting of -F,
-OCH3;, -OCH,CHa, -CHjs, and -CF3,

24. A chemical entity defined in claim 1, wherein R? is a member selected from
the group consisting of benzooxazol-2-yl, 2-methylpyrimidin-4(3H)-one and 4-
methyi-6,7-dihydro-5H-cyclopenta[d]pyrimidine and R' is phenyl, substituted in
the ortho position with R®, where R® is 2H-1,2,3-triazol-2-yl, 2H-1,2,3-triazol-1-
yl, 3-methyl-1,2,4-oxadiazol-5-yl or 2-pyrimidin-2-yl.

25. A chemical entity defined in claim 1, wherein R? is a member selected from
the group consisting of quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6,7-difluoro-
quinoxalin-2-yl, 3-(trifluoromethyl)quinoxaline, 4-methylquinoline, and 6-flucro-
quinazolin-2-yl and R is pheny! substituted in the ortho position with R®, where
R is 2H-1 ,2,3-triazol-2-yl, 2H-1,2,3-triazol-1-yl, 3-methyl-1,2,4-xadiazol-5-yl or
2-pyrimidin-2-yl.

26. A chemical entity defined in claim 2, wherein R? is biphenyl or 2-methoxy-
phenyl and R* is (5-trifluoromethyl)-pyridin-2-yl, (5-trifluoromethyl)-pyrimidin-2-
yl, 4,6-dimethylpyrimidin-2-yl, or quinoxalin-2-yl.

27. A chemical entity defined in claim 1, wherein R' is a member selected from

the group consisting of 2-(1H-1,2,3-triazol-1-yl)phenyl, 2-(2H-1,2,3-triazol-2-

yl)phenyl, 2-fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl, 2-methyl-6-(2H-1,2,3-triazol-
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2-yliphenyl, 3-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 3-fluoro-2-(1H-1,2,3-triazol-
1-yl)phenyl, 3-methoxy-2-(1H-1,2,3-triazol-1-yl)phenyl, 3-methoxy-2-(2H-1,2,3-
triazol-2-yl)phenyl, 3-methyl-2-(2H-1,2,3-triazol-2-yl)phenyl, 3-methyl-2-(1H-
1,2,3-triazol-1-yl}phenyl, 4-fluoro-2-(2H-1,2,3-triazol-2-yl}phenyl, 4-methoxy-2-
(2H-1,2,3-triazol-2-yl)phenyl, 4-methoxy-2-(1H-1,2,3-triazol-2-yl}phenyl, 4,5-
dimethoxy-2-[1,2,3]triazol-1-yl-phenyl, 4,5-dimethoxy-2-[1,2,3]triazol-2-yl-
phenyl, 5-chloro-2-(2H-1,2,3-triazol-2-yl)phenyl, 5-fluoro-2-(2H-1,2,3-triazol-2-
yl)phenyl, 5-methoxy-2-(2H-1,2,3-triazol-2-yl)phenyl, 5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl, 2-(1H-1,2,4-triazol-1-yi)phenyl, 2-(1H-1,2,4-triazol-5-
yl)phenyl, 2-(1-methyl-1H-1,2,4-triazol-5-yl)phenyl, 2-(1-methyl-1H-1,2,4-triazol-
3-yl)phenyl, 2-(4H-1,2,4-triazol-3-yl)phenyl, 2-(4H-1,2,4-triazol-4-yl)phenyl, 2-
(3-methyl-1,2,4-oxadiazol-5-yl)phenyl, 3-fluoro-2-(3-methyl-1,2,4-oxadiazol-5-
yl)phenyl, 2-fluoro-6-(3-methyl-1,2,4-oxadiazol-5-yl)phenyl, 4,5-difluoro-2-(4H-
1,2, 4-triazol-4-yl)phenyl), 2-fluoro-6-pyrimidin-2-ylphenyl, 2-(pyrimidin-2-
yl)pyridin-3-yl, 3-fluoro-2-pyrimidin-2-ylphenyl, 4-fluoro-2-(pyrimidin-2-yl)phenyl,
4-methoxy-2-(pyrimidin-2-yl)phenyl, 5-fluoro-2-pyrimidin-2-ylphenyl, and 5-
methyl-2-pyrimidin-2-ylphenyl and R? is a member selected from the group
consisting of 4,6-dimethylpyrimidin-2-yl, 4,5-dimethylpyrimidin-2-yl,4,6-
dimethoxypyrimidin-2-yl, 4-methylpyrimidin-2-yl, 4-methoxypyrimidin-2-yl,
N,N,8-trimethyl-pyrimidin-4-amine, 4-(trifluoromethyl)pyrimidin-2-yl, 4,5,6-
trimethylpyrimidin-2-yl, 4,6-bis(triflucromethyl)pyrimidin-2-yl, 6-methyl-
pyrimidin-4-ol, 5-flucro-4-methylpyrimi-din-2-yl, 5-fluocropyrimidin-2-yl, 4-
methoxy-6-methylpyrimidin-2-yl, 5-chloro-4-methylpyrimidin-2-yl, 5-chloro-4,6-
dimethylpyrimidin-2-yl, 5-fluoro-4,6-dimethyl-pyrimidin-2-yi, 5-
trifluoromethylpyrimidin-2-yl, and 4.,6-bis[(*H3)methyl]-(?H)-pyrimidin-2-yl.

28. A chemical entity defined in claim 1, wherein R' is a member selected from
the group consisting of 3-fluoro-2-(3-methyl-1,2,4-oxadiazol-5-yl)phenyl, 6-
fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 4-methoxy-2-(2H-1,2,3-triazol-2-
yhphenyl, and 3-[1,2,3]triazol-2-yi-pyridin-2-yl and R? is a member selected
from the group consisting of 4,6-dimethylpyrimidin-2-yl, 5-fluoro-4,6-
imethylpyrimidin-2-yl, and 5-flucro-4-methylpyrimidin-2-yl.
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29. A chemical entity as claimed in claim 1,selected from the group consisting
of:
4-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyllcarbonyl}hexahydropyrrolo[3,4-
c]pyrrol-2(1H)-yl]-6-methoxy-N,N-dimethylpyrimidin-2-amine;
N,N-Dimethyl-6-[5-{[2-(2H-1,2,3-triazol-2-yl)phenyllcarbonyl}hexahydro-
pyrrolo[3,4-c]pyrrol-2(1H)-yl]-2-(triffuoromethyl)-pyrimidin-4-amine;
6-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-
clpyrrol-2(1H)-yl}-N,N-dimethyl-2-(trifluoromethyl)pyrimidin-4-amine;
4-[5-{[5-Fluoro-2-(2H-1,2, 3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-
clpyrrol-2(1H)-yl]-6-methoxy-N,N-dimethylpyrimidin-2-amine;
4-Methoxy-N,N-dimethyl-6-[5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexa-
hydropyrrolo-[3,4-c]pyrrol-2(1H)-yl]pyrimidin-2-amine;
6-[5-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-
clpyrrol-2(1H)-yl]-N,N-dimethyl-2-(trifluoromethyl)pyrimidin-4-amine;
4-[5-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-
clpyrrol-2(1H)-yl]-6-methoxy-N,N-dimethylpyrimidin-2-amine;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[3-(1H-pyrrol-1-yl)thiophen-2-yiJcarbonyl}octa-
hydro-pyrrolo[3,4-c]pyrrole;
6-[5-{[5-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-
c¢]pyrrol-2(1H)-yl]-N,N-dimethyl-2-(trifluoromethyl)pyrimidin-4-amine;
2-(4,6-Dimethylpyrimidin-2-yl}-5-[( 1-phenyl-1H-pyrazol-5-yl)carbonyl]octa-
hydropyrrolo[3,4-c]pyrrole;
8-{[5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2( 1H)-yl]-
carbonyl}-quinoline;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(3-phenylthiophen-2-yl)carbonyl]octahydro-
pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(3-phenylfuran-2-yl)carbonyl]octahydro-
pyrrolo[3,4-clpyrrole;
2-(4,6-Dimethylpyrimidin-2-yl}-5-{[2-(1H-1,2,4-triazol-5-yl}phenyl]carbonyl} octa-
hydro-pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[3-fluoro-2-(2H-1,2, 3-triazol-2-yl)phenyl]-
carbonyl} octahydropyrrolo[3,4-c]pyrrole;
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2-{5-[(2,4-Dimethoxyphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl}-6-
fluoro-1,3-benzothiazole;
2-{5-[(2,4-Dimethoxyphenyl)carbonyllhexahydropyrrolo[3,4-clpyrrol-2(1H)-yl}-
1,3-benzothiazols;
2-[5-{[2-(1H-Pyrazol-1-yl)phenyllcarbonylthexahydropyrrolo[3,4-c]pyrrol-2(1H)-
yllquinoxaline;
2-{5-[(2-Thiophen-2-ylphenyl)carbonylihexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}-
guinoxaline;
2-{5-[(2-Methylnaphthalen-1-yl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-2(1H)-
yl}quinoxaline;
2-(2,3-Dihydro-1,4-benzodioxin-5-ylcarbonyl)-5-(4-phenylpyrimidin-2-yl)octa-
hydropyrrolo[3,4-c]pyrrole;
2-(4-Phenylpyrimidin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydro-
pyrrolo[3,4-c]pyrrole;
2-(4-Phenylpyrimidin-2-yl)-5-{[2-(1H-pyrazol-1-yl)phenylJcarbonyl}octahydro-
pyrrolo[3,4-c]pyrrole;
2-(4-Phenylpyrimidin-2-yl)-5-{[2-(1H-pyrrol-1-yl)phenyl]carbonyl}octahydro-
pyrrolo[3,4-c]pyrrole;
2-[(2-Methylnaphthalen-1-yl)carbonyl]-5-(4-phenylpyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-(5-Quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]pyrrole;-2-carbonyl)-benzonitrile;
2-[5-{[2-(1H-Pyrrol-1-yl)phenyllcarbonyl}hexahydropyrrolo[3,4-c]pyrrol-2(1H)-
yllquinoxaline;
2-{5-[(4'-Fluorobiphenyl-2-yl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}-
quinoxaline;
2-{5-[(3'-Fluorobiphenyl-2-yl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}-
quinoxaline;
2-{5-[(2-Methylphenyl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}quin-
oxaline;
2-(Biphenyl-2-ylcarbonyl)-5-(4-furan-2-yipyrimidin-2-yl)octahydropyrrolo[3,4-c]-
pyrrole;
2-(4-Methylpyrimidin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydro-
pyrrolo[3,4-c]pyrrole;

