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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, 

5 exins alter gastric motility and gastric acid secretion. Orexin receptor 

ant onists therefore are likely to be useful in treatment of overweight or 

obesit and conditions related to overweight or obesity, such as insulin 

resistanc , type II diabetes, hyperlipidemia, gallstones, angina, hypertension, 

breathlessn ss, tachycardia, infertility, sleep apnea, back and joint pain, 

1 O varicose veins nd osteoarthritis. Conversely, orexin receptor agonists are 

likely to be usefu ·n treatment of underweight and related conditions such as 

hypotension, brady rdia, ammenorrhea and related infertility, and eating 

disorders such as ano xia and bulimia. 

lntracerebroventric larly administered orexins have been shown to 

15 increase mean arterial pres re and heart rate in freely moving (awake) 

animals (Samson et al., Brain s. 1999, 831, 248-253; Shirasaka et al., Am. J. 

Physiol. 1999, 277, R1780-R178 and in urethane-anesthetized animals 

(Chen et al., Am. J. Physiol. 2000, 2 , R692-R697), with similar results. 

Orexin receptor agonists may therefore e candidates for treatment of 

20 hypotension, bradycardia and heart failur elated thereto, while orexin receptor 

antagonists may be useful for treatment of h ertension, tachycardia and other 

arrhythmias, angina pectoris and acute heart fa re. 

From the foregoing discussion, it can be se that the identification of 

orexin receptor modulators, in one embodiment mod ators of the orexin-2 

25 receptor, will be of great advantage in the development f therapeutic agents 

for the treatment of a wide variety of disorders that are me ·ated through these 

receptor systems. 

Citation of a reference herein shall not be construed as a admission 

that such reference is prior art to the present invention. All publica ·ans 

30 referred to herein are incorporated by reference in their entireties. 

Various small-molecule orexin receptor modulators have been re rted 

e.g., N-aroyl cyclic amine derivatives (International Publication No. 

W02003002561, January 9, 3003), ethylene diamine derivatives (lnternation 
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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 

Formula (I): 

Formula (I) 

wherein: 

R1 is a mem r selected from the group consisting of: 

A) phen substituted or unsubstituted with one or two Ra members, and 

substitu d in the ortho position with Rb; 

Ra is indepe dently selected from the group consisting of: -H, halo, -

C14alkyl, -C1-4 koxy, and -N02, wherein two adjacent Ra members 

may come togeth r to form a six membered aromatic ring; 

Rb is a member sele led from the group consisting of: 

a) halo, -C14alkox -C14alkyl,-CF3, -OCF3, or -CN; 

b) 5-membered hete aryl ring containing one oxygen or one 

sulfur members; 

c) 5-6 membered heteroa I ring containing one, two or three 

nitrogen members, option ly containing one oxygen member, 

substituted or unsubstituted "th halo or -C14alkyl; and 

d) phenyl substituted or unsubstitu d with halo, -CH3, or -CF3; 

B) pyridine substituted or unsubstituted with ne or two Rc members 

and substituted with Rd, wherein Rd is positi ed adjacent to the 

point of attachment by R1
; 

Rc is C14alkyl; 

Rd is a member selected from the group consisting o . 

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

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

pyrazol-5-yl, 3-methyl-1,2,4-oxadiazol-5-yl, pyridinyl, methyl­

pyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl)-1 H-pyrazol-5-y 

phenyl, and pyrimidin-2-yl; and 
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Formula (II), and pharmaceutically active metabolites of compounds of Formula 

(I) or Formula (II). 

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

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

5 ndition mediated by orexin receptor activity, comprising administering to the 

su ·ect in need of such treatment an effective amount of at least one chemical 

entity elected from compounds of Formula (1) or Formula (II), pharmaceutically 

accepta e salts of compounds of Formula (I) or Formula (II), pharmaceutically 

acceptable rodrugs of compounds of Formula (I) or Formula (II), and 

10 pharmaceutic ly active metabolites of compounds of Formula (I) or Formula 

(II). Additional e bodiments of methods of treatment are set forth in the 

detailed description. 

In another aspe t, method of studying isotopically labeled compounds in 

metabolic studies (prefer ly with 14C), reaction kinetic studies (with, for 

15 example 2H or 3H), detectio or imaging techniques [such as positron emission 

tomography (PET) or single-pH ton emission computed tomography (SPECT)] 

including drug or substrate tissue istribution assays, or in radioactive 

treatment of patients. For example, n 18F or 11 C labeled compound may be 

particularly preferred for PET or an 112 r SPECT studies. 

20 An object of the present invention 1 to overcome or ameliorate at least 

25 

one of the disadvantages of the conventiona ethodologies and/or prior art, or 

to provide a useful alternative thereto. Addition I embodiments, features, and 

advantages of the invention will be apparent from e following detailed 

description and through practice of the invention. 

BRIEF DESCRIPTION OF THE ORA 

Figure 1 is a Powder X-Ray Diffraction of an exemplie compound X 

DETAILED DESCRIPTION 

30 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 
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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. 

5 The term "alkyl" refers to a straight- or branched-chain alkyl group 

hav· g from 1 to 12 carbon atoms in the chain. Examples of alkyl groups 

includ methyl (Me, which also may be structurally depicted by the symbol, "/"), 

ethyl (Et), n-propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl (tBu), pentyl, 

isopentyl, te -pentyl, hexyl, isohexyl, and groups that in light of the ordinary 

10 skill in the art d the teachings provided herein would be considered 

equivalent to any ne of the foregoing examples. 

The term "alk y" includes a straight chain or branched alkyl group with 

a terminal oxygen linki the alkyl group to the rest of the molecule. Alkoxy 

includes methoxy, ethoxy, ropoxy, isopropoxy, butoxy, t-butoxy, pentoxy and 

15 so on. "Aminoalkyl", "thioalk ",and "sulfonylalkyl" are analogous to alkoxy, 

replacing the terminal oxygen a m of alkoxy with, respectively, NH (or NR), S, 

and S02. 

The term "cyano" refers to the roup -CN. 

The term "cycloalkyl" refers to a s turated or partially saturated, 

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

ring atoms per carbocycle. Illustrative examp s of cycloalkyl groups include 

the following entities, in the form of properly bon d moieties: 

25 

!>' o.0.0.0.0. -.0.0.0. 
CD. CX>. CO. CO. I: 'CD. 
00. D>.0>. b. h.and b. 
A "heterocycloalkyl" refers to a monocyclic ring structure hat is 

saturated or partially saturated and has from 4 to 7 ring atoms per ring stru lure 

selected from carbon atoms and up to two heteroatoms selected from nitrog 

30 oxygen, and sulfur. The ring structure may optionally contain up to two oxo 
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groups on sulfur ring members. Illustrative entities, in the form of properly 

bonded moieties, include: 

5 Th term "aryl" refers to a monocyclic, or fused or spiro polycyclic, 

aromatic ca ocycle (ring structure having ring atoms that are all carbon) 

having from 3 t 12 ring atoms per ring. (Carbon atoms in aryl groups are sp2 

hybridized.) Illus! live examples of aryl groups include the following moieties: 

n _,,_ f) 
0.()). 1 b:: .W.CCT.andthelike. 

10 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 hete atoms selected from nitrogen, oxygen, and 

sulfur) having from 3 to 12 ring atom per heterocycle. Illustrative examples of 

heteroaryl groups include the following ntities, in the form of properly bonded 

15 moieties: 

20 
co N , 

,N'­
N\\_ // 

N. 

r(YN\ 
vv. 

~ 
~N. 

~o) 
V--o , 

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. 

5 Examples of pharmaceutically acceptable salts include sulfates, 

pyr sulfates, bisulfates, sulfites, bisulfites, phosphates, monohydrogen­

phosp ates, dihydrogenphosphates, metaphosphates, pyrophosphates, 

chlorides, bromides, iodides, acetates, propionates, decanoates, caprylates, 

acrylates, f mates, isobutyrates, caproates, heptanoates, propiolates, 

10 oxalates, mal ates, succinates, suberates, sebacates, fumarates, maleates, 

butyne-1,4-dioat , hexyne-1,6-dioates, benzoates, chlorobenzoates, 

methylbenzoates, itrobenzoates, hydroxybenzoates, methoxybenzoates, 

phthalates, sulfonates, ylenesulfonates, phenylacetates, phenylpropionates, 

phenylbutyrates, citrates, actates, y-hydroxybutyrates, glycolates, tartrates, 

15 methane-sulfonates, propa sulfonates, naphthalene-1-sulfonates, 

naphthalene-2-sulfonates, an 

When the compound of F mula (I) or Formula (II) contains a basic 

nitrogen, the desired pharmaceutica acceptable salt may be prepared by any 

suitable method available in the art, fo example, treatment of the free base 

20 with an inorganic acid, such as hydrochlo ·c acid, hydrobromic acid, sulfuric 

acid, sulfamic acid, nitric acid, boric acid, ph sphoric acid, and the like, or with 

an organic acid, such as acetic acid, phenylac ic acid, propionic acid, stearic 

acid, lactic acid, ascorbic acid, maleic acid, hydro maleic acid, isethionic acid, 

succinic acid, valeric acid, fumaric acid, malonic aci pyruvic acid, oxalic acid, 

25 glycolic acid, salicylic acid, oleic acid, palmitic acid, lau ·c acid, a pyranosidyl 

acid, such as glucuronic acid or galacturonic acid, an alp -hydroxy acid, such 

as mandelic acid, citric acid, or tartaric acid, an amino acid, ch as aspartic 

acid, glutaric acidor glutamic acid, an aromatic acid, such as b zoic acid, 2-

acetoxybenzoic acid, naphthoic acid, or cinnamic acid, a sulfonic cid, such as 

30 laurylsulfonic acid, p-toluenesulfonic acid, methanesulfonic acid, eth esulfonic 

acid, any compatible mixture of acids such as those given as examples erein, 

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 a.nd compounding techniques known or that become 

available to those skilled in the art. The compositions may be administered in 

5 t e inventive methods by a suitable route of delivery, e.g., oral, parenteral, 

rec I, topical, or ocular routes, or by inhalation. 

J"he preparation may be in the form of tablets, capsules, sachets, 

dragees, owders, granules, lozenges, powders for reconstitution, liquid 

preparation or suppositories. Preferably, the compositions are formulated for 

10 intravenous in sion, topical administration, or oral administration. 

For oral adm istration, the compounds of the invention can be provided in 

the form of tablets o capsules, or as a solution, emulsion, or suspension. To 

prepare the oral comp itions, the compounds may be formulated to yield a 

dosage of, e.g., from abo t 0.05 to about 100 mg/kg daily, or from about 0.05 to 

15 about 35 mg/kg daily, or fro about 0.1 to about 1 O 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 p r day. 

Oral tablets may include a co pound according to the invention mixed 

with pharmaceutically acceptable excip' nts such as inert diluents, 

20 disintegrating agents, binding agents, lub · ating agents, sweetening agents, 

flavoring agents, coloring agents and prese live agents. Suitable inert fillers 

include sodium and calcium carbonate, sodium nd calcium phosphate, 

lactose, starch, sugar, glucose, methyl cellulose, agnesium stearate, 

mannitol, sorbitol, and the like. Exemplary liquid ora xcipients include 

25 ethanol, glycerol, water, and the like. Starch, polyvinyl- rrolidone (PVP), 

sodium starch glycolate, microcrystalline cellulose, and al 'nic acid are suitable 

disintegrating agents. Binding agents may include starch an gelatin. The 

lubricating agent, if present, may be magnesium stearate, stear acid or talc. If 

desired, the tablets may be coated with a material such as glycery 

30 monostearate or glyceryl distearate to delay absorption in the gastroi testinal 

tract, or may be coated with an enteric coating. 

Capsules for oral administration include hard and soft gelatin capsu s. 

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 glycol 400, or propylene glycol. 

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

sol ·ons, emulsions or syrups or may be lyophilized or presented as a dry 

produc for reconstitution with water or other suitable vehicle before use. Such 

liquid co ositions may optionally contain: pharmaceutically-acceptable 

excipients s h as suspending agents (for example, sorbitol, methyl cellulose, 

10 sodium alginat gelatin, hydroxyethylcellulose, carboxymethylcellulose, 

el and the like); non-aqueous vehicles, e.g., oil (for 

example, almond oil r fractionated coconut oil), propylene glycol, ethyl alcohol, 

or water; preservatives or example, methyl or propyl p-hydroxybenzoate or 

sorbic acid); wetting agent such as lecithin; and, if desired, flavoring or 

15 coloring agents. 

The active agents of this vention may also be administered by non-oral 

routes. For example, the composi · ns may be formulated for rectal 

administration as a suppository. For renteral use, including intravenous, 

intramuscular, intraperitoneal, or subcut eous routes, the compounds of the 

20 invention may be provided in sterile aqueo solutions or suspensions, 

buffered to an appropriate pH and isotonicity in parenterally acceptable oil. 

Suitable aqueous vehicles include Ringer's solut n and isotonic sodium 

chloride. Such forms will be presented in unit-dose rm such as ampules or 

disposable injection devices, in multi-dose forms such s vials from which the 

25 appropriate dose may be withdrawn, or in a solid form or re-concentrate that 

can be used to prepare an injectable formulation. lllustrativ infusion doses 

may range from about 1 to 1000 µg/kg/minute of compound, a ixed with a 

pharmaceutical carrier over a period ranging from several minute to several 

days. 

30 For topical administration, the compounds may be mixe with a 

pharmaceutical carrier at a concentration of about 0.1 % to about 10% o drug 

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, Cs2C03 and N,N'-

5 · ethylcyclohexane-1,2-diamine; in a solvent such as DMF or dioxane, at 

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

heatin . One skilled in the art will recognize that 1,2,3-triazole can exist in two 

tautomer forms defined as 2H-[1,2,3]triazole and 1 H-[1,2,3]triazole thus 

accounting r the formation of two regioisomers. 

10 Alternaf ely, compounds of formula (Vlb) are prepared by the reaction 

of halobenzonitril compounds of formula (VII) with HET, where HET is a 5-

membered heteroa ring selected from the group consisting of triazole or 

pyrazole, in a solvents ch as DMF and the like, in the presence of an inorganic 

base such as K2C03 and e like, at temperatures ranging from 100 °C to 130 

15 °C. Subsequent hydrolysis o the nitrile using a base such as aqueous NaOH 

and the like, in a solvent such methanol provides compounds offormula 

(Vlb). 

Compounds of formula (Vlb) e also prepared by the reaction of 

halobenzonitrile compounds of formula VII) with HET-Sn(alkyl)s, where HET-

20 Sn(alkyl)s is a commercially available ors thetically accessible 

trialkyltinheteroaryl compound, in a solvents ch as DME, in the presence of a 

palladium catalyst such as Pd(PPh3)4, in the pr ence or absence of a catalytic 

amount of copper iodide, at temperatures ranging om 100 °C to 160 °C, using 

conventional or microwave heating. Subsequent hy lysis of the nitrile using 

25 a base such as aqueous NaOH and the like, in a solven such as methanol 

provides compounds of formula (Vlb). 

Compounds of formula (Vlb) are also prepared by the action of 

halobenzonitrile compounds of formula (VII) with HET-boronic a "d, where 

HET-boronic acid is a commercially available or synthetically acce ible 

30 heteroarylboronic acid, in a solvent such as DME, in the presence of base 

such as NaHC03, a palladium catalyst such as Pd(PPh3)4, at temperatu s 

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 (Vlb). 

Compounds of formula (I), where Rb2 is -1, are further elaborated to 

compounds of formula (I), where Rb2 is HET, where HET is a 5-6 membered 

5 ti teroaryl ring containg one to three nitrogen atoms optionally containing one 

oxy n member. Reaction of compounds of formula (1), where Rb2 is -1, with 

HET-S (alkyl)3, where HET-Sn(alkyl)s is a commercially available or 

synthetic y accessible trialkyltinheteroaryl compound, in a solvent such as 

DME, in the resence of a palladium catalyst such as Pd(PPh3)4, in the 

10 presence or ab ence of a catalytic amount of copper iodide, at temperatures 

ranging from 100 °C to 160 °C, using conventional or microwave heating, 

provides compounds fformula (I). 

SCHEME B 

I 0 I 0 

R'2 xVoH --- R' ~vOCH3--
x,x,x -x·.X 

(IV) (I 

15 According to Scheme B, compounds of for la (Vic) are obtained from 

compounds of formula (IV), by first converting a com ercially available or 

synthetically accessible compound of formula (IV), wher R82 is -H, halo, -C1_ 

4alkyl, -C14alkoxy, -Cf3, or -N02, and where Xis C or N (w 

only one X may be N) to one of formula (IX) under esterificat1 n conditions, for 

20 example by treating an alcohol solution of a compound of formul (IV) with an 

acid. In a preferred method the compound of formula (IV) is dissol din a 

solvent such as MeOH and treated with H2S04 to afford a compound formula 

(IX). A compound of formula (X) is obtained by reacting a suitable comp nd 

of formula (IX) with pinacol borane in the presence of a phosphine and a 

25 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)2 and the amine base is triethylamine. 

A compound of formula (Vic) is obtained by reacting a compound of 

formula (X) with a compound Rb
2-CI, where Rb

2-CI is a suitable commercially 

5 a ailable or synthetically accessible 6-membered chloro-substituted heteroaryl 

co ound, in the presence of a palladium catalyst, a base such as Na2C03, 

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

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

preferred m hod the palladium catalyst is PdCl2(dppf)-dcm adduct, the base is 

10 Na2C03 and th solvent is 2-methyl-THF. A compound of formula (Vic) is 

obtained from a c pound 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 affor a compound of formula (Vic). 

0 

O O H2N)lNH2 

EtoVoEt NaOEt 
F EtOH 

(XII) 

SCHEMEC 

~ chlorination 

F--ic A 
N 0 

(Xllla) 

HAL 
(i\~N chlorination 

I!.. ~' 
N"'OH 

R'MgBr 
F__!('>N (XV) 

l!..NACI 

(XIVa) 

HAL R'MgBr 

r""'N (XV) 

~' N"'cr 

F__!('>N 
i!..NACI 

(XVI a) 

15 (Xlllb) b) (XVlb) 

According to SCHEME C, substituted hetero ryl compounds R2CI of 

formula (XIVa) and (XVlb) are prepared from commer ·ally available or 

synthetically accessible compounds of formula (Xllla) or lllb). Pyrimidols of 

formula (Xllla) or formula (Xlllb) are commercially available rare prepared by 

20 reacting substituted alkyl malonates of formula (XII), where R0 
• halo, with urea 

in the presence of a base such as sodium ethoxide and the like; i a suitable 

solvent such as ethanol, at temperatures between room temperatur and the 

reflux temperature of the solvent. Chlorination of commercially availab 

pyrimidinols of formula (XII lb) or synthetically accessible compounds of fo . ula 

25 (Xllla) using a chlorinating agent such as oxalyl chloride and the like; in a ' 

solvent such as CH2Cl2, in the presence of a base such as N,N-dimethylaniline 

38 



WO 2011/050198 PCT/US2010/053606 

and the like; at temperatures ranging between room temperature and the reflux 

temperature of the solvent provides chloropyrimidines of formula (XIVa) or 

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

elaborated. Chloropyrimidines of formula (XIVa) or (XIVb) are reacted with 

5 rignard reagents (R9MgBr) of formula (XV); in the presence of a catalytic 

10 

am unt of Fe(acac)3, in a solvent such as EhO at O °C, provides alkyl 

rimidines of formula (XVla) or (XVlb). 

CJ~>­
'-\__~H 

~Cl 

SCHEMED 

CJ~>-._ Pd-C 

'-\.._~. H2 
(XVII) Boe 

Cl Pd-C 

(XXI) 

H~)___ 

'-\__~.B 
(XVIII) oc "(Cl 

R~~)___ 
'-\.._~. 

R2 
'N 

COH 
(XX) 

/ (XIX) Boe 

/!FA, 
DCM 

According to Scheme D, compou s of formula (XX) are obtained from 

synthetically accessible or commercially av ·1able 2-benzyl-octahydro­

pyrrolo[3,4-c]pyrrole by first protecting the sec dary nitrogen of 2-benzyl-

15 octahydro-pyrrolo[3,4-c]pyrrole as a carbamate. a preferred embodiment the 

carbamate is the terl-butylcarbamate (boc) which is · troduced by treating 2-

benzyl-octahydro-pyrrolo[3,4-c]pyrrole with di-terl-buty dicarbonate, in a 

solvent such as DCM, affording compound (XVII). Comp und (XVIII) is 

obtained from treating compound (XVII) with hydrogen gas, the presence of 

20 a catalyst. In a particularly preferred embodiment the catalyst 1 Pd on carbon, 

in a solvent such as MeOH in the presence of AcOH. A compoun of formula 

(XIX) is obtained by treating compound (XVIII) with a compound off mula 

R2CI, where R2 is as defined in formula (I). Commercially available or 

synthetically accessible appropriately heteroaryl compounds of formula R I 

25 are reacted with compound (XVIII) in the presence of a suitably selected 

tertiary organic or inorganic base such as Cs2C03, Na2C03, TEA, and the like; 

39 



5 

WO 2011/050198 PCT/US2010/053606 

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 Cs2C03 and the solvent 

MF. Removal of the tert-butylcarbamate (boc) in compounds offormula 

is accomplished by using methods known to one skilled in the art, such 

as, HG TFA, or p-toluenesulfonic acid, in a solvent such as CH30H, dioxane, 

or CH2Cl2. In a preferred embodiment, a compound of formula (XIX) is treated 

with TFA in CM or HCI to afford a compound of formula (XX). 

1 O Compou ds of formula (XX) are also obtained from 2-benzyl-octahydro-

pyrrolo[3,4-c]pyrro . Referring to Scheme D, 2-benzyl-octahydro-pyrrolo[3,4-

c]pyrrole is treated w R2CI, where R2 is as defined in a compound of formula 

(I). Commercially availa e or synthetically accessible suitably substituted 

heteroaryl compounds oU mula R2CI are reacted with compound 2-benzyl-

15 octahydro-pyrrolo[3,4-c]pyrro in the presence of a tertiary organic or inorganic 

base such as Cs2C03, Na2C03, EA, and the like; in a solvent such as DMF, 

dichloromethane, THF, and the like, at a temperature between room 

temperature and the reflux temperatu of the solvent to afford a compound of 

formula (XXI). In a preferred embodime the base is Cs2C03 and the solvent 

20 is DMF. A compound of formula (XX) is ob ined by treating a compound of 

formula (XXI) with hydrogen gas, in the prese e of a catalyst, in a solvent 

such as AcOH. In a preferred embodiment the c alyst is Pd on carbon. 

SCHEME E 
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H~)__, 

'\-N, 
w 

(XXI), W = benzyl 

(XIX), W = boc 
XX), W= R2 

( V), W= R4
\ 

or 

R1COCI 

~ 

0 

R'Ji..~)__, 
'\-N, 

w 

1) de protection 

(XXll), W = benzyl 
(XXlll), W = boc 

(I), W = R2 

1) deprotection 

2) R4CI 

(XXVI), W = benzyl 
(XXVll), W = boc 
(XXVlll), W = R4 
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0 

R'JZ~)__, 
'\-N. 2 

(I) R 

Referring to Sc eme E, a compound of formula (1) is obtained from a 

compound of formula (X ), (XX), or (XXI) by reacting a compound of formula 

(XIX), (XX), or (XXI) with a mpound of formula R1C02H under amide 

5 formation conditions. Compo nds of formula R1C02H, where R1 is as defined 

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

accessible appropriately substitute ryl or heteroaryl carboxylic acids. In a 

preferred embodiment a compound of rmula (XIX), (XX), or (XXI), either as a 

free base or as an acid salt, is reacted wi a compound of formula R1C02H, in 

10 the presence of a dehydrating agent such a HOBt/EDAC, COi, HATU, HOAT; 

a suitably selected base such as DIPEA, TEA, nd the like; in an organic 

solvent or mixture thereof, such as toluene, aceto "!rile, ethyl acetate, DMF, 

THF, methylene chloride, and the like; to afford a co ound of formula (XXll), 

(XXlll) or (I). In a particularly preferred embodiment the ehydrating agent is 

15 HATU, and the base is DIPEA. 

In an alternative embodiment, a compound of formula 1C02H (as 

described above) may be first converted to a compound of form a R1COCI, or 

compound of formula R1COCI is a commercially available substitut d aryl 

sulfonyl chloride. In a preferred embodiment, a compound of formula 1C02H 

20 is treated with thionyl chloride in a solvent such as toluene to afford a 

compound of formula R1COCI. A compound of formula (I) is obtained by 

treating a compound of formula R1COCI with a compound of formula (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 (II) is obtained by treating a compound of formula 
1S02CI with a compound of formula (XIX), (XXI), or (XXV), where R4 is (5-

5 tri oromethyl)-pyridin-2-yl, (5-trifluoromethyl)-pyrimidin-2-yl, 4,6-

dime ylpyrimidin-2-yl, or quinoxalin-2-yl; a suitably selected tertiary organic 

base su h as TEA, and the like, in a solvent such as dichloromethane, THF, 

and the lik at a temperature between room temperature and the reflux 

temperature the solvent. 

1 O Referring o Scheme E, one skilled in the art will recognize that the 

sequence of transi mations shown in Schemes D and E may be reordered 

such that amide bond ormation may be the initial reaction to give compounds 

of formulae (XXll) and ( Ill). Removal of the N-benzyl group from a 

compound of formulae (XX or removal of the carbamate from a compound of 

15 formula (XXlll) followed by the eaction with a compound R2CI, where R2CI is 

as described above gives a com und of formula (I). 

F O F 
MeOH CtC02H + 

0-1 
"'°' C02Me 

0 
(XXVI) (XXVlla) 

F NJ 

S HEME F 

F 1) (COCI), F O F 
~C02Me DCM 6(0-NvNH2 ~C02Me 
~ 2) I 8 1 + I "'"' 0 

C02H CO Me 
)!.: .H 2 O. 

(XXVllb) (XXVllla) (XXVlllb); 
NH2 

DCM 

F F NJ F 

t-BuOH cco + er:02Me ccp N + N 
NaOAc 

C02Me I "'"' N C02H \ '7-
N-o 

(XXIXa) (XXIXb) (XXXa) (XX 

3-Fluoro-2-(3-methyl-1,2,4-oxadiazol-5-yl)benzoic acid an 2-fluoro-6-

20 (3-methyl-1,2,4-oxadiazol-5-yl)benzoic acid are prepared according 

SCHEME H. 3-Fluorophthalic anhydride was dissolved in a solvent su as 

MeOH, at temperatures ranging from room temperature to the reflux 

temperature of the solvent, to provide acid-esters (XXVlla) and (XXllb). 

Conversion of the acid to the acid chloride is accomplished under standard 

25 chlorination conditions. In a preferred method the acid is heated with oxalyl 
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chloride in a solvent such as DCM. Subsequent reaction of the acid chloride 

with N-hydroxyacetamide in a solvent such as CH2Cl2 provides a mixture of 

esters (XXVllla) and (XXVlllb). Finally, esters (XXVllla) and (XXVlllb) are 

converted to a mixtue of esters (XXIXa) and (XXIXb) and acids (XXXa) and 

5 ( Xb) by treatment with a base, preferably sodium acetate, in the presence of 

a so ent, preferably t-BuOH. 

lternately, acid (XXXa) is prepared by first converting 2-fluoro-6-

iodobenz ·c acid to the acid chloride by reaction with a chlorinating agent such 

as oxalyl chi ide, in a solvent such as DCM, with a catalytic amount of DMF, at 

1 O a temperature O °C. Subsequent reaction of the acid chloride with N­

hydroxyacetamide ·n a solvent such as CH2Cl2 provides (Z)-N'-((2-fluoro-6-

iodobenzoyl)oxy)ace · idamide. 5-(2-Fluoro-6-iodophenyl)-3-methyl-1,2,4-

oxadiazole is prepared reacting (Z)-N'-((2-fluoro-6-

iodobenzoyl)oxy)acetimida ide with sodium acetate, in a solvent such as tert-

15 butanol, at temperatures rang· g from 100 °C to 110 °C. 3-Fluoro-2-(3-methyl-

1,2,4-oxadiazol-5-yl)benzoic aci (XXXa) is prepared by reacting 5-(2-fluoro-6-

iodophenyl)-3-methyl-1,2,4-oxadiaz le with a grignard reagent such as i-

PrMgCI, in a suitable solvent such as F and the like, at a temperature of -78 

°C. Subsequent addition of C02 gas, at temperature of -78 °C provides 3-

20 fluoro-2-(3-methyl-1,2,4-oxadiazol-5-yl)ben ic acid (XXXa). 

