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COMPOUNDS AND METHODS FOR TREATMENT OF VISCERAL PAIN 

CROSS-REFERENCE TO RELATED APPLICATIONS
[0001] This application claims priority to U.S. Provisional Application No. 62/503,280, filed on 

May 8, 2017, the contents of which are incorporated herein by reference in their entirety.

FIELD OF THE INVENTION
[0002] The present invention relates to certain compounds of Formula la and pharmaceutical 

compositions thereof and their use in methods for the alleviation and/or treatment of visceral 

pain, for example abdominal pain; pelvic pain; pain from an internal organ; or pain arising from 

or related to pancreatitis (e.g., chronic pancreatitis), inflammatory bowel disease, endometriosis, 

interstitial cystitis, prostatitis (e.g., chronic prostatitis), or post-surgical abdominal lesions. In 

some embodiments, the visceral pain arises from or is related to inflammatory bowel disease, for 

example Crohn’s disease.

BACKGROUND
[0003] Visceral pain is generally the result of damage or injury to internal organs, and is one of 

the most common forms of pain. Visceral pain is caused by the activation of pain receptors in the 

chest, abdomen, or pelvic areas, and can be caused by injury or disease states involving the 

internal organs, such as the stomach, kidney, gallbladder, urinary bladder, and intestines. 

Visceral pain can also be caused by problems with abdominal muscles and the abdominal wall, 

such as spasm. Visceral pain is distinct from somatic pain, which is caused by the activation of 

pain receptors in either the body surface or musculoskeletal tissues (for example, postsurgical 

pain from a surgical incision), and from neuropathic pain, which is caused by injury or 

malfunction to the spinal cord and peripheral nerves.

[0004] Examples of visceral pain include abdominal pain; pelvic pain; pain from an internal 

organ; and pain arising from or related to pancreatitis (e.g., chronic pancreatitis), inflammatory 

bowel disease, endometriosis, interstitial cystitis, prostatitis (e.g., chronic prostatitis), or post- 

surgical abdominal lesions.

[0005] The two main types of inflammatory bowel disease (IBD) are ulcerative colitis (UC), 

which is limited to the colon, and Crohn’s disease (CD), which can affect any segment of the 

gastrointestinal tract. In both types, the most common symptoms are diarrhea and abdominal 
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pain. Treatments for pain associated with IBD that are currently available have been borrowed 

from other pain conditions and are not specific for abdominal pain. They include opioids that 

have the potential for developing tolerance/tachyphylaxis, addiction and abuse, and potentially 

fatal respiratory depression; gabapentinoids that are safer than opioids but also produce adverse 

cognitive effects; tricyclic antidepressants that show some efficacy but can also produce 

somnolence, hypotension, and arrhythmias; and non-steroidal anti-inflammatories (NSAIDs; 

drugs such as ibuprofen and naproxen) which when administered long term may be associated 

with an increased risk of gastrointestinal injury/bleeding, cardiac events, hypertension, kidney 

injury, and death.

[0006] Cannabinoids are a group of extracellular signaling molecules. Signals from these 

molecules are mediated in animals by two G-protein coupled receptors, Cannabinoid Receptor 1 

(CBi) and Cannabinoid Receptor 2 (CB2). CBi is expressed most abundantly in the neurons of 

the CNS but is also present at lower concentrations in a variety of peripheral tissues and cells 

(Matsuda, L. A. et al. (1990) Nature 346:561-564). In contrast, CB2 is expressed predominantly, 

although not exclusively, in non-neural tissues, e.g. in hematopoietic cells, endothelial cells, 

osteoblasts, osteoclasts, the endocrine pancreas, and cancerous cell lines (Munro, S. et al. (1993) 

Nature 365:61-65; and as reviewed in Pacher, P. et al. (2006) Pharmacol. Rev. 58(3): 389-462). 

As such, CBi is believed to be primarily responsible for mediating the psychotropic effects of 

cannabinoids on the body, whereas CB2 is believed to be primarily responsible for most of their 

non-neural effects.

[0007] International Patent Application Publication No. WO2011/025541 reports certain 

compounds of Formula la and pharmaceutical compositions thereof that modulate the activity of 

the CB2 receptor.