209




10

15

20

25

30

2-{5-[(2-Thiophen-2-ylphenyl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}-
quinoline;
2-(4-Furan-2-ylpyrimidin-2-yI)-5-[(2-thiophen-2-ylphenyl)carbonylJoctahydro-
pyrrolo[3,4-c]pyrrole;
2-{5-[(2-Ethylphenyl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}quin-
oxaline;
2-[5-(1H-Indol-7-ylcarbonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yllquinoxaline;
2-[(2-Thiophen-2-ylphenyl)carbonyl]-5-(4-thiophen-2-ylpyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-(Biphenyl-2-ylcarbonyl}-5-(4-thiophen-2-ylpyrimidin-2-yl)octahydropyrrolo[3,4-
c]pyrrole;
[6-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-[2-(1-
methyi-1H-imidazol-2-yl)-phenyl]-methanone;
2-[(2-Bromophenyi)carbonyl]-5-(4-phenylpyrimidin-2-yl)octahydropyrrolo[3,4-c]-
pyrrole;
2-{5-[(3'-Chlorobiphenyl-2-yl)carbonyljhexahydropyrrolo[3,4-c]pyrrol-2( 1H)-yi}-
quinoxaline;
2-{5-[(2-Bromophenyl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}quin-
oxaline;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyt]octahydro-
pyrrolo[3,4-c]pyrrole; ‘
2-(Biphenyl-2-ylcarbonyl)-5-(4,6-dimethylpyrimidin-2-yl)octahydropyrrolo[3,4-c]-
pyrrole;
2-(4-Methoxypyrimidin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydro-
pyrrolo[3,4-c]pyrrole;
6-Fluoro-2-{5-[(2-thiophen-2-ylphenyl)carbonyllhexahydropyrrolo[3,4-c]pyrroil-
2(1H)-yl}-1,3-benzothiazole
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-methylnaphthalen-1-yi)carbonyl]octahydro-
pyrrolo[3,4-c]pyrrole;
2-[(3'-Fluorobiphenyl-2-yl)carbonyl]-5-(4-methylpyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-(4-Methoxypyrimidin-2-yl)-5-[(2-methylnaphthalen-1-yl)carbonyl]octahydro-
pyrrolo[3,4-c]pyrrole;
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2-[(2-Methylnaphthalen-1-yl)carbonyl]-5-(4-methylpyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-[(3-Fluorobiphenyl-2-yl)carbonyl]-5-(4-methoxypyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(3'-fluorobiphenyl-2-yl)carbonyl]octahydro-
pyrrolo[3,4-c]pyrrole;
[5-(4,6-Dimethyl-pyrimidin-2-yl}-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-fluoro-
phenyl)-methanone;
2-(4-Methoxypyrimidin-2-yl)-5-[(4'-methylbiphenyl-2-yl)carbonyl]octahydro-
pyrrolo[3,4-c]pyrrole;
2-[(3'-Chlorobiphenyl-2-yl)carbonyl}-5-(4-methoxypyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-[(2-Ethoxynaphthalen-1-yl)carbonyl]-5-(4-methoxypyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-[(4-Fluoronaphthalen-1-yf)carbonyl]-5-(4-methoxypyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-(4-Methoxypyrimidin-2-yl}-5-(naphthalen-1-ylcarbonyl)octahydropyrrolo[3,4-
clpyrrole;
2-[(2-Ethoxyphenyl)carbonyl]-5-(4-methoxypyrimidin-2-yl)octahydropyrrolo[3,4-
clpyrrole;
2-[(2-Methoxynaphthalen-1-yl)carbonyl]-5-(4-methoxypyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-(Biphenyl-2-ylcarbonyl)-5-[4-(1H-pyrazol-4-yl)pyrimidin-2-ylJoctahydro-
pyrro I.o [3,4-C]pyrrole;
2-[4-(1H-Pyrazol-4-yl)pyrimidin-2-yI]-5-[(2-thiophen-2-ylphenyl)carbonyljocta-
hydro-pyrrolo[3,4-c]pyrrole;
2-(3,6-Dimethylpyrazin-2-yl}-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydro-
pyrrolo[3,4-clpyrrole;
2-(Biphenyl—2—ylcarbonyl)-5—(3,5-difnethylpyrazin—2—y|)octahyd ropyrrolo[3,4-c]-
pyrrole;
2-Methyl-3-{5-[(2-thiophen-2-ylphenyl)carbonyl]lhexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yl}quinoxaline;
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2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl]-3-methyl-
quinoxaline;
2-(4,6-Dimethylpyrimidin-2-yl}-5-{[2-(1H-pyrazol-1-yl)phenyl]carbonyl}octa-
hydro-pyrrolo[3,4-clpyrrole;

2-(4,6-Dimethoxypyrimidin-2-yl)-5-[( 2-fluoro-6-pyrimidin-2-yiphenyl)carbonyl]
octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-pyridin-2-ylphenyl)carbonylloctahydro-
pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethoxypyrimidin-2-yl)-5-[(2-pyridin-2-ylphenyl)carbonyljoctahydro-
pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethoxypyrimidin-2-yl)-5-[(5-fluoro-2-pyrimidin-2-ylphenyl)carbonyl]
octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethoxypyrimidin-2-yl)-5-{[5-fluoro-2-(2H-1,2, 3-triazol-2-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-y1)-5-[(2-fluoro-6-pyrimidin-2-ylphenyl)carbonyl]octa-
hydropyrrolo[3,4-c]pyirole;
2-(4,6-Dimethylpyrimidin-2-yl}-5-[{5-fluoro-2-pyrimidin-2-ylphenyl)carbonyljocta-
hydropyrrolo[3,4-clpyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[5-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-ethylphenyl)carbonyl]octahydropyrrolo[3,4-
c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-ethoxynaphthalen-1-yl)carbonylloctahydro-
pyrrolo{3,4-c]pyrrole;
2-(4,6-Dimethoxypyrimidin-2-yl)-5-{[2-(1H-pyrazol-1-yl)phenyl]carbonyl}octa-
hydro-pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(5-phenyl-1,3-oxazol-4-yl)carbonyl]octahydro-
pyrrolo[3,4-clpyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(5-phenylisoxazol-4-yl)carbonyl]octahydro-
pyrrolo[3,4-c]pyrrole;
[5-(2-1sopropyl-6-methyl-pyrimidin-4-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl}-(2-
[1,2,3]triazol-2-yl-phenyl)-methanone;
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2-[(2-Bromophenyl)carbonyi]-5-(4,6-dimethylpyrimidin-2-yl)octahydropyrrolo-
[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-y1)-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl} octa-
hydropyrrolo[3,4-C]pyrrole;
2-(4,6-Dimethoxypyrimidin-2-yl)-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}
octahydropyrrolo[3,4-c]pyrrole;
2-[5-{[2-(4H-1,2,4-Triazol-3-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yllquinoxaline;
2-[5-{[2~(4H-1,2,4-Triazol-3-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yl]-1,3-benzoxazole;
2-(4-Methylpyrimidin-2-yl)-5-{[2-(4H-1,2,4-triazol-3-yl)phenyl]carbonyl}octa-
hydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-ethoxyphenyl)carbonyljoctahydropyrrolo-
[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[4-fluoro-2-(trifluoromethyl)phenyl]carbonyl}
octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(4-fluoronaphthalen-1-yl)carbonyljoctahydro-
pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[2-(1-methylethyl)phenyl]carbonyl}octahydro-
pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(3-methoxy-2-methylphenyl)carbonyl]octa-
hydro-pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yi)-5-(naphthalen-1-ylcarbonyl)octahydropyrrolo[3,4-
clpyrrole;
2-[5-{[2-(4H-1,2,4-Triazol-3-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-c]pyrrol-2-
(1H)-yl]-3-(trifluoromethyl)quinoxaline;
2-Methyl-3-[5-{|2-(4H-1,2,4-triazol-3-yl)phenyl]carbonylthexahydropyrrolo[3,4-
c]pyrrol-2{1H)-yi]quinoxaline;
2-[6-Methyl-2-(trifluoromethyl)pyrimidin-4-yl]-5-{[2-(4H-1,2,4-triazol-3-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-[6-Methyl-2-(trifluoromethyl)pyrimidin-4-yl}-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]-
carbonyljoctahydropyrrolo[3,4-c]pyrrole;
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2-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-[6-methyl-2-(trifluoro-
methyl)pyrimidin-4-yljoctahydropyrrolo[3,4-c]pyrrole;
2-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyllcarbonyl}-5-[6-methyl-2-(trifluoro-
methyl)pyrimidin-4-ylJoctahydropyrrolo[3,4-c]pyrrole;
2-(6-Methylpyrazin-2-yl)-5-{[5-methyl-2-(2H-1,2,3-triazol-2 yl)phenyl]carbonyl}
octahydropyrrolo[3,4-c]pyrrole;
2-(3,6-Dimethylpyrazin-2-yl)-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(5-methyl-2-pyrimidin-2-ylphenyl)carbonyl]
octahydropyrrolo[3,4-c]pyrrole;
2-(3,6-Dimethylpyrazin-2-yl)-5-[(5-methyl-2-pyrimidin-2-ylphenyl)carbonyl] octa-
hydropyrrolo[3,4-c]pyrrole;
2-(3,6-Dimethylpyrazin-2-yl)-5-{[4-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl}-5-{[5-iodo-2-(2H-1,2,3-triazol-2-y!)phenyl]
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
4-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl}phenyl]carbonyl}hexahydropyrrolo[3,4-
clpyrrol-2(1H)-yl]-N,N-dimethyl-6-(trifluoromethyl)pyrimidin-2-amine;
2-(4,6-Dimethylpyrimidin-2-y1)-5-{[2-fluoro-8-(2H-1,2,3-triazol-2-yl)phenyl]
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
N,N-Dimethyl-4-{5-[(5-methyl-2-pyrimidin-2-ylphenyl)carbonyllhexahydropyrrolo
[3,4-c]pyrrol-2(1H)-yl}-6-(trifluoromethyl)pyrimidin-2-amine;
4-{5-[(5-Fluoro-2-pyrimidin-2-ylphenyl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yh}-N,N-dimethyl-6-(trifluoromethyl)pyrimidin-2-amine;
4-[5-{[5-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonylthexahydropyrrolo[3,4-
c]pyrrol-2(1H)-yl]-N,N-dimethyl-6-(trifluoromethyl)pyrimidin-2-amine;
4-[5-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-
c]pyrrol-2(1H)-yl}-N,N-dimethyl-6-(triflucromethyl)pyrimidin-2-amine;
2-[(5-Methyl-2-pyrimidin-2-yiphenyl)ca rbonyl]-5—[6-méthyi—2-(trifluorom ethyl)
pyrimidin-4-ylJoctahydropyrrolo[3,4-c]pyrrole;
2-[(5-Fluoro-2-pyrimidin-2-ylphenyl)carbonyl]-5-(4-phenylpyrimidin-2-yl)octa-
hydropyrrolo[3,4-c]pyrrole;
2-{[6-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-[6-methyl-2-(trifluoro-
304