SCHEME H 

1) K,C03 OD Cl 
0 0 0 20 • N).N N).N 
~ 2) 0 D~D D~D 

D.NJl.N.D DD D DD DD D DD 
6 ' D 

EtOD (XXXI) (XXXll) 

Deuterated pyrimidine compounds of formula (XXXll) a prepared 

according to Scheme H. Acetylacetone is reacted with an inorga ic base such 

25 as K2C03 in deuterated water, at temperatures ranging from 100 ° o 120 °C 

to provide 1, 1, 1,3,3,3,5,5-octadeuteriopentane-2,4-dione. 1, 1, 1,3,3,3, 5-

0ctadeuteriopentane-2,4-dione is subsequently reacted with deuterated ea, 

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 

43 



5 

10 

15 

20 

25 

30 

WO 2011/050198 PCT/US2010/053606 

What is claimed is: 
1. A chemical entity that is a compound of Formula (I): 

wherein: 

0 

R1A~)-., 
'--\._..kR2 
Formula (I) 

R1 is a me er selected from the group consisting of: 

A) phe I substituted or unsubstituted with one or two R" members and 

substit ed in the ortho position with Rb; 

R" is inde ndently selected from the group consisting of: -H, halo, -

C1-4alkyl, -C1 lkoxy, and -N02, wherein two adjacent R" members 

may come tog et er to form a six membered aromatic ring; 

Rb is a member se cted from the group consisting of: 

a) halo, -C1-4alko , -C1-4alkyl,-CF3, -OCF3, or-CN; 

b) 5-membered he! oaryl ring containing one oxygen or one 

sulfur members; 

c) 5-6 membered heteroa I ring containing one, two or three 

nitrogen members, option lly containing one oxygen member, 

substituted or unsubstituted ith halo or -C14alkyl; and 

d) phenyl substituted or unsubstit ed with halo, -CH3, or -CF3; 

B) pyridine substituted or unsubstituted with ne or two R0 members 

and substituted with Rd, wherein Rd is positi ed adjacent to the 

point of attachment by R1; 

R0 is C1-4alkyl; 

Rd is a member selected from the group consisting o . 

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

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

pyrazol-5-yl, 3-methyl-1,2,4-oxadiazol-5-yl, pyridinyl, 3 ethyl­

pyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl)-1 H-pyrazol-5-yl 

phenyl, and pyrimidin-2-yl; and 

b) -CF3, -Br, and -C14alkoxy; 
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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 

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

consisting of: 3-methylfuran-2-yl, 9H-fluorene, quinoline, cinnoline; 

3-(1 H-pyrrol-1-yl)thiophen-2-yl, 8-[1,2,3]-triazol-2-yl-naphthalen-1-yl, 

2,3-dihydro-1,4-benzodioxin-5-yl, 1 H-indol-7-yl, 4-fluoronaphthalen-1-

and naphthalen-1-yl; 

10 R2 is a memb selected from the group consisting of: 

A) 6-membere heteroaryl ring containing two nitrogen members 

substituted wi one or more members independently selected from the 

group consisting f: halo, -C14alkyl, -CD3, -D, -C14alkoxy, cyclopropyl, 

15 morpholin-2-yl, -C C14alkyl, -C02H, -CH20H, -C(O)N(C14alkyl)2, -CF3, 

-CN, -OH, -N02, -N( alkyl)2, phenyl, furan-2-yl, thiophen-2-yl, 1 H-

pyrazol-4-yl, and pyrroli -1-yl; 

B) pyridine substituted with on or two members independently selected 

from the group consisting of: lo, -C14alkyl, -C14alkoxy, and -CFs; 

20 C) 9-membered heteroaryl ring sele ted from the group consisting of 

benzooxazol-2-yl, 6-fluoro-1,3-benz thiazole, 1,3-benzothiazole, 6-

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

benzothiazol-2-yl, and 4-methyl-6,7-dihy o-5H-cyclopenta[d]pyrimidine; 

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

25 quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6,7- uoroquinoxalin-2-yl, 3-

(trifluoromethyl)quinoxaline, quinoline, 4-methylq inoline, and 6-

fluoroquinazolin-2-yl; and 

30 

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

and pharmaceutically acceptable salts of compounds of Formul (1). 

2. A chemical entity selected from compounds of Formula (II): 
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(II) 

wherein 

R is phenyl substituted or unsubstituted with a member independently 

selected from the group consisting of: -C1-4alkoxy, and phenyl; and 

5 R4 is a ember selected from the group consisting of (5-trifluoromethyl)-pyridin-

2-yl, (5 ifluoromethyl)-pyrimidin-2-yl, 4,6-dimethylpyrimidin-2-yl, and 

quinoxalin -yl; 

and pharmaceu ally acceptable salts of compounds of Formula (II). 

10 3. A chemical entity fined in claim 1, wherein R1 is phenyl, where Ra is a 

member independently s ected from the group consisting of -F, -1, -Cl, -OCH3 , 

-OCH2CH3, -CHs, -CH(CHs)2 -C(CHs)s and -N02. 

4. A chemical entity defined in cl,· 1, wherein R1 is phenyl wherein Rb is a 

15 member selected from the group co isling of-Br, -F, -1, -C1-4alkyl, -OCH3, -

OCH2CHs, -CN, -Cfs, and -OCFs. . 

5. A chemical entity defined in claim 1, wher ·n R1 is phenyl, where Ra is 

selected from the group consisting of -H, -F, -Cl, -CH3, -C(CHs)3, -OCH3, and -

20 OCH2CH3, and Rb is selected from the group cons1 ing of-Br, -F, -I, -C1-4alkyl, 

-OCHs, -OCH2CH3, -CN, -Cf3, and -OCFa. 

25 

, 
6. A chemical entity defined in claim 1, wherein R1 is phen where Rb is 2-

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

7. A chemical entity defined in claim 1, wherein R1 is phenyl, where 

Rb is selected from the group consisting of phenyl, 3-chlorophenyl, 4-

fluorophenyl, 3-fluorophenyl, 4-methylphenyl, and 4-trifluoromethylphenyl. 

30 8. A chemical entity defined in claim 1, wherein R1 is phenyl, where 
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Rb is a member selected from the group consisting of 1 H-pyrrol-1-yl, 1 H­

pyrazol-1-yl, 1 H-pyrazol-5-yl, 1 H-imidazol-2-yl, 1-methyl-1 H-imidazol-2-yl, 1 H-

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-

5 t 'azol-4-yl, 1-methyl-1 H-1,2,4-triazol-3-yl, 1-methyl-1 H-1,2,4-triazol-5-yl and 1-

(tet hydro-2H-pyran-2-yl)-1 H-pyrazol-5-yl. 

9. Ache ical entity defined in claim 1, wherein R1 is phenyl, where 

Rb is a me er selected from the group consisting of pyridin-2-yl, 3-

10 chloropyridin- I, 3-fluoropyridin-2-yl, 3-methylpyridin-2-yl, 4-methylpyridin-2-

yl, 5-methylpyridi -2-yl, 6-methylpyridin-2-yl, 2-pyridin-3-yl, and 2-pyrimidin-2-

yl. 

10. A chemical entity de ed in claim 1, wherein R1 is phenyl, where 

15 Rb 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 clai 1, wherein R1 is phenyl, where 

R" is halo, -C1-4alkyl, or -C1-4alkoxy, an Rb is triazole or pyrimidine substituted 

20 or unsubstituted with halo or -C1-4alkyl. 

12. A chemical entity defined in claim 1, where· R1 is (1-methylethyl)-2-(2H-

1,2,3-triazol-2-yl)phenyl, 2-(1 H-1,2,3-triazol-1-yl)p enyl, 2-(2H-1,2,3-triazol-2-

yl)phenyl, 2-fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl, 2- ethyl-6-(2H-1,2,3-triazol-

25 2-yl)phenyl, 3-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 3- oro-2-(1 H-1,2,3-triazol-

1-yl)phenyl, 3-methoxy-2-(1 H-1,2,3-triazol-1-yl)phenyl, 3- thoxy-2-(2H-1,2,3-

triazol-2-yl)phenyl, 3-methyl-2-(2H-1,2,3-triazol-2-yl)phenyl, methyl-2-(1 H-

1,2,3-triazol-1-yl)phenyl, 4-fluoro-2-(2H-1,2,3-triazol-2-yl)pheny, 4-methoxy-2-

(2H-1,2,3-triazol-2-yl)phenyl, 4-methoxy-2-(1 H-1,2,3-triazol-2-yl)p nyl, 4,5-

30 dimethoxy-2-[1,2,3]triazol-1-yl-phenyl, 4,5-dimethoxy-2-[1,2,3]triazol- -yl­

phenyl, 5-[1,2,3]triazol-2-yl-benzo[1,3]dioxol-4-yl, 5-chloro-2-(2H-1,2,3-t 'azol-2-

yl)phenyl, 5-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 5-iodo-2-(2H-1,2,3-triaz -2-

yl)phenyl, 5-methoxy-2-(2H-1,2,3-triazol-2-yl)phenyl, 5-methyl-2-(2H-1,2,3-
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triazol-2-yl)phenyl, 1-[1,2,3]triazol-2-yl-naphlhalen-2-yl, 2-(1 H-1,2,4-triazol-1-

yl)phenyl, 2-(1 H-1,2,4-triazol-5-yl)phenyl, 2-(1-methyl-1 H-1,2,4-triazol-5-

yl)phenyl, 2-(1-methyl-1 H-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-

henyl, 3-fluoro-2-(3-methyl-1,2,4-oxadiazol-5-yl)phenyl, 2-fluoro-6-(3-

met 1-1,2,4-oxadiazol-5-yl)phenyl, 4,5-difluoro-2-(4H-1,2,4-triazol-4-yl)phenyl), 

2-fluor -6-pyrimidin-2-ylphenyl, 2-(pyrimidin-2-yl)pyridin-3-yl, 3-fluoro-2-

pyrimidin -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-

10 ylphenyl. 

15 

13. A chemical enti defined in claim 1, wherein R1 is pyridine, where 

Rd is a member selecte from the group consisting of -CFs, -Br, and -

OCH2CH2CH3. 

14. A chemical entity defined i claim 1, wherein R1 is pyridine, where 

Rd is a member selected from the roup consisting of 1 H-pyrazol-5-yl, 2H-

1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2- 4H-1,2,3-triazol-1-yl, 1-(tetrahydro-2H­

pyran-2-yl)-1 H-pyrazol-5-yl, 3-methylpy "din-2-yl, and 3-methyl-1,2,4-oxadiazol-

20 5-yl. 

25 

30 

15. A chemical entity defined in claim 1, where1 

Rd is a member selected from the group consistin 

1,2,3-triazol-1-yl, and 2H-1,2,3-triazol-2-yl. 

R1 is pyridine, where 

f 1 H-pyrazol-5-yl, 2H-

16. A chemical entity defined in claim 1, wherein R1 is 1-pli nyl-1 H-pyrazol-5-yl, 

3-phenylthiophen-2-yl, 3-phenylfuran-2-yl, 5-phenyl-1,3-oxaz -4-yl, 5-

phenylisoxazol-4-yl, 5-(2-fluorophenyl)-2-methyl-1,3-th iazol-4-yl, -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 R1 is selected from the roup 

consisting of 3-methylfuran-2-yl, 9H-fluorene, quinoline, cinnoline; 3-(1 H-py ol-

1-yl)thiophen-2-yl, 8-[1,2,3]-triazol-2-yl-naphthalen-1-yl, 2,3-d ihydro-1,4-
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benzodioxin-5-yl, 1H-indol-7-yl,4-fluoronaphthalen-1-yl, and naphthalen-1-yl 

and R2 is selected from the group consisting of 4,6-dimethylpyrimidin-2-yl, 4-

phenyl-pyrimidin-2-yl, quinoxaline, and 4-methoxypyrimidin-2-yl. 

5 18. A chemical entity defined in claim 1, wherein R2 is pyrimidine substituted 

with e or more members independently selected from the group consisting of 

-F, -Cl, - , -CD3, -CH3, ethyl, isopropyl, propyl, tert-butyl, -Cf3, -OCH3, -

N(CH3)2, - , -OH, -CH20H, -N02, -C02CH3, -C02H, -C(O)N(CH3)2, phenyl, 

furan-2-yl, thi hen-2-yl, 1 H-pyrazol-4-yl, cyclopropyl, pyrrolidin-1-yl, and 

1 O morpholin-4-yl. 

19. A chemical entity efined in claim 1, wherein R2 is 4,6-dimethylpyrimidin-2-

yl, 4,5-dimethylpyrimidin -yl,4,6-dimethoxypyrimidin-2-yl,4-phenyl-pyrimidin-2-

yl, 4-furan-2-ylpyrimidin-2- 4-methylpyrimidin-2-yl, 4-methoxypyrimidin-2-yl, 

15 4-thiophen-2-ylpyrimidin-2-yl, ,N,6-trimethyl-pyrimidin-4-amine, 4-

(trifluoromethyl)pyrimidin-2-yl, 4, 6-trimethylpyrimidin-2-yl, 4-

(trifluoromethyl)pyrimidine-5-carbo late, 4-(trifluoromethyl)pyrimidine-5-

carboxylic acid, 5-nitro-pyrimidin-2-yl, -methylpyrimidine-4-carboxylic acid, 

N, N-dimethyl-4-(triflouoromethyl)pyrimid e-5-carboxamide, N, N ,6-

20 trimethylpyrimidine-carboxamide, 6-methyl rimidine-4-carbonitrile, 4,6-

bis(trifluoromethyl)pyrimidin-2-yl, 6-methyl-py · idin-4-ol, 4-(furan-2-yl)-6-

methylpyrimidin-2-yl, 5-fluoro-4-methylpyrimidin- -yl, 5-fluoropyrimidin-2-yl, 4-

methoxy-6-methylpyrimidin-2-yl, 4-ethyl-6-methylp imidin-2-yl, 4-isopropyl-6-

methylpyrimidin-2-yl, 4-tertbutyl-6-methylpyrimidin-2- 4-cyclopropyl-6-

25 methylpyrimidin-2-yl, 4-methyl-6-morpholin-4-ylpyrimidin -yl, 5-chloro-4-

methylpyrimidin-2-yl, 5-chloro-4,6-dimethylpyrimidin-2-yl, 5- uoro-4,6-

dimethylpyrimidin-2-yl, 5-trifluoromethylpyrimidin-2-yl, 4,6-

bis[(2H3)methyl](2H)pyrimidin-2-yl, and 5-ethyl-4,6-dimethylpyrim" in-2-yl. 

30 20. A chemical entity defined in claim 1, wherein R2 is pyrimidine sub tituted 

with one or more members independently selected from the group consi ing of 

-Cl, -F, -CH3, -Cf3, -N(CH3)2, -D, and -CD3. 
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21. A chemical entity defined in claim 1, wherein R2 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-trimethylpyrimid in-2-yl, 4,6-

5 b (trifluoromethyl)pyrimidin-2-yl, 6-methyl-pyrimidin-4-ol, 5-fluoro-4-

10 

met lpyrimidin-2-yl, 5-fluoropyrimidin-2-yl, 4-methoxy-6-methylpyrimidin-2-yl, 

5-chlor -4-methylpyrimidin-2-yl, 5-chloro-4,6-dimethylpyrimidin-2-yl, 5-fluoro-

4,6-dimet lpyrimidin-2-yl, 5-trifluoromethylpyrimidin-2-yl, and 4,6-

bis[(2H3)met 1](2H)pyrimidin-2-yl. 

22. A chemical en ·1y defined in claim 1, wherein R2 is pyrazine or triazine 

substituted with one more -CH3. 

23. A chemical entity defin d in claim 1, wherein R2 is pyridine substituted with 

15 one or more members indepe dently selected from the group consisting of -F, 

-OCH3, -OCH2CH3, -CH3, and - 3. 

24. A chemical entity defined in claim , wherein R2 is a member selected from 

the group consisting of benzooxazol-2-yl, -methylpyrimidin-4(3H)-one and 4-

20 methyl-6,7-dihydro-5H-cyclopenta[d]pyrimi e and R1 is phenyl, substituted in 

the ortho position with Rb, where Rb is 2H-1,2, triazol-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 R2 is member selected from 

25 the group consisting of quinoxalin-2-yl, 3-methylquinoxali -yl, 6,7-

difluoroquinoxalin-2-yl, 3-(trifluoromethyl)quinoxaline, 4-metti lquinoline, and 6-

fluoroquinazolin-2-yl and R1 is phenyl substituted in the ortho p ition with Rb, 

where Rb is 2H-1,2,3-triazol-2-yl, 2H-1,2,3-triazol-1-yl, 3-methyl-1, 4-

oxadiazol-5-yl or 2-pyrimidin-2-yl. 

30 
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26. A chemical entity defined in claim 2, wherein R3 is biphenyl or 2-

methoxyphenyl and R4 is (5-trifluoromethyl)-pyridin-2-yl, (5-trifluoromethyl)­

pyrimidin-2-yl, 4,6-dimethylpyrimidin-2-yl, or quinoxalin-2-yl. 

5 . A chemical entity defined in claim 1, wherein R1 is a member selected from 

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

yl)phe I, 2-fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl, 2-methyl-6-(2H-1,2,3-triazol-

2-yl)phen I, 3-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 3-fluoro-2-(1 H-1,2,3-triazol-

1-yl)phenyl, -methoxy-2-(1 H-1,2,3-triazol-1-yl)phenyl, 3-methoxy-2-(2H-1,2,3-

10 triazol-2-yl)phe I, 3-methyl-2-(2H-1,2,3-triazol-2-yl)phenyl, 3-methyl-2-(1 H-

1,2,3-triazol-1-yl) enyl, 4-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 4-methoxy-2-

(2H-1,2,3-triazol-2-y henyl, 4-methoxy-2-(1 H-1,2,3-triazol-2-yl)phenyl, 4,5-

dimethoxy-2-[1,2,3]tria 1-1-yl-phenyl, 4,5-dimethoxy-2-[1,2,3]triazol-2-yl­

phenyl, 5-chloro-2-(2H-1, 3-triazol-2-yl)phenyl, 5-fluoro-2-(2H-1,2,3-triazol-2-

15 yl)phenyl, 5-methoxy-2-(2H- ,3-triazol-2-yl)phenyl, 5-methyl-2-(2H-1,2,3-

triazol-2-yl)phenyl, 2-(1 H-1,2,4- iazol-1-yl)phenyl, 2-(1 H-1,2,4-triazol-5-

yl)phenyl, 2-(1-methyl-1 H-1,2,4-tri ol-5-yl)phenyl, 2-(1-methyl-1H-1,2,4-triazol-

3-yl)phenyl, 2-(4Hc1 ,2,4-triazol-3-yl)p enyl, 2-(4H-1,2,4-triazol-4-yl)phenyl, 2-

(3-methyl-1,2,4-oxadiazol-5-yl)phenyl, luoro-2-(3-methyl-1,2,4-oxadiazol-5-

20 yl)phenyl, 2-fluoro-6-(3-methyl-1,2,4-oxadi ol-5-yl)phenyl, 4,5-difluoro-2-(4H-

1,2,4-triazol-4-yl)phenyl), 2-fluoro-6-pyrimidin -ylphenyl, 2-(pyrimidin-2-

yl)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-pyri idin-2-ylphenyl, and 5-

methyl-2-pyrimidin-2-ylphenyl and R2 is a member se cted from the group 

25 consisting of 4,6-dimethylpyrimidin-2-yl, 4,5-dimethylpyri idin-2-yl,4,6-

dimethoxypyrimidin-2-yl, 4-methylpyrimidin-2-yl, 4-methoxy rimidin-2-yl, 

N,N,6-trimethyl-pyrimidin-4-amine, 4-(trifluoromethyl)pyrimidin -yl, 4,5,6-

trimethylpyrimidin-2-yl, 4,6-bis(trifluoromethyl)pyrimidin-2-yl, 6-m hyl­

pyrimidin-4-ol, 5-fluoro-4-methylpyrimidin-2-yl, 5-fluoropyrimidin-2-y 4-

30 methoxy-6-methylpyrimidin-2-yl, 5-chloro-4-methylpyrimidin-2-yl, 5-chl o-4,6-

dimethylpyrimidin-2-yl, 5-fluoro-4,6-dimethylpyrimidin-2-yl, 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 R1 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-

yl)phenyl, and 3-[1,2,3]triazol-2-yl-pyridin-2-yl and R2 is a member selected 

5 m the group consisting of 4,6-dimethylpyrimidin-2-yl, 5-fluoro-4,6-

dim thylpyrimidin-2-yl, and 5-fluoro-4-methylpyrimidin-2-yl. 

29. A che ical entity selected from the group consisting of: 

4-[5-{[2-Fluo o-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-

10 c]pyrrol-2(1 H)- -6-methoxy-N,N-dimethylpyrimidin-2-amine; 

N,N-Dimethyl-6-[ [2-(2H-1,2,3-triazol-2-

yl}phenyl]carbonyl}h ahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl]-2-

(trifluoromethyl)pyrimid1 -4-amine; 

6-[5-{[2-Fluoro-6-(2H-1,2, triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-

15 c)pyrrol-2( 1 H)-yl]-N,N-<iimetH 1-2-(trifluoromethyl)pyrimidin-4-amine; 

4-[5-{[5-Fluoro-2-(2H-1,2,3-triaz l-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl]-6-methoxy-N,N- · ethylpyrimidin-2-amine; 

4-Methoxy-N,N-dimethyl-6-[5-{[2-(2H- ,2,3-triazol-2-

yl)phenyl]carbonyl}hexahydropyrrolo-[3, -c]pyrrol-2(1 H)-yl]pyrimidin-2-amine; 

20 6-[5-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phe l]carbonyl}hexahydropyrrolo[3,4-

c)pyrrol-2(1 H)-yl]-N,N-<iimethyl-2-(trifluoromet l)pyrimidin-4-amine; 

4-[5-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]ca onyl}hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl]-6-methoxy-N,N-dimethylpyrimidin -amine; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-{[3-(1 H-pyrrol-1-yl)thi hen-2-

25 yl]carbonyl}octahydro-pyrrolo[3,4-c]pyrrole; 

6-[5-{[5-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl)carbonyl}hex ydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl]-N,N-<iimethyl-2-(trifluoromethyl)pyrimidin-4-a ine; 

2-(4 ,6-Dimethylpyrimidin-2-yl)-5-[(1-phenyl-1 H-pyrazol-5-

yl )carbonyl]octahydropyrrolo[3,4-c]pyrrole; 

30 8-{[5-{4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2{1 H)­

yl]carbonyl}-quinoline; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(3-phenylthiophen-2-

yl)carbonyl]octahydropyrrolo[3,4-c]pyrrole; 
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2-(4,6-Dimethylpyrimidin-2-yl)-5-[(3-phenylfuran-2-

yl)carbonyl]octahydropyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-{[2-(1 H-1,2,4-triazol-5-yl)phenyl]carbonyl} 

octahydro-pyrrolo[3,4-c]pyrrole; 

5 ( 4,6-Dimethylpyrimidin-2-yl)-5-{[3-fluoro-2-(2H-1,2,3-triazol-2-

yl)p enyl]carbonyl} octahydropyrrolo[3,4-c]pyrrole; 

2-{5-[ 4-Dimethoxyphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl}-6-

fluoro-1, benzothiazole; 

2-{5-[(2,4-D ethoxyphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl}-

10 1,3-benzothiaz le; 

2-[5-{[2-(1 H-Pyra 1-1-yl )phenyl]carbonyl}hexahydropyrrolo[3,4-c]pyrrol-2(1 H )­

yl]qu inoxaline; 

2-{5-[(2-Thiophen-2-ylp enyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)­

yl}quinoxaline; 

15 2-{5-[(2-Methylnaphthalen-1- )carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)­

yl}quinoxaline; 

2-(2,3-Dihyd ro-1 ,4-benzod ioxin-5- carbonyl )-5-( 4-phenylpyrim id in-2-

yl)octahydropyrrolo[3, 4-c ]pyrrole; 

2-(4-Phenylpyrimidin-2-yl)-5-[(2-thiophe 2-ylphenyl)carbonyl]octahydro-

20 pyrrolo[3,4-c]pyrrole; 

2-(4-Phenylpyrimidin-2-yl)-5-{[2-(1 H-pyrazol-1 l)phenyl]carbonyl}octahydro­

pyrrolo[3,4-c]pyrrole; 

2-(4-Phenylpyrim idin-2-yl)-5-{[2-(1 H-pyrrol-1-yl)phe l]carbonyl}octahydro­

pyrrolo[3,4-c]pyrrole; 

25 2-[(2-Methylnaphthalen-1-yl)carbonyl]-5-(4-phenylpyrimi · -2-

yl)octahyd.ropyrrolo[3,4-c]pyrrole; 

2-(5-Quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]pyrrole;-2-carbon 1)-benzonitrile; 

2-[5-{[2-(1 H-Pyrrol-1-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-c] rrol-2(1 H)­

yl]quinoxaline; 

30 2-{5-[(4'-Fluorobiphenyl-2-yl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2( )­

yl}quinoxaline; 

2-{5-[(3'-Fluorobiphenyl-2-yl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)­

yl}quinoxaline; 
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2-{5-[(2-Methylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)­

yl}quinoxaline; 

2-(Biphenyl-2-ylcarbonyl)-5-(4-furan-2-ylpyrimidin-2-yl)octahydropyrrolo[3,4-

]pyrrole; 

5 2- -Methylpyrimidin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydro-

2-{5-[(2- hiophen-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrr?l-2(1 H)­

yl}quinolin · 

2-(4-Furan-2- lpyrimidin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydro-

1 O pyrrolo[3,4-c]py le; 

2-{5-[(2-Ethylphen carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)­

yl}quinoxaline; 

2-[5-{1 H-lndol-7-ylcarbo l)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl]quinoxaline; 

2-[(2-Thiophen-2-ylphenyl) rbonyl]-5-(4-thiophen-2-ylpyrimidin-2-yl)octahydro-

15 pyrrolo[3,4-c]pyrrole; 

2-(Biphenyl-2-ylcarbonyl)-5-(4-thi hen-2-ylpyrimidin-2-yl)octahydropyrrolo[3,4-

c]pyrrole; 

[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexah ro-pyrrolo[3,4-c]pyrrol-2-yl]-[2-(1-

methyl-1 H-imidazol-2-yl)-phenyl]-methan e; 

20 2-[(2-Bromophenyl)carbonyl]-5-(4-phenylpyn idin-2-yl)octahydropyrrolo[3,4-

c]pyrrole; 

2-{5-[(3'-Chlorobiphenyl-2-yl)carbonyl]hexahydrop rolo[3,4-c]pyrrol-2(1 H)­

yl}quinoxaline; 

2-{5-[(2-Bromophenyl)carbonyl]hexahydropyrrolo[3,4-c] rrol-2(1 H )-

25 yl}quinoxaline; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-thiophen-2-ylphenyl)carb yl]octahydro-. 

pyrrolo[3,4-c]pyrrole; 

2-(Biphenyl-2-ylcarbonyl)-5-(4,6-dimethylpyrimidin-2-yl)octahydrop rolo[3,4-

c]pyrrole; 

30 2-(4-Methoxypyrimidin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydr -

pyrrolo[3,4-c]pyrrole; 

6-Fluoro-2-{5-[(2-thiophen-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-

/ 2(1 H)-yl}-1,3-benzothiazole 
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2-( 4, 6-Dim ethyl pyrim id in-2-yl)-5-((2-methylnaphthalen-1-yl )carbonyl]octahyd ro­

pyrrolo [3, 4-c]pyrrole; 

2-[(3'-Fluorobiphenyl-2-yl)carbonyl]-5-(4-methylpyrimidin-2-yl)octahydro­

pyrrolo[3,4-c]pyrrole; 

5 4-Methoxypyrim idin-2-yl )-5-[ (2-methylnaphtha I en-1-yl )carbonyl]octahydro-

pyr lo[3,4-c]pyrrole; 

2-[(2- thylnaphthalen-1-yl)carbonyl]-5-(4-methylpyrimidin-2-yl)octahydro­

pyrrolo[3, -c]pyrrole; 

2-[(3'-Fluoro iphenyl-2-yl)carbonyl]-5-(4-methoxypyrimidin-2-yl)octahydro-

10 pyrrolo[3,4-c]p role; 

2-(4,6-Dimethylpy "midin-2-yl)-5-[(3'-fluorobiphenyl-2-yl)carbonyl]octahydro­

pyrrolo[3,4-c]pyrrole; 

[5-(4,6-Dimethyl-pyrimi ·n-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-fluoro­

phenyl)-methanone; 

15 2-( 4-Methoxypyrim id in-2-yl )- ( 4' -methylbiphenyl-2-yl)carbonyl]octahydro­

pyrrolo[3,4-c]pyrrole; 

2-[(3'-Chlorobiphenyl-2-yl)carbony 5-(4-methoxypyrimidin-2-yl)octahydro­

pyrrolo[3,4-c]pyrrole; 

2-[(2-Ethoxynaphthalen-1-yl)carbonyl]-5- 4-methoxypyrim id in-2-

20 yl)octahydropyrrolo[3,4-c]pyrrole; 

2-[ ( 4-Fluoronaphtha len-1-yl )carbonyl]-5-( 4-m e oxypyrim id in-2-yl )octa hydro­

pyrrolo [3 ,4-c]pyrrole; 

2-(4-Methoxypyrimidin-2-yl)-5-(naphthalen-1-ylcarb yl)octahydropyrrolo[3,4-

c]pyrrole; 

25 2-[(2-Ethoxyphenyl)carbonyl]-5-(4-methoxypyrimidin-2-yl ctahydropyrrolo[3,4-

c]pyrrole; 

2-[(2-M ethoxynaphth a I en-1-yl)carbonyl]-5-( 4-methoxypyrimidin -

yl)octahydropyrrolo[3,4-c]pyrrole; 

2-(Biphenyl-2-ylcarbonyl)-5-[4-(1 H-pyrazol-4-yl)pyrimidin-2-yl]octahy o-

30 pyrrolo[3,4-c]pyrrole; 

2-[4-( 1 H-Pyrazol-4-yl )pyrim id in-2-yl]-5-[(2-th iophen-2-

yl phenyl )carbonyl]octahydro-pyrrolo [3 ,4-c]pyrrol e; 
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2-(3,6-Dimethylpyrazin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydro­

pyrrolo[3,4-c]pyrrole; 