[0008] There is a need for alternative approaches to targeted pain management for visceral pain, 

especially for abdominal pain that is poorly managed in IBD due to limited specific options.

BRIEF SUMMARY
[0009] It has been discovered in accordance with the present disclosure that Compounds of 

Formula la, for example Compound A, also referred to herein as Compound 699, are particularly 

useful for the treatment of visceral pain, for example abdominal pain; pelvic pain; male pelvic 

pain; pain from an internal organ; bladder pain; painful bladder syndrome; post-surgical 
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abdominal pain (e.g., GI resection, hysterectomy, oophorectomy, C-section); or pain associated 

with: pancreatitis (e.g., chronic pancreatitis), prostatitis (e.g., chronic prostatitis), inflammatory 

bowel disease (e.g., Crohn’s disease), endometriosis, interstitial cystitis, prostatitis (e.g., chronic 

prostatitis), epididymitis (e.g., chronic epididymitis), or post-surgical abdominal lesions. In some 

embodiments, the visceral pain arises from or is rotated to inflammatory bowel disease, for 

exampte Crohn’s disease. In some embodiments, the interstitiaf cystitis is interstitiaf cystitis 

induced by chemotherapy, ufcerative interstitiaf cystitis, nonufcerative interstitiaf cystitis, or 

autoimmune interstitiaf cystitis.

[0010] Thus, in some embodiments, the present disctosure provides methods for treating or 

aUeviating viscerat pain in a patient in need of such treatment, comprising administering to the 

patient a therapeuticaUy effective amount of a compound sefected from compounds of Formuta 

la and pharmaceutically acceptabfe saits and N-oxides thereof:

R2 R1

la

wherein the constituent variabtes RX-R6, X and Y are as defined betow. In some embodiments, 

the compound of Formuta la is (faS,5aS)-2-(4-oxy-pyrazin-2-yt)-ta,2,5,5a-tetrahydro-f//-2,3- 

diaza-cycfopropa[a]pentafene-4-carboxyfic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyI)- 

amide, (Compound A, atso referred to herein as Compound 699) having the structure:

Compound A

or a pharmaceuticaUy acceptabfe sait or crystat form thereof; for exampte an anhydrous, non- 

sofvated crystalline form.

[0011] In some embodiments, the viscerat pain is abdominat pain; pain arising from or rotated to 
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an internal organ; or pain associated with pancreatitis (e.g., chronic pancreatitis), inflammatory 

bowel disease, endometriosis, interstitial cystitis, prostatitis (e.g., chronic prostatitis), or a post- 

surgical abdominal lesion. In some embodiments, the visceral pain is pain arising from or related 

to inflammatory bowel disease, for example pain arising from or related to Crohn’s disease. 

[0012] In some embodiments, the patient is in remission for Crohn’s disease, for example where 

the patient is in remission for Crohn’s disease and has chronic visceral pain.

[0013] In some embodiments, the patient has previously been treated with an opioid analgesic 

for pain arising from or related to inflammatory bowel disease, for example Crohn’s disease. 

[0014] In some embodiments, the patient is administered a daily dose of Compound A from 10 

mg to 400 mg, from one to three times per day.

[0015] In some embodiments, the visceral pain does not arise from or relate to inflammatory 

bowel disease. In some embodiments, the visceral pain does not arise from or relate to Crohn’s 

disease.

[0016] In some embodiments, the present disclosure provides methods for selectively activating 

a CB2 receptor in a patient experiencing visceral pain, comprising administering to the patient a 

therapeutically effective amount of a compound selected from compounds of Formula la and 

pharmaceutically acceptable salts and X-oxides thereof, for example Compound A, as described 

above.

[0017] In some embodiments, the present disclosure provides pharmaceutical compositions for 

alleviation of visceral pain, the compositions comprising a therapeutically effective amount of a 

compound selected from compounds of Formula la and pharmaceutically acceptable salts and N- 

oxides thereof as described above, for example Compound A.

[0018] In some embodiments, the present disclosure provides the use of compounds of Formula 

la and pharmaceutically acceptable salts and X-oxides thereof as described above, for example 

Compound A, in the manufacture of a medicament for the treatment or alleviation of visceral 

pain.