10

15

20

25

30

methyl)pyrimidin-4-ylJoctahydropyrrolo[3,4-c]pyrrole;
[5-(2,6-Dimethyl-pyrimidin-4-yl)-hexahydro-pyrrolo[3,4-clpyrrol-2-yi]-(5-fluoro-2-
[1,2,3]triazol-2-yl-phenyl)-methanone;
4-{5-[(2-Fluoro-6-pyrimidin-2-ylphenyl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yl}-N,N-dimethyl-6-(trifluoromethyl)pyrimidin-2-amine
2-[(2-Fluoro-6-pyrimidin-2-ylphenyl)carbonyl]-5-[6-methyl-2-(trifluoromethyl)
pyrimidin-4-ylJoctahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[4-fluoro-2-(2H-1,2, 3-triazol-2-yl)phenyl]
carbonyl}octahydropyrroio[3,4-c]pyrrole;
N,N,8-Trimethyl-2-[5-{]2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyi}hexahydro
pyrrolo[3,4-c]pyrrol-2(1H)-ylipyrimidin-4-amine;
N,N,4-Trimethyl-6-[5-{[2-(2H-1,2,3-triazol-2-yl)phenyl}carbonyl}hexahydro
pyrrolo]3,4-c]pyrrol-2(1H)-yllpyrimidin-2-amine;
N,N-Dimethyl-4-[5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo
[3,4-c]pyrrol-2(1H)-yl]-6-(trifluoromethyl)pyrimidin-2-amine;
2-(2,6-Dimethylpyrimidin-4-yl)-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl} octa-
hydropyrrolo[3,4-clpyrrole;
[5-(3,6-Dimethyl-pyrazin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(5-methyl-2-
[1,2,3]triazol-2-yl-phenyl)-methanone;
2—[5—{[5-FIuoro-2-(2H-1 ,2,3-triazol-2-yl)phenyi]carbonyl}hexahydropyrrolo[3,4-
c]pyrrol-2(1H)-yI]-N,N,B-trimethylpyrimidin-4-amine;
2-(5-Methoxypyridin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyi]octahydropyrrolo
[3,4-c]pyrrole;
2-[(2-Ethoxynaphthalen-1-yl)carbonyl]-5-(4-phenylpyrimidin-2-yl)octahydro
pyrrolo[3,4-clpyrrole;
2-{[6-Methyl-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-(4-phenylpyrimidin-2-
yhoctahydropyrrolo[3,4-c]pyrrole;
(4-Chloro-2-[1,2,3]triazol-2-yl-phenyl)-[6-(4,6-dimethyl-pyrimidin-2-yl)-hexa-
hydropyrrolo[3,4-c]pyrrol-2-yl]-methanone;
2-(4,6-Dimethoxypyrimidin-2-yl)-5-{[5-methyl-2-(2H-1,2,3-triazol-2-yl)phenyl]
carbonylloctahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[5-methyl-2-(2H-1,2,3-triazol-2-yl)phenyl]
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
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2-(4-Phenylpyrimidin-2-yl)-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}octa-
hydro pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[5-(2-fluorophenyl)-2-methyl-1,3-thiazol-4-yl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-[(2-Thiophen-2-ylphenyl)carbonyl}-5-[6-(triflucromethyl) pyridin-2-ylJoctahydro
pyrrolo[3,4-c]pyrrole;
2-(6-Methylpyridin-2-yl)-5-[(2-thiophen-2-yIphenyl)carbonylloctahydropyrrolo-
[3,4-c]pyrrole;
2-(4-Methylpyrimidin-2-yl1)-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}octa-
hydropyrroio[3,4-c]pyrrole;
2-(4-Methylpyridin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonylloctahydropyrrolo-
[3,4-c]pyrrole;
2-(6-Methoxypyridin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonylloctahydropyrrolo-
[3,4-c]pyrrole;
2-(4,6-Dimethoxypyrimidin-2-y1)-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydro
pyrrolo[3,4-C]pyrrole;
2-{5-[(2-Thiophen-2-ylphenyl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}-
1,3-benzoxazole;
2-[(2-Thiophen-2-ylphenyl)carbonyl]-5-[3-(trifluoromethyl)pyridin-2-ylJoctahydro
pyrrolo[3,4-c]pyrrole;
[5-(4-Phenyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-[2-(4H-[1,2,4]-
triazol-3-yl)-phenyl]-methanone;
2-(4,6-Dimethoxypyrimidin-2-yl)-5-{[5-(2-fluorophenyl)-2-methyl-1,3-thiazol-4-
yllcarbonyl}octahydropyrrolo[3,4-clpyrrole;
2-(4-Thiophen-2-ylpyrimidin-2-yl}-5-{[2-(2H-1,2,3-triazol-2-yi}phenyl]carbonyl}
octahydropyrrolo[3,4-c]pyrrole;
2-[6-{[2-(2H-1,2,3-Triazol-2-yl)phenyl]carbonylthexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yl}-1,3-benzoxazole;
2-{5-[(2-Ethoxynaphthalen-1-yl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-2(1H)-
yl}quinoxaline;
2-{5-[(5-Fluoro-2-pyrimidin-2-ylphenyl)carbonyl]hexahydropyrrolof3,4-c]pyrrol-
2(1H)-yl}quinoxaline;
2-(6-Ethoxypyridin-2-yl)-5-{[2-(2H-1,2, 3-triazol-2-yl)phenyllcarbonyl}octahydro
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pyrrolo[3,4-c]pyrrole;
2-[(5-Fluoro-2-pyrimidin-2-ylphenyl)carbonyl]-5-[4-(trifluoromethyl)pyrimidin-2-
ylJoctahydropyrrolo[3,4-c]pyrrole;
2-[5-{[2-(2H-1,2,3-Triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yl]Jquinoxaline
2-[(5-Fluoro-2-pyrimidin-2-ylphenyl)carbonyl]-5-(4-methoxypyrimidin-2-yljocta-
hydropyrrolo[3,4-c]pyrrole;
2-(4-Furan-2-ylpyrimidin-2-yl)-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}octa-
hydropyrrolo[3,4-c]pyrrole;
2-(5-Fluoropyridin-2-yl)-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}octahydro
pyrrolo[3,4-c]pyrrole;
2-{[2-(2H-1,2,3-Triazol-2-yl)phenyl]carbonyl}-5-[4-(trifluoromethyl)pyrimidin-2-
ylloctahydropyrrolo[3,4-c]pytrrole;
2-(4-Methoxypyrimidin-2-y1)-5-{[2-(1H-1,2,4-triazol-5-yl)phenyl]carbonyl} octa-
hydropyrrolo[3,4-c]pyrrole;
2-(3,6-Dimethylpyrazin-2-yl)-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}octa
hydropyrrolo[3,4-c]pyrrole;
2-(4-Methoxypyrimidin-2-yl)-5-{[2-(2H-1, 2,3-triazol-2-
yl)phenyl]carbonyl}octahydropyrrolo[3,4-clpyrrole;
2-{[5-Chloro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-(4,6-dimethylpyrimidin-
2-yl)octahydropyrrolo[3,4-c]pyrrole;
2-{{4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]ca rbonyl}-5-(6-methylpyrazin-2-yl)-
octahyd ropyrrolo[3,4-c]pyrro|e';
2-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-(4-methoxypyrimidin-2-
yhoctahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethoxypyrimidin-2-yl)-5-{[4-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyi]
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
[5-(4,6-Dimethyl-pyrimidin-2-yl)}-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl}-(5-
methoxy-2-[1,2,3]triazol-2-yl-phenyl)-methanone;
(2-Fluoro-6-[1,2,3]triazol-2-yl-phenyi)-[5-(4-methoxy-pyrimidin-2-yl)-hexahydro-
pyrrolo[3,4-c]pyrrol-2-yl]-methanone;
6-Chloro-2-{5-[(2,4-dimethoxyphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yl}-1,3-benzothiazole;
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2-(Biphenyl-2-ylcarbonyl)-5-(4-phenylpyrimidin-2-yl)octahydropyrrolo[3,4-c]-
pyrrole;
2-{5-[(2,6-Dimethoxyphenyl)carbonyilhexahydropyrrolo[3,4-c]pyrrol-2(1H)-
yllquinoxaline;
2-[(2,6-Dimethoxyphenyl)carbonyl]-5-(4-phenylpyrimidin-2-yl)octahydropyrrolo
[3.4-c]pyrrole;
2-[(2,4-Dimethoxyphenyl)carbonyl]-5-(4-phenylpyrimidin-2-yl)octahydropyrrolo
[3,4-c]pyrrole;
2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-ylJguinoxaline;
2-[6-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-c]pyrroi-2( 1H)-yl]-1,3-benzo-
thiazole;
2-{5-[(2,4-Dimethoxyphenyl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}-4-
methylquinoline;
2-{5-[(2,4-Dimethoxyphenyl)carbonyl]hexahydropyrrolo[3,4-clpyrrol-2(1H)-yl}-6-
methoxy-1,3-benzothiazole;
2-{5-[(2,4-Dimethoxyphenyl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}-6-
methyl-1,3-benzothiazole;
2-(Biphenyl-2-ylcarbonyl)-5-(6-methylpyridin-2-yl)octahydropyrrolo[3,4-c]-
pyrrole;
2-(Biphenyl-2-ylcarbonyl)-5-(4-methylpyrimidin-2-yl)octahydropyirolo[3,4-c]-
pyrrole;
2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl]quinoline;
2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl]-6-fluoro-
1,3-benzothiazole;
2-(Biphenyl-2-ylcarbonyl)-5-(4-methoxypyrimidin-2-yl)octahydropyrrolo[3,4-c]-
pyrrole;
2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl]-4-methyl-
quinoline;
(2,4-Dimethoxy-phenyl)-[5-(4-methoxy-pyrimidin-2-yl}-hexahydro-pyrrolo[3,4-c]-
pyrrol-2-yll-methanone;
(5-Benzooxazol-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl)-(2-methoxy-phenyl)-
methanone;
(2-Pyridin-3-yl-phenyl)-(5-quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl)-
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methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-[2-(1H-
imidazol-2-yl)-phenyl]-methanone;
(5-Benzooxazol-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-y1)-(2,4-dimethoxy-
phenyl)-methanone;
(5-Benzooxazol-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl}-biphenyl-2-yl-meth-
anone;
(2,4-Dimethoxy-phenyl)-[5-(6-methyl-pyridin-2-yl)-hexahydro-pyrrolo[3,4-c]-
pyrrol-2-yl]-methanone;
(2,4:Dimethoxy-phenyl)-[5-(4-methyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]-
pyrrol-2-yl]-methanone;
Biphenyl-2-yl-[5-(6-methoxy-benzothiazol-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-
2-yl]-methanone;
Biphenyl-2-yl-[5-(6-methyl-benzothiazol-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-
yl]-methanone;
[5-(6-Chloro-benzothiazol-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2,6-