2-(Biphenyl-2-ylcarbonyl)-5-(3,5-dimethylpyrazin-2-yl)octahydropyrrolo[3,4-

]pyrrole; 

5 2- ethyl-3-{5-[(2-thiophen-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-

2(1 yl}quinoxaline; 

2-(5-(Bi enyl-2-ylcarbonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl]-3-

methylqui xaline; 

2-(4,6-Dimet lpyrimidin-2-yl)-5-{[2-(1 H-pyrazol-1-

1 o yl)phenyl]carbo l}octahydro-pyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethoxyp imidin-2-yl)-5-[(2-fluoro-6-pyrimidin-2-ylphenyl)carbonyl] 

octahydropyrrolo[3,4- pyrrole; 

2-(4,6-Dimethylpyrimidin -yl)-5-[(2-pyridin-2-ylphenyl)carbonyl]octahydro­

pyrrolo[3,4-c]pyrrole; 

15 2-(4,6-Dimethoxypyrimidin-2- -5-[(2-pyridin-2-ylphenyl)carbonyl]octahydro­

pyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethoxypyrimidin-2-yl)-5-[ -fluoro-2-pyrimidin-2-ylphenyl)carbonyl] 

octahydropyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethoxypyrimidin-2-yl)-5-{[5-flu o-2-(2H-1,2,3-triazol-2-

20 yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]p role; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-fluoro-6-p ·midin-2-

ylphenyl)carbonyl]octahydropyrrolo(3,4-c]pyrrole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(5-fluoro-2-pyrimid1 -2-

ylphenyl)carbonyl]octahydropyrrolo[3,4-c]pyrrole; 

25 2-(4,6-Dimethylpyrimidin-2-yl)-5-{[5-fluoro-2-(2H-1,2,3-tria ol-2-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-ethylphenyl)carbonyl]octah ropyrrolo[3,4-

c]pyrrole; 

2-( 4 ,6-Dim ethylpyrim idin-2-yl)-5-[(2-ethoxyna phthal en-1-yl )carbonyl] tahydro-

30 pyrrolo[3,4-c]pyrrole; 

2-( 4,6-Dimethoxypyrimidin-2-yl)-5-{[2-(1 H-pyrazol-1-

yl)phenyl]carbonyl}octahydro-pyrrolo[3,4-c]pyrrole; 
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2-(4,6-Dimethylpyrimidin-2-yl)-5-[(5-phenyl-1,3-oxazol-4-yl)carbonyl]octahydro­

pyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(5-phenylisoxazol-4-yl)carbonyl]octahydro­

pyrrolo[3,4-c]pyrrole; 

5 [ (2-lsopropyl-6-methyl-pyrimidin-4-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-

[1,2, ]triazol-2-yl-phenyl)-methanone; 

2-[(2- mophenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-

yl)octahy opyrrolo[3,4-c]pyrrole; 

2-(4,6-Dime lpyrimidin-2-yl)-5-([2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl} 

1 o octahydropyrro [3,4-c]pyrrole; 

2-( 4, 6-Di methoxy ri midin-2-yl )-5-{[2-(2H-1 ,2,3-triazol-2-yl )phenyl] carbonyl} 

octahydropyrrolo[3, ]pyrrole; 

2-[5-{[2-(4H-1,2,4-T riaz 1-3-yl )phenyl] carbonyl}hexahydropyrrolo[3,4-c]pyrrol-

2( 1 H)-yl]quinoxaline; 

15 2-[5-{[2-(4H-1, 2,4-Triazol-3- henyl]carbonyl}hexahydropyrrolo[3,4-c]pyrrol-

2(1 H)-yl]-1,3-benzoxazole; 

2-(4-Methylpyrimidin-2-yl)-5-{[2-(4 -1,2,4-triazol-3-

yl)phenyl]carbonyl}octahydro-pyrrolo ,4-c]pyrrole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-

20 ethoxyphenyl)carbonyl]octahydropyrrolo[3, -c]pyrrole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-{[4-fluoro-2-( "fluoromethyl)phenyl]carbonyl} 

octahydropyrrolo[3,4-c]pyrrole; 

2-( 4, 6-Dimethyl pyrim idin-2-yl )-5-[( 4-fl uoronaphthal -1-yl )carbonyl]octahydro­

pyrrolo[3 ,4-c]pyrrole; 

25 2-( 4,6-Dimethylpyrim id in-2-yl )-5-{[2-( 1-methylethyl)phen 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-yl carbonyl)octahyd r yrrolo[3 ,4-

30 c]pyrrole; 

2-[5-{[2-(4H-1,2,4-Triazol-3-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-c]py ol-

2(1 H)-yl]-3-(trifluoromethyl)quinoxaline; 
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2-Methyl-3-(5-{[2-( 4 H-1, 2 ,4-triazol-3-yl )phenyl]carbonyl}hexahydropyrrol o[3,4-

c] pyrrol-2{ 1 H)-yl)quinoxaline; 

2-[6-Methyl-2-(trifluoromethyl)pyrimidin-4-yl]-5-{[2-(4H-1,2,4-triazol-3-

l)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

5 2- -Methyl-2-(trifluoromethyl)pyrimidin-4-yl)-5-{[2-(2H-1,2,3-triazol-2-

yl)ph yl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-{[2-Flu ro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-[6-methyl-2-

(trifluorome yl)pyrimidin-4-yl]octahydropyrrolo[3,4-c]pyrrole; 

2-{[4-Fluoro-2 2H-1,2,3-triazol-2-yl)phenyl]carbonyl)-5-[6-methyl-2-

1 O (trifluoromethyl)p rimidin-4-yl]octahydropyrrolo[3,4-c]pyrrole; 

2-(6-Methylpyrazin- -yl)-5-{[5-methyl-2-(2H-1,2,3-triazol-2 yl)phenyl]carbonyl} 

octahydropyrrolo[3,4-c yrrole; 

2-(3,6-Dimethylpyrazin-2- l)-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-

yl)phenyl]carbonyl} octahyd pyrrolo[3,4-c]pyrrole; 

15 2-( 4 ,6-Dimethylpyrimidin-2-yl )- -[( 5-methyl-2-pyrim idin-2-ylphenyl )carbonyl] 

octahydropyrrolo(3,4-c]pyrrole; 

2-(3,6-Dimethylpyrazin-2-yl)-5-[(5-m hyl-2-pyrimidin-2-ylphenyl)carbonyl] 

octahydropyrrolo[3,4-c]pyrrole; 

2-(3,6-Dimethylpyrazin-2-yl)-5-{[4-fluoro-2 2H-1,2,3-triazol-2-

20 yl)phenyl]carbonyl} octahydropyrrolo[3,4-c]p ole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-{[5-iodo-2-(2H- 2,3-triazol-2-yl)phenyl] 

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

4-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbon hexahydropyrrolo(3,4-

c]pyrrol-2{1 H)-yl]-N,N-dimethyl-6-(trifluoromethyl)pyrimi · -2-amine; 

25 2-(4,6-Dimethylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1,2,3-triaz 1-2-yl)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( 1 H)-yl}-6-( trifl uoromethyl)pyrim id in-2-amine; 

4-{5-[(5-Fluoro-2-pyrimidin-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4- yrrol-

30 2(1 H)-yl}-N,N-dimethyl-6-(trifluoromethyl)pyrimidin-2-amine; 

4-[5-{[5-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3, -

c]pyrrol-2(1 H)-yl]-N,N-dimethyl-6-(trifluoromethyl)pyrimidin-2-amine; 
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4-[5·{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl]-N,N-dimethyl-6-(trifluoromethyl)pyrimidin-2-amine; 

2-[(5-Methyl-2-pyrimidin-2-ylphenyl)carbonyl]-5-[6-methyl-2-(trifluoromethyl) 

pyrimidin-4-yl]octahydropyrrolo[3,4-c]pyrrole; 

5 -[(5-Fluoro-2-pyrimidin-2-ylphenyl)carbonyl]-5-(4-phenylpyrimidin-2-

yl) ctahydropyrrolo[3,4-c]pyrrole; 

2-{[5- luoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5·[6-methyl-2-

(trifluoro ethyl)pyrimidin-4-yl]octahydropyrrolo[3,4-c]pyrrole; 

[5-(2,6-Di thyl-pyrimidin-4-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(5-fluoro-2-

1 O [1,2,3]triazol- -yl-phenyl)-methanone; 

4-{5-[(2-Fluoro- yrimidin-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-

2(1 H)-yl}-N,N-dime yl-6-(trifluoromethyl)pyrimidin-2-amine 

2-[(2-Fluoro-6-pyrimi · -2-ylphenyl)carbonyl]-5-[6-methyl-2-(trifluoromethyl) 

pyrimidin-4-yl]octahydro rrolo[3,4-c]pyrrole; 

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

carbonyl}octahydropyrrolo[3, ]pyrrole; 

N, N,6-Trimethyl-2-[5-{[2-(2H-1,2, -triazol-2-yl)phenyl]carbonyl}hexahydro 

pyrrolo[3,4-c]pyrrol-2(1 H)-yl]pyrimi · -4-amine; 

N,N,4-Trimethyl-6-[5-{[2-(2H-1,2,3-tria ol-2-yl)phenyl]carbonyl}hexahydro 

20 pyrrolo[3,4-c]pyrrol-2(1 H)-yl]pyrimidin-2-

N,N-Dimethyl-4-[5-{[2-(2H-1,2,3-triazol-2-yl henyl]carbonyl}hexahydropyrrolo 

[3,4-c]pyrrol-2(1 H)-yl]-6-(trifluoromethyl)pyrim1 in-2-amine; 

2-(2,6-Dimethylpyrimidin-4-yl)-5-{[2-(2H-1,2,3-tri ol-2-yl)phenyl]carbonyl} 

octahydropyrrolo[3,4-c]pyrrole; 

25 [5-(3,6-DimethyJ-pyrazin-2-yJ)-hexahydro-pyrrolo[3,4-c yrrol-2-yl]-(5-methyl-2-

[1,2,3]triazol-2-yl-phenyl)-methanone; 

2-[5-{[5-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hex ydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl]-N,N,6-trimethylpyrimidin-4-amine; 

2-(5-Methoxypyridin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyl]oct ydropyrrolo 

30 [3,4-c]pyrrole; 

2-[(2 -Ethoxyn a phth alen-1-yl )carbonyl]-5-( 4-phenylpyrimidin-2-yl )octah ro 

pyrrolo[3,4-c]pyrrole; 
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2-{[ 5-Methyl-2-(2H-1,2 ,3-triazol-2-yl )phenyl]carbonyl}-5-( 4-phenyl pyrim idi n-2-

yl )octahydropyrrolo[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-yl]-methanone; 

5 2- ~.6-Dimethoxypyrimidin-2-yl)-5-{[5-methyl-2-(2H-1,2,3-triazol-2-yl)phenyl] 

carb yl}octahydropyrrolo[3,4-c]pyrrole; 

2-( 4, 6- ·methyl pyrimid in-2-yJ)-5-{[5-methyl-2-(2H-1,2 ,3-triazol-2-yl )phenyl] 

carbonyl} tahydropyrrolo[3,4-c]pyrrole; 

2-(4-Phenylp imidin-2-yl)-5-{[2-(2H-1,2,3-triazol-2-

10 yl)phenyl]carbo J}octahydro pyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethylpyr idin-2-yl)-5-{[5-(2-fluorophenyl)-2-methyl-1,3-thiazol-4-

yl]carbonyl}octahydro rrolo[3,4-c]pyrrole; 

2-[(2-Thiophen-2-ylphen l)carbonyl]-5-[6-(trifluoromethyl)pyridin-2-yl]octahydro 

pyrrolo[3,4-c]pyrrole; 

15 2-(6-Methylpyridin-2-yl)-5-[(2- iophen-2-

ylphenyl)carbonyl]octahydropyrr o[3,4-c]pyrrole; 

2-(4-Methylpyrimidin-2-yl)-5-{[2-(2 j ,2,3-triazol-2-

yl)phenyl]carbonyl}octahydro pyrrolo[ , -c]pyrrole; 

2-(4-Methylpyridin-2-yl)-5-[(2-thiophen-2-

20 ylphenyl)carbonyl]octahydropyrrolo[3,4-c]py ole; 

2-(6-Methoxypyridin-2-yl)-5-[(2-thiophen-2-ylpli nyl)carbonyl]octahydro 

pyrrolo [3,4-c ]pyrrole; 

2-(4,6-Dimethoxypyrimidin-2-yl)-5-[(2-thiophen-2-ylp enyl)carbonyl]octahydro 

pyrrolo[3,4-c]pyrrole; 

25 2-{5-[(2-Thiophen-2-ylphenyl)carbonyl]hexahydropyrrolo[ , -c]pyrrol-2(1 H)-yl}-

1,3-benzoxazole; 

2-[(2-Thiophen-2-ylphenyl)carbonyl]-5-[3-(trifluoromethyl)pyridin -yl]octahydro 

pyrrolo [3 ,4-c ]pyrrol e; 

[5-(4-Phenyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-[2-(4 -

30 [1,2,4]triazol-3-yl)-phenyl]-methanone; 

2-(4,6-Dimethoxypyrimidin-2-yl)-5-{[5-(2-fluorophenyl )-2-methyl-1,3-th iazol- -

>Jl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 
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2-( 4-Th iophen-2-yl pyrimidi n-2-yl )-5-{[2-{2 H-1 ,2 ,3-triazol-2-yl )phenyl] carbonyl} 

octahydropyrrolo[3,4-c]pyrrole; 

2-[5-{[2-(2H-1,2,3-Triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-c]pyrrol-

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

5 2 -[(2-Ethoxynaphthalen-1-yl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2{1 H )­

yl}q · oxaline; 

2-{5-[( luoro-2-pyrimidin-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-

2(1 H)-yl}q inoxaline; 

2-(6-Ethoxyp ridin-2-yl)-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}octahydro 

1 o pyrrolo[3,4-c]py ole; 

2-[ { 5-Fluoro-2-pyn id in-2-ylphenyl )ca rbonyl]-5-[4-{ trifluoromethyl )pyrimid in-2-

yl]octahyd ropyrrolo [3, -c]pyrrole; 

2-[5-{[2-{2H-1,2,3-Triaz -2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-c]pyrrol-

2(1 H)-yl]quinoxaline 

15 2-[(5-Fluoro-2-pyrimidin-2-ylp enyl)carbonyl]-5-( 4-methoxypyrimid in-2-

yl)octahydropyrrolo[3,4-c]pyrrole 

2-(4-Furan-2-ylpyrimidin-2-yl)-5-{[2 2H-1,2,3-triazol-2-yl)phenyl]carbonyl} 

octahydropyrrolo[3,4-c]pyrrole; 

2-(5-Fluoropyrid in-2-yl)-5-{[2-(2H-1,2,3-t · zol-2-yl )phenyl]carbonyl}octahydro 

20 pyrrolo[3,4-c]pyrrole; 

2-{[2-(2H-1,2,3-Triazol-2-yl)phenyl]carbonyl}- 4-(trifluoromethyl)pyrimid in-2-

yl]octahyd ropyrrolo [3 ,4-c ]pyrrol e; 

2-(4-Methoxypyrimidin-2-yl)-5-{[2-(1 H-1,2,4-triazol- !)phenyl] carbonyl} 

octahydropyrrolo[3,4-c]pyrrole; 

25 2-(3,6-Dimethylpyrazin-2-yl)-5-{[2-(2H-1,2,3-triazol-2-yl)p enyl]carbonyl}octa 

hydropyrrolo[3,4-c]pyrrole; 

2-(4-Methoxypyrimidin-2-yl)-5-{[2-(2H-1, 2,3-triazol-2-yl)pheny arbonyl}octa 

hydropyrrolo[3,4-c]pyrrole; 

2-{[5-Chloro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-(4,6-dimeth yrimidin-

30 2-yl)octahydropyrrolo[3,4-c]pyrrole; 

2-{ [4-Fluoro-2-(2 H-1, 2, 3-triazol-2-yl )p henyl]ca rbonyl}-5-{6-methylpyrazin­

yl )octahydropyrrolo[3,4-c ]pyrrole; 
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2-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-(4-methoxypyrimidin-2-

yl)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; 

5 -(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(5-

10 

me oxy-2-[1,2,3]triazol-2-yl-phenyl)-methanone; 

(2-Flu ro-6-[1,2,3]triazol-2-yl-phenyl)-[5-(4-methoxy-pyrimidin-2-yl)-hexahydro­

pyrrolo[ , -c]pyrrol-2-yl]-methanone; 

6-Chloro-2- -[(2,4-dimethoxyphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-

2-(Biphenyl-2-ylc rbonyl)-5-(4-phenylpyrimidin-2-yl)octahydropyrrolo[3,4-

c]pyrrole; 

2-{5-[(2,6-Dimethoxyp nyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)­

yl}quinoxaline; 

15 2-[(2, 6-Dim ethoxyph enyl )ca onyl]-5-( 4-ph enyl pyrim id in-2-yl)octa hydropyrrolo 

[3,4-c]pyrrole; 

2-((2,4-Dimethoxyphenyl)carbony -5-(4-phenylpyrimidin-2-yl)octahydropyrrolo 

[3,4-c]pyrrole; 

2-[5-(Biphenyl-2-ylcarbonyl)hexahydro rrolo[3,4-c]pyrrol-2(1 H)-yl]quinoxaline; 

20 2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyr lo[3,4-c]pyrrol-2(1 H)-yl]-1,3-

benzothiazole; 

2-{5-[(2,4-Dimethoxyphenyl)carbonyl]hexahydr yrrolo[3,4-c]pyrrol-2(1 H)-yl}-4-

methylquinoline; 

2-{5-[(2,4-Dimethoxyphenyl)carbonyl]hexahydropyrro [3, 4-c] pyrrol-2(1 H)-yl}-6-

25 methoxy-1,3-benzothiazole; 

2-{5-[(2,4-Dimethoxyphenyl)carbonyl]hexahydropyrrolo[3, ]pyrrol-2(1 H)-yl}-6-

methyl-1,3-benzothiazole; 

2-(Biphenyl-2-ylcarbonyl)-5-(6-methylpyridin-2-yl)octahydropyrro [3,4-

c]pyrrole; 

30 2-(Biphenyl-2-ylcarbonyl)-5-(4-methylpyrimidin-2-yl)octahydropyrrolo[ 4-

c]pyrrole; 

2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl]quinolin · 
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2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-c]pyrrol-2{1 H)-yl]-6-fluoro-

1,3-benzothiazole; 

2-(Biphenyl-2-ylcarbonyl}-5-(4-methoxypyrimidin-2-yl)octahydropyrrolo[3,4-

c]pyrrole; 

5 -[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-c]pyrrol-2{1 H)-yl]-4-

m ylquinoline; 

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

c]pyrrol- -yl]-methanone; 

(5-Benzoo zol-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl)-(2-methoxy-phenyl)-

10 methanone; 

(2-Pyridin-3-yl-p enyl}-(5-quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl)­

methanone; 

[5-(4,6-Dimethyl-pyri "din-2-yl}-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-[2-(1 H­

imidazol-2-yl}-phenyl]-m hanone; 

15 (5-Benzooxazol-2-yl-hexah dro-pyrrolo[3,4-c]pyrrol-2-yl)-(2,4-dimethoxy­

phenyl)-methanone; 

(5-Benzooxazol-2-yl-hexahydro- rrolo[3,4-c]pyrrol-2-yl)-biphenyl-2-yl­

methanone; 

(2,4-Dimethoxy-phenyl)-[5-(6-methyl- ridin-2-yl)-hexahydro-pyrrolo[3,4-

. 20 c]pyrrol-2-yl]-methanone; 

(2,4-Dimethoxy-phenyl)-[5-(4-methyl-pyrim1 in-2-yl)-hexahydro-pyrrolo[3,4-

c]pyrrol-2-yl]-methanone; 

Biphenyl-2-yl-[5-{6-methoxy-benzoth iazol-2-yl )-h a hyd ro-pyrrolo[3,4-c] pyrrol-

2-yl]-metha none; 

25 Biphenyl-2-yl-[5-{6-methyl-benzothiazol-2-yl)-hexahy -pyrrolo[3,4-c]pyrrol-2-

yl]-methanone; 

[5-(6-Chloro-benzothiazol-2-yl)-hexahydro-pyrrolo[3,4-c]pyr 1-2-yl]-(2,6-

dimethoxy-phenyl)-methanone; 

Biphenyl"2-yl-[5-(6-chloro-benzothiazol-2-yl)-hexahydro-pyrrolo[ 4"c]pyrrol-2-

30 yl]-methanone; 

(2,4-Dimethoxy-phenyl)-(5-quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]py 1-2-yl)­

methanone; 
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(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-yl)-(4'-trifluoromethyl­

biph nyl-2-yl)-methanone; 

( 4' -Met J-biphenyl-2-yl)-[5-( 4-phenyl-pyrim id in-2-yl )-hexahydro-pyrrolo[3,4-

c]pyrrol-2- l]-methanone; 

[5-(4-Phenyl- yrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(4'-

1 O trifluoromethyl- · henyl-2-yl)-methanone; 

(4-Methoxy-2-met l-phenyl)-(5-quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-

2-yl)-methanone; 

(3' -Chi oro-biph enyl-2-yl 5-( 4-phenyl-pyrim idin-2-yl)-hexahydro-pyrrolo[3, 4-

c] pyrrol-2-yl]-methanon e; 

15 (2-Methoxy-phenyl)-[5-(4-me oxy-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-

c]pyrrol-2-yl]-methanone; 

(2-Methoxy-phenyl)-[5-(4-methyl-p imidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-

2-yl]-methanone; 

[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahy -pyrrolo[3,4-c]pyrrol-2-yl]-(2-

20 methoxy-phenyl)-methanone; 

2-(5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-p rrolo[3,4-c]pyrrole;-2-carbonyl]­

benzonitrile; 

Cinnolin-4-yl-[5-(4,6-dimethyl-pyrimidin-2-yl)-hexah ro-pyrrolo[3,4-c]pyrrol-2-

yl]-methanone; 

25 (5-Fluoro-2-pyrimidin-2-yl-phenyl)-[5-(6-methyl-2-trifluoro ethyl-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- -yl]-(2-

[1,2,3]triazol-1-yl-phenyl)-methanone; 

[5-( 4, 6-Dim ethyl-pyrimidin-2-yl )-hex a hyd ro-pyrrolo[3 ,4-c] pyrrol-2-yl]- -

30 [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-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-pyrrolo[3,4-c]pyrrol-2-yl]-(2-[1,2,3]triazol-

2- phenyl)-methanone; 

[5-(6- ethyl-pyrazin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-[1,2,3]triazol-

2-yl-phe 1)-methanone; 

[5-(3,6-Dim thyl-pyrazin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(5-fluoro-2-

10 pyrimidin-2-yl- henyl)-methanone; 

[5-(3,6-Dimethyl- yrazin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-[2-(2H­

[1,2,4]triazol-3-yl)-p enyl]-methanone; 

[ 5-(2-Pyrrol id in-1-yl-6- ifl uoromethyl-pyrim id in-4-yl)-h exahydro-pyrrolo[3,4-

c ]pyrrol-2-yl]-(2-[ 1, 2, 3]tri ol-2-yl-phenyl}-methanone; 

15 2-(2,6-Dimethylpyrimidin-4- )-5-{[5-fluoro-2-(2H-1,2,3-triazol-2-

yl)phenyl]carbonyl}octahydrop rrolo[3,4-c]pyrrole; 

[5-(4,6-Dimethyl-pyrimidin-2-yl)- xahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-nitro-6-

[1,2,3]triazol-2-yl-phenyl}-methanon ; 

[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexah ro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-furan-2-

20 yl-phenyl}-methanone; 

[5-(4,6-Dimethyl-pyrimidin-2-yl}-hexahydro- rrolo[3,4-c]pyrrol-2-yl]-(2-methyl-

5-phenyl-thiazol-4-yl)-methanone; 

2-[(2,3-Dimethylphenyl}carbonyl]-5-(4,6-dimethyl rimidin-2-

yl)octahydropyrrolo[3,4-c]pyrrole; 

25 2-(4,6-Dimethylpyrimidin-2-yl}-5-[(3-fluoro-2-

methylphenyl)carbonyl]octahydropyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-{[5-fluoro-2-

(trifluoromethyl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole, 

2-[(4-Chloro-2-methoxyphenyl)carbonyl]-5-(4,6-dimethylpyrimidin- -

30 yl)octahydropyrrolo[3,4-c]pyrrole; 

2-[(5-Chloro-2-methylphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-

yl)octahydropyrrolo[3,4-c]pyrrole; 
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2-[(2,5-Dimethylphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-

yl)octahydropyrrolo[3,4-c]pyrrole; 

2-[(2,6-Dimethylphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-

yl)octahydropyrrolo[3,4-c]pyrrole; 

5 2 4,6-Dimethylpyrimidin-2-yl)-5-[(5-fluoro-2-

met lphenyl)carbonyl]octahydropyrro!o[3,4-c]pyrrole; 

2-[(2,4- imethylpheny!)carbonyl]-5-(4,6-dimethylpyrimidin-2-

y!)octahy opyrrolo[3,4-c]pyrrole; 

2-((2,5-Dieth yphenyl)carbony!]-5-(4,6-dimethylpyrimidin-2-

1 O yl)octahydropyr !o[3,4-c]pyrro!e; 

2-[(2,6-Diethoxypli nyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-

yl)octahydropyrrolo[3, -c]pyrrole; 

PCT/US2010/053606 

2-[(2-C hloro-6-methyl ph nyl)carbonyl]-5-( 4 ,6-dimethylpyrim id in-2-

yl )octa hydropyrrolo[3 ,4-c] p rrole; 

15 (5-( 4,6-Dimethylpyrimidin-2-y exahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)(4-fluoro-

2-(pyrimidin-2-yl)phenyl)methan e; 

(5-(4,6-dimethylpyrimidin-2-yl)hexa dropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-fluoro-

2-iodophenyl)methanone; 

2-( 4 ,6-Dimethyl pyrim id in-2-yl)-5-{[2-(trifl romethyl) pyridin-3-

20 yl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-Bromopyridin-3-yl)(5-(4,6-dimethylpyrimidin- -yl)hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4 ]pyrrol-2(1 H)-yl)(2-

(pyrim id in-2-yl )pyridin-3-yl )met ha none; 

25 ( 5-( 4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyr 1-2(1 H)-yl)(2-(1-

(tetrahydro-2H-pyran-2-yl)-1 H-pyrazol-5-yl)pyridin-3-yl)meth one; 

(2-(1 H-Pyrazol-5-yl)pyridin-3-yl)(5-(4,6-dimethylpyrimidin-2-

yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

(2-(2H-1,2,3-Triazol-2-yl)pyridin-3-yl )(5-( 4,6-d imethylpyrimidin-2-

30 yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

(3-Fluoro-2-(pyrimidin-2-yl)phenyl)(5-(4,5,6-trimethylpyrimidin-2-

yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-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( 1 H)-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( 1 H)-yl)methanone; 

5 3-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl)(5-(6-fluoroquinazo!in-2-

yl exahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

(3-F oro-2-(pyrimidin-2-yl)phenyl)(5-(6-fluoroquinazolin-2-

yl)hexa dropyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

(5-(6, 7-Di oroquinoxal in-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl )(3-fluoro-

10 2-(2H-1,2,3-t 'azol-2-yl)phenyl)methanone; 

(5-(6,7-Difluoro uinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(5-

methoxy-2-(2H-1, 3-triazol-2-yl)phenyl)methanone; 

(5-(6,7-Difluoroquino alin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(2-fluoro-

6-(2H-1,2,3-triazol-2-yl) henyl)methanone; 

15 (2-Bromo-3-fluorophenyl) -(6-fluoroquinazol in-2-yl )hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl)methanone, 

(5-(4,6-dimethylpyrimidin-2-yl)h xahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(4-fluoro-

2-(5-methylpyridin-2-yl)phenyl)me anone; 

(2-Bromopyridin-3-yl)(5-(4,5,6-trimet lpyrimidin-2-yl)hexahydropyrrolo[3,4-

20 c]pyrrol-2(1 H)-yl)methanone; 

(2-(1-(Tetrahydro-2H-pyran-2-yl)-1 H-pyra 1-5-yl)pyridin-3-yl)(5-(4,5,6-

trimethylpyrimidin-2-yl )hexahydropyrrolo[3,4- pyrrol-2(1 H)-yl)methanone; 

(2-(1 H-Pyrazol-5-yl)pyridin-3-yl)(5-(4,5,6-trimet lpyrimidin-2-

yl)hexahydropyrrolo[3,4-c]pyrrol-2( 1 H )-yl)methano e; 

25 6-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbon l}hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl]-2-methylpyrimidin-4(3H)-one; 

2-(2,6-Dimethylpyrimidin-4-yl)-5-{[5-(4-fluorophenyl)-2-me yl-1,3-thiazol-4-

yl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-{[5-(4-fluorophenyl)-2-methyl-1, -thiazol-4-

30 yl]carbonyl}octahydropyrrolo[3,4-c]pyrrole;. 