[0019] Further areas of applicability of the present disclosure will become apparent from the 

detailed description provided hereinafter. It should be understood that the detailed description 

and specific examples, while indicating the preferred embodiment of the disclosure, are intended 

for purposes of illustration only and are not intended to limit the scope of the disclosure.
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BRIEF DESCRIPTION OF THE DRAWINGS

Figure 1 shows the effect of Compound 493 in the FCA-induced hyperalgesia model of 

inflammatory pain in rats at 1-hour post dosing. See Example 7.

Figure 2 shows the effect of Compound 493 in the monosodium iodoacetate (MIA) 

model of osteoarthritis in rats at 1-hour post dosing. See Example 5.

Figure 3 shows the effect of 10 mg/kg of Compound 493 on paclitaxel-induced allodynia 

in rats. See Example 8.

Figure 4 shows the effect of Compound 493 on the skin incision model of post-operative 

pain in rats. See Example 6.

Figure 5 shows the effect of Compound 455 on body temperature and locomotor activity 

in rats. See Example 9.

Figure 6 shows the effect of Compound 660 on body temperature and locomotor activity 

in rats. See Example 9.

Figure 7 shows the effect of Compound 700 on body temperature and locomotor activity 

in rats. See Example 9.

Figure 8 shows the effect of Compound 667 on body temperature and locomotor activity 

in rats. See Example 9.

Figure 9 shows the effect of Compound 699/Compound A (10 mpk) compared to vehicle 

(methyl cellulose) in the STZ-induced PDPN Model. See Example 12.

Figure 10 shows the effect of Compound 919 (10 mpk) compared to vehicle (methyl 

cellulose) in the STZ-induced PDPN Model. See Example 12.

Figure 11 shows the effect of Compound 699 in an acetic acid-induced writhing model 

of visceral pain. See Example 13.

Figure 12 shows the effect of Compound 699 in an acetic acid-induced writhing model 

of visceral pain. See Example 13.

Figure 13 shows the effect of Compound 699 in a visceral pain model of colitis. More 

specifically, Figure 13 shows the visceromotor response (VMR) to colorectal distension (CRD) 

demonstrating enhanced pain responses in rats with colitis relative to naive healthy control rats 

(i.e., Healthy Control, HC); where open-circles are HC + vehicle (n=ll), solid-squares are acute 

TNBS + vehicle (n=12), solid-circles are acute TNBS + Compound 699 30 gm/kg (n=9), open­
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squares are HC + Compound 699 30 mg/kg (n=8), and closed-triangles are acute TNBS + 

Compound 699 10 mg/kg (n=9). See Example 14.

DETAILED DESCRIPTION
[0020] The following description of the preferred embodiment(s) is merely exemplary in nature 

and is in no way intended to limit the disclosure, its application, or uses.

[0021] As used throughout, ranges are used as shorthand for describing each and every value 

that is within the range. Any value within the range can be selected as the terminus of the range. 

In addition, all references cited herein are hereby incorporated by referenced in their entireties. In 

the event of a conflict in a definition in the present disclosure and that of a cited reference, the 

present disclosure controls.

[0022] Unless otherwise specified, all percentages and amounts expressed herein and elsewhere 

in the specification should be understood to refer to percentages by weight. The amounts given 

are based on the active weight of the material.

[0023] The words “treatment” and “treating” are to be understood accordingly as embracing 

treatment or amelioration of symptoms of disease as well as treatment of the cause of the disease. 

[0024] The term “patient” may include a human or non-human patient.

[0025] It has been discovered in accordance with the present disclosure that Compounds of the 

general Formula la are useful for treating or alleviating visceral pain in a patient in need of such 

treatment. Thus, in some embodiments the present disclosure provides a method (Method 1) for 

treating or alleviating visceral pain in a patient in need of such treatment, comprising 

administering to the patient a therapeutically effective amount of a compound selected from 

compounds of Formula la and pharmaceutically acceptable salts and A-oxides thereof:

R2 R1

la

wherein:

R1, R2, R3, R4, R5, and R6 are each independently selected from: H and Ci-Ce 

alkyl;

X is NR7 and Y is CC(O)N(R8)R9; or

6
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X is CC(O)N(R8)R9 and Y is NR7;

R7 is -R10-Rn-R12-R13; wherein:

R10 is selected from: Ci-Ce alkylene, heteroarylene, and heterocyclylene; or R10 is 

absent;

R11 is selected from: -C(O)NH- and Ci-Ce alkylene; or R11 is absent;

R12 is Ci-Ce alkylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are each optionally 

substituted with one or two substituents selected from: Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce 

alkylamino, Ci-Ce alkylsulfonyl, amino, C3-C7 cycloalkyl, cyano, C2-C8 dialkylamino, 

Ci-Ce haloalkyl, halogen, and hydroxyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene and heterocyclylene are 

each optionally substituted with one or more substituents selected from: Ci-Ce 

alkoxycarbonyl, Ci-Ce alkyl, C3-C7 cycloalkyl, aryl, carboxy, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl and aryl are optionally substituted with one 

substituent selected from: Ci-Ce alkoxy, aryl, halogen, heteroaryl, and hydroxyl; or R14 is 

absent;

R15 is selected from: -C(O)NH-, -C(O)-, -C(O)O-, Ci-C6 alkylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said heterocyclylene is 

optionally substituted with Ci-Ce alkyl; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 

alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 

carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, amino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 

heterocyclyl, and ureyl are each optionally substituted with one or more substituents 
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selected from: Ci-Ce alkoxy, Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, 

amino, aryl, carboxy, cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, 

Ci-Ce haloalkyl, halogen, heteroaryl, heterocyclyl, and hydroxyl; and

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or

R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted with 

one or more substituents selected from: Carbo-Ci-Ce-alkoxy, Ci-Ce alkoxy, Ci-Ce alkyl, 

aryl, carbo-Ci-Ce-alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, heteroaryloxy, 

heterocyclyl, and hydroxyl; wherein said aryl, Ci-Ce alkyl, and heteroaryl are optionally 

substituted with one substituent selected from: C3-C7 cycloalkyl, Ci-Ce alkoxy, halogen, 

and hydroxyl; for example:

1.1. Method 1, wherein:

R15 is selected from: -C(O)NH-, -C(O)-, Ci-Ce alkylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said heterocyclylene is optionally 

substituted with Ci-Ce alkyl; or R15 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 

alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, 

aryloxy, carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5- 

Cn bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 

dialkylsulfonamide, Ci-Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, 

heterocyclyl, hydroxyl, and phosphonooxy; wherein said Ci-Ce alkylamino, aryl, 

arylamino, aryloxy, C5-C11 bicycloalkyl, C3-C7 cycloalkyl, C3-C7 

cycloalkylamino, heteroaryl, heterobicyclyl, heterocyclyl, and ureyl are each 

optionally substituted with one or more substituents selected from: Ci-Ce alkoxy, 

Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, amino, aryl, carboxy, 

cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, Ci-Ce haloalkyl, 

halogen, heteroaryl, heterocyclyl, and hydroxyl;

1.2. Method 1, wherein the compound of Formula la is selected from compounds of 

Formula Ic and pharmaceutically acceptable salts, and N-oxides thereof:

8
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R1

H-

Ic

wherein:

R1 and R6 are each independently selected from: H, and Ci-Ce alkyl;

X is NR7 and Y is CC(O)N(R8)R9; or

X is CC(O)N(R8)R9 and Y is NR7;

R7 is -R10-Rn-R12-R13; wherein:

R10 is selected from: Ci-Ce alkylene, heteroarylene, and heterocyclylene; 

or R10 is absent;

R11 is selected from: -C(O)NH- and Ci-Ce alkylene; or R11 is absent;

R12 is Ci-C6 alkylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, 

heterocyclyl, and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are 

each optionally substituted with one or two substituents selected from: Ci-Ce 

alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce alkylsulfonyl, amino, C3-C7 

cycloalkyl, cyano, C2-C8 dialkylamino, Ci-Ce haloalkyl, halogen, and hydroxyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene 

and heterocyclylene are each optionally substituted with one or more substituents 

selected from: Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, C3-C7 cycloalkyl, aryl, 

carboxy, heteroaryl, heterocyclyl, and hydroxyl; wherein said Ci-Ce alkyl and aryl 

are optionally substituted with one substituent selected from: Ci-Ce alkoxy, aryl, 

halogen, heteroaryl, and hydroxyl; or R14 is absent;