‘dimethoxy-phenyl)-methanone;

Biphenyl-2-yl-[5-(6-chloro-benzothiazol-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-
yl]-methanone;
(2,4-Dimethoxy-phenyl)-(5-quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yi)-
methanone;
(5-Benzooxazol-2-yl-hexahydro-pyrrolo{3,4-c]pyrrol-2-yl}-(2,6-dimethoxy-
phenyl)-methanone;
(4'-Methyl-biphenyl-2-yl)-(5-quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl)-
methanone;
(5-Quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-y1)-(4"-trifluoromethyl-
biphenyl-2-yi)-methanone;
(4-Methyl-biphenyl-2-yl)-[5-(4-phenyl-pyrimidin-2-yl)}-hexahydro-pyrrolo[3,4-c}-
pyrrol-2-yl]-methanone;
[5-(4-Phenyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl}-(4-trifluoro-
methyl-biphenyl-2-yl)-methanone;
(4-Methoxy-2-methyl-phenyl)-(5-quinoxalin-2-yl-hexahydro-pyrrolo[3,4-clpyrrol-
2-yl)-methanone;
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(3'-Chloro-biphenyl-2-yl)-[5-(4-phenyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]-
pyrrol-2-yl]-methanone;
(2-Methoxy-phenyl)-{5-(4-methoxy-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]-
pyrrol-2-yl]-methanone;
(2-Methoxy-phenyl)-[5-(4-methyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-
2-yl]-methanone;
[6-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-
methoxy-phenyl)-methanone;
2-[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrole;-2-carbonyl]-
benzonitrile;
Cinnolin-4-yl-[5-(4,6-dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-
yl]-methanone;
(5-Fluoro-2-pyrimidin-2-yl-phenyl)-[5-(8-methyl-2-trifluoromethyl-pyrimidin-4-yl)-
hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-[1,2,3]-
triazol-1-yl-phenyl)-methanone;
[6-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolof3,4-c]pyrrol-2-yl]-(2-[1,2,4]-
triazol-1-yl-phenyl)-methanone;
[5-(4,6-Dimethoxy-pyrimidin-2-yt)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(3-
phenyl-pyridin-2-yl)-methanone;
[56-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(3-phenyl-
pyridin-2-yl)-methanone;
[5-(6-Methyl-2-propyl-pyrimidin-4-yl}-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-
[1,2,3]triazol-2-yl-phenyl)-methanone;
[5-(2-Methyl-pyrimidin-4-yl)-hexahydro-pymrolo[3,4~c]pyrrol-2-yI]-(2-[1,2,3]triazol-
2-yl-phenyl)-methanone;
[5-(6-Methyl-pyrazin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl}-(2-[1,2,3]triazol-
2-yl-phenyl)-methanone;
[5-(3,6-Dimethyl-pyrazin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(5-fluoro-2-
pyrimidin-2-yl-phenyl)-methanone;
[5-(3,6-Dimethyl-pyrazin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-vil-[2-(2H-
[1,2,4]triazol-3-yl)-phenyl}-methanone;
[5-(2-Pyrrolidin-1-yl-6-trifluoromethyl-pyrimidin-4-yl)-hexahydro-pyrrolo[3,4-c]-
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pyrrol-2-yl}-(2-[1,2,3]triazol-2-yl-phenyl)-methanone;
2-(2,8-Dimethylpyrimidin-4-yl)-5-{[5-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl}-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-nitro-6-
[1,2,3]triazol-2-yl-phenyl)-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-furan-2-
yl-phenyl)}-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-methyl-
5-phenyl-thiazol-4-yl)}-methanone;
2-[(2,3-Dimethylphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(3-fluoro-2-methylphenyl)carbonyl]octahydro-
pyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[5-fluoro-2-(trifluoromethyl)phenylicarbonyl}-
octahydropyrrolo[3,4-c]pyrrole;
2-[(4-Chloro-2-methoxyphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octa-
hydropyrrolo[3,4-c]pyrrole;
2-[(5-Chloro-2-methylphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-[(2,5-Dimethylphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octahydro-
pyrralo[3,4-c]pyrrole;
2-[(2,6-Dimethylphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octahydro-
pyrrolo[3,4-clpyrrole;
2-(4,6-Dimethylpyrimidin-2-y1)-5-[(5-fluoro-2-methylphenyl)carbonyl]octahydro-
pyrrolo[3,4-c]pyrrole;
2-{(2,4-Dimethylphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octahydro-
pyrrolo[3,4-clpyrrole;
2-[(2,5-Diethoxyphenyl)carbonyl}-5-(4,6-dimethylpyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-[(2,6-Diethoxyphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octahydro-
pyrrolo-[3,4-c]pyrrole;
2-[(2-Chloro-6-methylphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
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(5-(4,6-Dimethyipyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(4-fluoro-
2-(pyrimidin-2-yl)phenyl)methanone;
(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-y!)(3-fluoro-
2-icdophenyhmethanone;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[2-(trifluoromethyl}pyridin-3-yl]carbonyl}octa-
hydropyrrolo[3,4-c]pyrrole;
2-Bromopyridin-3-yl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]-
pyrrol-2(1H)-yl)methanone;
(6-(4,6-Dimethylpyrimidin-2-yl}hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(2-(pyr-
imidin-2-yl)pyridin-3-yl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(2-(1-
(tetrahydro-2H-pyran-2-yl)-1H-pyrazol-5-yl}pyridin-3-yl)methanone;
(2-(1H-Pyrazol-5-yl)pyridin-3-yl)}{(5-(4,6-dimethylpyrimidin-2-y)hexahydro-
pyrrolo[3,4~c]pyrrol-2(1H)-yl)methanone;
(2-(2H-1,2,3-Triazol-2-yl)pyridin-3-yl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydro-
pyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
(3-Fluoro-2-(pyrimidin-2-yl)phenyl}(5-(4,5,6-trimethylpyrimidin-2-yl)hexahydro-
pyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
(3-Fluoro-2-(2H-1,2,3-triazol-2-yl}phenyl)(5-(4,5,6-trimethylpyrimidin-2-y))hexa-
hydropyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
(5-Methoxy-2-(2H-1,2,3-triazol-2-yl)phenyl)}(5-(4,5,6-trimethylpyrimidin-2-yl)-
hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
(3-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl)(5-(6-fluoroquinazolin-2-yl )hexahydro-
pyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
(3-Fluoro-2-(pyrimidin-2-yl)phenyl)(5-(6-fluoroguinazolin-2-yl)hexahydropyrrolo-
[3,4-c]pyrrol-2(1H)-yl)methanone;
(5-(6,7-Difluoroguinoxalin-2-yl)hexahydropyrrolo[3,4-clpyrrol-2(1H)-y)(3-fluoro-
2-(2H-1,2,3-triazol-2-yl)phenyl)methanone;
(5-(6,7-Difluoroquinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(5-
methoxy-2-(2H-1,2,3-triazol-2-yl}phenyl)methanone;
(5-(8,7-Difluoroquinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(2-fluoro-
6-(2H-1,2,3-triazol-2-yl)phenyl)methanone;
(2-Bromo-3-fluorophenyl)(5-(6-fluoroquinazolin-2-yl)hexahydropyrrolo[3,4-c}-
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pyrrol-2(1H)-yl)methanone;
(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-cjpyrrol-2(1H)-yl)(4-fluoro-
2-(5-methylpyridin-2-yl)phenyl)methanone;
(2-Bromopyridin-3-yl)(5-(4,5,6-trimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]-
pyrrol-2(1H)-yl)methanone;
(2-(1-(Tetrahydro-2H-pyran-2-yl)-1H-pyrazol-5-yl)pyridin-3-yl)}(5-(4,5,6-tri-
methylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
(2-(1H-Pyrazol-5-yl)pyridin-3-y1)(5-(4,5,6-trimethylpyrimidin-2-yl)hexahydro-
pyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
6-{5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyllcarbonyl}hexahydropyrrolo[3,4-
clpyrrol-2(1H)-yl]-2-methylpyrimidin-4(3H)-one;
2-(2,6-Dimethylpyrimidin-4-yl)-5-{[5-(4-fluorophenyl)-2-methyl-1,3-thiazol-4-yl]-
carbonyljoctahydropyrrolo{3,4-c]pyrrole;
2-(4,6-Dimethyipyrimidin-2-y1)-5-{[5-(4-fluorophenyl)-2-methyl-1,3-thiazol-4-yl]-
carbonyljoctahydropyrrolo[3,4-c]pyrrole;
6-[5-{[6-(4-Fluorophenyl)-2-methyl-1,3-thiazol-4-
yllcarbonyl}hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl]-2-methylpyrimidin-4(3H)-
one;
6-{5-[(5-Fluoro-2-pyrimidin-2-ylphenyl)carbonyllhexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yl}-2-methylpyrimidin-4(3H)-one;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(4-fluoro-
2-(2H-1,2,3-triazol-2-yl)phenyl)methanone;
(5-(4,6-Dimethoxypyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(2-
fluoro-6-(2H-1,2,3-triazol-2-yl}phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)}(2-methyl-
6-(2H-1,2,3-triazol-2-yl)pheny!)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(3-methyl-
2-(2H-1,2,3-triazol-2-yl)phenyl)methanone,
(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl}(5-(5-nitropyrimidin-2-yl)hexahydro-
pyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
Methyl 2-(5-(2-fluoro-6-(2H-1,2,3-triazol-2-yl)benzoyl)hexahydropyrrolo[3,4-c]-
pyrrol-2(1H)-yl)-4-(trifluoromethyl)pyrimidine-5-carboxylate;
2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)benzoyl)hexahydropyrrolo[3,4-c]pyrrol-
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2(1H)-y)-4-(trifluoromethyl)pyrimidine-5-carboxylic acid;
(2-(4H-1,2,4-Triazol-4-yl)phenyl}(5-(4,6-dimethylpyrimidin-2-yl)hexahydro-
pyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)benzoyl)hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yi)-6-methylpyrimidine-4-carboxylic acid;
(4,5-Difluoro-2-(4H-1,2,4-triazol-4-yl)phenyl)(5-(4,6~-dimethylpyrimidin-2-yl)-
hexahydropyrrolo{3,4-c]pyrrol-2(1H)-yl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(3-methyl-
2-(1H-1,2,3-triazol-1-yl)phenyl)methanone;
2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)benzoyl)hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yl)-N,N,6-trimethylpyrimidine-4-carboxamide;
2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)benzoyl)hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-yi)-N,N-dimethyl-4-(trifluoromethyl)pyrimidine-5-carboxamide;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(mesityt)-
methanone;
(2,3-Difluorophenyl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c)-
pyrrol-2(1H)-yl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)}(4-
methoxy-2-(pyrimidin-2-yl)phenyl)methanone;
(2,3-Dimethoxyphenyl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]-
pyrrol-2(1H)-yl)methanone;
(56-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}(2-(tri-
fluoromethoxy)phenyl)methanone;
[6-(4,6-Dimethyl-pyrimidin-2-yl}-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(6-methyl-
2-[1,2,3]triazol-2-yl-pyridin-3-yl)-methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(2-
methoxy-4-methylphenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(4-
methoxy-2-methylphenyl)methanone;
(2,6-Difluorophenyl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]-
pyrrol-2(1H)-ylimethanone;
2-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyli]carbonyl}hexahydropyrrolo]3,4-
c]pyrrol-2(1H)-yl]-6-methylpyrimidine-4-carbonitrile;
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2-14,6-Bis(trifluoromethyl)pyrimidin-2-yl]-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-yl)-
phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyi]carbonyl}hexahydropyrrolo[3,4-
clpyrrol-2(1H)-yl]-6-methylpyrimidin-4-ol;
(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl)(5-(4-(furan-2-yl)-6-methylpyrimidin-2-
ylYhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
2-(4,6-Dimethylpyrimidin-2-yl)-5-[(3-fluoro-2-pyrimidin-2-ylphenyl)carbonyl]-
octahydropyrrolo[3,4-C]pyrrole;
2-(4,6-Dimethylpyrimidin-2-y1)-5-{[3-fluoro-2-(1H-pyrazol-5-yl)phenyl]carbonyl}-
octahydropyirolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[3-methoxy-2-(2H-1,2,3-triazol-2-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[3-methoxy-2-(1H-1,2,3-triazol-1-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl}-5-{[3-fluoro-2-(1H-1,2,3-triazol-1-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethyipyrimidin-2-yl)-5-{[4-methoxy-2-(2H-1,2,3-triazol-2-yi)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[4-methoxy-2-(1H-1,2,3-triazol-2-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(5-Fluoro-4-methylpyrimidin-2-yl})-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(2-Chloro-5-fluoropyrimidin-4-y1)-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-
octahydropyrrolo[3,4-c]pyrrole;
2-(5-Fluoropyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-yl)phenyllcarbonyl}-
octahydropyrrolo[3,4-c]pyrrole;
2-(5-Fluoro-4-methylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]-
carbonylloctahydropyrrolo[3,4-c]pyrrole;
2-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-(4,5,6-trimethyl-
pyrimidin-2-yl}octahydropyrrolo[3,4-c]pyrrole;
2-(4,5-Dimethylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1,2, 3-triazol-2-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyllcarbonyl}-5-(4-methoxy-6-methyl-
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pyrimidin-2-yl)octahydropyrrolo[3,4-c]pyrrole;
2-(4-Ethyl-6-methylpyrimidin-2-yi)-5-{[2-fluoro-6-(2H-1,2, 3-triazol-2-y|)phenyl]-
carbonyl}octahydropyrrolo[3,4-clpyrrole;