6-[5-{[5-(4-Fluorophenyl)-2-methyl-1,3-thiazol-4-

yl]carbonyl}hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl]-2-methylpyrimidin-4 H)-

one; 
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6-{5-[(5-Fluoro-2-pyrimidin-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-

2(1 H)-yl}-2-methylpyrimidin-4(3H)-one; 

(5-(4,6-Dimethylpyrimidin-2-yl}hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-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(1 H)-yl)(2-

fluo -6-(2H-1,2,3-triazol-2-yl)phenyl)methanone; 

(5-(4, imethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(2-methyl-

6-(2H-1, , -triazol-2-yl)phenyl)methanone; 

(5-(4,6-Dim ylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-methyl-

10 2-(2H-1,2,3-tria ol-2-yl)phenyl)methanone; 

(2-Fluoro-6-(2H~1. ,3-triazol-2-yl)phenyl)(5-(5-nitropyrimidin-2-

yl)hexahydropyrrolo[ 4-c]pyrrol-2(1 H)-yl)methanone; 

Methyl 2-(5-(2-fluoro-6- H-1,2,3-triazol-2-yl)benzoyl)hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl)-4-(trifluo methyl)pyrimidine-5-carboxylate; 

15 2-( 5-(2-FI uoro-6-(2 H-1 ,2 ,3-tri ol-2-yl )benzoyl )h exahyd ropyrrol o[3,4-c] pyrrol-

2( 1 H)-yl)-4-(trifluoromethyl)pyri · ine-5-carboxylic acid; 

(2-(4H-1,2,4-Triazol-4-yl}phenyl}(5- ,6-dimethylpyrimidin-2-

yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H l)methanone; 

2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)be oyl)hexahydropyrrolo[3,4-c]pyrrol-

20 2(1 H)-yl)-6-methylpyrimidine-4-carboxylic a "d; 

(4,5-Difluoro-2-(4H-1,2,4-triazol-4-yl)phenyl)(5- 4,6-dimethylpyrimidin-2-

yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)methan e; 

( 5-( 4,6-Dimethylpyrim id in-2-yl )hexahydropyrrolo[3,4- pyrrol-2( 1 H )-yl)(3-methyl-

2-( 1 H-1,2,3-triazol-1-yl)phenyl)methanone; 

25 2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)benzoyl)hexahydro rrolo[3,4-c]pyrrol-

2(1 H)-yl)-N,N,6-trimethylpyrimidine-4-carboxamide; 

2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)benzoyl)hexahydropyrrol 3,4-c]pyrrol-

2(1 H)-yl)-N,N-dimethyl-4-(trifluoromethyl)pyrimidine-5-carboxamid · 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-

30 yl )(mesityl)methanone; 

(2,3-Difluorophenyl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl)methanone; 
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(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(4-

methoxy-2-(pyrimidin-2-yl)phenyl)methanone; 

(2,3-Dimethoxyphenyl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl)methanone; 

5 5-{4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2{1 H)-yl)(2-

(t · luoromethoxy)phenyl)methanone; 

[5-( , -Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(6-methyl-

2-[1,2, triazol-2-yl-pyridin-3-yl)-methanone; 

(5-(4,6-Di ethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(2-

10 methoxy-4- thylphenyl)methanone; 

(5-(4,6-Dimeth yrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(4-

methoxy-2-methy henyl)methanone; 

(2,6-Difluorophenyl) -(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-

c]pyrrol-2{1 H)-yl)meth one; 

15 2-[5-{[2-Fluoro-6-(2H-1,2, -triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-

c]pyrrol-2( 1 H)-yl]-6-methylp imidine-4-carbonitrile; 

2-[4,6-Bis(trifluoromethyl)pyrim in-2-yl]-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-

yl)phenyl]carbonyl}octahydropyrr. o[3,4-c]pyrrole; 

2-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2- l)phenyl]carbonyl}hexahydropyrrolo[3,4-

20 c]pyrrol-2(1 H)-yl]-6-methylpyrimidin-4- · 

(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl) -(4-(furan-2-yl)-6-methylpyrimidin-2-

yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)m hanone; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(3-fluoro-2-p 'midin-2-

ylphenyl)carbonyl]octahydropyrrolo[3,4-c]pyrrole; 

25 2-(4,6-Dimethylpyrimidin-2-yl)-5-{[3-iluoro-2-(1 H-py zol-5-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-{[3-methoxy-2-(2H-1,2,3- iazol-2-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(4,6"Dimethylpyrimidin-2-yl)-5-{[3-methoxy-2-(1 H-1,2,3-triaz -1-

30 yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-( 4,6-Dimethylpyrimidin-2-yl)-5-{[3-fluoro-2-(1 H-1 ,2,3-triazol-1-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 
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2-(4,6-Dimethylpyrimidin-2-yl)-5-{[4-methoxy-2-(2H-1,2,3-triazol-2-

yl )phenyl]carbonyl}octahydropyrrolo[3, 4-c] pyrrol e; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-{[4-methoxy-2-(1 H-1,2,3-triazol-2-

l)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

5 2 5-Fluoro-4-methylpyrimidin-2-yl)-5-{[2-(2H-1,2,3-triazol-2-

yl)p nyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(2-C ro-5-fluoropyrimidin-4-yl)-5-{[2-(2H-1,2,3-triazol-2-

yl )phenyl] rbonyl}octahydropyrrolo[3,4-c ]pyrrole; 

2-(5-Fluorop imidin-2-yl)-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-

1 O yl)phenyl]carbo l}octahydropyrrolo[3,4-c]pyrrole; 

2-(5-Fluoro-4-metli lpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-

yl)phenyl]carbonyl}oc hydropyrrolo[3,4-c]pyrrole; 

2-{[2-Fluoro-6-(2H-1,2,3- iazol-2-yl)phenyl]carbonyl}-5-(4,5,6-

trimethylpyrimidin-2-yl)octa dropyrrolo[3,4-c]pyrrole; 

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

yl)phenyl]carbonyl}octahydropyrr o[3,4-c]pyrrole; 

2-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl) enyl]carbonyl}-5-(4-methoxy-6-

methylpyrimidin-2-yl)octahydropyrrolo[ 4-c]pyrrole; 

2-(4-Ethyl-6-methylpyrimidin-2-yl)-5-{[2-flu ro-6-(2H-1,2,3-triazol-2-

20 yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]py ole; 

2-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]cartl nyl}-5-[4-methyl-6-(1-

methylethyl)pyrimidin-2-yl]octahydropyrrolo[3,4-c] rrole; 

2-[4-Methyl-6-(1-methylethyl)pyrimidin-2-yl]-5-{[2-(2H ,2,3-triazol-2-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

25 2-{[5-(1-Methylethyl )-2-(2H-1,2,3-triazol-2-yl)phenyl]carbon l}-5-[4-methyl-6-(1-

methylethyl)pyrimidin-2-yl]octahydropyrrolo[3,4-c]pyrrole; 

2-(4-tert-Butyl-6-methylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1,2,3-tn zol-2-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(4-Cyclopropyl-6-methylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1,2,3-triaz 1-2-

30 yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-(4-methyl-1,3,5-tria ·n-

2-yl)octahydropyrrolo[3,4-c]pyrrole; 
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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-( 4 H-1,2 ,4-Triazol-3-yl )phenyl] carbonyl}-5-( 4,5,6-trimethyl pyrim idin-2-

yl )octahydropyrrolo[3,4-c] pyrrol e; 

5 -(4,6-Dimethylpyrimidin-2-yl)-5-{[2-(3-methyl-1,2,4-oxadiazol-5-

yl) henyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(4, Dimethylpyrim idin-2-yl )-5-{[2-(1-methyl-1 H-1,2 ,4-triazol-5-

yl )phen carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(4,6-Dim thylpyrimidin-2-yl)-5-{[2-(1-methyl-1 H-1,2,4-triazol-3-

10 yl)phenyl]car nyl}octahydropyrrolo[3,4-c]pyrrole; 

2-{[2-(3-Methyl- 2,4-oxadiazol-5-yl)phenyl]carbonyl}-5-(4,5,6-

trimethylpyrimidin- -yl)octahydropyrrolo[3,4-c]pyrrole; 

2-(5-Fluoro-4-methyl rimidin-2-yl)-5-{[2-(3-methyl-1,2,4-oxadiazol-5-

yl)phenyl]carbonyl}octa dropyrrolo[3,4-c]pyrrole; 

15 2-{[2-(1-Methyl-1 H-1,2,4-tn zol-3-yl)phenyl]carbonyl}-5-(4,5,6-

trimethylpyrimidin-2-yl)octahy opyrrolo[3,4-c]pyrrole; 

2-(5-Fluoro-4-methylpyrimidin-2- 1)-5-{[2-(1-methyl-1 H-1,2,4-triazol-3-

yl)phenyl]carbonyl}octahydropyrrol 3,4-c]pyrrole; 

2-[5-{[2-Fluoro-6-(2H-1,2 ,3-triazol-2-y henyl]carbonyl}h exahydropyrrolo[3,4-

20 c]pyrrol-2(1 H)-yl]-4-methyl-6,7-dihydro- -cyclopenta[d]pyrimidine; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-{[3-fluoro- (3-methyl-1,2,4-oxadiazol-5-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyr le; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-{[2-fluoro-6-{3- thyl-1,2,4-oxadiazol-5-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

25 2-(5-Chloro-4-methylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H- ,2,3-triazol-2-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(5-Chloro-4,6-dimethylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1, ·,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-oxa iazol-5-

30 yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

4-Methyl-2-[5-{[2-{ 3-methyl-1 ,2,4~oxadiazol-5-

yl )ph enyl]carbonyl}hexa hydropyrrolo[3 ,4-c ]pyrrol-2 { 1 H)-yl]-6,7-dihydro-5 -

cyclopenta[d]pyrimidine; 
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2-(5-Chloro-4,6-dimethylpyrimidin-2-yl)-5-{[2-(1-methyl-1 H-1,2,4-triazol-3-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(5-Chloro-4-methylpyrimidin-2-yl)-5-{[2-( 1-methyl-1 H-1,2,4-triazol-3-

yl )phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

5 -(5-Ethyl-4,6-dimethylpyrimidin-2-yl}-5-{[2-{1-methyl-1 H-1,2,4-triazol-3-

yl) enyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-{[3- H-1,2,3-Triazol-2-yl)pyridin-2-yl]carbonyl}-5-(4,5,6-trimethylpyrimidin-2-

yl)octah ropyrrolo[3,4-c]pyrrole; 

2-(5-Chloro 4,6-dimethylpyrimidin-2-yl)-5-{[3-(2H-1,2,3-triazol-2-yl)pyridin-2-

10 yl]carbonyl}oc hydropyrrolo[3,4-c]pyrrole; 

2-(5-Fluoro-4,6- · ethylpyrimidin-2-yl)-5-{[3-(2H-1,2,3-triazol-2-yl)pyridin-2-

pyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethylpyrimi ·n-2-yl)-5-(9H-fluoren-4-ylcarbonyl}octahydropyrrolo[3,4-

c]pyrrole; 

15 [5-(4,6-Dimethyl-pyrimidin- 1)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(5-

[1,2,3]triazol-2-yl-benzo[1,3]di ol-4-yl)-methanone; 

[5-( 4 ,6-Dimethyl-pyri mid in-2-yl )-h xahydro-pyrrolo[3 ,4-c ]pyrrol-2-yl]-(8-

[ 1 ,2,3]triazol-2-yl-na phtha len-1-yl)- thanone; 

[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexah ro-pyrrolo[3,4-c]pyrrol-2-yl]-(4-

20 [1,2,3Jtriazol-1-yl-pyridin-3-yl)-methanone, 

(5-tert-Butyl-2-methoxy-phenyl)-[5-(4,6-dime yl-pyrimidin-2-yl)-hexahydro­

pyrrolo[3,4-c]pyrrol-2-yl]-methanone; 

[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrol 3,4-c]pyrrol-2-yl]-(1-

[1,2,3]triazol-2-yl-naphthalen-2-yl)-methanone; 

25 [5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4- 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- l)-hexahydro­

pyrrolo[3,4-c]pyrrol-2-yl]-methanone; 

(3,4-Dihydro-2H-benzo[b] [1,4 ]dioxepi n-6-yl )-[5-( 4 ,6-dimethyl-pyri_ · d in-2-yl )-

30 hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)( uoro-

2-(6-methylpyridin-2-yl)phenyl)methanone; 
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[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(6-methyl-

2-[1,2,3]triazol-1-yl-pyrid in-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 5-( 4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(3-

m thoxy-naphthalen-2-yl)-methanone; 

[5-(4, -Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(8-

[1,2,3]t · zol-2-yl-naphthalen-1-yl)-methanone; 

[5-(4,6-Di ethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(1-

10 methoxy-nap thalen-2-yl)-methanone; 

(4,5-Dimethoxy -[1,2,3]triazol-1-yl-phenyl )-[5-(4,6-dimethyl-pyrimidin-2-yl )­

hexahydro-pyrrolo ,4-c]pyrrol-2-yl]-methanone; 

(4,5-Dimethoxy-2-[1, 3]triazol-2-yl-phenyl)-[5-(4,6-dimethyl-pyrimidin-2-yl)­

hexahydro-pyrrolo[3,4-c yrrol-2-yl]-methanone; 

15 (5-(4,6-Dimethylpyrimidin- l)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-y1)(4-fluoro-

2-(4-methylpyridin-2-yl)pheny methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)h ahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-

propoxypyrid in-2-yl )methanone; 

(3-Propoxypyrid in-2-yl)( 5-(5-(trifluoro thyl)pyrimidin-2-

20 yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-y 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydrop olo[3,4-c]pyrrol-2(1 H)-yl)(4-fluoro-

2-(3-fluoropyridin-2-yl)phenyl)methanone; 

(3-Propoxypyridin-2-yl)(5-(quinoxalin-2-yl)hexah ropyrrolo[3,4-c]pyrrol-2(1 H)­

yl)methanone; 

25 2-(5-([1, 1 '-Biphenyl]-2-ylsulfonyl)hexahydropyrrolo[3,4 ]pyrrol-2( 1 H)­

yl)quinoxaline; 

2-[(2,6-Dimethoxyphenyl)carbonyl]-5-[5-(trifluoromethyl)pyri ·n-2-

yl]octahydropyrrolo[3,4-c]pyrrole; 

(2,6-Dimethoxyphenyl)(5-(5-(trifluoromethyl)pyrimidin-2-

30 yl)hexahyd ropyrrolo[3,4-c ]pyrrol-2( 1 H )-yl)methanone; 

(2,6-Dimethoxyphenyl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo 

c]pyrrol-2(1 H)-yl)methanone; 
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(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-

methylfuran-2-yl)methanone; 

2-[(3-Methylfuran-2-yl)carbonyl]-5-[5-(trifluoromethyl)pyridin-2-

yl]octahydropyrrolo[3,4-c]pyrrole; 

5 Methylfuran-2-yl)(5-(5-(trifluoromethyl)pyrimidin-2-yl)hexahydropyrrolo[3,4-

c] rrol-2(1 H)-yl)methanone; 

(3-M ylfuran-2-yl)(5-(quinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrolc2(1 H)­

yl)meth one; 

2-([1, 1 '-Bip enyl]-2-ylsulfonyl)-5-(5-(trifluoromethyl)pyridin-2-

1 O yl)octahydrop rolo[3,4-c]pyrrole; 

2-([1, 1 '-Biphenyl -ylsulfonyl)-5-(5-(trifiuoromethyl)pyrimidin-2-

yl)octahydropyrrolo ,4-c]pyrrole; 

2-([1, 1'-Biphenyl]-2-yls lfonyl)-5-(4,6-dimethylpyrimidin-2-

yl)octahydropyrrolo[3,4-c yrrole; 

15 2-(4,6-Dimethylpyrimidin-2- -5-((2-

methoxyphenyl )su lfonyl )octah ropyrrolo[3,4-c ]pyrrole; 

2-((2-Methoxyphenyl)sulfonyl)-5-( -(trifiuoromethyl)pyrimidin-2-

yl)octahydropyrrolo[3,4-c]pyrrole; 

2-((2-Methoxyphenyl)sulfonyl)-5-(5-(trifi oromethyl)pyridin-2-

20 yl)octahydropyrrolo[3,4-c]pyrrole; 

2-(5-((2-Methoxyphenyl)sulfonyl)hexahydrop rolo[3,4-c]pyrrol-2(1 H)­

yl)quinoxaline; 

(3,6'-Dimethyl-[2,3'-bipyridin]-2'-yl)(5-(quinoxalin-2- l)hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl)methanone; 

25 (3,6'-Dimethyl-[2,3'-bipyridin]-2'-yl)(5-(5-(trifiuoromethyl) rimidin-2-

yl)hexahydro pyrrolo [3,4-c] pyrrol-2( 1 H )-yl)m ethanone; 

(3,6'-Dimethyl-[2,3'-bipyridin]-2'-yl)(5-(5-(trifluoromethyl)pyridin -

yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)- (4-fluoro-

30 2-(pyridin-2-yl)phenyl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3- oro-

2-(pyridin-2-yl)phenyl)methanone; 
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[2,3'-Bipyridin]-2'-yl(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-

2(1 H)-yl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(4-fluoro-

2-(oxazol-2-yl)phenyl)methanone; 

5 -(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-fluoro-

2- -methylpyridin-2-yl)phenyl)methanone; 

(5-(4, -Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-fluoro-

2-(3-me ylpyridin-2-yl)phenyl)methanone; 

(2-(3-Chlor yridin-2-yl)-3-fluorophenyl)(5-(4,6-dimethylpyrimidin-2-

1 O yl)hexahydro rrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

(5-(4,6-Dimethyl rimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-fluoro-

2-(4-methylpyridin- yl)phenyl)methanone; 

(5-(4,6-Dimethylpyrim in-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-y1)(3-fluoro-

2-(5-methylpyridin-2-yl)p nyl)methanone; 

15 (5-(4,6-Dimethylpyrim idin-2 l)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-fluoro-

2-(3-fl uoropyridin-2-yl)phenyl) ethanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)he hydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-fluoro-

2-(oxazol-2-yl)phenyl)methanone; 

2-(5-Fluoro-4-methylpyrimidin-2-yl)-5- -methoxy-2-(2H-1,2,3-triazol-2-

20 yl)phenyl]carbonyl}octahydropyrrolo[3,4-c yrrole; 

2-(5-Chloro-4-methylpyrimidin-2-yl)-5-{[4-me oxy-2-(2H-1,2,3-triazol-2-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrr ; 

2-(5-Fluoro-4,6-dimethylpyrimidin-2-yl)-5-{[4-meth y-2-(2H-1,2,3-triazol-2-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

25 2-(4,5-Dimethylpyrimidin-2-yl)-5-{[4-methoxy-2-(2H-1,2, -triazol-2-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-[(3-Propoxypyridin-2-yl)carbonyl]-5-[5-(trifluoromethyl)pyri -2-

yl]octahydropyrrolo[3,4-c]pyrrole; 

2-{4,6-Bis[(2H3)methy1](2H)pyrimidin-2-yl}-5-{[2-fluoro-6-(2H-1,2,3 riazol-2-

30 yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-{4,6-Bis[(2H3)methyl](2H)pyrimidin-2-yl}-5-{[3-fluoro-2-(3-methyl-1,2, 

oxadiazol-5-yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 
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2-{4,6-Bis[(2H3)methyl)(2H)pyrimidin-2-yl}-5-{[4-methoxy-2-(2H-1,2,3-triazol-2-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c)pyrrole; 

2-(5-Ethyl-4,6-dimethylpyrimidin-2-yl)-5-{[3-(2H-1,2,3-triazol-2-yl)pyridin-2-

yl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

5 ( 4,6-Dimethylpyrim idin-2-yl)-5-{[3-(3-methyl-1,2,4-oxadiazol-5-yl)pyrid in-2-

yl]c bonyl}octahydropyrrolo[3,4-c]pyrrole; 

(5-(6, ifluoroquinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-fluoro-

2-(pyrimi ·n-2-yl)phenyl)methanone; 

(5-(6,7-Diflu oquinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-fluoro-

1 O 2-(pyrimidin-2- phenyl)methanone; 

(5-(6,7-Difluoroqu oxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(4-

methoxy-2-(2H-1,2, riazol-2-yl)phenyl)methanone; 

(5-(6-(Dimethylamino)p imidin-4-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(4-

methoxy-2-(2H-1,2,3-triaz -2-yl)phenyl)methanone; 

15 ( 5-(6-(Dimethylamino )-2-met lpyrimidin-4-yl)hexahydropyrrolo[3 ,4-c]pyrrol-

2(1 H)-yl)(4-methoxy-2-(2H-1,2, triazol-2-yl)phenyl)methanone; 

(5-(6-(Dimethylamino)-2-methylpy · idin-4-yl)hexahydropyrrolo[3,4-c)pyrrol-

2(1 H)-yl)(3-fluoro-2-(pyrimidin-2-yl)pH nyl)methanone; 

(5-(6-(Dimethylamino)pyrimidin-4-yl)hex hydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-

20 fluoro-2-(pyrimidin-2-yl)phenyl)methanone; 

(3-Fluoro-2-(pyrimidin-2-yl)phenyl)(5-(5-fluoro ,6-dimethylpyrimidin-2-

yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)metha ne; 

( 5-( 5-Chloro-4, 6-dim ethyl pyrim idin-2-yl )hexahydrop rrolo[3,4-c]pyrrol-2( 1 H)­

yl )(3-fl uoro-2-(pyrim id in-2-yl )phenyl )methanone; 

25 ( 5-( 5-Chloro-4-methylpyrimid in-2-yl)hexahydropyrrolo[3, · c]pyrrol-2(1 H )-yl)(3-

fluoro-2-(pyrimidin-2-yl )phenyl)methanone; 

(3-Fluoro-2-(pyrimidin-2-yl)phenyl)(5-(5-fluoro-4-methylpyrimi -2-

yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

(5-(4,5-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)- (3-fluoro-

30 2-(pyrimidin-2-yl)phenyl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c)pyrrol-2(1 H)-yl)(5-f oro-

2-(6-methylpyridin-2-yl)phenyl)methanone; 
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(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(5-fluoro-

2-(4-methylpyridin-2-yl)phenyl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(5-fluoro-

2-(5-methylpyridin-2-yl)phenyl)methanone; 

5 -(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(5-fluoro-

2- -fluoropyridin-2-yl)phenyl)methanone; 

(5-(4, -Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(5-fluoro-

2-(pyrid1 -2-yl}phenyl)methanone; 

(5-(4,6-Di thylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(4-fluoro-

10 2-(oxazol-2-y henyl)methanone; 

(5-(4,6-Dimethyl rimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(6-fluoro-

2-(6-methylpyridin- yl)phenyl)methanone; 

(5-(4,6-Dimethylpyrim in-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(6-fluoro-

2-(4-methylpyridin-2-yl)p enyl)methanone; 

15 (5-( 4,6-Dimethylpyrimidin-2 l)hexahydropyrrolo[3,4-c]pyrrol-2(1 H )-yl}(6-fluoro-

2-(5-methylpyridin-2-yl )phenyl ethanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)he ahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(6-fluoro-

2-(3-fluoropyridin-2-yl)phenyl)meth one; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahy opyrrolo[3,4-c]pyrrol-2(1 H)-yl)(6-fluoro-

20 2-(pyridin-2-yl)phenyl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropy olo[3,4-c]pyrrol-2(1 H)-yl)(6-fluoro-

2-(oxazol-2-yl)phenyl)methanone; 

(3,6'-Dimethyl-[2,3'-bipyridin]-2'-yl)(5-(quinoxalin- l)hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl)methanone; and 

25 [5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4- pyrrol-2-yl]-(2-fluoro-6-

[1,2,3]triazol-2-yl-phenyl)-methanone•HCl•1.65H20. 

30. A pharmaceutical composition for treating a disease, disor r or medical 

condition mediated by orexin activity comprising: 

30 (a) an effective amount of at least one chemical entity selecte from 

compounds of Formula (I): 
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Formula (I) 

wh ein: 

R1 is a ember selected from the group consisting of: 

5 A) henyl substituted or unsubstituted with one or two Ra members and 

10 

15 

20 

25 

s stituted in the ortho position with Rb; 

Ra is dependently selected from the group consisting of: -H, halo, -

C1-4 kyl, -C14alkoxy, and -N02, wherein two adjacent Ra 

members y come together to form a six membered aromatic ring; 

Rb is a memb selected from the group consisting of: 

a) halo, -C1 alkoxy, -C14alkyl,-CF3, -OCF3, or-CN; 

b) 5-membere heteroaryl ring containing one oxygen or one 

sulfur member · 

c) 5-6 membered h eroaryl ring containing one, two or three 

nitrogen members, tionally containing one oxygen member, 

substituted or unsubsti led with halo or-C14alkyl; and 

d} phenyl substituted or uns stituted with halo, -CH3, or -CF3; 

B) pyridine substituted or unsubstitute with one or two Rc members 

and substituted with Rd, wherein Rd is ositioned adjacent to the 

point of attachment by R1; 

Rc is C14alkyl; 

Rd is a member selected from the group consis · g of: 

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

consisting of: 1 H-1,2,3-triazol-1-yl, 2H-1,2,3-t ·azol-2-yl, 1 H­

pyrazol-5-yl, 3-methyl-1,2,4-oxadiazol-5-yl, pyri · yl, 3-methyl­

pyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl)-1 H-pyraz 1-5-yl), 

phenyl, and pyrimidin-2-yl; and 

b) -CF3, -Br, and -C14alkoxy; 

C) 5-membered heteroaryl ring selected from the group consisting o . -

methyl-1,3-thiazol-yl, 1 H-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, cinnoline; 

3-(1 H-pyrrol-1-yl)thiophen-2-yl, 8-[1,2,3]-triazol-2-yl-naphthalen-1-yl, 

2,3-dihydro-1,4-benzodioxin-5-yl, 1 H-indol-7-yl, 4-fluoronaphthalen-1-

yl, and naphthalen-1-yl; 

R2 is a m mber selected from the group consisting of: 

mbered heteroaryl ring containing two nitrogen members 

substi ted with one or more members independently selected from 

the grou onsisting of: halo, -C1-ialkyl, -CD3, -D, -C14alkoxy, 

cyclopropyl, orpholin-2-yl, -C02C1-ialkyl, -C02H, -CH20H, -

C{O)N(C1-1alk 2, -CF3, -CN, -OH, -N02, -N(C1-ialkyl)2, phenyl, 

furan-2-yl, thioph_ -2-yl, 1H-pyrazol-4-yl, and pyrrolidin-1-yl; 

B) pyridine substituted ith one or two members independently selected 

from the group consisti of halo, -C1-1alkyl, -C1-ialkoxy, and -CF3; 

C) 9-membered heteroaryl ri . selected from the group consisting of: 
. ' 

benzooxazol-2-yl, 2-methylp imidin-4(3H)-one, 6-fluoro-1,3-

benzothiazole, 1,3-benzothiazo 6-methoxy-1,3-benzothiazole, 6-

methyl-1,3-benzothiazole, 6-chloro enzothiazol-2-yl, and 4-methyl-

6,7-dihydro-5H-cyclopenta[d]pyrimidi ; 

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

quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6, -difluoroquinoxalin-2-yl, 

3-(trifluoromethyl)quinoxaline, quinoline,;1,-me ylquinoline, and 6-

fluoroquinazolin-2-yl; and 

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

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

(b) at least one pharmaceutically acceptable el<pipient. 