R15 is selected from: -C(O)NH-, -C(O)-, -C(O)O-, Ci-C6 alkylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said heterocyclylene 

is optionally substituted with Ci-Ce alkyl; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

9



WO 2018/208848 PCT/US2018/031688

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci- 

Ce alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, 

aryloxy, carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5- 

Cn bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 

dialkylsulfonamide, Ci-Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, 

heterocyclyl, hydroxyl, and phosphonooxy; wherein said Ci-Ce alkylamino, 

amino, aryl, arylamino, aryloxy, C5-C11 bicycloalkyl, C3-C7 cycloalkyl, C3-C7 

cycloalkylamino, heteroaryl, heterobicyclyl, heterocyclyl, and ureyl are each 

optionally substituted with one or more substituents selected from: Ci-Ce alkoxy, 

Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, amino, aryl, carboxy, 

cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, Ci-Ce haloalkyl, 

halogen, heteroaryl, heterocyclyl, and hydroxyl; and

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or

R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted 

with one or more substituents selected from: Ci-Ce alkoxy, Ci-Ce alkyl, aryl, 

carbo-Ci-Ce-alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, heteroaryloxy, 

heterocyclyl, and hydroxyl; wherein said aryl, Ci-Ce alkyl, and heteroaryl are 

optionally substituted with one substituent selected from: C3-C7 cycloalkyl, Ci-Ce 

alkoxy, halogen, and hydroxyl;

1.3. Method 1, wherein the compound of Formula la is selected from compounds of 

Formula Id and pharmaceutically acceptable salts, and N-oxides thereof:

Id

wherein:

X is NR7 and Y is CC(O)NHR8; or

X is CC(O)NHR8 and Y is NR7;

R7 is selected from: aryl and heteroaryl; wherein said aryl and heteroaryl are each 

optionally substituted with one or two substituents selected from: cyano and 

halogen;

10
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R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene and C3-C7 cycloalkylene; wherein 

said Ci-Ce alkylene is optionally substituted with one or more substituents 

selected from: Ci-Ce alkyl, aryl, heterocyclyl, and hydroxyl; wherein said Ci-Ce 

alkyl is optionally substituted with one substituent selected from: halogen, and 

hydroxyl; or R14 is absent;

R15 is selected from: -C(O)NH- and -C(O)O-; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkyl, Ci-Ce alkylamino, amino, aryl, 

carboxy, cyano, Ci-Ce haloalkyl, heteroaryl, hydroxyl, and phosphonooxy; 

wherein said aryl is optionally substituted with one hydroxyl group.

1.4. Method 1, wherein the compound of Formula la is selected from compounds of 

Formula Id and pharmaceutically acceptable salts, and N-oxidcs thereof:

N
Id

wherein:

X is NR7 and Y is CC(O)NHR8; or

X is CC(O)NHR8 and Y is NR7;

R7 is selected from: aryl and heteroaryl; wherein said aryl and heteroaryl 

are each optionally substituted with one or two substituents selected from: fluoro, 

chloro, and cyano;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene and C3-C7 cycloalkylene; wherein 

said Ci-Ce alkylene is optionally substituted with one or more substituents 

selected from: tetrahydro-2/7-pyranyl, hydroxyl, 2,2,2-trifluoroethyl, and 

fluoromethyl; or R14 is absent;

R15 is selected from: -C(O)NH- and -C(O)O-; or R15 is absent;

R16 is selected from: methylene, isopropyl-methylene, and propylene; or 

R16 is absent; and
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R17 is selected from: H, Ci-Ce alkyl, Ci-Ce alkylamino, amino, aryl, 

carboxy, cyano, C3-C7 cycloalkyl, Ci-Ce haloalkyl, heteroaryl, heterocyclyl, 

hydroxyl, and phosphonooxy; wherein said aryl and C3-C7 cycloalkyl are each 

optionally substituted with one or more substituents selected from hydroxyl and 

trifluoromethyl.