2-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-[4-methyl-6-(1-methyl-
ethyl)pyrimidin-2-ylJoctahydropyrrolo[3,4-c]pyrrole;
2-[4-Methyl-6-( T-methylethyl)pyrimidin-2-yl]-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-{[5-(1-Methylethyl)-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-[4-methyl-6-(1-
methylethyl)pyrimidin-2-yiJoctahydropyrrolo[3,4-c]pyrrole;
2-(4-tert-Butyl-6-methylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-yl)-
phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(4-Cyclopropyl-6-methylpyrimidin-2-yl)-5-{[2-fluoro-8-(2H-1,2,3-triazol-2-yl)-
[phenyllcarbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-(4-methyl-1,3,5-triazin-
2-yhHoctahydropyrrolo[3,4-c]pyrrole;
2-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-(4-methyl-6-morpholin-
4-ylpyrimidin-2-yl)octahydropyrrolo[3,4~c]pyrrole;
2-{[2-(4H-1,2,4-Triazol-3-yl)phenyl]carbonyl}-5-(4,5,6-trimethylpyrimidin-2-yl)-
octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[2-(3-methyl-1,2,4-0xadiazol-5-yl})phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[2-(1-methyl-1H-1,2,4-triazol-5-yl)phenyl]-
carbonyl}octahydropyrrolof3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[2-(1-methyl-1H-1,2,4-triazol-3-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-{[2-(3-Methyl-1,2,4-0xadiazol-5-yl)phenyl]carbonyl}-5-(4,5,6-trimethyl-
pyrimidin-2-yljyoctahydropyrrolo[3,4-c]pyrrole;
2-(5-Fluoro-4-methylpyrimidin-2-yl}-5-{[2-(3-methyl-1,2,4-oxadiazol-5-yl)-
phenyl]carbenyl}octahydropyrrolo[3,4-c]pyrrole;
2-{{2-(1-Methyl-1H-1,2,4-triazol-3-yl)phenyl]carbonyl}-5-(4,5,6-trimethyl-
pyrimidin-2-yl)octahydropyrrolo[3,4-c]pyrrole;
2-(5-Fluoro-4-methylpyrimidin-2-yl)-5-{[2-(1-methyl-1H-1,2,4-triazol-3-yl)-
phenyllcarbonyl}octahydropyrrolo[3,4-c]pyrrole;
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2-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyilcarbonylthexahydropyrrolo[3,4c]-
pyrrol-2(1H)-yl]-4-methyl-6,7-dihydro-5H-cyclopentad]pyrimidine;
2-(4,6-Dimethylpyrimidin-2-y1)-5-{{3-fluoro-2-(3-methyl-1,2,4-oxadiazol-5-yl)-
phenyllcarbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[2-fluoro-6-(3-methyl-1,2,4-oxadiazol-5-yl)-
phenyl]carbonyljoctahydropyrrolo[3,4-c]pyrrole;
2-(5-Chloro-4-methylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-yl)-
phenyllcarbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(5-Chloro-4,6-dimethylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-yl)-
phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(5-Chloro-4,6-dimethylpyrimidin-2-yl)-5-{[2-(3-methyl-1,2,4-oxadiazol-5-yl)-
phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole;
4-Methyl-2-[5-{[2-(3-methyl-1,2,4-oxadiazol-5-yl)phenyl]carbonyl}hexahydro-
pyrrolo[3,4-c]pyrrol-2(1H)-yl]-6,7-dihydro-5H-cyclopenta[d]pyrimidine;
2-(5-Chloro-4,6-dimethylpyrimidin-2-yl)-5-{[2-(1-methyl-1H-1,2,4-iriazol-3-y1)-
phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(5-Chloro-4-methylpyrimidin-2-yl}-5-{{2-( 1-methyl-1H-1,2,4-triazol-3-yl)-
phenyl]lcarbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(5-Ethyl-4,6-dimethylpyrimidin-2-yl)-5-{[2-(1-methyl-1H-1,2 4-triazol-3-yi}-
phenyllcarbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-{[3~(2H-1,2,3-Triazol-2-yl)pyridin-2-yl[carbonyl}-5-(4,5,6-trimethylpyrimidin-2-
yl)octahydropyrrolo[3,4-c]pyrrole;
2-(5-Chioro-4,6-dimethylpyrimidin-2-yl)-5-{[3-(2H-1,2,3-triazol-2-yl)pyridin-2-yl]-
carbonyl}octahydropyrrolo[3,4-clpyrrole;
2-(5-Fluoro-4,6-dimethylpyrimidin-2-yi)-5-{{3-(2H-1,2,3-triazol-2-yl)pyridin-2-yl]-
carbonyl}octa hydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-y1)-5-(9H-fluoren-4-ylcarbonyl)octahydropyrrolo[3,4-
c]pyrrole; |
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl}-(5-[1,2,3]-
triazol-2-yl-benzo[1,3]dioxol-4-yl)-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yi]-(8-[1,2,3]-
triazol-2-yl-naphthalen-1-yl)-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(4-[1,2,3]-
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triazol-1-yl-pyridin-3-yl}-methanone;
(5-tert-Butyl-2-methoxy-phenyl)-[5-(4,6-dimethyl-pyrimidin-2-yl}-hexahydro-
pyrrolo[3,4-c]pyrrol-2-yl}-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl}-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(1-[1,2,3]-
triazol-2-yl-naphthalen-2-yl)-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(3-[1,2,3]-
triazol-2-yl-pyridin-2-yl)-methanone;
(2-Bromo-4,5-dimethoxy-phenyl)-[5-(4,6-dimethyl-pyrimidin-2-yl)}-hexahydro-
pyrrolo[3,4-c]pyrrol-2-yl}-methanone;
(3,4-Dihydro-2H-benzo[b][1,4]dioxepin-6-yl)-[5-(4,6-dimethyl-pyrimidin-2-yl}-
hexahydro-pyrrolo{3,4-c]pyrrol-2-yl}-methancone;
(5-(4,6-Dimethylpyrimidin-2-yi)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}{(4-fluoro-
2-(6-methylpyridin-2-yl)phenyl)methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl}-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(6-methyl-
2-[1,2,3]triazol-1-yl-pyridin-3-yl)-methanone;
(1-Bromo-naphthalen-2-yl)-[5-(4,6-dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo-
[3,4-c]pyrrol-2-yl]-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yi]-(3-
methoxy-naphthalen-2-yl)-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl[-(8-[1,2,3]-
triazol-2-yl-naphthalen-1-yl}-methanone;
[5-(4,6-Dimethyl-pyrimidin-2-yl}-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(1-
methoxy-naphthalen-2-yl)-methanone;
(4,5-Dimethoxy-2-[1,2,3}triazol-1-yl-phenyl)-[5-(4,6-dimethyl-pyrimidin-2-yl)-
hexahydro-pyrrolo[3,4-c]pyrrol-2-yll-methanone;
(4,5-Dimethoxy-2-[1,2,3]triazol-2-yl-phenyl)-[5-(4,6-dimethyl-pyrimidin-2-yl)-
hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(4-flucro-
2-(4-methylpyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl}hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(3-
propoxypyridin-2-yl)methanone;
(3-Propoxypyridin-2-yl)(5-(5-(trifluoromethyl)pyrimidin-2-yl)hexahydropyrrolo-
[3,4-c]pyrrol-2(1H)-yl)methanone;
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(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}(4-fluoro-
2-(3-fluoropyridin-2-yl)phenyl)methanone;
(3-Propoxypyridin-2-yi}5-(quinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-
yl)methanone;
2-[(2,6-Dimethoxyphenyl)carbonyl]-5-[5-(trifluoromethyl)pyridin-2-ylJoctahydro-
pyrrolo[3,4-c]pyrrole;
(2,6-Dimethoxyphenyl)(5-(5-(trifluoromethyl)pyrimidin-2-yl)hexahydropyrrolo-
[3,4-c]pyrrol-2(1H)-yl)methanone;
(2,6-Dimethoxyphenyl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4c]-
pyrrol-2(1H)-yl)methanone; '
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)}(3-
methylfuran-2-yl)methanone; |
2-[(3-Methylfuran-2-yl)carbonyl]-5-[5-(trifluoromethyl)pyridin-2-ylloctahydro-
pyrrolo[3,4-c]pyrrole;
(3-Methylfuran-2-yl)(5-(5-(trifluoromethyl)pyrimidin-2-yl)hexahydropyrrolo[3,4c]-
pyrrol-2(1H)-yl)methanone;
(3-Methylfuran-2-yl)(5-(quinoxalin-2-yl}hexahydropyrrolo[3,4-c]pyrrol-2(1H)-
yl)methanone;
(3,6'-Dimethyl-[2,3"-bipyridin]-2'-yi){(5-(quinoxalin-2-yl)hexahydropyrrolo[3,4-c]-
pyrrol-2(1H)-yl)methanone;
(3,6'-Dimethyl-[2,3"-bipyridin]-2'-yl)(5-(5-(trifluoromethyl)pyrimidin-2-yl )hexa-
hydropyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
(3,6"-Dimethyl-[2,3-bipyridin}-2"-yl)(5-(5-(trifluoromethyl)pyridin-2-yl)hexahydro-
pyrrolo]3,4-c]pyrrol-2(1H)-yl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-clpyrrol-2(1H)-yl)(4-fluoro-
2-(pyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(3-fluoro-
2-(pyridin-2-yl)phenyl)methanone;
[2,3"-Bipyridin}-2'-yl(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-y)methanone;
(5-(4,6-Dimethylpyrimidin-2-yf)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(4-fluoro-
2-(oxazol-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yI}(3-fluoro-
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2-(6-methylpyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(3-fluoro-
2-(3-methylpyridin-2-yt)phenyl)methanone;
(2-(3-Chloropyridin-2-yl)-3-fluorophenyl)(5-(4,6-dimethylpyrimidin-2-yl)hexa-
hydropyrrolo[3,4-c]pyrrol-2{1H)-yl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(3-fluoro-
2-(4-methylpyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrim idin-2-yl)hexahyd ropyrrolo[3,4-c]pyrrol-2(1H)-yl)(3-fluoro-
2-(5-methylpyridin-2-yl}phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(3-fluoro-
2-(3-fluoropyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2{1H)-yi)(3-ftuoro-
2-(oxazol-2-yl}phenyl)methanone;
2-(5-Fluoro-4-methylpyrimidin-2-yl)-5-{[4-methoxy-2-(2H-1,2, 3-triazol-2-yl)-
phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(5-Chloro-4-methylpyrimidin-2-yl)-5-{f4-methoxy-2-(2H-1,2, 3-triazol-2-yl)-
phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(5-Fluoro-4,6-dimethylpyrimidin-2-yl}-5-{[4-methoxy-2-(2H-1,2,3-triazol-2-yl)-
phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(4,5-Dimethylpyrimidin-2-yl)-5-{[4-methoxy-2-(2H-1,2,3-triazol-2-yl)phenyl]-
carbonyl}octahydropyrrolo[3,4-clpyrrole;
2-[(3-Propoxypyridin-2-yl}carbonyl]-5-[5-(trifluoromethyl)pyridin-2-ylloctahydro-
pyrrolo[3,4-c]pyrrole;
2-{4,6-Bis[(2H3)methyl](2H)pyrimidin-2-yl}-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-
yl)phenylJcarbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-{4,6-Bis[(2H3)methyll(2H)pyrimidin-2-yl}-5-{[3-fluoro-2-(3-methyl-1,2,4-oxa-
diazol-5-yl)phenyl]carbonylloctahydropyrrolo[3,4-c]pyrrole;
2-{4,8-Bis[(2H3)methyl](2H)pyrimidin-2-yl}-5-{[4-methoxy-2-(2H-1,2,3-triazol-2-
yl)phenyljcarbonyl}octahydropyrrolo[3,4-c]pyrrole;
2-(5-Ethyl-4,6-dimethylpyrimidin-2-y1)-5-{[3-(2H-1,2,3-triazol-2-yl)pyridin-2-yl}-
carbonylloctahydropyrrolo[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-{[3-(3-methyl-1,2,4-oxadiazol-5-yl)pyridin-2-yl]-
carbonyloctahydropyrrolo[3,4-c]pyrrole;
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(5-(6,7-Difluoroquinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(3-fluoro-
2-(pyrimidin-2-yl)phenyl)methanone;
(5-(6,7-Difluoroquinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(3-fluoro-
2-(pyrimidin-2-yl)phenyl)methanone;
(5-(6,7-Difluoroquinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(4-
methoxy-2-(2H-1,2,3-triazol-2-yl)phenyl)methanone;
(5-(6-(Dimethylamino)pyrimidin-4-yl)hexahydropyrrolo[3,4-clpyrrol-2(1H)-yl)(4-
methoxy-2-(2H-1,2,3-triazol-2-yl)phenyl)methanone;
(5-(6-(Dimethylamino)-2-methylpyrimidin-4-yl)hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-y)(4-methoxy-2-(2H-1,2,3-triazol-2-yl)phenyl)methanone;
(5-(6-(Dimethylamino)-2-methylpyrimidin-4-yl)hexahydropyrrolo[3,4-c]pyrrol-
2(1H)-y1)(3-fluoro-2-(pyrimidin-2-yl)phenyl)methanone;
(5-(6-(Dimethylamino)pyrimidin-4-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(3-
fluoro-2-(pyrimidin-2-yl)phenyl)methanone;
(3-Fluoro-2-(pyrimidin-2-yl)phenyl}(5-(5-fluoro-4,6-dimethylpyrimidin-2-yl)-
hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
(5-(5-Chloro-4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-
y)(3-fluoro-2-(pyrimidin-2-yl)phenyl)methanone;
(5-(5-Chloro-4-methylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(3-
fluoro-2-(pyrimidin-2-yl)phenyl)methanone;
(3-Fluoro-2-(pyrimidin-2-yl)phenyl)(5-(5-fluoro-4-methylpyrimidin-2-yl)hexa-
hydropyrrolo[3,4-c]pyrrol-2(1H)-yl)methanone;
(5-(4,5-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(3-fluoro-
2-(pyrimidin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2( 1H)-yl)}(5-fluoro-
2-(6-methylpyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(5-fluoro-
2-(4-methylpyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl}hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)}(5-fluoro-
2-(5-methylpyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(5-fluoro-
2-(3-~fluoropyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(5-fluoro-
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2-(pyridin-2-y)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(4-fluoro-
2-(oxazol-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(6-fluoro-
2-(6-methylpyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl}hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(6-fluoro-
2-(4-methylpyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yt){6-fluoro-
2-(5-methylpyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(6-fluoro-
2-(3-fluoropyridin-2-yi)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-clpyrrol-2(1H)-yl)(6-fluoro-
2-(pyridin-2-yl)phenyl)methanone;
(5-(4,6-Dimethylpyrimidin-2-yhhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)}{(6-fluoro-
2-(oxazol-2-yl)phenyl)methanone;
(3,6'-Dimethyl-[2,3"-bipyridin]-2'-yl)(5-(quinoxalin-2-yl)hexahydropyrrolo[3,4-c]-
pyrrol-2(1H)-yl)methanone; and
[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-fluoro-6-
[1,2,3]triazol-2-yl-phenyl)-methanone«HCI+1.65H20.