31. A pharmaceutical composition comprising and effective amount of at ast 

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(!): 

wherein: 

R 1 is a mem er selected from the group consisting of: 

A) phen substituted or unsubstituted with one or two Ra members and 

subst!lu d In the ortho position with Rb; 

Ra is indep dently selected from the group consisting of: -H, halo, -

Ct-4alkyl, - 1-4alkoxy, and -N02, wherein two adjacent Ra 

members may e together to farm a six membered aromatic ring; 

Rb is a member sel · ted from the group consisting of: 

a) halo, -C1.4alko , -C1..ialkyl,-CF3, -OCF3, or -CN; 

b) 5-membered hete aryl ring containing one OXYgen or one 

sulfur members; 

c) 5-6 membered heteroa I ring containing one, two or three 

nitrogen members, option ly containing one oxygen member, 

substituted or unsubstituted 'th halo or ·C1-<1aikyl; and 

d) phenyl substituted or unsubstitu d with halo, -CH3, or-CF.; 

B) pyridine substituted or unsubstituted with ne or two R0 members 

and substituted with Rd, wherein Rd is positi ed adjacent to the 

point of attachment by R1; 

R0 is C1-<1alkyl; 

·Rd is a member selected from the group consisting of: 

a) 5-6 membered heteroaryl ring $elected from the oup 

consisting of: 1H-1,2,3-triazof-1-yl, 2H-1,2,3-triazol- yl, 1 H-

. · pyrazol-5-yl, ·3-methyi-1,2,4"oxadiazol"5-yl; pyridinyl, 3 ethyl-
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pyridin-2-y!; 1-(tetrahydro-2H-pyran-2-yl)-1 H-pyrazol-5-yl), 

phenyl, and pyrimidin-2-yl; and 

b) -CFs, -Br, and-C1-1alkoxy; 

C) 5-membered heteroaryl ring selected from the group consisting 

of; 2-methyJ-1,3-thiazol-yl, 1H-pyrazol-5-yl, oxazole, isoxazolyl, 

thlophen-2-yl, and furan-2-yJ, 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-tluorene, quinoline, 

innoline; 3-(1 H-pyrrol-1-yl)thiophen-2-yl, 8-[1,2,3]-triazol-2-yl­

na htha!en-1-yl, 2,3-dihydro-1,4-benzodloxin-5-yl, 1 H-lndol-7-yl, 

4-tlu onaphthalen-1-yl, and naphthalen-1-yl; 

R2 is a member selec d from the group consisting of: 

A) 6-membered he roaryl ring containing two nitrogen members 

substituted with on or more members independently selected fi"om 

the group consisting : halo, -C1-4alkyl, -CD3, -D, -C1-4alkoxy, 

cyclopropyl, morpholin- l, -C02CHalkyl, -C02H, -CH20H, -

C(O)N(C1-<1alkyl)2, -CFs, -C ; -OH, -N02, -N(C1-4alkyl)2, phenyl, 

furan-2-yl, thiophen-2-yl; 1H- razol-4-yl, and pyrrolidin-1-yl; 

B) pyridine substituted with one or o members Independently selected 

from the group consisting ot. halo, 14alkyl, -C14alkoxy, and -CFs; 

C) 9-membered heteroaryl ring selected om the group consisting of: 

benzooxazol-2-yl, 2-methylpyrimidin-4(3 -one, 6-tluoro-1,3-

benzothiazole, 1,3-benzothiazole, 6-metho -1,3-benzothiazole, 6-

methyl-1,3-benzothiazole, 6-chloro-benzothia 1-2-yl, and 4-methyl-

6,7-dihydro-5H-cyclopenta[d]pyrimidine; 

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

quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6,7-difluoroq · oxalin-2-yl, 

3-(trifluoromethyl)quinoxaline, quinoline, 4-methylquinolin , and 6-

fluoroquinazolin-2-yl; and 

E) 4-methyl-1,3,5-triazin-2-yl; 
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and pharmaceutically acceptable salts of compounds of Formula {J), and at 

feast one pharmaceutically acceptable excipient for use in the treatment 

a disease, disorder, or medical condition mediated by 
or in receptor activity .• 

33. At leas ne chemical entily selected from compounds of Fonnula(I): 

0 

wherein: 

R1)l._~)-_., 
'---<.._.,.kR2 
Fc.ir.ula (J) 

R1 is a member selected from th group consisting of: 

A) phenyl substituted or uns bstituted with one or two Ra members and 

substituted in the art/lo pos n with R0
; 

R" is independently selected fro the group consisting of: -H, halo, -

c 1-4alkyl, -CHalkoxy, and -N wherein two adjacent R" 

members may come together to form six membered aromatic ring; 

Rb is a member selected from the group onsisting of: 

a) halo, -C1.4alkoxy, -C14alkyl,-CFs, - F3, or -CN; 

b) 5-membered heteroary! ring con!ainin one oxygen or one 

sulfur members; 

c) 5-6 membered heteroaryl ring containing on , two or three 

nitrogen members, optionally containing one o gen member, 

substituted or unsubstituted with halo or-C1..:alky and 

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

B) pyridine substituted or unsubstituted with one or two R0 memtl rs 

and substituted with Rd, wherein Rd is positioned adjacent to the 

point of attachment by R1
; 

R0 is C14alkyl; 

Rd is a member selected from the group consisting of: 

a) 5·6 membared heteroaryl ring selected from the group 

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

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

phenyl, and pyrimidin-2-yl; and 

b) -CF3, -Br, and-C,""alkoxy; 

C) 5-membered heteroaryl ring selected from the group consisting 

of: 2~rnethyl-1,3-thlazol-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 

) 5-13 membered aryl or heteroaryl ring selected from the group 

consisting of: 3-methylfUran-2-yl, 9H-fluorene, quinoline, 

c1 noline; 3-(1 H-pyrrol-1-yl)thiophen-2-yl, 8-[1,2,3]-triazol-2-yl­

nap alen-1-yl, 2,3-dihydro-1,4-benzodioxin-5-yl, 1 H-indol-7-y!, 

4-fluor aphthalen-1-yl, and naphthalen-1-yl; 

R2 is a member selecte rem the group consisting of: 

A) 6-membered hete aryl ring containing two nitrogen members 

substituted with one more members independently selected rrom 

the group consisting of: alo, -C1-1alkyl, -CDs, -D, -C1..;alkoxy, 

cyclopropyl, morpholln-2-y, -C02CMalkyl, -C02H. -CH20H, -

C(O)N(C1.4alkyl)2, -CFs, -CN, H, -N02, -N(C,..,alkyl)2, phenyl, 

furan-2-yl, thlophen-2-yl, 1 H-pyr ol-4-yl, and pyrrolidin-1-yl; 

B) pyridine substituted with one or tw embers independently selected 

from the group consisting of: halo, -c1 all<yl, -C,..,alkoxy, and -CF3; 

C) 9-membered heteroaryl ring selected fro the group consisting of: 

benzooxazol-2-yl, 2-methylpyrimidin-4(3H)- e, 6-ffuoro-1,3-

benzothiazole, 1,3-benzothiazole, 6-methoxy-. 3-benzothiazole, 6-

methyl-1,3-benzothiazole, 6-chloro-benzothiazol- -yJ, and 4-methyl-

6,7-dihydro-5H-cyclopenta[d]pyrimldine; 

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

quinoxa!ln-2-yl, 3-methylquinoxalin-2-yl, 6,7-difluoroquin alin-2-yl, 

3-(trif!uoromethyl)quinoxaline, quinoline, 4-methylquinoline, d 6-

f!uoroquinazolln-2-yl; and 

E) 4-methyl-1,3,5-triazin-2-yl; 
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and pharmaceutically acceptable salts of compounds of Formula (J), and at 
I st one pharmaceutically acceptable excipient for use rn the treatment 
of a isease, disorder, or medical condition wherein the disease, disorder. 
or me · al condition ts selected from the group consisting of: disorders of the 
sleep-wa cycle, insomnia, restless legs syndrome, jet-Jag, disturbed sleep, sleep 
disorders s ondary to neurological disorders, manias, depressions, manic 
depression, sc zophrenia, pain syndromes, fibromya!gia, neuropa!hio pain , 
catatonia, Parkin n's disease, Tourette's syndrome, anxiety, delirium, 
dementias, overwelg tor obesity and conditions related to overweight or 
obesity, insulin resistan , type JI diabetes, hyperlipidemia, gallstones, angina, 
nypertenslon, breathlessn s, tachyoardia, infertility, sleep apnea, back and 
joint pain, varicose veins, osl arthritis, hypertension, taol1ycardia, arrhythmias, 
angina pecloris, acute heart fail e, ulcers, irritable bowel syndrome, diarrhea 
and gastroesophageal reflux. 

34. At least one chemical entity selecte rom compounds of Formula(!): 

~~= . 
R1 is a member selected from the group consisting of: 

A) phenyl substituted or unsubstituted with one or tw Ra members and 
substituted in the ortho position with Rb; 

Ra is independently selected from the group consisting o · -H, halo, -
C1-4alkyl, -C1-4alkoxy, and -N02, wherein two adjacent a 

members may come together to form a six membered aromati ring; 
Rb is a member selected from the group consisting of; 

a) halo, -C1.4alkoxy, -C1-1alkyl,-CF3, -OCFa, or-CN; 
b) 5-membered heteroaryl ring containing one oxygen or one 

sulfur members; 
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c) 5-6 membered heteroaryl ring containing one, two or three 

nitrogen members, optionally containing one oxygen member, 

substituted or unsubstituted with halo or -C14alkyl; and 

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

B) p "dine substituted or unsubstituted with one or two R0 members 

and bstituted with Rd, wherein Rd is positioned adjacent to the· 

pointo ttachment by R1; 

·Rd is a rnemb selected from the group consisting of: 

a) 5-6 mem ered heteroaryl ring selected from the group 

consisting · 1H-1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 1H­

pvrazol-5-vl, 3 ethvl-1,2,4-oxad!azol-5-yl, pyridinyl, 3-methyl-

pyridin-2-yl; 1-(te hydro-2H-pyran-2-yl)-1 H-pyrazol-5-yl). 

G) 5-membered heteroaryJ ring s lected from the group consisting 

of: 2-methyl-1,3-thiazol-yl, 1 H-p azol-5-yl, oxazole, isoxazolyl, 

thiophen-2-yl, and furan-2-yl, each bstituted with phenyl 

substituted or unsubstituted with -F; a 

D) 5-13 membered aryl or heteroaryl ring se cted from the group 

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

cinnoline; 3-(1 H-pyrrol-1-yl)thiophen-2-yl, 8-[1, 3]-triazol-2-yl­

naphthalen-1-yl, 2,3-dihydro-1,4-benzodioxin-5-y, 1 H-lndol-7-yl, 

4-fluoronaphthalen-1-yl, and naphlhalen-1-yl; 

R2 is a member selected from the group consisting of: 

A) 6-membered heteroaryl ring containing two nitrogen memlj rs 

substituted with one or more members independently selecte from 

the group consisting of: halo, -C1-4alkyl, -CD3, -D, -C1_4alkoxy, 

cyclopropyl, morpholin-2-YI. -C02C1-4alkyl, -C02H. -CH20H, -

C(O)N(C1-4alky1)2. -CFa, -CN, -OH, -N02, -N(C1-4alkyl)2, phenyl, 

furan-2-yl, thlophen-2-yl, 1H-pyrazol-4-yl, and pyrrolidin-1-yl; 
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B} pyridine substituted with one or two members independently selected 
from the group consisting of. halo, -C1-1alkyl, -C1.4alkoxy, and -CF3; 

C) 9-membered heteroaryl ring selected from the group consisting of: 
benzooxazol-2-yl, 2-methylpyrimidin-4(3HJ-one, 6-fluoro-1,3-
benzothiazole, 1,3-benzothiazo[e, 6-methoxy-1,3-benzothiazole, 6-
rnethyl-1,3-benzothiazole, 6-chforo-benzothiazol-2-yl, and 4-methyl-

' -dihydro-5H-cyclopenta[d]pyrlmidine; 

D} 10- embered heteroaryl ring selected from the group consisting of: 
quinox in-2-yl, 3-methylquinoxalin-2-yl, 6,7-difluoroquinoxalin-2-yl, 
3-(trifluor ethyl)quinoxaline, quinoline, 4-melhylquinotine, and 6-

fluoroquinaz in-2-y!; and 

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

and pharmaceutically acoep ble salts of compounds of Formula (J), and at 
least one pharmaceutically ace table excipient for use In the treatment 
of a disease, disorder, or medfca condition wherein the disease, disorder, 
or medical condiil6n is insomnia. 
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35. At leas! one chemical entity selected from compounds of Formula(!); 

wherein: 

R1 is a member leoted from the group consisting of: 

A) phenyl s stituted or unsubstituted with one or two R0 members and 

substituted Ille ortl10 position with Rb; 

R" is independ Uy selected from the group consisting of: -H, halo, -

CMalkyl, -C1. lkoxy, and -N02, wherein two adjacent R0 

members may come ogether to form a six membered aromatic ring; 

Rb is a member selecte from the group consisting of: 

a) halo, -C1-1a!koxy, • 1-4alkyl,-CFs. -OCF~. or-CN; 

b) 5-membered heteroa l ring containing one oxygen or one 

sulfur members; 

c) 5-6 membered heteraaryl • g containing one, lwoorthree 

nitrogen members, opt!onall ontaining one oxygen member, 

substitvted or unsubstitutei;l wit halo or -C1-1alkyl; and 

d) phenyl substituted or unsubstitute with halo, -CH3, or -CFs; 

B) pyridine substituted or unsubstituted with on or two R" members 

and substituted with Rd, wherein Rd is position adjacent to the 

point of attachment by R1; 

R0 is C1-4alkyl; 

Rd Is a member selectecl 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-y!, 1 H­

pyrazol-5-yl, 3-methyl-1,2,4-oxadiazol-5-yJ, pyrldinyl, 3-methyl-
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pyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl)-1 H-pyrazol-5-yl), 

phenyl, and pyninidln-2-yl; and 

b} -CFs. -Br, and-C1-ialkoxy; 

C) 5-membered heteroaryr 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 

substifuted or unsubstltuted with -F; and 

5-13 membered aryl or heteroaryl ring selected from the group 

· nsisting of: 3-methylruran-2-yl, 9H-iluarene, quinoline, 

cln line; 3-(1 H-pyrrol-1-yl)thiophen-2-yl, 8-[1,2,3]-triazol-2-yl­

napht Jen-1-yl, 2,3-dlhydro-1,4-benzodfoxfn-5-yl, 1H-indol-7-yl, 

4-iluoron htha/en-1-yf, and naphthalen-1-yl; 

R2 is a member selected m the group con$isting of: 

A) 6-membered hetero I ring containing two nitrogen members 

substituted with one or ore members independently selected from 

the group consisting of: h o, -Ci-'lalkyl, -CD3, -D, -C1-1alkoxy, 

cycf~propyl, morpholln-2:YI, 02C.1-4aJ~J, -C.O.zH, -CH20H, -

C(O)N(CHalkyl)2. -CFs • .:CN, - ' -N02, -N(C1-1alkyl)2, phenyl, 

furan-2-yl, thiophen-2-yf, 1H-pyra 1-4-yl, and pyrrolidin-1-yl; 

B) pyridine substituted with one or two mbers independently selected 

from the group consisting ot hara, ·CH yl, -Ci..ialkoxy, and ·CF3; 

C) 9-membered heteroaryl ring selected from e group consisting of: 

benzaoxazof-2-yl, 2-methylpyrimidin-4(3H)-on , 6-iluaro-1,3-

benzothiazole, 1,3-benzothiazole, 6-melhoxy-1, enzothiazole, 6-

methyi-1,3-benzothiazale, 6-chloro·benzolhlazol-2- and 4·methyl-

6,7-dihydro-5H-cyclopenta[d]pyrimidine; 

D) 1 o-membered heteroaryl ring selected from the group co istlng of: 

quinoxalin-2-yl, 3-methylquinoxalin-2·yl, 6,7-difluoroquinox ·n-2-yl, 

3-(trifJ.uoromethyl)quinoxallne, quinoline, 4-methylquinoline, an 6-

-fluoroquinazolin-2-yl; and 

E) 4-methyi-1,3,5-triazin-2-yl; 
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and pharmaceutically acceptable salts of compounds of Formula (1), and at 

least one pharmaceutloally acceptable excipient in the manufaclure 

fa medlcamentforthe treatment ofa disease, disorder, or medical 

co dition mediated by orexin receptor activity. 

36. Use according to aim 35, Wherein the disease, disorder, or medical 
condition is selected om the group consisting of; disorders of the sleep-wake 

cycle, insomnia, restles egs syndrome, jet-lag, disturbed sleep, sleep 

disorders secondary tone ological disorders, manias, depressions, manic 

depression, schizophrenia, p syndromes, fibromyalgia, neuropathic pain , 

catatonia, Parkinson's disease, urette's syndrome, anxiety, delirium, 

dementias, overweight or obesity a d conditions related to oveiweight or 

obesity, insulin resistance, type II dial:l tes, hyperlipldemia, gallstones, angina, 

hypertension, breathlessness, tachycar , Infertility, sleep apnea, back and 

joint pain, varicose veins, osteoarthritis, hy rtension, tachycardia, arrhyfhmfas, 

angina pectoris, acute heart failure, ulcers, irn bfe bowel syndrome, diarrhea 

and gastroesophageal reflux. 

37. Use according to Claim 35, wherein the disease, disor, r, or medical condition 

is insomnia. 
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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. Pepi, 

1999, 85(1 ), 25-30). Some effects of orexin on metabolism and appetite may be 

mediated in the gut, where, as mentioned, orexins after gastric motility and gastric 

5 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 II diabetes, hyperlipidemia, gallstones, angina, hypertension, breath­

lessness, tachycardia, infertility, sleep apnea, back and joint pain, varicose veins and 

10 osteoarthritis. 

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. 

lntracerebroventricularly administered orexins have been shown to increase 

15 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. 

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

20 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 

25 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., 

30 N-aroyl cyclic amine derivatives (International Publication No. W02003002561, 

January 9, 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): 

0 

R1)l_N-'"", 
L/\ 

"'\_,.-N,Rz 

Formula (I) 

5 wherein: 

10 

15 

R1 is a member selected from the group consisting of: 

A) phenyl substituted or unsubstituted with one or two Ra members, and 

substituted in the ortho position with Rb; 

Ra is independently selected from the group consisting of: -H, halo, - C1• 

4alkyl, -C1-4alkoxy, and -N02, wherein two adjacent Ra members may 

come together to form a six membered aromatic ring; Rb is a member 

selected from the group consisting of: 

a) halo, -C1-4alkoxy, -C1-4alkyl,-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 oxygen member, substituted or 

unsubstituted with halo or -C1-4alkyl; and 

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

20 B) pyridine substituted or unsubstituted with one or two Rc members and 

substituted with Rd, wherein Rd is positioned adjacent to the point of attach­

ment by R1 ; 

Rc is C1-4alkyl; 

Rd is a member selected from the group consisting of: 

25 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, 1 H- pyrazol-5-yl, 3-methyl-

1,2,4-oxadiazol-5-yl, pyridinyl, 3-methyl- pyridin-2-yl; 1-(tetrahydro-2H­

pyran-2-yl)-1 H-pyrazol-5-yl), phenyl, and pyrimidin-2-yl; and 
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Formula (II), and pharmaceutically active metabolites of compounds of Formula (I) or 

Formula (II). 

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 

5 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 (I) or Formula (II), pharmaceutically acceptable salts of 

compounds of Formula (I) or Formula (II), pharmaceutically acceptable prodrugs of 

compounds of Formula (I) or Formula (II), and pharmaceutically active metabolites of 

10 compounds of Formula (I) or Formula (II). 

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 14C), reaction kinetic studies (with, for example 2H 

15 or 3H), 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 18F or 11 C labeled compound may be particularly preferred for PET or 

an 1
123 for SPECT studies. 

20 An object of the present invention is to overcome or ameliorate at least one of 

25 

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 

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

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

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 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, "f'), ethyl (Et), n-propyl, isopropyl, butyl, isobutyl, sec-butyl, 

tert-butyl (!Bu), pentyl, isopentyl, lert-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 foregoing 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 "sulfonylalkyl" are analogous to alkoxy, replacing the 

terminal oxygen atom of alkoxy with, respectively, NH (or NR), S, and SO,. 

15 The term "cyano" refers to the group -CN. 

The term "cycloalkyl" refers to a saturated or partially saturated, monocyclic, 

fused polycyclic, or spiro polycyclic carbocycle having from 3 to 12 ring atoms per 

carbocycle. 

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

20 form of properly bonded moieties: 

[>' o,0.0.0.0.o .. 0.0.0 
a>. CO. CO. 0-). CO. 00. 
(l}, 0>.0>, tlJ. Lb.and b. 

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 to two oxo 
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groups on sulfur ring members. Illustrative entities, in the form of properly 

bonded moieties, include: 

The term "aryl" refers to a monocyclic, or fused or spire polycyclic, 

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 sp2 

hybridized.) Illustrative examples of aryl groups include the following moieties: 

OOo91 

O~~~ I~~ 
o '~ '~' • # # ,andthelike. 

The term "heteroaryl" refers to a monocyclic, fused bicyclic, or fused 

polycyclic 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. Illustrative examples of 

heteroaryl groups include the following entities, in the form of properly bonded 

moieties: 

co N ' 

~ 
~N, 

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 inorganic and organic acids, to form a 

pharmaceutically acceptable salt. 

5 Examples of pharmaceutically acceptable salts include sulfates, pyrosulfates, 

bisulfates, sulfites, bisulfites, phosphates, monohydrogen-phosphates, dihydrogen­

phosphates, metaphosphates, pyrophosphates, chlorides, bromides, iodides, 

acetates, propionates, decanoates, caprylates, acrylates, formates, isobutyrates, 

caproates, heptan-oates, propiolates, oxalates, malonates, succinates, suberates, 

10 sebacates, fumarates, maleates, butyne-1,4-dioates, hexyne-1,6-dioates, benzoates, 

chlorobenzoates, 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, 

15 naphthalene-2-sulfonates, and mandelates. 

When the compound of Formula (I) or Formula (II) 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 

20 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, 

hydroxymaleic acid, isethionic acid, succinic acid, valeric acid, fumaric acid, malonic 

acid, pyruvic acid, oxalic acid, glycolic acid, salicylic acid, oleic acid, palmitic acid, 

!auric acid, a pyrano-sidyl acid, such as glucuronic acid or galacturonic acid, an 

25 alpha-hydroxy acid, 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 laurylsulfonic acid, p-toluene-sulfonic acid, methanesulfonic acid, 

ethanesulfonic acid, any compatible mixture of acids such as those given as 

30 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. 

5 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, liquid 

preparations, or suppositories. Preferably, the compositions are formulated for 

10 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, emulsion, 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 

15 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, 

20 binding agents, lubricating 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, magnesium stearate, mannitol, and sorbitol. Exemplary liquid oral 

excipients include ethanol, glycerol, and water. Starch, polyvinyl-pyrrolidone (PVP), 

25 sodium starch glyco!ate, 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 

30 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 oil 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-

10 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. 

15 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 

20 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 multi-dose forms such as vials from which the appropriate 

25 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-

30 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(l)iodide, CS2C03 and N,N'-dimethyl­

cyclo-hexane-1,2-diamine; in a solvent such as DMF or dioxane, at temperatures 

5 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 1 H-[1,2,3]triazole thus accounting for 

the formation of two regioisomers. 

Alternatively, compounds of formula (Vlb) are prepared by the reaction of 

10 halobenzonitrile compounds of formula {Vil) 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 K2C03, at temperatures 

ranging from 100 °c to 130 ·c. 
Subsequent hydrolysis of the nitrile using a base such as aqueous Na OH, in 

15 a solvent such as methanol provides compounds of formula (Vlb). 

Compounds of formula (Vlb) are also prepared by the reaction of halobenzo­

nitrile compounds of formula (VII) with HET-Sn(alkyl)s, where HET-Sn(alkyl)s is a 

commercially available or synthetically accessible trialkyltinheteroaryl compound, in 

a solvent such as DME, in the presence of a palladium catalyst such as Pd(PPh3) 4, 

20 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 methanol provides compounds of formula (Vlb ). 

Compounds of formula {Vlb) are also prepared by the reaction of halobenzo-

25 nitrile compounds of formula (VII) 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 NaHC03, a palladium 

catalyst such as Pd{PPh3) 4, at temperatures ranging from 80 •c to the reflux 

temperature of the solvent. 

30 
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Subsequent hydrolysis using a base such as aqueous NaOH, in a solvent 

such as methanol provides compounds of formula (Vlb). 

Compounds of formula (I), where Rb2 is -I, are further elaborated to com­

pounds of formula (I), where Rb2 is HET, where HET is a 5-6 membered hetero-aryl 

5 ring containg one to three nitrogen atoms optionally containing one oxygen member. 

Reaction of compounds of formula (I), where Rb2 is -1, with HET-Sn(alkyl)3. where 

HET-Sn(alkylh 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(PPh3) , in the presence or absence of a catalytic amount of copper 

10 iodide, at temperatures ranging from 100'Cto160 'C, using conventional or 

microwave heating, provides compounds of formula (I). 

SCHEME B 

(XI) (Vic) 

15 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"2 is -H, halo, -C1- 4 alkyl, 

-C1-4 alkoxy, -CF3, or -N02, and where Xis C or N (with the proviso that only one X 

may be N) to one of formula (IX) under esterification conditions, for example by 

20 treating an alcohol solution of a compound of formula (IV) with an acid. In a preferred 

method the compound of formula (IV) is dissolved in a solvent such as MeOH and 

treated with H2S04 to afford a compound of formula (IX). 

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 

25 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)i and 

the amine base is triethylamine. 

A compound of formula (Vic) is obtained by reacting a compound of formula 

(X) with a compound Rb
2-CI, where Rb

2-CI is a suitable commercially available or 

5 synthetic-ally accessible 6-membered chloro-substituted heteroaryl compound, in the 

presence of a palladium catalyst, a base such as Na2C03, in a solvent such as 2-

methyl-tetrahydrofuran (2-methyl-THF), at temperatures ranging from room tem­

perature to 80 °C. 

In a preferred method the palladium catalyst is PdCl2(dppf)-dcm adduct, the 

10 base is Na2C03 and the solvent is 2-methyl-THF. A compound offormula (Vic) is 

obtained from a compound 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 

~MgBr 

F..J("N (XV) 

l!..NJ..CI 
15 

(XII) (Xllla) (XIVa) (XVla) 

HAL HAL R'Mg8r R' 
r~N ct,};]rfi:ition f"N (XV) r·~ l 

NJ,_CI NJ,_CI N'---OH 

(Xlllb) (XIVb) (XVlb) 

According to SCHEME C, substituted heteroaryl compounds R2CI of formula 

20 (XIVa) and (XVlb) are prepared from commercially available or synthetically 

accessible compounds of formula (Xllla) or (Xlllb). Pyrimidols of formula (Xllla) or 

formula (Xlllb) are commercially available or are prepared by reacting substituted 

alkyl malonates of formula (XII), where Re is halo, with urea in the presence of a 

base such as sodium ethoxide; in a suitable solvent such as ethanol, at temper-

25 atures between room temperature and the reflux temperature of the solvent. 

30 

Chlorination of commercially available pyrimidinols of formula (Xlllb) or 

synthetically accessible compounds of formula (Xllla) using a chlorinating agent such 

as oxalyl chloride; in a solvent such as CH2C'2. 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 (XIVb). 

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

elaborated. 

5 Chloropyrimidines of formula (XIVa) or (XIVb) are reacted with Grignard 

reagents (R9MgBr) of formula (XV); in the presence of a catalytic amount of 

_ Fe(acac)3, in a solvent such as Et20 at 0 °C, provides alkyl chloropyrimidines of 

formula (XVla) or (XVlb). 

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-benzyl-octahydro-pyrrolo[3,4-

15 c]pyrrole as a carbamate. In a preferred embodiment the carbamate is the tert-butyl­

carbamate (boc) which is introduced by treating 2-benzyl-octahydro-pyrrolo[3,4-c]­

pyrrole with di-tert-butyl-dicarbonate, in a solvent such as DCM, affording compound 

(XVII). 

Compound (XVIII) is obtained from treating compound (XVII) with hydrogen 

20 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 (XVIII) with a 

compound of formula R2CI, where R2 is as defined in formula (I). Commercially 

available or synthetically accessible appropriately heteroaryl compounds of formula 

25 R2CI are reacted with compound (XVIII) in the presence of a suitably selected tertiary 

organic or inorganic base such as CS2C03, Na2C03, anq 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 solvent, using 

conventional or microwave heating, to afford compounds of formula (XIX). 

In a preferred embodiment the base is CS2C03 and the solvent is DMF. 

5 Removal of the tert-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 CH30H, dioxane, or CH2Cb. 

In a preferred embodiment, a compound of formula (XIX) is treated with TFA 

in DCM or HCI to afford a compound of formula (XX). 

10 Compounds of formula (XX) are also obtained from 2-benzyl-octahydro-

pyrrolo-[3,4-cjpyrrole. Referring to Scheme D, 2-benzyl-octahydro-pyrrolo[3,4-c]­

pyrrole is treated with R2CI, where R2 is as defined in a compound of formula (I). 

Commercially available or synthetically accessible suitably substituted 

heteroaryl compounds of formula R2CI are reacted with compound 2-benzyl-

15 octahydro-pyrrolo- [3,4-c]pyrrole in the presence of a tertiary organic or inorganic 

base such as CS2C03, Na2C03, 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 (XX!). 

In a preferred embodiment the base is CS2C03 and the solvent is DMF. A 

20 compound of formula (XX) is obtained 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 

25 

30 
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5 

R'C02H 0 0 

HQ) " R')(ta 
1) deprotection R,Jttb 

R1COCl 
N'\'I N, 2)R2CI 

N.R2 w 
(XX/), W = bonzyl (XX/I). W = bonzyl 

(I) 

(XIX), w = boo (XXlll), W = boo 
(XX), Y'/ = Rl (I), W=R' 

(XXV). W=R4~ 
R'so,cl qp 0 

R''S':t() 
1) ooprOlection R'JZt:D 
2) R"CI N . .c: N,W 

(II) R 

(XXVI), W = benzyl 
{XXVll), W = boc 
(XXVlll), W = R4 

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), 

10 (XX), or {XXI) with a compound of formula R1C02H under amide formation 

conditions. Compounds of formula R1C02H, where R1 is as defined in formula (I), are 

commercially available, as described, or synthetically accessible appropriately 

substituted aryl or heteroaryl carboxylic acids. In a preferred embodiment a 

compound of formula (XIX), (XX), or (XX!), either as a free base or as an acid salt, is 

15 reacted with a compound of formula R1C02H, in the presence of a dehydrating agent 

such as HOBt/EDAC, 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 

(XXll), (XXlll) or (1). In a particularly preferred embodiment the dehydrating agent is 

20 HATU, and the base is DIPEA. In an alternative embodiment, a compound of 

formula R1C02H (as described above) may be first converted to a compound of 

formula R1COCI, or compound of formula R1COCI is a commercially available 

substituted aryl sulfonyl chloride. In a preferred embodiment, a compound of formula 

R1C02H is treated with thionyl chloride in a solvent such as toluene to afford a 

25 compound of formula R1COCI. 