1.5. Method 1, wherein the compound of Formula la is selected from compounds of 

Formula Id and pharmaceutically acceptable salts, and N-oxides thereof:

N
Id

wherein:

X is NR7 and Y is CC(O)NHR8; or

X is CC(O)NHR8 and Y is NR7;

R7 is selected from: 2,4-difluoro-phenyl, 2,4-dichloro-phenyl, 5-chloro- 

pyridin-2-yl, 5-cyano-pyrazin-2-yl, pyrazin-2-yl, 5-fluoro-pyridin-2-yl, 4-chloro- 

pyridin-2-yl, 4-fluoro-pyridin-2-yl, 4-cyano-pyridin-2-yl, and 4-oxy-pyrazin-2-yl; 

and

R8 is selected from: 1-hydroxymethyl-2,2-dimethyl-propyl, 2-hydroxy- 

1,1-dimethyl-ethyl, 1-hydroxymethyl-cyclopropyl, 2-hydroxy-indan-l-yl, 1- 

hydroxymethyl-cyclobutyl, ieri-butyl, 2-hydroxy-l-phenyl-ethyl, 2-hydroxy-l- 

hydroxymethyl-1 -methyl-ethyl, /<?/7-butylamino, 2,2,2-trifluoro-1,1 -dimethyl­

ethyl, 2-methyl-l-(phosphonooxy)propan-2-yl, 1-methyl-cyclobutyl, 1- 

hydroxymethyl-2-methyl-propyl, cyano-dimethyl-methyl, 2,2-dimethyl-1- 

(methylcarbamoyl)-propyl, 3,3-dimethyl-l-(phosphonooxy)butan-2-yl, 2- 

hydroxy-1 -tetrahydro-pyran-4-yl-ethyl, 1,2-dimethyl-propyl, 1 -pyridin-2-yl- 

cyclobutyl, 2-(methylamino)-2-oxo-1 -phenylethyl, 2,2-dimethyl-1 -pyridin-2-yl- 

propyl, l-methoxy-3,3-dimethyl-l-oxobutan-2-yl, l-(2-amino-3- 

methylbutanoyloxy)-3-methylbutan-2-yl, l-(4-carboxybutanoyloxy)-3- 

methylbutan-2-yl, 3,3,3-trifluoro-1 -hydroxymethyl-propyl, 2-fluoro-1,1 -dimethyl­

ethyl, 2-fluoro-1 -fluoromethyl-1 -hydroxymethyl-ethyl, 1 -fluoromethyl-2,2- 

12
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dimethyl-propyl, 1-fluoromethyl-cyclobutyl, 1-trifluoromethyl-cyclopropyl, and 

1 -trifluoromethyl-cyclobutyl.

1.6. Method 1, wherein the compound of Formula la is selected from compounds of 

Formula le and pharmaceutically acceptable salts, and N-oxidcs thereof:

R7

le

wherein:

R7 is -R10-Rn-R12-R13; wherein:

R10 is selected from: 1,1-dimethylethylene, 1,1-dimethylmethylene, 

ethylene, methylene, 1,4-piperidinylene, 2,5-pyrazinylene, and 2,4-pyridinylene; 

or R10 is absent;

R11 is selected from: -C(O)NH- and methylene; or R11 is absent;

R12 is methylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, 

heterocyclyl, and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are 

each optionally substituted with one or two substituents selected from: fluoro, 

bromo, chloro, methoxy, cyano, methyl, ieri-butyl, isopropyl, hydroxyl, ethyl, 

heptafluoropropyl, cyclobutyl, trifluoromethyl, cyclopropyl, dimethylamino, 

methoxy, ethoxy, methylamino, propyl, amino, and methanesulfonyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene 

and heterocyclylene are each optionally substituted with one or more substituents 

selected from: methyl, ieri-butyl, ethyl, lclrahydro-2/7-pyranyl, isopropyl, benzyl, 

pyridinyl, hydroxymethyl, 4-fluoro-phenyl, ie/7-butoxycarbonyl, carboxy, 

methoxymethyl, hydroxyethyl, tetrahydro-furanyl, 3/7-imidazolylmclhyl, 

hydroxyl, pyrrolidinyl, and cyclopropyl; or R14 is absent;
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R15 is selected from: -C(O)NH-, -C(O)-, Ci-Ce alkylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said heterocyclylene 

is optionally substituted with methyl; or R15 is absent;