30. A pharmaceutical composition for treating a disease, disorder or medical
condition mediated by orexin activity comprising:
(a) an effective amount of at least one chemical entity selected from

compounds of Formulia (1):

Formula (1
wherein:
R' is a member selected from the group consisting of:

A) phenyl substituted or unsubstituted with one or two R® members and

substituted in the ortho position with R?;
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R? is independently selected from the group consisting of: -H, halo, -

C14alkyl, -Cqsalkoxy, and -NO,, wherein two adjacent R®

members may come together to form a six membered aromatic ring;
RP is a member selected from the group consisting of:

a) halo, -Cq.4alkoxy, -Ci.4alkyl,-CF3, -OCF3, or -CN;

b) 5-membered heteroaryl ring containing one oxygen or one
sulfur members;

c) 5-6 membered heteroaryl ring containing one, two or three
nitrogen members, optionally containing one axygen member,
substituted or unsubstituted with halo or -Cq_4alkyl; and

d) phenyl substituted or unsubstituted with halo, -CHs, or -CF3;

B) pyridine substituted or unsubstituted with one or two R® members
and substituted with R, wherein R is positioned adjacent to the
point of attachment by R’;

R® is Ci4alkyl;
R%is a member selected from the group consisting of:

a) 5-6 membered heteroaryl ring selected from the group

b) consisting of: 1H-1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 1H-

¢) pyrazol-5-yl, 3-methyl-1,2,4-oxadiazol-5-yl, pyridinyl, 3-methyl-
pyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl)-1H-pyrazol-5-yl),
phenyl, and pyrimidin-2-yl; and

d) -CFj;, -Br, and -C4_4alkoxy;

C) 5-membered heteroaryl ring selected from the group consisting of: 2-
methyl-1,3-thiazol-yl, 1H-pyrazol-5-yl, oxazole, isoxazolyl, thiophen-
2-yl, and furan-2-yl, each substituted with phenyl substituted or
unsubstituted with -F; and

D) 5-13 membered aryl or heteroaryl ring selected from the group
consisting of: 3-methylfuran-2-yl, 9H-fluorene, quinoline, cinnoline;
3-(1H-pyrrol-1-yl)thiophen-2-yl, 8-[1,2,3]-triazol-2-yl-naphthalen-1-yl,
2,3-dihydro-1,4-benzodioxin-5-yl, 1H-indol-7-yl, 4-flucronaphthalen-1-
yl, and naphthalen-1-yl;