A compound of formula (I) is obtained by treating a compound of formula 

R1COCI with a compound of formula (XIX), (XX), or (XXI), 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 (II) is obtained by treating a compound of formula 

R1S02CJ with a compound of formula (XIX), (XXJ), or (XXV), where R4 is (5-

trifluoromethyl)-pyridin-2-yl, (5-tri-fluoro-methyl)-pyrimidin-2-yl, 4,6-dimethylpyrimidin-

5 2-yl, or quinoxalin-2-yl; a suitably selected tertiary organic base such as TEA, in a 

solvent such as dichloromethane, and THF, at a temperature between room 

temperature 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 

1 o bond formation may be the initial reaction to give compounds of formulae (XXJJ) and 

(XXIJJ). Removal of the N-benzyl group from a compound of formulae (XXIJ) or 

removal of the carbamate from a compound of formula (XXlll) followed by the 

reaction with a compound R2CI, where R2CI is as described above gives a 

compound of formula (I). 

15 

F O F 
~ M.OH ).,,,,co,H • 
V--P --P l,,J.. "'b "' CO,Mo 

{XXVI) (XXVlla) 

SCHEME F 

F 1)(COCI), F 0 F 
~O,Me OCM ~O'NINH, + Cct.CO,Mo 

VcoH 2)~ ~- b o Z l H CO,Me 

(XXVllb) l;JH' (XXVilla) (XXV111b) ·~ 

F 
o,Mo 
N ;--

N-o 
IXXIXb) 

O /"NH 
DCM 2 

<XXXa) 

3-Fluoro-2-(3-methyl-1,2,4-oxadiazol-5-yl)benzoic acid and 2-fluoro-6-(3-

20 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 (XXllb ). 

Conversion of the acid to the acid chloride is accomplished under standard 

25 chlorination conditions. In a preferred method the acid is heated with oxalyl 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 CH2Cl2 provides a mixture of esters (XXVllla) 

and (XXVlllb). Finally, esters (XXVllla) and (XXVlllb) are converted to a mixtue of 

esters (XXIXa) and (XXIXb) and acids (XXXa) and (XXXb) by treatment with a base, 

5 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 

10 solvent such as CH2Cl2 provides (Z)-N'-((2-fluoro-6-iodobenzoyl)oxy)acelimidamide. 

5-(2-fluoro-6-iodophenyl)-3-methyl-1,2,4-oxadiazole is prepared by reacting (Z)-N'­

((2-fluoro -6-iodobenzoyl)oxy)acetimidamide with sodium acetate, in a solvent such 

as lert-butanol, at temperatures ranging from 100 'C to 1 10 'C. 3-fluoro-2-(3-methyl 

-1,2,4-oxadiazol-5-yl)benzoic acid (XXXa) is prepared by reacting 5-(2-fluoro-6-iodo-

15 phenyl)-3-methyl-1,2, 4-oxadiazole with a grignard reagent such as i-PrMgCI, in a 

suitable solvent such as THF, at a temperature of-78 'C. Subsequent addition of 

C02 gas, at a temperature of -78 'C provides 3-fluoro-2-(3-methyl-1,2,4-oxadiazol-5-

yl)benzoic acid (XXXa). 

20 
SCHEME H 

1\K,co, Nt: Cl 

JJl 010 ' NA:>N 
2) 1 ~o --· D~O 
D.lj ~-D DD 0 DD DO 6 OD 

D D 

EtOD (XXXI) (XXXll) 

Deuterated pyrimidine compounds of formula (XXXll) are prepared according 

to Scheme H. 

25 Acetylacetone is reacted with an inorganic base such as K2COs 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. DCI in D20, at temperatures ranging from 90 'C to 100 'C to provide 

30 deuterated pyrimidinols of formula 
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CLAIMS 

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

0 

R1A~)-.._, 
~kR2 

Formula (I) 

5 wherein: 

10 

15 

R1 is a member selected from the group consisting of: 

A) phenyl substituted or unsubstituted with one or two Ra members and 

substituted in the ortho position with Rb; 

Ra is independently selected from the group consisting of: -H, halo, -

C1_4alkyl, -C1_4alkoxy, and -N02 , wherein two adjacent Ra members 

may come together to form a six membered aromatic ring; 

Rb is a member selected from the group consisting of: 

a) halo, -C1_4alkoxy, -C1_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 oxygen member, 

substituted or unsubstituted with halo or -C1-4alkyl; and 

d) phenyl substituted or unsubstituted with halo, -CH3, or -CF3; 

20 B) pyridine substituted or unsubstituted with one or two Rc members 

25 

30 

and substituted with Rd, wherein Rd is positioned adjacent to the 

point of attachment by R1; 

Rc is C1-4alkyl; 

Rd 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, 1 H­

pyrazol-5-yl, 3-methyl-1,2,4-oxadiazol-5-yl, pyridinyl, 3-methyl­

pyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl)-1 H-pyrazol-5-yl), 

phenyl, and pyrimidin-2-yl; and 

b) -CF3, -Br, and -C1_4alkoxy; 
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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 

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

consisting of: 3-methylfuran-2-yl, 9H-fluorene, quinoline, cinnoline; 

3-(1 H-pyrrol-1-yl}thiophen-2-yl, 8-[1,2,3]-triazol-2-yl-naphthalen-1-yl, 

2,3-dihydro-1,4-benzodioxin-5-yl, 1 H-indol-7-yl, 4-fluoronaphthalen-1-

yl, and naphthalen-1-yl; 

1 O R2 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, -CD3, -D, -C1_4alkoxy, cyclopropyl, 

15 morpholin-2-yl, -C02C1_4alkyl, -C02H, -CH20H, -C(O)N(C1_4alkyl)z, -CF3, 

-CN, -OH, -N02, -N(C1.4alky1)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, -C1_4alkyl, -C1.4alkoxy, and -CF3; 

20 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 

25 quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6,7-difluoroquinoxalin-2-yl, 3-

(trifluoromethyl)quinoxaline, quinoline, 4-methylquinoline, and 6-fluoro­

quinazolin-2-yl; and 

30 

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 (11): 
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(II) 

wherein 

R3 is phenyl substituted or unsubstituted with a member independently 

selected from the group consisting of: -C1_4alkoxy, and phenyl; and 

5 R4 is a member selected from the group consisting of (5-trifluoromethyl)-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 (II). 

1 O 3. A chemical entity defined in claim 1, wherein R1 is phenyl, where Ra is a 

member independently selected from the group consisting of -F, -1, -Cl, -OCH3, 

-OCH2CH3, -CHJ. -CH(CH3)2, -C(CH3)3 and -N02. 

4. A chemical entity defined in claim 1, wherein R1 is phenyl wherein Rb is a 

15 member selected from the group consisting of-Br, -F, -1, -C1_4alkyl, -OCH3, -

OCH2CH3, -CN, -CF3, and -OCF3. 

5. A chemical entity defined in claim 1, wherein R1 is phenyl, where Ra is 

selected from the group consisting of -H, -F, -Cl, -CH3, -C(CH3)3, -OCH3, and -

20 OCH2CH3, and Rb is selected from the group consisting of -Br, -F, -1, -C1_4alkyl, 

-OCH3, -OCH2CH3, -CN, -CF3, and -OCF3. 

25 

6. A chemical entity defined in claim 1, wherein R1 is phenyl, where Rb is 2-

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

7. A chemical entity defined in claim 1, wherein R1 is phenyl, whereRb is 

selected from the group consisting of phenyl, 3-chlorophenyl, 4-fluorophenyl, 3-

fluorophenyl, 4-methylphenyl, and 4-trifluoromethylphenyl. 

30 8. A chemical entity defined in claim 1, wherein R1 is phenyl, where 
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Rb is a member selected from the group consisting of 1 H-pyrrol-1-yl, 1 H­

pyrazol-1-yl, 1 H-pyrazol-5-yl, 1 H-imidazol-2-yl, 1-methyl-1 H-imidazol-2-yl, 1 H-

1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 2H-1,2,3-triazol-1-yl, 1 H-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-

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

(tetrahydro-2H-pyran-2-yl)-1 H-pyrazol-5-yl. 

9. A chemical entity defined in claim 1, wherein R1 is phenyl, where 

Rb is a member selected from the group consisting of pyridin-2-yl, 3-chloro-

1 O 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 R1 is phenyl, whereRb is a 

member selected from the group consisting of 3-methyl-1,2,4-oxadiazol-5-yl 

15 and oxazol-2-yl. 

20 

11. A chemical entity defined in claim 1, wherein R1 is phenyl, whereR• is halo, 

-C1_4alkyl, or -C1_4alkoxy, and Rb is triazole or pyrimidine substituted or 

unsubstituted with halo or -C1_4alkyl. 

12. A chemical entity defined in claim 1, wherein R1 is (1-methylethyl)-2-(2H-

1,2,3-triazol-2-yl)phenyl, 2-(1 H-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-

2-yl)phenyl, 3-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 3-fluoro-2-(1 H-1,2,3-triazol-

25 1-yl)phenyl, 3-methoxy-2-(1 H-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-(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-yl)phenyl, 4-methoxy-2-(1 H-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-

30 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-yl-naphthalen-2-yl, 2-(1 H-1,2,4-triazol-1-yl)-
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phenyl, 2-(1 H-1,2,4-triazol-5-yl)phenyl, 2-(1-methyl-1 H-1,2,4-triazol-5-yl)phenyl, 

2-(1-methyl-1 H-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)-

5 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-ylphenyl, and 5-methyl-2-pyrimidin-2-ylphenyl. 

1 O 13. A chemical entity defined in claim 1, wherein R 1 is pyridine, where Rd is a 

member selected from the group consisting of -CF3, -Br, and -OCH2CH2CH3. 

14. A chemical entity defined in claim 1, wherein R1 is pyridine, whereRd is a 

member selected from the group consisting of 1 H-pyrazol-5-yl, 2H-1,2,3-triazol-

15 1-yl, 2H-1 ,2,3-triazol-2-yl, 4H-1 ,2 ,3-triazol-1-yl, 1-(tetrahyd ro-2H-pyran-2-yl)-

1 H-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 1 is pyridine, where Rd is a 

member selected from the group consisting of 1 H-pyrazol-5-yl, 2H-1,2,3-triazol-

20 1-yl, and 2H-1,2,3-triazol-2-yl. 

16. A chemical entity defined in claim 1, wherein R1 is 1-phenyl-1 H-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-

25 thiazol-4-yl, or 5-(4-fluorophenyl)-2-methyl-1,3-thiazol-4-yl. 

17. A chemical entity defined in claim 1, wherein R1 is selected from the group 

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

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

30 dioxin-5-yl, 1 H-indol-7-yl, 4-fluoronaphthalen-1-yl, and naphthalen-1-yl and R2 

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 R2 is pyrimidine substituted 

with one or more members independently selected from the group consisting of 

-F, -Cl, -D, -C03, -CH3, ethyl, isopropyl, propyl, tert-butyl, -CF3, -OCH3, -

N(CH3)2, -CN, -OH, -CH20H, -N02, -C02CH3, -C02H, -C(O)N(CH3)2, phenyl, 

5 furan-2-yl, thiophen-2-yl, 1 H-pyrazol-4-yl, cyclopropyl, pyrrolidin-1-yl, and 

morpholin-4-yl. 

19. A chemical entity defined in claim 1, wherein R2 is 4,6-dimethylpyrimidin-2-

yl, 4,5-dimethylpyrimidin-2-yl,4,6-dimethoxypyrimidin-2-yl,4-phenyl-pyrimidin-2-

1 O 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

methyl)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-

15 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-

20 methylpyrimidin-2-yl, 4-cyclopropyl-6-methylpyrimidin-2-yl, 4-methyl-6-

morpholin-4-ylpyrimidin-2-yl, 5-chloro-4-methylpyrimidin-2-yl, 5-chloro-4,6-

dimethylpyrimidin-2-yl, 5-fluoro-4,6-dimethylpyrimidin-2-yl, 5-trifluoromethyl­

pyrimidin-2-yl, 4,6-bis[(2H3)methyl]-(2H)pyrimidin-2-yl, and 5-ethyl-4,6-dimethyl­

pyrimidin-2-yl. 

25 

20. A chemical entity defined in claim 1, wherein R2 is pyrimidine substituted 

with one or more members independently selected from the group consisting of 

-Cl, -F, -CH3, -CF3, -N(CH3)2, -D, and -CD3. 

30 21. A chemical entity defined in claim 1, wherein R2 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[(2H3)-methyl]-(2H)-

5 pyrimidin-2-yl. 

22. A chemical entity defined in claim 1, wherein R2 is pyrazine or triazine 

substituted with one or more -CH3. 

1 O 23. A chemical entity defined in claim 1, wherein R2 is pyridine substituted with 

one or more members independently selected from the group consisting of -F, 

-OCH3, -OCH2CH3, -CH3, and -Cf3. 

24. A chemical entity defined in claim 1, wherein R2 is a member selected from 

15 the group consisting of benzooxazol-2-yl, 2-methylpyrimidin-4(3H)-one and 4-

methyl-6,7-dihydro-5H-cyclopenta[d]pyrimidine and R1 is phenyl, substituted in 

the ortho position with Rb, where Rb 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. 

20 25. A chemical entity defined in claim 1, wherein R2 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-fluoro­

quinazolin-2-yl and R1 is phenyl substituted in the ortho position with Rb, where 

Rb is 2H-1,2,3-triazol-2-yl, 2H-1,2,3-triazol-1-yl, 3-methyl-1,2,4-xadiazol-5-yl or 

25 2-pyrimidin-2-yl. 

30 

26. A chemical entity defined in claim 2, wherein R3 is biphenyl or 2-methoxy­

phenyl and R4 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 1 is a member selected from 

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

1-yl)phenyl, 3-methoxy-2-(1 H-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-(1 H-

1,2,3-triazol-1-yl)phenyl, 4-fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl, 4-methoxy-2-

5 (2H-1,2,3-triazol-2-yl)phenyl, 4-methoxy-2-(1 H-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-( 1 H-1,2,4-triazol-1-yl)phenyl, 2-( 1 H-1,2,4-triazol-5-

1 O yl)phenyl, 2-(1-methyl-1 H-1,2,4-triazol-5-yl)phenyl, 2-(1-methyl-1 H-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-

15 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 R2 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, 

20 N,N,6-trimethyl-pyrimidin-4-amine, 4-(trifluoromethyl)pyrimidin-2-yl, 4,5,6-

trimethylpyrimidin-2-yl, 4,6-bis(trifluoromethyl)pyrimidin-2-yl, 6-methyl­

pyrimidin-4-ol, 5-fluoro-4-methylpyrimi-din-2-yl, 5-fluoropyrimidin-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-yl, 5-

25 trifluoromethylpyrimidin-2-yl, and 4,6-bis[(2H3)methyl]-(2H)-pyrimidin-2-yl. 

28. A chemical entity defined in claim 1, wherein R1 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-

30 yl)phenyl, and 3-[1,2,3]triazol-2-yl-pyridin-2-yl and R2 is a member selected 

from the group consisting of 4,6-dimethylpyrimidin-2-yl, 5-fluoro-4,6-

imethylpyrimidin-2-yl, and 5-fluoro-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)phenyl]carbonyl}hexahydropyrrolo[3,4-

c]pyrrol-2( 1 H)-yl]-6-methoxy-N, N-d imethylpyrim idin-2-am ine; 

5 N,N-Dimethyl-6-[5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydro-

pyrrolo[3,4-c]pyrrol-2(1 H)-yl]-2-(trifluoromethyl)-pyrimidin-4-amine; 

6-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-

c]pyrrol-2( 1 H)-yl]-N, N-dimethyl-2-(trifluoromethyl)pyrimidin-4-am ine; 

4-[5-{[5-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-

1 O c]pyrrol-2(1 H)-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(1 H)-yl]pyrimidin-2-amine; 

6-[5-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-

c]pyrrol-2( 1 H)-yl]-N, N-dimethyl-2-(trifluoromethyl)pyrim idin-4-am ine; 

15 4-[5-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl]-6-methoxy-N,N-dimethylpyrimidin-2-amine; 

2-( 4, 6-Dimethylpyrim id in-2-yl)-5-{[3-( 1 H-pyrrol-1-yl )thiophen-2-yl]carbonyl}octa­

hydro-pyrrolo[3,4-c]pyrrole; 

6-[ 5-{[ 5-FI uo ro-2-( 2 H-1 ,2, 3-triazo 1-2-yl )phenyl] ca rbonyl}h exa hydro pyrro lo [3, 4-

20 c]pyrrol-2(1 H)-yl]-N,N-dimethyl-2-(trifluoromethyl)pyrimidin-4-amine; 

2-( 4,6-Dimethylpyrim id in-2-yl )-5-[( 1-phenyl-1 H-pyrazol-5-yl )carbonyl]octa­

hydropyrrolo[3,4-c ]pyrrole; 

8-{[5-( 4,6-Dimethylpyrim id in-2-yl)hexahyd ropyrrolo[3,4-c ]pyrrol-2( 1 H)-yl]­

carbonyl}-quinoline; 

2 5 2-( 4, 6-D i methyl pyrim id i n-2-yl )-5-[ ( 3-phenylth io phen-2-yl )ca rbo nyl]octa hydro­

pyrro lo [3, 4-c] pyrro le; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(3-phenylfuran-2-yl)carbonyl]octahydro­

pyrrolo[3,4-c]pyrrole; 

2-( 4,6-Dimethylpyrim id in-2-yl )-5-{[2-( 1 H-1 ,2,4-triazol-5-yl)phenyl]carbonyl} octa-

30 hydro-pyrrolo[3,4-c]pyrrole; 

2-( 4, 6-Dim ethyl pyri midi n-2-yl )-5-{[3-fl uo ro-2-( 2 H-1 , 2, 3-triazo 1-2-yl )phenyl]­

carbo nyl} 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-Dim ethoxyp henyl)carbo nyl] hex a hydro pyrro lo [3, 4-c] pyrro 1-2( 1 H )-yl}-
1, 3-benzoth iazo le; 

5 2-[5-{[2-(1 H-Pyrazol-1-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-
yl]quinoxaline; 
2-{5-[(2-Thiophen-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl}-

quinoxaline; 
2-{5-[(2-Methylnaphthalen-1-yl)carbonyl]hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H )-

1 O yl}quinoxaline; 
2-( 2, 3-Di hyd ro-1 , 4-be nzod ioxi n-5-ylcarbo nyl )-5-( 4-phenyl pyri midi n-2-yl )octa-
hyd ro pyrro lo [3, 4-c] pyrro I e; 
2-( 4-Phenyl pyri midi n-2-yl )-5-[ ( 2-th io p hen-2-yl phenyl)carbo nyl]octa hydro-

pyrrolo [3 ,4-c] pyrro le; 
15 2-(4-Phenylpyrimidin-2-yl)-5-{[2-(1 H-pyrazol-1-yl)phenyl]carbonyl}octahydro-

pyrrolo[3,4-c]pyrrole; 
2-( 4-Phenylpyrim idin-2-yl)-5-{[2-( 1 H-pyrrol-1-yl)phenyl]carbonyl}octahydro-
pyrrolo[3,4-c ]pyrrole; 
2-[(2-Methylnaphthalen-1-yl)carbonyl]-5-( 4-phenylpyrimidin-2-yl)octahydro-

20 pyrrolo[3,4-c]pyrrole; 
2-(5-Quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]pyrrole;-2-carbonyl)-benzonitrile; 
2-[5-{[2-( 1 H-Pyrrol-1-yl )phenyl]carbonyl}hexahyd ropyrrolo[3,4-c ]pyrrol-2( 1 H)-
yl] quinoxaline; 
2-{5-[( 4' -Fl uorob iphenyl-2-yl )carbonyl]hexahyd ropyrrolo[3 ,4-c ]pyrrol-2( 1 H )-yl}-

25 quinoxaline; 
2-{5-[(3'-Fluorobiphenyl-2-yl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl}-

quinoxaline; 
2-{5-[(2-Methylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl}quin-

oxaline; 
30 2-(Biphenyl-2-ylcarbonyl)-5-(4-furan-2-ylpyrimidin-2-yl)octahydropyrrolo[3,4-c]-

pyrrole; 
2-( 4-Methyl pyri midi n-2-yl )-5-[ (2-th ioph e n-2-yl phenyl )carbo nyl]octah yd ro-

pyrro lo [3, 4-c] pyrrole; 
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2-{5-[(2-Thiophen-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl}­

quinoline; 

2-( 4-F u ran-2-yl pyri midi n-2-yl)-5-[( 2-th io phen-2-yl phenyl )ca rbo nyl]octa hydro­

pyrro lo [3, 4-c] pyrrole; 

5 2-{5-[(2-Ethylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl}quin­

oxaline; 

2-[5-( 1 H-1ndol-7-ylcarbonyl)hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H)-yl]quinoxaline; 

2-[ ( 2-Th io p hen-2-yl ph enyl)ca rbo nyl]-5-( 4-th io p hen-2-yl pyri mid in-2-yl )octa hydro­

pyrro lo [3, 4-c ]pyrro le; 

10 2-(Biphenyl-2-ylcarbonyl)-5-( 4-thiophen-2-ylpyrim id in-2-yl)octahydropyrrolo[3,4-

c]pyrrole; 

[ 5-( 4, 6-D i m ethyl-pyri midi n-2-yl)-h exa hyd ro-pyrro lo [3, 4-c] pyrro 1-2-yl]-[2-( 1-

m ethyl-1 H-imidazol-2-yl)-phenyl]-methanone; 

2-[ ( 2-B ro mop henyl)ca rbo nyl]-5-( 4-p h enyl pyri midi n-2-yl )octahyd ro pyrro lo [3, 4-c ]-

15 pyrrole; 

2-{5-[(3'-Chlorobiphenyl-2-yl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl}­

quinoxaline; 

2-{5-[(2-Bromophenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2( 1 H)-yl}quin­

oxaline; 

20 2-( 4, 6-Dim ethyl pyri midi n-2-yl )-5-[ ( 2-th iop h en-2-yl phenyl )carbonyl]octahyd ro­

pyrro lo [3, 4-c] pyrro le; 

2-(Biphenyl-2-ylcarbonyl)-5-(4,6-dimethylpyrimidin-2-yl)octahydropyrrolo[3,4-c]­

pyrrole; 

2-( 4-Methoxypyrim idi n-2-yl )-5-[( 2-th io p h en-2-yl phenyl )carbo nyl]octahyd ro-

25 pyrrolo[3,4-c]pyrrole; 

6-Fluoro-2-{5-[(2-thiophen-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-

2(1 H)-yl}-1,3-benzothiazole 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-methylnaphthalen-1-yl)carbonyl]octahydro­

pyrrolo[3,4-c]pyrrole; 

30 2-[( 3 '-Fl uo rob i phe nyl-2-yl )carbo nyl]-5-( 4-m ethyl pyri midi n-2-yl)octa hydro­

pyrro lo [3, 4-c] pyrro le; 

2-( 4-Methoxypyrim id in-2-yl)-5-[(2-methylnaphthalen-1-yl)carbonyl]octahyd ro­

pyrrolo[3,4-c ]pyrrole; 
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2-[(2-Methylnaphthalen-1-yl)carbonyl]-5-( 4-methylpyrimidin-2-yl)octahyd ro­

pyrrolo[3,4-c ]pyrrole; 

2-[ ( 3 '-Fl uo ro bi phenyl-2-yl )carbo nyl]-5-( 4-m ethoxypyri midi n-2-yl )octa hydro­

pyrro lo [3, 4-c ]pyrro le; 

5 2-(4,6-Dimethylpyrimidin-2-yl)-5-[(3'-fluorobiphenyl-2-yl)carbonyl]octahydro-

pyrrolo[3,4-c]pyrrole; 

[5-( 4, 6-D i m ethyl-pyrim id i n-2-yl)-hexa hyd ro-pyrro lo [3, 4-c] pyrrol-2-yl]-( 2-fl uo ro­

p henyl )-m etha none; 

2-( 4-Methoxypyri midi n-2-yl )-5-[ ( 4 '-methyl bi p henyl-2-yl )ca rbonyl]octahyd ro-

10 pyrrolo[3,4-c]pyrrole; 

2-[ ( 3 '-Ch lo ro bi phenyl-2-yl )ca rbo nyl]-5-( 4-m ethoxypyri midi n-2-yl )octahyd ro­

pyrro lo [3, 4-c] pyrro le; 

2-[ ( 2-Ethoxyna p hthalen-1-yl )carbo nyl]-5-( 4-m ethoxypyri midi n-2-yl )octahyd ro­

pyrro lo [3 ,4-c] pyrro le; 

15 2-[( 4-Fluoronaphthalen-1-yl)carbonyl]-5-( 4-methoxypyrimidin-2-yl)octahyd ro­

pyrrolo[3,4-c ]pyrrole; 

2-( 4-Methoxypyri midi n-2-yl )-5-( naphthale n-1-ylca rbo nyl )octahyd ro pyrro lo [3, 4-

c] pyrro le; 

2-[(2-Ethoxyphenyl)carbonyl]-5-(4-methoxypyrimidin-2-yl)octahydropyrrolo[3,4-

20 c]pyrrole; 

2-[ ( 2-M ethoxyna phtha len-1-yl )ca rbo nyl]-5-( 4-m ethoxypyrim id i n-2-yl )octahyd ro­

pyrrolo [3, 4-c] pyrro le; 

2-(Biphenyl-2-ylcarbonyl)-5-[4-(1 H-pyrazol-4-yl)pyrimidin-2-yl]octahydro­

pyrrolo[3,4-c]pyrrole; 

25 2-[4-(1 H-Pyrazol-4-yl)pyrimidin-2-yl]-5-[(2-thiophen-2-ylphenyl)carbonyl]octa­

hydro-pyrrolo[3,4-c]pyrrole; 

2-(3,6-Dimethylpyrazin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydro­

pyrrolo[3,4-c]pyrrole; 

2-(Biphenyl-2-ylcarbonyl)-5-(3,5-dimethylpyrazin-2-yl)octahydropyrrolo[3,4-c]-

30 pyrrole; 

2-Methyl-3-{5-[(2-thiophen-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-

2(1 H)-yl}quinoxaline; 
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2-[ 5-( Bi phenyl-2-ylca rbo nyl )hexahyd ro pyrrolo [3, 4-c] pyrro 1-2 ( 1 H )-yl]-3-m ethyl­

q u i noxali ne; 

2-( 4,6-Dimethylpyrim idin-2-yl )-5-{[2-( 1 H-pyrazol-1-yl)phenyl]carbonyl}octa­

hyd ro-pyrrolo[3,4-c]pyrrole; 

5 2-(4,6-Dimethoxypyrimidin-2-yl)-5-[(2-fluoro-6-pyrimidin-2-ylphenyl)carbonyl] 

octahydropyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-pyridin-2-ylphenyl)carbonyl]octahydro­

pyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethoxypyrimidin-2-yl)-5-[(2-pyridin-2-ylphenyl)carbonyl]octahydro-

1 O 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; 

15 2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-fluoro-6-pyrimidin-2-ylphenyl)carbonyl]octa-

hydropyrrolo[3,4-c]pyrrole; 

2-( 4, 6-D i methyl pyri midi n-2-yl )-5-[ ( 5-fl uo ro-2-pyri mid in-2-yl p henyl)ca rbo nyl]octa­

h yd ropyrrolo[3 ,4-c]pyrrole; 

2-( 4,6-Dimethylpyrim id in-2-yl)-5-{[5-fluoro-2-(2H-1 ,2,3-triazol-2-yl)phenyl]-

20 carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(2-ethylphenyl)carbonyl]octahydropyrrolo[3,4-

c]pyrrole; 

2-( 4, 6-Dim ethyl pyri midi n-2-yl )-5-[( 2-ethoxyna phtha I en-1-yl )ca rbo nyl]octa hydro­

pyrro lo[3, 4-c ]pyrro le; 

25 2-( 4, 6-Dimethoxypyrim idin-2-yl)-5-{[2-( 1 H-pyrazol-1-yl)phenyl]carbonyl}octa­

hyd ro-pyrrolo[3,4-c ]pyrrole; 

2-( 4,6-Dimethylpyrim idin-2-yl)-5-[( 5-phenyl-1 ,3-oxazol-4-yl)carbonyl]octahyd ro­

pyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(5-phenylisoxazol-4-yl)carbonyl]octahydro-

30 pyrrolo[3,4-c]pyrrole; 

[5-(2-lsopropyl-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)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octahydropyrrolo­

[3,4-c]pyrrole; 

2-( 4, 6-Dimethylpyrim id in-2-yl)-5-{[2-(2H-1 ,2,3-triazol-2-yl)phenyl]carbonyl} octa­

hyd ropyrrolo[3,4-c ]pyrrole; 

5 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}hexahyd ropyrrolo[3,4-c ]pyrrol-

2( 1 H)-yl]quinoxaline; 

2-[5-{[2-( 4H-1,2,4-Triazol-3-yl)phenyl]carbonyl}hexahyd ropyrrolo[3,4-c ]pyrrol-

10 2(1 H)-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-Di methyl pyrim id i n-2-yl )-5-[ ( 2-ethoxyphe nyl )ca rbo nyl]octa hydro pyrro lo­

[3, 4-c] pyrro le; 

15 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)carbonyl]octahydro­

pyrrolo[3,4-c ]pyrrole; 

2-( 4, 6-D i methyl pyri midi n-2-yl )-5-{[2-( 1-m ethylethyl )p he nyl]ca rbo nyl}octa hydro-

20 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-Di methyl pyri midi n-2-yl )-5-( nap hthalen-1-ylca rbo nyl )octa hydro pyrro lo [3, 4-

c ]pyrro le; 

25 2-[5-{[2-( 4H-1,2,4-Triazol-3-yl )phenyl]carbonyl}hexahyd ropyrrolo[3,4-c]pyrrol-2-

( 1 H)-yl]-3-(trifluoromethyl)quinoxaline; 