R16 is selected from: ethylene and methylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci- 

Ce alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, 

aryloxy, carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5- 

Cn bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 

dialkylsulfonamide, Ci-Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, 

heterocyclyl, hydroxyl, and phosphonooxy; wherein said Ci-Ce alkylamino, aryl, 

arylamino, aryloxy, C5-C11 bicycloalkyl, C3-C7 cycloalkyl, C3-C7 

cycloalkylamino, heteroaryl, heterobicyclyl, heterocyclyl, and ureyl are each 

optionally substituted with one or more substituents selected from: amino, 1-ieri- 

butoxycarbonylamino, methyl, 1 -ie/7-butoxycarbonyl, ethyl, hydroxyl, isopropyl, 

ieri-butyl, fluoro, chloro, methoxy, methanesulfonyl, carboxy, trifluoromethoxy, 

difluoromethoxy, dimethylamino, methoxycarbonyl, ethoxycarbonyl, carboxy, 

carboxamide, trifluoromethyl, diethylamino, cyano, ie/7-butylamino, cyclopropyl, 

cyclobutyl, phenyl, bromo, and 1-methyl-pyrrolidinyl; and 

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or

R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted 

with one or more substituents selected from: carbo-Ci-Ce-alkoxy, Ci-Ce alkoxy, 

Ci-Ce alkyl, aryl, carbo-Ci-Ce-alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, 

heteroaryloxy, heterocyclyl, and hydroxyl; wherein said aryl, Ci-Ce alkyl, and 

heteroaryl are optionally substituted with one substituent selected from: C3-C7 

cycloalkyl, Ci-Ce alkoxy, halogen, and hydroxyl.

1.7. Method 1, wherein the compound of Formula la is selected from any of 

Compounds 1-931 disclosed below, and pharmaceutically acceptable salts, and N- 

oxides thereof, for example any the following compounds, and pharmaceutically 

acceptable salts, and N-oxides thereof:
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(1 a/?,5a/?)-2-(5-Chloro-pyridin-2-yl)-1 a,2,5,5 a- tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

(la/?,5a/?)-2-(2,4-Dichloro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclopropyl)-amide; 

(la/?,5a7?)-2-(5-Cyano-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

(la/?, 5a/?)-2-(5-Fluoro-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

1-(2,4-Difluoro-phenyl)-3b,4,4a,5-tetrahydro-l//-cyclopropa[3,4]cyclopenta[ 1,2- 

c]pyrazole-3-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide;

(la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid tert-butylamide;

(la/?,5a/?)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (cyano-dimethyl-methyl)-amide;

(la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl- 

propyl)-amide;

(la/?, 5a/?)-2-(4-Cyano-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

Phosphoric acid mono-(2-{[(la/?,5a7?)-2-(4-cyano-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carbonyl]-amino }-2-methyl- 

propyl) ester;

(la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid [2,2-dimethyl-1-((5)- 

methylcarbamoyl)-propyl]-amide;

Phosphoric acid mono-{(5)-3,3-dimethyl-2-[((la7?,5a7?)-2-pyrazin-2-yl-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl)-amino]-butyl} ester; 
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(laR,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((S)-2-hydroxy-1 -tctrahydro-pyran-4- 

yl-ethyl)-amide;

(laR,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1 -hydroxy mcthyl-2-mcthyl- 

propyl)-amide;

(laS,5aS)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl- 

propyl)-amide;

(laR,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclobutyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl- 

propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide; 

Phosphoric acid mono-((5)-3,3-dimethyl-2-{[(la7?,5a7?)-2-(4-oxy-pyrazin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino }- 

butyl) ester;

(laR,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-methylcarbamoyl- 

propyl)-amide;

(laR,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-methylcarbamoyl-phenyl-methyl)- 

amide;

(5)-3,3-Dimethyl-2-{ [(la/?, 5a7?)-2-(4-oxy-pyrazin-2-yl)-la, 2,5,5 a-tetrahydro-1//- 

2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-butyric acid methyl ester;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclopropyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide;
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(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((//)-2,2-dimethyl-1 -pyridin-2-yl- 

propyl)-amide;

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimcthyI-l-pyridin-2-yl- 

propyl)-amide;