R? is a member selected from the group consisting of:

A) 6-membered heteroaryl ring containing two nitrogen members
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substituted with one or more members independently selected from
the group consisting of: halo, -C4_salkyl, -CD3, -D, -C1.salkoxy,
cyclopropyi, morpholin-2-yt, -CO,C4.4alkyl, -CO,H, -CH,OH, -
C(O)N(C1.salkyl)z, -CF3, -CN, -OH, -NO,, -N(C1.salkyl),, phenyl,
furan-2-yl, thiophen-2-yl, 1H-pyrazol-4-yl, and pyrrolidin-1-yI;

B) pyridine substituted with one or two members independently selected
from the group consisting of halo, -C4.4alkyl, -C.salkoxy, and -CFj3;

C) 9-membered heteroaryl ring selected from the group consisting of:
benzooxazol-2-yl, 2-methylpyrimidin-4(3H)-one, 6-fluoro-1,3-
benzothiazole, 1,3-benzothiazole, 6-methoxy-1,3-benzothiazole, 6-
methyl-1,3-benzothiazole, 6-chloro-benzothiazol-2-yl, and 4-methyl-
6,7-dihydro-5H-cyclopenta[d]pyrimidine;

D) 10-membered heteroaryl ring selected from the group consisting of:
quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6,7-difluoroquinoxalin-2-yl,
3-(trifluoromethyl)quinoxaline, quinoline, 4-methylquinoline, and 6-
fluoroquinazolin-2-yl; and

E) 4-methyl-1,3,5-triazin-2-yl;

and pharmaceutically acceptable salts of compounds of Formula (); and

(b) at least one pharmaceutically acceptable excipient.

31. A pharmaceutical composition comprising and effective amount of at least
one chemical entity of claim 29, and at least one pharmaceutically acceptable

excipient.

32. At least one chemical entity selected from compounds of Formula(1) :

0O
e
N‘Rz

Formula {1}
wherein:
R' is a member selected from the group consisting of:
A) phenyl substituted or unsubstituted with one or two R®members and sub-
stituted in the orthoposition with R®;
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R%s independently selected from the group consisting of: -H. halo,

-C14alkyl, -C1_4alkoxy, and —NO,, wherein two adjacent R* members may come

together fo form a six membered aromatic ring;

RP is a member selected from the group consisting of:

a) halo, ~Cy.4alkoxy, -C1.salkyl,-CF3, -OCF; or -CN;

b) 5-membered heteroaryl ring containing one oxygen or one sulfur members;

c) 5-6 membered heteroaryl ring containing one, fwo or three nitrogen

members, optionally containing one oxygen member, substituted or

unsubstituted with halo or -C4_salkyl; and

d) phenyl substituted or unsubstituted with halo, -CHg3, or -CF3;

B) pyridine substituted or unsubstituted with one or two R°members and substi-

tuted with R? wherein R® is positioned adjacent to the point of attachment byR";

RCis C-C1.4alkyl;

RY is a member selected from the group consisting of:

a) 5-6 membered heleroaryl ring selected from the group consisting of: 1H-

1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 1H-pyrazol-5-yl,3-methyl-1,2,4-oxadia-

zol-5-yl. pyridinyl, 3-methylpyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl)-1H-

pyrazol-5-yl), phenyl, and pyrimidin-2-yl; and

b) -CF3, -Br, and -C4_4alkoxy;

C) 5-membered heteroaryl ring selected from the group consisting of: 2-methyl-

1,3-thiazol-yl, 1 H-pyrazol-5-yl, oxazole, isoxazolyl, thiophen-2-yl, and furan-2-

yl, each substituted with phenyl substituted or unsubstituted with -F; and

D) 5-13 membered aryl or heteroaryl ring selected from the group consisting of:

3-methylfuran-2-yl, 9H-fluorene, quinoline, cinnoline; 3-(1H-pyrrol-1-

yhthiophen-2-yl, 8-[1,2,3]-triazol-2-yInaphthalen-1-vl, 2,3-dihydro-1,4-

benzodioxin-5-yl, 1H-indol-7-yl, 4-flucronaphthalen-1-yl, and naphthalen-1-yl;

R? is a member selected from the group consisting of:

A) 6-membered heteroaryl ring containing two nitrogen members substituted

with one or more members independently selected from the group consisting

of: halo, -Cy.qalkyl, -CD3, -D,-Cq.4alkoxy, cyclopropyl, morpholin-2-yl, -C0,-Ci.

4alkyl, -COzH, -CH2OH, C{O)N(C4.4Halkyl),-CF3, -CN, -OH, -NO;, -N(C.

salkyl)s, phenyl, furan-2-yl, thiophen-2-yl, 1 H-pyrazol-4-yl, and pyrrolidin-1-yl;

B) pyridine substituted with one or two members independently selected from
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the group consisting of: halo, -C4.4alkyl, -C4.4alkoxy, and —CFj;

C) 9-membered heteroaryl ring selected from the group consisting of:
benzooxazol-2-yl, 2-methylpyrimidin-4(3H)-one, 6-fluoro-1,3benzothiazole, 1,3-
benzothiazole, 6-methoxy-1,3-benzothiazole, 6-methyl-1,3-benzothiazole, 6-
chloro-benzothiazol-2-yl, and 4-methyl-8,7-dihydro-5H-cyclopenta[d]pyrimidine;
D) 10-membered heteroaryl ring selected from the group consisting of:
quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6,7-difluoroquinoxalin-2-yl, 3-
(trifluoromethyl)guinoxaline, quinoline, 4-methylquinoline, and 6-fluoroquina-
zolin-2-yl; and

E) 4-methyl-1,3,5-triazin-2-yl; and pharmaceutically acceptable salts of
compounds of Formula (), and at least one pharmaceutically acceptable
excipient for Use in the treatment of a disease, disorder, or medical condition

mediated by orexin receptor activity.

33. At least one chemical entity selected from compounds of Formula(l) :

g
N\Rg

Formula {1}

wherein:

R'is a member selected from the group consisting of:

A) phenyl substituted or unsubstituted with one or two R®*members and sub-
stituted in the orthoposition with R®;

R®is independently selected from the group consisting of: -H. halo, -C1.salkyl, -
Ci-salkoxy, and -NOz, wherein two adjacent R members may come together to
form a six membered aromatic ring;

R® is a member selected from the group consisting of:

a) halo, -Cq4alkoxy, -Cqsalkyl,-CF3, -OCF3 or -CN;

b) 5-membered heteroaryl ring containing one oxygen or one sulfur members;
c) 5-6 membered heteroaryl ring containing one, two or three nitrogen
members, optionally containing one oxygen member, substituted or unsub-
stituted with halo or -C4_4alkyl; and

d) phenyl substituted or unsubstituted with halo, -CHs, or -CF3;
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B) pyridine substituted or unsubstituted with one or two R°members and sub-
stituted with R, wherein R? is positioned adjacent to the point of attachment by
R;
RCis C-C_4alkyl;
R% is a member selected from the group consisting of:
a) 5-6 membered heleroaryl ring selected from the group consisting of: 1H-1,2,
3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 1H-pyrazol-5-yl,3-methyl-1,2,4-oxadiazol-5-
yl,pyridinyl, 3-methylpyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl)-1H-pyrazol-5-yl),
phenyl, and pyrimidin-2-yl; and
b) -CF3, -Br, and -C44alkoxy;
C) 5-membered heteroaryl ring selected from the group consisting of: 2-methyl-
1,3-thiazol-yl, 1 H-pyrazol-5-yl, oxazole, isoxazolyl, thiophen-2-yl, and furan-2-
yl, each substituted with phenyl substituted or unsubstituted with -F; and
D) 5-13 membered aryl or heteroaryl ring selected from the group consisting of:
3-methylfuran-2-yl, 9H-fluorene, quinoline, cinnoline; 3-(1H-pyrrol-1-
ylithiophen-2-yl, 8-[1,2,3}-triazol-2-ylInaphthalen-1-yi, 2,3-dihydro-1,4-
benzodioxin-5-yl, 1H-indol-7-yl, 4-fluoronaphthalen-1-yl, and naphthalen-1-yi;
R? is a member selected from the group consisting of:
A) 6-membered heteroaryl ring containing two nitrogen members substituted
with one or more members independently selected from the group consisting
of: halo, -C1.4alkyl, -CDs3, -D, -C4.salkoxy, cyclopropyl, morpholin-2-yl, -C02-C;.
salkyl, -CO2H, -CH,0H, C(O)N(Cq4Halkyl)z, -CF3, -CN, -OH, -NO2, -N(Cx.
salkyl)2, phenyl, furan-2-yl, thiophen-2-yl, 1 H-pyrazol-4-yl, and pyrrolidin-1-yl;
B) pyridine substituted with one or two members independently selected from
the group consisting of: halo, -C.4alkyl, -Cq_4alkoxy, and —-CF3;
C) 9-membered heteroaryl ring selected from the group consisting of:
benzooxazol-2-yl, 2-methylpyrimidin-4(3H)-one, 6-fluoro-1,3benzothiazole, 1,3-
benzothiazole, 6-methoxy-1,3-benzothiazole, 6-methyl-1,3-benzothiazole, 6-
chloro-benzothiazol-2-yl, and 4-methyl-6,7-dihydro-5H-cyclopenta[d]pyrimidine;
D) 10-membered heteroaryl ring selected from the group consisting of:
quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6,7-diflucroquinoxalin-2-yl, 3-(trifluoro-
methyl)quinoxaline, quinoline, 4-methylquinoline, and 6-fluoroquinazolin-2-yl;
and
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E) 4-methyl-1,3,5-triazin-2-yl; and pharmaceutically acceptable salts of
compounds of Formula (1), and at least one pharmaceutically acceptable
excipient for use In the treatment of a disease. disorder, or medical condition
wherein the disease, disorderor medical condition is selected from the group
consisting of: disorders of the sleep-wake cycle, insomnia, restless legs
syndrome, jet-lag, disturbed sleep, sleep disorders secondary to neurological
disorders, manias, depressions, manic depression, schizophrenia, pain
syndromes, fibromyalgia, neuropathic pain, catatonia, Parkinson's disease,
Tourette's syndrome. anxiety, dellrium, dementias, overweight or obesity and
conditions related to overweight or obesity, insulin resistance, type /| diabetes,
hyperlipidemia, gallstones, angina, hypertension, breathlessness, tachycardia,
infertility, sleep apnea, back and joint pain, varicose veins, osteoarthritis,
hypertension, tachycardia, arrhythmias, angina pectoris, acute heart failure,

ulcers, irritable bowel syndrome. diarrhea and gastroesophageal reflux.