2-Methyl-3-[5-{[2-( 4H-1 ,2 ,4-triazol-3-yl)phenyl]carbonyl}hexahyd ropyrrolo[3,4-

c ]pyrrol-2( 1 H)-yl]quinoxaline; 

2-[6-Methyl-2-(trifluoromethyl)pyrim id in-4-yl]-5-{[2-( 4H-1 ,2 ,4-triazol-3-yl)phenyl]-

30 carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-[6-Methyl-2-(trifluoromethyl)pyrimidin-4-yl]-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]­

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 
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2-{[2-FI LIO ro-6-( 2 H-1 , 2,3-triazo1-2-yl )p h enyl]ca rbonyl}-5-[6-m ethyl-2-( trifl LIO ro­

m ethyl )pyri midi n-4-yl]octa hyd ropyrro lo[3 ,4-c] pyrrole; 

2-{[ 4-FI LIO ro-2-( 2 H-1 ,2,3-triazo1-2-yl )phenyl]ca rbo nyl}-5-[6-m ethyl-2-( trifl LIO ro­

m ethyl )pyrim id i n-4-yl]octa hydro pyrro lo [3, 4-c] pyrro le; 

5 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-Di methyl pyrazi n-2-yl )-5-{[2-fl Lioro-6-( 2H-1 ,2, 3-triazo 1-2-yl )phenyl]­

carbo nyl}octahyd ro pyrro lo [3 ,4-c] pyrro I e; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(5-methyl-2-pyrimidin-2-ylphenyl)carbonyl] 

1 O 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-flLioro-2-(2H-1,2,3-triazol-2-yl)phenyl]­

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

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

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

4-[5-{[2-FI LIO ro-6-( 2 H-1 ,2, 3-triazo 1-2-yl )phenyl] carbo nyl}h exahyd ro pyrro lo [3, 4-

c] pyrro 1-2( 1 H)-yl]-N,N-dimethyl-6-(triflLioromethyl)pyrimidin-2-amine; 

2-( 4, 6-Dimethylpyrimid in-2-yl)-5-{[2-flLioro-6-(2H-1 ,2,3-triazol-2-yl)phenyl] 

20 carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

N,N-Dimethyl-4-{5-[(5-methyl-2-pyrimidin-2-ylphenyl)carbonyl]hexahydropyrrolo 

[3,4-c]pyrrol-2(1 H)-yl}-6-(triflLioromethyl)pyrimidin-2-amine; 

4-{5-[(5-FILioro-2-pyrimidin-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-

2(1 H)-yl}-N,N-dimethyl-6-(triflLioromethyl)pyrimidin-2-amine; 

25 4-[5-{[5-FILioro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl]-N,N-dimethyl-6-(triflLioromethyl)pyrimidin-2-amine; 

4-[ 5-{[ 4-FI LIO ro-2-( 2 H-1 , 2, 3-triazo 1-2-yl )p henyl]ca rbo nyl}hexa hydro pyrro lo [3, 4-

c ]pyrrol-2( 1 H)-yl]-N, N-dimethyl-6-(triflLioromethyl)pyrim idin-2-amine; 

2-[(5-Methyl-2-pyrimidin-2-ylphenyl)carbonyl]-5-[6-methyl-2-(triflLioromethyl) 

30 pyrimidin-4-yl]octahydropyrrolo[3,4-c]pyrrole; 

2-[(5-FILioro-2-pyrimidin-2-ylphenyl)carbonyl]-5-(4-phenylpyrimidin-2-yl)octa­

hydropyrrolo[3,4-c]pyrrole; 

2-{[5-FILioro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-[6-methyl-2-(triflLioro-
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methyl)pyrimidin-4-yl]octahydropyrrolo[3,4-c]pyrrole; 

[5-(2,6-Dimethyl-pyrimidin-4-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(5-fluoro-2-

[1,2,3]triazol-2-yl-phenyl)-methanone; 

4-{5-[(2-Fluoro-6-pyrimidin-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-

5 2(1 H)-yl}-N,N-dimethyl-6-(trifluoromethyl)pyrimidin-2-amine 

2-[(2-Fluoro-6-pyrimidin-2-ylphenyl)carbonyl]-5-[6-methyl-2-(trifluoromethyl) 

pyrimidin-4-yl]octahydropyrrolo[3,4-c]pyrrole; 

2-( 4, 6-Dimethylpyrim id in-2-yl)-5-{[ 4-fluoro-2-(2H-1 ,2, 3-triazol-2-yl)phenyl] 

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

1 O N,N,6-Trimethyl-2-[5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydro 

pyrrolo[3,4-c]pyrrol-2(1 H)-yl]pyrimidin-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(1 H)-yl]pyrimidin-2-amine; 

N, N-D i m ethyl-4-[5-{[2-( 2 H-1 , 2, 3-triazo 1-2-yl )p h enyl]carbo nyl}hexa hydro pyrro lo 

15 [3,4-c]pyrrol-2(1 H)-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-c]pyrrole; 

[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; 

20 2-[5-{[5-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl]-N,N,6-trimethylpyrimidin-4-amine; 

2-(5-Methoxypyridin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydropyrrolo 

[3,4-c]pyrrole; 

2-[ ( 2-Ethoxyna phthalen-1-yl)carbo nyl]-5-( 4-p henyl pyri midi n-2-yl)o eta hydro 

25 pyrrolo[3,4-c]pyrrole; 

2-{[5-Methyl-2-(2H-1 ,2,3-triazol-2-yl)phenyl]carbonyl}-5-( 4-phenylpyri m idin-2-

yl)octahydropyrrolo[3,4-c]pyrrole; 

( 4-Chloro-2-[1,2,3]triazol-2-yl-phenyl)-[5-( 4,6-d imethyl-pyrimid in-2-yl)-hexa­

hydropyrrolo[3,4-c]pyrrol-2-yl]-methanone; 

30 2-( 4, 6-Dimethoxypyrim idin-2-yl)-5-{[5-methyl-2-(2H-1 ,2,3-triazol-2-yl)phenyl] 

carbonyl}octahydropyrrolo[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-P he nyl pyri midi n-2-yl )-5-{[2-( 2 H-1 , 2, 3-triazo 1-2-yl) phenyl]carbo nyl}o cta­

hyd ro 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; 

5 2-[(2-Thiophen-2-ylphenyl)carbonyl]-5-[6-(trifluoromethyl)pyridin-2-yl]octahydro 

pyrrolo[3,4-c]pyrrole; 

2-(6-Methylpyridin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydropyrrolo­

[3,4-c]pyrrole; 

2-( 4-Methyl pyri midi n-2-yl )-5-{[2-( 2 H-1 ,2, 3-triazo 1-2-yl )phenyl] ca rbo nyl}octa-

1 O hydropyrrolo[3,4-c]pyrrole; 

2-(4-Methylpyridin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydropyrrolo­

[3,4-c]pyrrole; 

2-(6-Methoxypyridin-2-yl)-5-[(2-thiophen-2-ylphenyl)carbonyl]octahydropyrrolo­

[3,4-c]pyrrole; 

15 2-( 4 ,6-Dimethoxypyrimidin-2-yl)-5-[(2-th ioph en-2-yl phenyl )carbonyl]octahyd ro 

pyrrolo[3,4-c]pyrrole; 

2-{5-[(2-Thiophen-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl}-

1,3-benzoxazole; 

2-[ ( 2-Th io p he n-2-yl phenyl)ca rbo nyl]-5-[3-( trifluo ram ethyl )pyrid i n-2-yl]octahyd ro 

20 pyrrolo[3,4-c]pyrrole; 

[5-( 4-Phenyl-pyrim id in-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-

yl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

25 2-( 4-Thiophen-2-ylpyrim id in-2-yl)-5-{[2-(2H-1 ,2,3-triazol-2-yl)phenyl]carbonyl} 

octahydropyrrolo[3,4-c]pyrrole; 

2-[ 5-{[2-(2 H-1 ,2, 3-T riazol-2-yl )phenyl] ca rbo nyl}hexa hydro pyrro lo [3, 4-c] pyrro 1-

2( 1 H)-yl]-1,3-benzoxazole; 

2-{5-[(2-Ethoxynaphthalen-1-yl)carbonyl]hexahyd ropyrrolo[3,4-c ]pyrrol-2( 1 H)-

30 yl}quinoxaline; 

2-{5-[(5-Fluoro-2-pyrimidin-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-

2(1 H)-yl}quinoxaline; 

2-( 6-E thoxypyrid i n-2-yl )-5-{[2-( 2 H-1 ,2, 3-triazo 1-2-yl )phenyl]carbo nyl}octa hydro 
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pyrrolo[3,4-c]pyrrole; 

2-[(5-Fluoro-2-pyrimidin-2-ylphenyl)carbonyl]-5-[4-(trifluoromethyl)pyrimidin-2-

yl]octahydropyrrolo[3,4-c]pyrrole; 

2-[5-{[2-(2H-1 ,2,3-Triazol-2-yl)phenyl]carbonyl}hexahyd ropyrrolo[3,4-c ]pyrrol-

5 2( 1 H)-yl]quinoxaline 

2-[ ( 5-FI uo ro-2-pyri midi n-2-yl phenyl )ca rbo nyl]-5-( 4-m ethoxypyri midi n-2-yl)octa­

hyd ro pyrro lo [3 ,4-c] pyrro le; 

2-( 4-Furan-2-ylpyrimid in-2-yl)-5-{[2-(2 H-1,2,3-triazol-2-yl)phenyl]carbonyl}octa­

hydropyrrolo[3,4-c]pyrrole; 

1 O 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-

yl]octahydropyrrolo[3,4-c]pyrrole; 

2-( 4-Methoxypyrim id in-2-yl)-5-{[2-( 1 H-1,2,4-triazol-5-yl)phenyl]carbonyl} octa-

15 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-c]pyrrole; 

20 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-triaz~l-2-yl)phenyl]carbonyl}-5-(6-methylpyrazin-2-yl)­

octahydropyrrolo[3,4-c]pyrrole; 

2-{[4-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-( 4-methoxypyrimidin-2-

25 yl)octahydropyrrolo[3,4-c]pyrrole; 

2-( 4,6-Dimethoxypyrim idin-2-yl)-5-{[ 4-fluoro-2-(2 H-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]-(5-

methoxy-2-[1,2,3]triazol-2-yl-phenyl)-methanone; 

30 (2-Fluoro-6-[1,2,3]triazol-2-yl-phenyl)-[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(1 H)-yl}-1,3-benzothiazole; 
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2-( Bi ph enyl-2-ylcarbo nyl )-5-( 4-phenyl pyri mid in-2-yl )octahyd ropyrrolo [3,4-c1-

pyrro le; 

2-{5-[(2,6-Dimethoxyphenyl)carbonyllhexahydropyrrolo[3,4-clpyrrol-2(1 H)­

yl}quinoxaline; 

5 2-[(2,6-Dimethoxyphenyl)carbonyll-5-(4-phenylpyrimidin-2-yl)octahydropyrrolo 

[3,4-clpyrrole; 

2-[(2,4-Dimethoxyphenyl)carbonyll-5-(4-phenylpyrimidin-2-yl)octahydropyrrolo 

[3,4-clpyrrole; 

2-[ 5-( Bi phenyl-2-ylcarbonyl)hexahyd ro pyrro lo [3 ,4-c l pyrro 1-2( 1 H )-yll qui noxal i ne; 

10 2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-clpyrrol-2(1 H)-yll-1,3-benzo­

thiazole; 

2-{5-[(2,4-Dimethoxyphenyl)carbonyllhexahydropyrrolo[3,4-clpyrrol-2(1 H)-yl}-4-

methylquinoline; 

2-{5-[(2,4-Dimethoxyphenyl)carbonyllhexahydropyrrolo[3,4-clpyrrol-2(1 H)-yl}-6-

15 methoxy-1,3-benzothiazole; 

2-{5-[(2,4-Dimethoxyphenyl)carbonyllhexahydropyrrolo[3,4-clpyrrol-2(1 H)-yl}-6-

methyl-1,3-benzothiazole; 

2-(Biphenyl-2-ylcarbonyl)-5-(6-methylpyridin-2-yl)octahydropyrrolo[3,4-cl­

pyrrole; 

20 2-( B iphenyl-2-yl carbonyl )-5-( 4-m ethyl pyri midi n-2-yl)octahyd ropyrro lo [3,4-c1-

pyrro le; 

2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-clpyrrol-2(1 H)-yllquinoline; 

2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-clpyrrol-2(1 H)-yll-6-fluoro-

1,3-benzothiazole; 

25 2-( Bi p henyl-2-ylca rbo nyl )-5-( 4-methoxypyri mid in-2-yl )o ctahyd ro pyrro lo [3, 4-c 1-

pyrro le; 

2-[5-(Biphenyl-2-ylcarbonyl)hexahydropyrrolo[3,4-clpyrrol-2(1 H)-yll-4-methyl­

quinoline; 

(2, 4-D i m ethoxy-phenyl )-[5-( 4-m ethoxy-pyri midi n-2-yl )-hexa hyd ro-pyrro lo [3, 4-c 1-

30 pyrrol-2-yll-methanone; 

( 5-Benzooxazo 1-2-yl-h exahyd ro-pyrro lo [3, 4-c l pyrro 1-2-yl )-( 2-methoxy-p henyl )­

m ethano ne; 

(2-Pyridin-3-yl-phenyl)-(5-quinoxalin-2-yl-hexahydro-pyrrolo[3,4-clpyrrol-2-yl)-
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methanone; 

[5-( 4, 6-D i m ethyl-pyri midi n-2-yl )-hexahyd ro-pyrrolo [3, 4-c] pyrro 1-2-yl]-[2-( 1 H­

im idazo 1-2-yl )-p henyl]-m etha none; 

(5-Benzooxazol-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl)-(2,4-dimethoxy-

5 phenyl)-methanone; 

(5-Benzooxazol-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl)-biphenyl-2-yl-meth-

a none; 

(2,4-Dimethoxy-phenyl)-[5-(6-methyl-pyridin-2-yl)-hexahydro-pyrrolo[3,4-c]­

pyrrol-2-yl]-methanone; 

1 O (2 ,4"Dimethoxy-phenyl)-[5-( 4-methyl-pyrim idin-2-yl)-hexahyd ro-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-

15 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; 

20 (2,4-Dimethoxy-phenyl)-(5-quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl)-

methanone; 

(5-Benzooxazol-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl)-(2,6-dimethoxy­

phenyl)-methanone; 

( 4 '-Methyl-bi phenyl-2-yl)-( 5-q u inoxa Ii n-2-yl-hexa hyd ro-pyrro lo [3, 4-c] pyrro 1-2-yl )-

25 methanone; 

(5-Quinoxalin-2-yl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl)-(4'-trifluoromethyl­

biphenyl-2-yl)-methanone; 

( 4' -Methyl-bi p he nyl-2-yl )-[5-( 4-phe nyl-pyri midi n-2-yl )-hexa hyd ro-pyrro lo [3, 4-c ]­

pyrro 1-2-yl]-m etha none; 

30 [5-( 4-Phenyl-pyrim id in-2-yl)-hexahyd ro-pyrrolo[3,4-c]pyrrol-2-yl]-( 4'-trifluoro­

methyl-biphenyl-2-yl)-methanone; 

( 4-Methoxy-2-m ethyl-phenyl)-( 5-q ui noxali n-2-yl-hexa hyd ro-pyrro lo [3 ,4-c] pyrro 1-

2-y.1 )-metha none; 
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( 3 '-Ch lo ro-bi ph enyl-2-yl )-[5-( 4-phenyl-pyri midi n-2-yl )-hex a hyd ro-pyrro lo [3 ,4-c ]­

pyrrol-2-yl]-m etha none; 

( 2-Methoxy-p henyl )-[ 5-( 4-m ethoxy-pyri midi n-2-yl)-hexa hyd ro-pyrro lo [3, 4-c ]­

pyrro 1-2-yl]-m etha none; 

5 ( 2-Methoxy-ph e nyl )-[5-( 4-m ethyl-pyrim id in-2-yl )-hexa hyd ro-pyrro lo [3, 4-c] pyrro 1-

2-yl]-m ethano n e; 

[5-( 4, 6-Di m ethyl-pyri midi n-2-yl )-hexa hyd ro-pyrro Jo[3, 4-c] pyrro 1-2-yl]-( 2-

m ethoxy-phenyl )-m etha none; 

2-[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrole;-2-carbonyl]-

10 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-trifluoromethyl-pyrimidin-4-yl)­

hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-methanone; 

15 [5-( 4,6-Dimethyl-pyrim id in-2-yl )-hexahyd ro-pyrrolo[3 ,4-c ]pyrrol-2-yl]-(2-[1 ,2 ,3]­

triazol-1-yl-phenyl)-methanone; 

[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(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-

20 phenyl-pyridin-2-yl)-methanone; 

[5-( 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; 

25 [5-(2-Methyl-pyrimidin-4-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(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-

30 pyrimidin-2-yl-phenyl)-methanone; 

[5-(3,6-Dimethyl-pyrazin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-[2-(2H­

[1,2,4]triazol-3-yl)-phenyl]-methanone; 

[ 5-( 2-Pyrro lid i n-1-yl-6-trifl uo rom ethyl-pyri midi n-4-yl )-h exa hyd ro-pyrro lo [3, 4-c ]-
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pyrrol-2-yl]-(2-[1,2,3]triazol-2-yl-phenyl)-methanone; 

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

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

[ 5-( 4, 6-D i m ethyl-pyrim id i n-2-yl )-hexa hyd ro-pyrro lo [3, 4-c] pyrrol-2-yl]-( 2-nitro-6-

5 [1,2,3]triazol-2-yl-phenyl)-methanone; 

[5-( 4, 6-Di methyl-pyri midi n-2-yl )-hexahyd ro-pyrro lo[3, 4-c] pyrro 1-2-yl]-( 2-fu ra n-2-

yl-p henyl )-m ethano ne; 

[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(2-methyl-

5-phenyl-thiazol-4-yl)-methanone; 

1 O 2-[(2 ,3-Dimethylphenyl)carbonyl]-5-( 4,6-d imethylpyrim id in-2-yl)octahyd ro­

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)phenyl]carbonyl}-

15 octahydropyrrolo[3,4-c]pyrrole; 

2-[( 4-Ch loro-2-m ethoxyp h enyl)carbo nyl]-5-( 4, 6-d i methyl pyri midi n-2-yl )octa­

hyd ro pyrrolo [3, 4-c] pyrro le; 

2-[(5-Chloro-2-methylphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octahydro­

pyrrolo[3,4-c]pyrrole; 

20 2-[(2,5-Dimethylphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octahydro-

pyrrolo[3,4-c]pyrrole; 

2-[(2,6-Dimethylphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octahydro­

pyrrolo[3,4-c]pyrrole; 

2-( 4, 6-D i methylpyri midi n-2-y 1)-5-[ ( 5-fluo ro-2-m ethylp henyl)carbo nyl]octa hydro-

25 pyrrolo[3,4-c]pyrrole; 

2-[(2,4-Dimethylphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octahydro­

pyrrolo[3,4-c]pyrrole; 

2-[(2,5-Diethoxyphenyl)carbonyl]-5-(4,6-dimethylpyrimidin-2-yl)octahydro­

pyrrolo[3,4-c]pyrrole; 

30 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; 

311 



( 5-( 4,6-Dimethylpyrim idin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2( 1 H)-yl)( 4-fluoro-

2-(pyrim id in-2-yl)phenyl)methanone; 

( 5-( 4,6-dimethylpyrim id in-2-yl )hexahyd ropyrrolo[3,4-c ]pyrrol-2( 1 H)-yl)(3-fluoro-

2-iodophenyl)methanone; 

5 2-( 4, 6-Di m ethylpyrim id i n-2-yl )-5-{[2-( trifl uorom ethyl )pyrid i n-3-yl] ca rbo nyl}octa­

hyd ro pyrro lo [3, 4-c] pyrro le; 

2-Bromopyridin-3-y1)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]­

pyrrol-2(1 H)-yl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(2-(pyr-

1 O imidin-2-yl)pyridin-3-yl)methanone; 

( 5-( 4, 6-Dimethylpyrimidin-2-yl)hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H)-yl )(2-( 1-

( tetra hyd ro-2 H-pyran-2-yl )-1 H-pyrazo 1-5-yl )pyrid i n-3-yl)m et ha none; 

(2-(1 H-Pyrazol-5-yl)pyridin-3-y1)(5-(4,6-dimethylpyrimidin-2-yl)hexahydro­

pyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

15 (2-(2H-1,2,3-Triazol-2-yl)pyridin-3-yl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydro-

pyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

(3-Fluoro-2-(pyrimidin-2-yl)pheny1)(5-(4,5,6-trimethylpyrimidin-2-yl)hexahydro­

pyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

(3-Fluoro-2-(2H-1,2,3-triazol-2-yl)phenyl)(5-(4,5,6-trimethylpyrimidin-2-yl)hexa-

20 hydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

( 5-Methoxy-2-( 2 H-1 , 2, 3-triazol-2-yl)phenyl )( 5-( 4, 5, 6-tri m ethylpyri midi n-2-yl )­

hexahyd ro pyrro lo [3 ,4-c] pyrro 1-2( 1 H)-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(1 H)-yl)methanone; 

25 (3-Fluoro-2-(pyrimidin-2-yl)phenyl)(5-(6-fluoroquinazolin-2-yl)hexahydropyrrolo-

[3,4-c]pyrrol-2(1 H)-yl)methanone; 

( 5-(6, 7-Difluoroquinoxalin-2-yl)hexahydropyrrolo[3, 4-c]pyrrol-2( 1 H)-yl)(3-fluoro-

2-(2H-1,2,3-triazol-2-yl)phenyl)methanone; 

( 5-(6, 7-Difluoroquinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2( 1 H )-yl)( 5-

30 methoxy-2-(2H-1,2,3-triazol-2-yl)phenyl)methanone; 

( 5-(6, 7-Difluoroquinoxalin-2-yl)hexahyd ropyrrolo[3,4-c ]pyrrol-2( 1 H)-y1)(2-fluoro-

6-(2 H-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( 1 H)-yl)methanone; 

( 5-( 4,6-dimethylpyrim id in-2-yl )hexahydropyrrolo[3,4-c]pyrrol-2( 1 H)-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]-

5 pyrrol-2( 1 H)-yl)methanone; 

(2-( 1-(T etrahydro-2 H-pyran-2-yl)-1 H-pyrazol-5-yl)pyridin-3-yl)( 5-( 4,5,6-tri­

methylpyrim id in-2-yl)hexahydropyrrolo[3,4-c ]pyrrol-2( 1 H)-yl)methanone; 

( 2-( 1 H-Pyrazo 1-5-yl )pyrid i n-3-yl )( 5-( 4, 5, 6-tri m ethylpyri midi n-2-yl )hexa hydro­

pyrro lo [3 ,4-c] pyrro 1-2( 1 H)-yl)methanone; 

1 O 6-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4-

c]pyrrol-2(1 H)-yl]-2-methylpyrimidin-4(3H)-one; 

2-( 2, 6-Di m ethylpyri midi n-4-yl )-5-{[5-( 4-fl uo ro phenyl )-2-m ethyl-1 , 3-th iazo 1-4-yl]­

ca rbo nyl}octahyd ro pyrro lo [3, 4-c] pyrro le; 

2-( 4,6-Dimethylpyrim id in-2-yl)-5-{[5-( 4-fluorophenyl)-2-methyl-1 ,3-thiazol-4-yl]-

15 carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

6-[5-{[5-( 4-Fluorophenyl)-2-methyl-1 ,3-thiazol-4-

yl]carbonyl}hexahyd ropyrrolo[3,4-c ]pyrrol-2( 1 H)-yl]-2-methylpyrimidin-4(3H)-

one; 

6-{5-[(5-Fluoro-2-pyrimidin-2-ylphenyl)carbonyl]hexahydropyrrolo[3,4-c]pyrrol-

20 2(1 H)-yl}-2-methylpyrimidin-4(3H)-one; 

( 5-( 4,6-Dimethylpyrim idin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2( 1 H)-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(1 H)-yl)(2-

fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl)methanone; 

25 ( 5-( 4,6-Dimethylpyrimid in-2-yl)hexahyd ropyrrolo[3,4-c ]pyrrol-2( 1 H)-yl)(2-methyl-

6-(2H-1 ,2 ,3-triazol-2-yl)phenyl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-y1)(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-

30 pyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

Methyl 2-(5-(2-fluoro-6-(2H-1,2,3-triazol-2-yl)benzoyl)hexahydropyrrolo[3,4-c]­

pyrrol-2(1 H)-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(1 H)-yl)-4-(trifluoromethyl)pyrimidine-5-carboxylic acid; 

(2-( 4H-1 ,2,4-Triazol-4-yl)phenyl)( 5-( 4,6-dimethylpyrim idin-2-yl)hexahydro­

pyrrolo[3,4-c]pyrrol-2( 1 H)-yl)methanone; 

2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)benzoyl)hexahydropyrrolo[3,4-c]pyrrol-

5 2(1 H)-yl)-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( 1 H)-yl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-methyl-

2-(1 H-1,2,3-triazol-1-yl)phenyl)methanone; 

10 2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)benzoyl)hexahydropyrrolo[3,4-c]pyrrol-

2( 1 H)-yl)-N, N ,6-trimethylpyrim id ine-4-carboxam ide; 

2-(5-(2-Fluoro-6-(2H-1,2,3-triazol-2-yl)benzoyl)hexahydropyrrolo[3,4-c]pyrrol-

2(1 H)-yl)-N,N-dimethyl-4-(trifluoromethyl)pyrimidine-5-carboxamide; 

( 5-( 4, 6-Dimethylpyrim idin-2-yl)hexahydropyrrolo[3,4-c ]pyrrol-2( 1 H )-yl)( mesityl)-

15 methanone; 

(2,3-Difluorophenyl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]­

pyrrol-2(1 H)-yl)methanone; 

( 5-( 4,6-Dimethylpyrimid in-2-yl)hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H)-yl)( 4-

methoxy-2-(pyrimidin-2-yl)phenyl)methanone; 

20 (2,3-Dimethoxypheny1)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]-

pyrrol-2(1 H)-yl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(2-(tri­

fluoromethoxy)phenyl)methanone; 

[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(6-methyl-

25 2-[1,2,3]triazol-2-yl-pyridin-3-yl)-methanone; 

( 5-( 4,6-Dimethylpyrimid in-2-yl)hexahyd ropyrrolo[3,4-c ]pyrrol-2( 1 H)-yl)(2-

methoxy-4-methylphenyl)methanone; 

( 5-( 4,6-Dimethylpyrim idin-2-yl)hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H)-yl )( 4-

methoxy-2-methylphenyl)methanone; 

30 (2,6-Difluorophenyl)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]-

pyrrol-2(1 H)-yl)methanone; 

2-[5-{[2-FI uo ro-6-( 2 H-1 ,2, 3-triazo 1-2-yl )phenyl]ca rbo nyl}hexa hyd ropyrro lo[3, 4-

c] pyrro 1-2( 1 H)-yl]-6-methylpyrimidine-4-carbonitrile; 
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2-[4,6-Bis(triflLioromethyl)pyrimidin-2-yl]-5-{[2-flLioro-6-(2H-1,2,3-triazol-2-yl)­

phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-[5-{[2-FI LIO ro-6-( 2 H-1 , 2, 3-triazo 1-2-yl )p he nyl]carbo nyl}hexa hyd ropyrro lo [3, 4-

c] pyrro 1-2( 1 H)-yl]-6-methylpyrimidin-4-ol; 

5 (2-FILioro-6-(2H-1,2,3-triazol-2-yl)phenyl)(5-(4-(fLiran-2-yl)-6-methylpyrimidin-2-

yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-[(3-flLioro-2-pyrimidin-2-ylphenyl)carbonyl]­

octahydropyrrolo[3,4-c]pyrrole; 

2-( 4, 6-Di methyl pyri midi n-2-yl )-5-{[3-fl LIO ro-2-( 1 H-pyrazol-5-yl )p he nyl]carbonyl}-

1 O octahydropyrrolo[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-Dimethylpyrim idin-2-yl )-5-{[3-methoxy-2-( 1 H-1 ,2,3-triazol-1-yl )phenyl]­

carbonyl}octahyd ropyrrolo[3,4-c]pyrrole; 

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

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(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, 6-Dimethylpyrim id in-2-yl)-5-{[4-methoxy-2-( 1 H-1,2 ,3-triazol-2-yl)phenyl]-

20 carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(5-FILioro-4-methylpyrimidin-2-yl)-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]­

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(2-Chloro-5-flLioropyrimidin-4-yl)-5-{[2-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}­

octahydropyrrolo[3,4-c]pyrrole; 

25 2-(5-FILioropyrimidin-2-yl)-5-{[2-flLioro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-

octahydropyrrolo[3,4-c]pyrrole; 

2-(5-FILioro-4-methylpyrimidin-2-yl)-5-{[2-flLioro-6-(2H-1,2,3-triazol-2-yl)phenyl]­

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-{[2-FILioro-6-(2H-1,2 ,3-triazol-2-yl)phenyl]carbonyl}-5-( 4,5,6-trimethyl-

30 pyrimidin-2-yl)octahydropyrrolo[3,4-c]pyrrole; 

2-( 4, 5-Dimethylpyrimidin-2-yl )-5-{[2-flLioro-6-(2H-1 ,2 ,3-triazol-2-yl)phenyl]­

carbonyl}octahyd ropyrrolo[3,4-c]pyrrole; 

2-{[2-FILioro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}-5-( 4-methoxy-6-methyl-
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pyrimidin-2-yl)octahydropyrrolo[3,4-c]pyrrole; 

2-( 4-Ethyl-6-methylpyrim idin-2-yl)-5-{[2-flLioro-6-(2 H-1 ,2,3-triazol-2-yl )phenyl]­

carbonyl}octahyd ropyrrolo[3,4-c]pyrrole; 

2-{[2-FILioro-6-(2H-1 ,2,3-triazol-2-yl)phenyl]carbonyl}-5-[ 4-methyl-6-( 1-methyl-

5 ethyl)pyrimidin-2-yl]octahydropyrrolo[3,4-c]pyrrole; 

2-[4-Methyl-6-(1-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-yl]octahydropyrrolo[3,4-c]pyrrole; 

10 2-( 4-tert-BLityl-6-methylpyrimidin-2-yl)-5-{[2-flLioro-6-(2H-1,2,3-triazol-2-yl)­

phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(4-Cyclopropyl-6-methylpyrimidin-2-yl)-5-{[2-flLioro-6-(2H-1,2,3-triazol-2-yl)­

[phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-{[2-FI LIO ro-6-( 2 H-1 , 2, 3-triazo 1-2-yl )p henyl]ca rbo nyl}-5-( 4-m ethyl-1 , 3, 5-triazin-

15 2-yl)octahydropyrrolo[3,4-c]pyrrole; 

2-{[2-F I LIO ro-6-( 2 H-1 ,2,3-triazo1-2-yl )phenyl] ca rbo nyl}-5-( 4-m ethyl-6-mo rpho Ii n-

4-yl pyri midi n-2-yl)octahyd ro pyrro lo [3, 4-c] pyrro I e; 

2-{[2-( 4H-1 ,2 ,4-Triazol-3-yl)phenyl]carbonyl}-5-( 4,5,6-trimethylpyrimidin-2-yl)­

octahyd ropyrrolo[3,4-c]pyrrole; 

20 2-( 4,6-Dimethyl pyrim id in-2-yl)-5-{[2-(3-methyl-1,2,4-oxadiazol-5-yl)phenyl]­

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-( 4, 6-Dimethylpyrimidin-2-yl)-5-{[2-( 1-methyl-1 H-1 ,2,4-triazol-5-yl)phenyl]­

carbonyl}octahydropyrrolo[3,4-c ]pyrrole; 

2-( 4,6-Dimethyl pyrim idin-2-yl)-5-{[2-( 1-methyl-1 H-1 ,2,4-triazol-3-yl)phenyl]-

25 carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-{[2-( 3-Methyl-1 ,2, 4-oxad iazo 1-5-yl )p henyl]carbo nyl}-5-( 4, 5, 6-trim ethyl­

pyrim id in-2-yl )octahyd ro pyrro lo [3, 4-c] pyrro le; 

2-(5-FILioro-4-methylpyrimidin-2-yl)-5-{[2-(3-methyl-1,2,4-oxadiazol-5-yl)­

phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

30 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-FILioro-4-methylpyrim id in-2-yl)-5-{[2-( 1-methyl-1 H-1,2,4-triazol-3-yl)­

phenyl]carbonyl}octahyd ropyrrolo[3,4-c]pyrrole; 
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2-[5-{[2-Fluoro-6-(2H-1,2,3-triazol-2-yl)phenyl]carbonyl}hexahydropyrrolo[3,4c]­

pyrrol-2( 1 H)-yl]-4-methyl-6, 7-dihyd ro-5H-cyclopenta[d]pyrimidine; 

2-( 4, 6-D i methyl pyri midi n-2-yl )-5-{[3-fl uo ro-2-( 3-m ethyl-1 ,2, 4-oxad iazo 1-5-yl )­

p henyl]carbo nyl}octa hydro pyrro lo [3, 4-c] pyrro le; 

5 2-(4,6-Dimethylpyrimidin-2-yl)-5-{[2-fluoro-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-1,2,3-triazol-2-yl)­

phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(5-Chloro-4,6-dimethylpyrimidin-2-yl)-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-yl)-

10 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( 1 H)-yl]-6, 7-dihyd ro-5H-cyclopenta[ d]pyrim id ine; 

15 2-(5-Chloro-4,6-dimethylpyrimidin-2-yl)-5-{[2-( 1-methyl-1 H-1,2,4-triazol-3-yl)­

phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(5-Chloro-4-methylpyrimidin-2-yl)-5-{[2-(1-methyl-1 H-1,2,4-triazol-3-yl)­

phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-( 5-Ethyl-4,6-dimethyl pyrim id in-2-yl)-5-{[2-( 1-methyl-1 H-1 ,2 ,4-triazol-3-yl)-

20 phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-{[3-(2 H-1 ,2,3-T riazol-2-yl)pyrid in-2-yl]carbonyl}-5-( 4, 5,6-trimethylpyrim id in-2-

yl)octahydropyrrolo[3,4-c ]pyrrole; 

2-(5-Chloro-4,6-dimethylpyrimidin-2-yl)-5-{[3-(2H-1,2,3-triazol-2-yl)pyridin-2-yl]­

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

25 2-(5-Fluoro-4,6-dimethylpyrimidin-2-yl)-5-{[3-(2H-1,2,3-triazol-2-yl)pyridin-2-yl]-

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(4,6-Dimethylpyrimidin-2-yl)-5-(9H-fluoren-4-ylcarbonyl)octahydropyrrolo[3,4-

c]pyrrole; 

[5-( 4, 6-Dim ethyl-pyri midi n-2-yl)-hexa hyd ro-pyrro lo[3, 4-c ]pyrro 1-2-yl]-( 5-[ 1 , 2, 3 ]-

30 triazol-2-yl-benzo[1,3]dioxol-4-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-pyrim idin-2-yl)-hexahyd ro-pyrrolo[3,4-c ]pyrrol-2-yl]-( 4-[1 ,2 ,3]-
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triazol-1-yl-pyridin-3-yl)-methanone; 

( 5-te rt-B utyl-2-m ethoxy-phe nyl )-[5-( 4, 6-d i m ethyl-pyrim id i n-2-yl )-hexa hydro­

pyrrolo [3, 4-c] pyrro 1-2-yl]-m etha none; 

[5-( 4, 6-Dimethyl-pyrim id in-2-yl)-hexahyd ro-pyrrolo[3,4-c ]pyrrol-2-yl]-( 1-[1 ,2 ,3]-

5 triazol-2-yl-naphthalen-2-yl)-methanone; 

[5-( 4, 6-Dim ethyl-pyri mid in-2-yl )-hexahyd ro-pyrro lo[3, 4-c ]pyrrol-2-yl]-( 3-[ 1 ,2 ,3]­

triazo l-2-yl-pyrid i n-2-yl )-m etha none; 

(2-Bromo-4,5-dimethoxy-phenyl)-[5-(4,6-dimethyl-pyrimidin-2-yl)-hexahydro­

pyrrolo[3,4-c]pyrrol-2-yl]-methanone; 

1 O (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-Dimethylpyrim idin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2( 1 H)-yl)( 4-fluoro-

2-(6-methylpyridin-2-yl)phenyl)methanone; 

[5-( 4, 6-D i m ethyl-pyri midi n-2-yl )-hexa hyd ro-pyrro lo [3, 4-c] pyrro 1-2-yl]-( 6-m ethyl-

15 2-[1,2,3]triazol-1-yl-pyridin-3-yl)-methanone; 

( 1-B ro m o-na phthale n-2-yl )-[5-( 4, 6-d i m ethyl-pyrim id i n-2-yl )-hexa hyd ro-pyrro lo­

[3, 4-c] pyrro l-2-yl]-m ethanone; 

[5-(4,6-Dimethyl-pyrimidin-2-yl)-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-(3-

methoxy-naphthalen-2-yl)-methanone; 

20 [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-pyrim id in-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)-

25 hexahydro-pyrrolo[3,4-c]pyrrol-2-yl]-methanone; 

( 4,5-Dimethoxy-2-[1 ,2,3]triazol-2-yl-phenyl)-[5-( 4, 6-d imethyl-pyrim id in-2-yl)­

hexahydro-pyrrolo[3,4-c ]pyrrol-2-yl]-methanone; 

( 5-( 4,6-Dimethylpyrimid in-2-yl)hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H)-yl )( 4-fluoro-

2-( 4-methylpyrid in-2-yl)phenyl)methanone; 

30 (5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-

propoxypyridin-2-yl)methanone; 

(3-Propoxypyridin-2-yl)(5-(5-(trifluoromethyl)pyrimidin-2-yl)hexahydropyrrolo­

[3,4-c]pyrrol-2(1 H)-yl)methanone; 
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( 5-( 4,6-Dimethylpyrim id in-2-yl)hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H)-yl)( 4-fluoro-

2-(3-fluoropyrid in-2-yl)phenyl)methanone; 

(3-Propoxypyridin-2-yl){5-{quinoxalin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)­

yl)methanone; 

5 2-[(2,6-Dimethoxyphenyl)carbonyl]-5-[5-(trifluoromethyl)pyridin-2-yl]octahydro-

pyrrolo[3,4-c]pyrrole; 

(2,6-Dimethoxyphenyl)(5-{5-{trifluoromethyl)pyrimidin-2-yl)hexahydropyrrolo­

[3,4-c]pyrrol-2(1 H)-yl)methanone; 

(2,6-Dimethoxypheny1)(5-(4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4c]-

1 O pyrrol-2(1 H)-yl)methanone; 

( 5-( 4,6-Dimethylpyrim idin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2( 1 H )-yl)(3-

methylfuran-2-yl)methanone; 

2-[(3-Methylfuran-2-yl)carbonyl]-5-[5-(trifluoromethyl)pyridin-2-yl]octahydro­

pyrrolo[3,4-c]pyrrole; 

15 (3-Methylfuran-2-yl)(5-(5-{trifluoromethyl)pyrimidin-2-yl)hexahydropyrrolo[3,4c]-

pyrrol-2(1 H)-yl)methanone; 

(3-Methylfuran-2-yl)( 5-( quinoxalin-2-yl)hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H)-

yl )methanone; 

(3,6'-Dimethyl-[2,3'-bipyridin]-2'-yl)(5-(quinoxalin-2-yl)hexahydropyrrolo[3,4-c]-

20 pyrrol-2(1 H)-yl)methanone; 

(3,6'-Dimethyl-[2,3'-bipyridin]-2'-yl)(5-(5-(trifluoromethyl)pyrimidin-2-yl)hexa­

hyd ropyrrolo[3,4-c ]pyrrol-2( 1 H )-yl)methanone; 

(3,6'-Dimethyl-[2,3'-bipyridin]-2'-yl)(5-(5-(trifluoromethyl)pyridin-2-yl)hexahydro­

pyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

25 (5-{4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(4-fluoro-

2-(pyridin-2-yl)phenyl)methanone; 

( 5-( 4,6-Dimethylpyrimid in-2-yl)hexahydropyrrolo[3,4-c ]pyrrol-2( 1 H )-yl)(3-fluoro-

2-(pyridin-2-yl)phenyl)methanone; 

[2,3'-Bipyridin]-2'-y1(5-( 4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-

30 2(1 H)-yl)methanone; 

( 5-( 4, 6-Dimethylpyrim idin-2-yl)hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H)-yl)( 4-fluoro-

2-( oxazol-2-yl)phenyl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-fluoro-
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2-(6-methylpyridin-2-yl)phenyl)methanone; 

( 5-( 4,6-Dimethylpyrim idin-2-yl)hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H)-yl)(3-fluoro-

2-(3-methylpyrid in-2-yl)phenyl)methanone; 

(2-(3-Chloropyridin-2-yl)-3-fluorophenyl)(5-(4,6-dimethylpyrimidin-2-yl)hexa-

5 hydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-fluoro-

2-( 4-methylpyridin-2-yl)phenyl)methanone; 

( 5-( 4, 6-Dim ethyl pyrim id i n-2-yl )hexahyd ropyrro lo [3 ,4-c] pyrrol-2( 1 H )-yl )( 3-fl uo ro-

2-( 5-m ethyl pyrid in-2-yl )phenyl )m etha none; 

1 O ( 5-( 4,6-Dimethylpyrim idin-2-yl)hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H)-yl )(3-fluoro-

2-(3-fluoropyrid in-2-yl)phenyl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(3-fluoro-

2-( oxazol-2-yl)phenyl)methanone; 

2-(5-Fluoro-4-methylpyrimidin-2-yl)-5-{[4-methoxy-2-(2H-1,2,3-triazol-2-yl)-

15 phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-(5-Chloro-4-methylpyrimidin-2-yl)-5-{[4-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; 

20 2-(4,5-Dimethylpyrimidin-2-yl)-5-{[4-methoxy-2-(2H-1,2,3-triazol-2-yl)phenyl]-

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-[(3-Propoxypyridin-2-yl)carbonyl]-5-[5-(trifluoromethyl)pyridin-2-yl]octahydro­

pyrrolo[3,4-c]pyrrole; 

2-{4,6-Bis[(2H3)methy1](2H)pyrimidin-2-yl}-5-{[2-fluoro-6-(2H-1,2,3-triazol-2-

25 yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-{4,6-Bis[(2H3)methyl](2H)pyrimidin-2-yl}-5-{[3-fluoro-2-(3-methyl-1,2,4-oxa­

diazol-5-yl)phenyl]carbonyl}octahydropyrrolo(3,4-c]pyrrole; 

2-{4,6-Bis[(2H3)methyl](2H)pyrimidin-2-yl}-5-{[4-methoxy-2-(2H-1,2,3-triazol-2-

yl)phenyl]carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

30 2-(5-Ethyl-4,6-dimethylpyrimidin-2-yl)-5-{[3-(2H-1,2,3-triazol-2-yl)pyridin-2-yl]-

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 

2-( 4, 6-Dimethylpyrim idin-2-yl)-5-{(3-(3-methyl-1,2 ,4-oxad iazol-5-yl)pyridin-2-yl]­

carbonyl}octahydropyrrolo[3,4-c]pyrrole; 
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( 5-(6, 7-Difluoroquinoxalin-2-yl)hexahyd ropyrro lo[3,4-c ]pyrrol-2( 1 H)-yl)(3-fluoro-

2-(pyrimid in-2-yl)phenyl)methanone; 

( 5-(6, 7-Difluoroquinoxalin-2-yl)hexahyd ropyrrolo[3,4-c ]pyrrol-2( 1 H)-y1)(3-fluoro-

2-(pyrim id in-2-yl)phenyl)methanone; 

5 (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 )pyrim id in-4-yl)hexahyd ropyrrolo[3,4-c ]pyrrol-2( 1 H)-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-

1 O 2(1 H)-y1)(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(1 H)-yl)(3-fluoro-2-(pyrimidin-2-yl)phenyl)methanone; 

( 5-( 6-( Dimethylam ino )pyrimidin-4-yl)hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H )-yl)(3-

fluoro-2-(pyrim id in-2-yl)phenyl)methanone; 

15 ( 3-Fluoro-2-(pyrim idin-2-yl)p henyl)( 5-( 5-fluoro-4, 6-dimethylpyrimidin-2-yl)­

hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H)-yl)methanone; 

(5-(5-Chloro-4,6-dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)­

yl)(3-fluoro-2-(pyrimidin-2-yl)phenyl)methanone; 

( 5-( 5-Chloro-4-methylpyrim id in-2-yl)hexahyd ropyrrolo[3,4-c ]pyrrol-2( 1 H)-yl)(3-

20 fluoro-2-(pyrimidin-2-yl)phenyl)methanone; 

(3-Fluoro-2-(pyrimidin-2-yl)pheny1)(5-(5-fluoro-4-methylpyrimidin-2-yl)hexa­

hydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)methanone; 

( 5-( 4,5-Dimethylpyrimid in-2-yl)hexahydropyrrolo[3,4-c ]pyrrol-2( 1 H )-yl)(3-fluoro-

2-(pyrim idin-2-yl)phenyl)methanone; 

25 ( 5-( 4, 6-Dimethylpyrim idin-2-yl)hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H)-yl)( 5-fluoro-

2-( 6-methylpyridin-2-yl)phenyl)methanone; 

( 5-( 4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2( 1 H)-yl)( 5-fluoro-

2-( 4-methylpyrid in-2-yl)phenyl)methanone; 

( 5-( 4, 6-Dimethylpyrimid in-2-yl)hexahydropyrrolo[3,4-c ]pyrrol-2( 1 H )-yl )( 5-fluoro-

30 2-(5-methylpyridin-2-yl)phenyl)methanone; 

( 5-( 4,6-Dimethylpyrim idin-2-yl)hexahyd ropyrrolo[3,4-c]pyrrol-2( 1 H)-yl)( 5-fluoro-

2-(3-fluoropyridin-2-yl)phenyl)methanone; 

( 5-( 4, 6-Dimethylpyrimid in-2-yl)hexahydropyrrolo[3,4-c ]pyrrol-2( 1 H )-yl)( 5-fluoro-
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2-(pyridin-2-yl)phenyl)methanone; 

( 5-( 4,6-Dimethylpyrim idin-2-yl)hexahydropyrrolo[3,4-c ]pyrrol-2( 1 H )-yl)( 4-fluoro-

2-( oxazol-2-yl)phenyl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-y1)(6-fluoro-

5 2-(6-methylpyridin-2-yl)phenyl)methanone; 

(5-( 4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(6-fluoro-

2-( 4-methylpyridin-2-yl)phenyl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-y1)(6-fluoro-

2-(5-methylpyridin-2-yl)phenyl)methanone; 

1 O ( 5-( 4,6-Dimethylpyrim id in-2-yl)hexahydropyrrolo[3,4-c ]pyrrol-2( 1 H)-yl)(6-fluoro-

2-(3-fluoropyridin-2-yl)phenyl)methanone; 

( 5-( 4 ,6-Dimethyl pyrimid in-2-yl)hexahyd ropyrrolo[3 ,4-c] pyrrol-2( 1 H)-yl)(6-fluoro-

2-(pyridin-2-yl)phenyl)methanone; 

(5-(4,6-Dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)(6-fluoro-

15 2-( oxazol-2-yl)phenyl)methanone; 

(3,6'-Dimethyl-[2,3'-bipyridin]-2'-yl)(5-(quinoxalin-2-yl)hexahydropyrrolo[3,4-c]­

pyrrol-2(1 H)-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•HCl•1.65H20. 

20 

25 

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 Formula (I): 

Formula(!) 

wherein: 

R1 is a member selected from the group consisting of: 

A) phenyl substituted or unsubstituted with one or two Ra members and 

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

C1.4alkyl, -C1.4alkoxy, and -N02, wherein two adjacent Ra 

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

Rb is a member selected from the group consisting of: 

a) halo, -C1.4alkoxy, -C1.4alkyl,-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 oxygen member, 

substituted or unsubstituted with halo or -C1.4alkyl; and 

d) phenyl substituted or unsubstituted with halo, -CH3, or -CF3; 

B) pyridine substituted or unsubstituted with one or two Rc members 

and substituted with Rd, wherein Rd is positioned adjacent to the 

point of attachment by R1; 

Rc is C1.4alkyl; 

Rd is a member selected from the group consisting of: 

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

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

e) pyrazol-5-yl, 3-methyl-1,2,4-oxadiazol-5-yl, pyridinyl, 3-methyl­

pyridin-2-yl; 1-(tetrahydro-2H-pyran-2-yl)-1 H-pyrazol-5-yl), 

phenyl, and pyrimidin-2-yl; and 

d) -CF3, -Br, and -C1.4alkoxy; 

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-(1 H-pyrrol-1-yl)thiophen-2-yl, 8-[1,2,3]-triazol-2-yl-naphthalen-1-yl, 

2,3-dihydro-1,4-benzodioxin-5-yl, 1 H-indol-7-yl, 4-fluoronaphthalen-1-

yl, and naphthalen-1-yl; 

R2 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, -C1_4alkyl, -CD3, -D, -C1_4alkoxy, 

cyclopropyl, morpholin-2-yl, -C02C1-4alkyl, -C02H, -CH20H, -

C(O)N(C1_4alkyl)2, -CF3, -CN, -OH, -N02, -N(C1_4alkyl)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, -C1-4alkyl, -C1_4alkoxy, and -CF3; 

C) 9-membered heteroaryl ring selected from the group consisting of: 

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

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]pyrimid ine; 

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 (I); 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. 

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

0 

R1A~)-_, 
~kR2 

Formula(!) 

wherein: 

R1 is a member selected from the group consisting of: 

A) phenyl substituted or unsubstituted with one or two R"members and sub-

30 stituted in the orthoposition with Rb; 
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Rais independently selected from the group consisting of: -H. halo, 

-C1_4alkyl, -C1_4alkoxy, and -N02, wherein two adjacent Ra members may come 

together to form a six membered aromatic ring; 

Rb is a member selected from the group consisting of: 

5 a) halo, -C1_4alkoxy, -C1_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 oxygen member, substituted or 

unsubstituted with halo or -C1_4alkyl; and 

1 O d) phenyl substituted or unsubstituted with halo, -CH3, or -CF3; 

B) pyridine substituted or unsubstituted with one or two Remembers and substi­

tuted with Rd wherein Rd is positioned adjacent to the point of attachment byR1; 

Reis C-C1_4alkyl; 

Rd is a member selected from the group consisting of: 

15 a) 5-6 membered he!eroaryl ring selected from the group consisting of: 1 H-

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

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

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

b) -CF3, -Br, and -C1_4alkoxy; 

20 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-(1 H-pyrrol-1-

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

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

R2 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 

30 of: halo, -C1_4alkyl, -CD3, -D,-C1_4alkoxy, cyclopropyl, morpholin-2-yl, -COz-C1-

4alkyl, -C02H, -CH20H, C(O)N(C1_4Halkyl)z,-CF3, -CN, -OH, -N02, -N(C1-

4alkyl)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 
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the group consisting of: halo, -C1_4alkyl, -C1_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-

5 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-fluoroquina­

zolin-2-yl; and 

1 O E) 4-methyl-1,3,5-triazin-2-yl; and pharmaceutically acceptable salts of 

compounds of Formula (I), and at least one pharmaceutically acceptable 

excipient for Use in the treatment of a disease, disorder, or medical condition 

mediated by orexin receptor activity. 

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

Formula(!) 

wherein: 

R1 is a member selected from the group consisting of: 

20 A) phenyl substituted or unsubstituted with one or two Ramembers and sub­

stituted in the orthoposition with Rb; 

Rais independently selected from the group consisting of: -H. halo, -C1_4alkyl, -

C1_4alkoxy, and -N02, wherein two adjacent Ra members may come together to 

form a six membered aromatic ring; 

25 Rb is a member selected from the group consisting of: 

a) halo, -C1_4alkoxy, -C1_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 oxygen member, substituted or unsub-

30 stituted with halo or -C1_4alkyl; and 

d) phenyl substituted or unsubstituted with halo, -CH3, or -CF3; 
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B) pyridine substituted or unsubstituted with one or two Remembers and sub­

stituted with Rd. wherein Rd is positioned adjacent to the point of attachment by 

R1. 
' 

Reis C-C1.4alkyl; 

5 Rd is a member selected from the group consisting of: 

a) 5-6 membered he!eroaryl ring selected from the group consisting of: 1 H-1,2, 

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

yl, pyridinyl, 3-methylpyrid in-2-yl; 1-(tetrahyd ro-2H-pyran-2-yl)-1 H-pyrazol-5-yl), 

phenyl, and pyrimidin-2-yl; and 

1 O b) -CF3, -Br, and -C1.4alkoxy; 

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: 

15 3-methylfuran-2-yl, 9H-fluorene, quinoline, cinnoline; 3-(1 H-pyrrol-1-

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

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

R2 is a member selected from the group consisting of: 

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

20 with one or more members independently selected from the group consisting 

of: halo, -C1.4alkyl, -C03, -D, -C1.4alkoxy, cyclopropyl, morpholin-2-yl, -C02-C1. 

4alkyl, -C02H, -CH20H, C(O)N(C1-4Halkyl)2, -Cf3, -CN, -OH, -N02, -N(C1. 

4alkyl)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 

25 the group consisting of: halo, -C1.4alkyl, -C1.4alkoxy, 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; 

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

quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6,7-difluoroquinoxalin-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 (I), 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 

5 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, delirium, dementias, overweight or obesity and 

1 O conditions related to overweight or obesity, insulin resistance, type /I 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. 

15 

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

0 

R1)l_~~ 
~kR2 

Formula(J) 

wherein: 

R1 is a member selected from the group consisting of: 

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

substituted in the orthoposition with Rb; 

R"is independently selected from the group consisting of: -H. halo, 

-C1_4alkyl, -C1_4alkoxy, and -N02, wherein two adjacent R" members may come 

together to form a six membered aromatic ring; 

25 Rb is a member selected from the group consisting of: 

a) halo, -C1_4alkoxy, -C1_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 oxygen member, substituted or unsub-

30 stituted with halo or -C14alkyl; and 
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d) phenyl substituted or unsubstituted with halo, -CH3, or -CF3; 

B) pyridine substituted or unsubstituted with one or two Remembers 

and substituted with Rd. wherein Rd is positioned adjacent to the 

point of attachment by R1; 

5 Reis C-C1.4alkyl; 

Rd is a member selected from the group consisting of: 

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

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

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

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

b) -CF3, -Br, and -C1.4alkoxy; 

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 

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

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

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

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

R2 is a member selected from the group consisting of: 

20 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, -CD3, -D,-C1.4alkoxy, cyclopropyl, morpholin-2-yl, -C02-C1-

4alkyl, -C02H, -CH20H, C(O)N(C1.4Halkyl)2,-CF3, -CN, -OH, -N02, -N(C1-

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

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

the group consisting of: halo, -C1.4alkyl, -C1.4alkoxy, and -CF3; 

C) 9-membered heteroaryl ring selected from the group consisting of: 

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

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

30 6-chloro-benzothiazol-2-yl, and 4-methyl-6, 7-dihydro-5H-cyclopenta[d]pyri­

midine; 

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

quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6, 7-difluoroquinoxalin-2-yl, 3-(trifluoro-
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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 (I), and at 

5 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. 

10 

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

0 

R1)l~)-_, 
~kR2 

Formula (I) 

wherein 

R1 is a member selected from the group consisting of: 

A) phenyl substituted or unsubstituted with one or two Ramembers and 

substituted in the orthoposition with Rb; 

15 Rais independently selected from the group consisting of: -H. halo, -C1.4alkyl, -

C1.4alkoxy, and -N02, wherein two adjacent Ra members may come together to 

form a six membered aromatic ring; 

Rb is a member selected from the group consisting of: 

a) halo, -C1.4alkoxy, -C1.4alkyl,-CF3, -OCF3 or -CN; 

20 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 -C1.4alkyl; and 

d) phenyl substituted or unsubstituted with halo, -CH3, or -CF3; 

25 B) pyridine substituted or unsubstituted with one or two Remembers and sub­

stituted with Rd. wherein Rd is positioned adjacent to the point of attachment by 

R1. 
' 

Reis C-C1.4alkyl; 

Rd is a member selected from the group consisting of: 

30 a) 5-6 membered he!eroaryl ring selected from the group consisting of: 1 H-
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1,2,3-triazol-1-yl, 2H-1,2,3-triazol-2-yl, 1 H-pyrazol-5-yl,3-methyl-1,2,4-

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

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

b) -CF3, -Br, and -C1.4alkoxy; 

5 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-(1 H-pyrrol-1-

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

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

R2 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 

15 of: halo, -C1•4alkyl, -CD3, -D,-C1.4alkoxy, cyclopropyl, morpholin-2-yl, -C02-C1. 

4alkyl, -C02H, -CH20H, C(O)N(C1.4Halkyl)2,-CF3, -CN, -OH, -N02, -N(C1. 

4alkyl)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, -C1.4alkyl, -C1.4alkoxy, and -CF3; 

20 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]pyrimid ine; 

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

25 quinoxalin-2-yl, 3-methylquinoxalin-2-yl, 6, 7-difluoroquinoxalin-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 (I), and at 

30 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-

5 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 II diabetes, hyperlipidemia, gallstones, 

angina,hypertension, breathlessness, tachycardia, infertility, sleep apnea, back 

1 O 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, 

15 disorder, or medical condition is insomnia. 

38. A chemical entity defined in claim 1, wherein R3 is a member selected 

from the group consisting of: 

2-([1, 1 '-Biphenyl]-2-ylsulfonyl)-5-(5-(trifluoromethyl) pyridin-2-yl)octahydro-

20 pyrrolo[3,4-c]pyrrole; 

2-([1, 1 '-Biphenyl]-2-ylsulfonyl)-5-(5-(trifluoromethyl)pyrimidin-2-yl)octahydro­

pyrrolo[3,4-c]pyrrole; 

2-([1 , 1'-Biphenyl]-2-ylsulfonyl)-5-(4,6-dimethyl pyrim id in-2-yl)octahydropyrrolo­

[3,4-c ]pyrrole; 

25 2-( 4, 6-Dim ethyl pyri midi n-2-yl )-5-( ( 2-m ethoxyp henyl )su lfo nyl)octahyd ro­

pyrrolo [3, 4-c] pyrro le; 

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-

30 pyrrolo[3,4-c]pyrrole; 

2-(5-((2-Methoxyphenyl)sulfonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)­

quinoxaline; and 

2-(5-([1, 1 '-Biphenyl]-2-ylsulfonyl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-yl)quin-
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oxaline. 
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