34. At least one chemical entity selected from compounds of Formula(l):

0
R1)LN
%N\Rz

Fermuta (1)
wherein:
R' is a member selected from the group consisting of:
A) phenyl substituted or unsubstituted with one or two R®members and
substituted in the orthoposition with R;
R®s independently selected from the group consisting of: -H. halo,
-Ci.qalkyl, -Cq.4alkoxy, and —NO,, wherein two adjacent R? members may come
together to form a six membered aromatic ring;
R® is a member selected from the group consisting of:
a} halo, -C.salkoxy, -Cq.4alkyl,-CF3, -OCF3 or -CN;
b) 5-membered heteroaryl ring containing one oxygen or one sulfur members;
¢) 5-6 membered heteroaryl ring containing one, two or three nitrogen
members, optionally containing one oxygen member, substituted or unsub-

stituted with halo or -Cqalkyl; and
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d) phenyl substituted or unsubstituted with halo, -CHs, or -CF3;

B) pyridine substituted or unsubstituted with ohe or two R°members

and substituted with R®. wherein R® is positioned adjacent to the

point of attachment by R":

R‘s C-Ci.4alkyl;

R® is a member selected from the group consisting of:

a) 5-6 membered heleroaryl ring selected from the group consisting of: 1H-

1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 1H-pyrazol-5-yl,3-methyl-1,2,4-

oxadiazol-5-yl. pyridinyl, 3-methylpyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl}-1H-

pyrazol-5-yl), phenyl, and pyrimidin-2-yl; and

b) -CF3, -Br, and -Ci.salkoxy,

C) 5-membered heteroaryl ring selected from the group consisting of: 2-methyl-

1,3-thiazol-yl, 1 H-pyrazol-5-yl, oxazole, isoxazolyl, thiophen-2-yl, and furan-2-

yl, each substituted with phenyl substituted or unsubstituted with -F; and

D) 5-13 membered aryl or heteroaryl ring selected from the group consisting of:

3-methylfuran-2-yl, 9H-fluorene, quinoline, cinnoline; 3-(1H-pyrrol-1-

yl)thiophen-2-yl, 8-[1,2,3]-triazol-2-ylnaphthalen-1-yl, 2,3-dihydro-1,4-

benzodioxin-5-yl, 1H-indol-7-yi, 4-fluoronaphthalen-1-yt, and naphthalen-1-yl;

R? is a member selected from the group consisting of:

A) 6-membered heteroaryl ring containing two nitrogen members substituted

with one or more members independently selected from the group consisting

of: halo, -Calkyl, -CDj3, -D,-Cs.4alkoxy, cyclopropyl, morpholin-2-yl, -C02-C.

salkyl, -COzH, -CH,0OH, C(O)N(C+.4Halkyl),-CF3, -CN, -OH, -NO,, -N(C4.

salkyl)z, phenyl, furan-2-yl, thiophen-2-yl, 1 H-pyrazol-4-yl, and pyrrolidin-1-yl;

B) pyridine substituted with one or two members independently selected from

the group consisting of: halo, -C1.4alkyl, -Cq.salkoxy, and —CFs;

C) 8-membered heteroaryl ring selected from the group consisting of:

benzooxazol-2-yl, 2-methylpyrimidin-4(3H)-one, 6-fluoro-1,3-benzothiazole,

1,3-benzothiazole, 8-methoxy-1,3-benzothiazole, 6-methyl-1,3-benzothiazole,

6-chloro-benzothiazol-2-yl, and 4-methyl-6,7-dihydro-5H-cyclopentald]pyri-

midine;

D) 10-membered heteroaryl ring selected from the group consisting of:

quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6,7-difluoroquinoxalin-2-y, 3-(trifluoro-
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methyl)quinoxaline, quinoline, 4-methylguinoline, and 6-fluoroquinazolin-2-yl;
and

E) 4-methyl-1,3,5-triazin-2-yi;

and pharmaceutically acceptable salts of compounds of Formuia (1), and at
least one pharmaceutically acceptable excipient for use in tile treatment of a
disease, disorder, or medical condition wherein the disease, disorder, or

medical condition is insomnia.

35. At least one chemical entity selected from compounds of Formula(1) :

o]
R1)J\N
%N\Rz

Formula (1)
wherein
R'is a member selected from the group consisting of:
A) phenyl substituted or unsubstituted with one or two R*members and
substituted in the orthoposition with R®;
R®is independently selected from the group consisting of: -H. halo, -C_4alkyt, -
Ci.salkoxy, and —NO,, wherein two adjacent R* members may come together to
form a six membered aromatic ring;
RP is a member selected from the group consisting of:
a) halo, -C.4alkoxy, -Cq.4alkyl,-CF3, -OCF; or -CN;
b) 5-membered heteroaryl ring containing one oxygen or one sulfur members;
c) 5-6 membered heteroaryl ring containing one, two or three nitrogen mem-
bers, optionally containing one oxygen member, substituted or unsubstituted
with halo or -C4.4alkyl; and
d} phenyl substituted or unsubstituted with halo, -CHs, or -CFj;
B) pyridine substituted or unsubstituted with one or two R°members and sub-
stituted with RY%. wherein R? is positioned adjacent to the point of attachment by
R';
Rfs C-Ci4alkyl;
R is a member selected from the group consisting of:
a) 5-6 membered heleroaryl ring selected from the group consisting of: 1H-
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1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 1H-pyrazol-5-yl,3-methyl-1,2,4-
oxadiazol-5-yl. pyridinyl, 3-methylpyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl)-1H-
pyrazol-5-yl), phenyl, and pyrimidin-2-yi; and

b) -CF3, -Br, and -Cy.salkoxy;

C) 5-membered heteroaryl ring selected from the group consisting of: 2-methyl-
1,3-thiazol-yl, 1 H-pyrazol-5-yl, oxazole, isoxazolyl, thiophen-2-yl, and furan-2-
yl, each substituted with phenyl substituted or unsubstituted with -F; and

D) 5-13 membered aryl or heteroaryl ring selected from the group consisting of:
3-methylfuran-2-yl, 9H-fluorene, quinoline, cinnoline; 3-(1H-pyrrol-1-
yl)thiophen-2-yl, 8-[1,2,3]-triazol-2-yInaphthalen-1-yl, 2,3-dihydro-1,4-
benzodioxin-5-yl, 1H-indol-7-yl, 4-fluoronaphthalen-1-yl, and naphthalen-1-yl;
R? is a member selected from the group consisting of:

A) 6-membered heteroaryl ring containing two nitrogen members substituted
with one or more members independently selected from the group consisting
of: halo, -Cyalkyl, -CD3, -D,-C4.4alkoxy, cyclopropyl, morpholin-2-yl, -CO2-Cy.
salkyl, -CO5H, -CH,OH, C(O)N(C1-sHalkyl)2,-CF3, -CN, -OH, -NO, -N(C;.
salkyl)z, phenyl, furan-2-yl, thiophen-2-yl, 1 H-pyrazol-4-yl, and pyrrolidin-1-yl;
B) pyridine substituted with one or two members independently selected from
the group consisting of: halo, -Cy.alkyl, -Ci.salkoxy, and —CFs;

C) 9-membered heteroaryl ring selected from the group consisting of:
benzooxazol-2-yl, 2-methylpyrimidin-4(3H)-one, 6-fluoro-1,3benzothiazole, 1,3-
benzothiazole, 6-methoxy-1,3-benzothiazole, 6-methyl-1,3-benzothiazole, 6-
chloro-benzothiazol-2-yl, and 4-methyl-6,7-dihydro-5H-cyclopentald]pyrimidine;
D) 10-membered heteroaryl ring selected from the group consisting of:
guinoxalin-2-yi, 3-methylquinoxalin-2-yl, 8,7-diflucroquinoxalin-2-yl, 3-(trifluoro-
methyl)quinoxaline, quinoline, 4-methylquinoline, and 6-fluoroquinazolin-2-yl;
and

E) 4-methyl-1,3,5-triazin-2-yl;

and pharmaceutically acceptable salts of compounds of Formula (1), and at
least one pharmaceutically acceptable excipient inthe manufacture of a
medicament for the treatment of a disease, disorder, or medical condition

mediated by orexin receptor activity.
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36. Use of the medicament according to Claim 35, wherein the disease, dis-
order, or medical con-dition is selected from the group consisting of: disorders
of the sleep-wake cycle, insomnia, restless legs syndrome, jet-lag, disturbed
sleep, sleep dis-orders secondary to neurological disorders, manias, depress-
sions, manic depression, schizophrenia, pain syndromes, fibromyalgia, neuro-
pathic pain, catatonia, Parkinson's disease, Tourette's syndrome, anxiety,
delirium, dementias, overweight or obesity and conditions related to overweight
or obesity, insulin resistance, type |l diabetes, hyperlipidemia, gallstones,
angina,hypertension, breathlessness, tachycardia, infertility, sleep apnea, back
and joint pain, varicose veins, osteoarthritis, hypertension, tachycardia, arrhyth-
mias, angina pectoris, acute heart failure, ulcers, irritable bowel syndrome,

diarrhea and gastroesophageal reflux.

37.  Use of the medicament according to Claim 35, wherein the disease,

disorder, or medical condition is insomnia.

38. A chemical entity defined in claim 1, wherein R® is a member selected
from the group consisting of:
2-([1,1'-Biphenyl]-2-ylsulfonyl}-5-(5-(trifluoromethyl) pyridin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-({1,1"-Biphenyl]-2-ylsulfonyl)-5-(5-(triflucromethyl)pyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-([1,1"-Biphenyl]-2-ylsulfonyl)-5-(4,6-dimethylpyrimidin-2-yl)octahydropyrrolo-
[3,4-c]pyrrole;
2-(4,6-Dimethylpyrimidin-2-yl)-5-({(2-methoxyphenyl)sulfonyl)octahydro-
pyrroio[3,4-c]pyrrole;
2-((2-Methoxyphenyl)sulfonyl)-5-(5-(trifluoromethyl)pyrimidin-2-yl)octahydro-
pyrrolo[3,4-c]pyrrole;
2-((2-Methoxyphenyl)sulfonyl)-5-(5-(trifluoromethyl)pyridin-2-yl)octahydro-
pyrrolo[3,4-clpyrrole;
2-(5-((2-Methoxyphenyl)sulfonyl)hexahydropyrrolo[3,4-c]pyrroi-2(1H)-yl)-
quinoxalineg; and
2-(5-([1,1'-Biphenyl]-2-ylsulfonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1H)-y})quin-
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oxaline.
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