(la/?, 5a/?)-2-(4-Cyano-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1-hydroxymethyl-1-methyl­

ethyl)-amide;

(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-cyclobutyl)-amide;

(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-1,2-dimethyl-propyl)-amide;

(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [(,S')-2-hydroxy-1 -(tetrahydro-pyran-4- 

yl)-ethyl]-amide;

(la/?,5a/?)-Pentanedioic acid mono-((5)-3-methyl-2-{ [(la/?,5a/?)-2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4- 

carbonyl]-amino}-butyl) ester;

(la5,5a5)-(5)-2-Amino-3-methyl-butyric acid (5)-3,3-dimethyl-2-{ [2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4- 

carbonyl]-amino}-butyl ester;

(la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid (2-fluoro- 1-fluoromethyl-1- 

hydroxymethyl-ethyl)-amide;

(la5,5a5)-2-(4-Cyano-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-3,3,3-trifluoro- 1-hydroxymethyl- 

propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid ((5)- l-hydroxymethyl-2-methyl- 

propyl)-amide;
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(laS,5aS)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide;

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid IV’-tert-butyl-hydrazide;

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide;

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-1,2-dimethyl-propyl)-amide;

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5j-2-hydroxy- l-phenyl-ethyl)-amide;

(laR,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1 -fl uoromcthy 1-2,2-di methyl - 

propyl)-amide;

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)- 

amide;

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((lS,2S)-2-hydroxy-indan-l-yl)-amide;

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((lS,27?)-2-hydroxy-indan-l-yl)-amide;

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-fluoromethyl-cyclobutyl)-amide;

(laS,5aS)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide;

(laS,5aS)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)- 

amide;

(laS,5aS)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclopropyl)-amide; 

and
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1.8.

(Ia7?, 5a7?)-2-(4-Fluoro-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide.

Method 1, wherein the compound of Formula la is (laS,5aS)-2-(4-oxy-pyrazin-2- 

yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide, (Compound A) having the 

structure:

1.9.

1.10.

1.11.

1.12.

1.13.

1.14.

Compound A

or a pharmaceutically acceptable salt or crystal form thereof.

Any Method 1 or 1.1-1.8, wherein the visceral pain is abdominal pain, pelvic 

pain, pain arising from or related to an internal organ, painful bladder syndrone, 

pancreatitis (e.g., chronic pancreatitis), inflammatory bowel disease, 

endometriosis, interstitial cystitis for example interstitial cystitis induced by 

chemotherapy, ulcerative interstitial cystitis, nonulcerative interstitial cystitis, or 

autoimmune interstitial cystitis, prostatitis (e.g., chronic prostatitis), or post- 

surgical abdominal lesion.

Any Method 1 or 1.1-1.9, wherein the visceral pain is pain arising from or related 

to inflammatory bowel disease.

Any Method 1 or 1.1-1.9, wherein the visceral pain is pain arising from or related 

to Crohn’s disease.

Method 1.11, wherein the patient is in remission for Crohn’s disease.

Method 1.11, wherein the patient is in remission for Crohn’s disease and has 

chronic visceral pain.

Any Method 1 or 1.1-1.13, wherein the patient has previously been treated with 

an analgesic for pain arising from or related to inflammatory bowel disease.
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1.15. Any Method 1 or 1.1-1.13, wherein the patient has previously been treated with 

an opioid analgesic for pain arising from or related to Crohn’s disease.

1.16. Any Method 1 or 1.1-1.15, wherein the patient is administered a dose from 10 mg 

to 500 mg of Compound A.

1.17. Any Method 1 or 1.1-1.15, wherein the patient is administered a dose selected 

from: 10 mg, 15 mg, 20 mg, 25 mg, 30 mg, 35 mg, 40 mg, 45 mg, 50 mg, 55 mg, 

60 mg, 65 mg, 70 mg, 75 mg, 80 mg, 85 mg, 90 mg, 95 mg, 100 mg, 105 mg, 110 

mg, 115 mg, 120 mg, 125 mg, 150 mg, 175 mg, 200 mg, 225 mg, 250 mg, 275 

mg, 300 mg, 325 mg, 350 mg, 375 mg, 400 mg, 425 mg, 450 mg, 475 mg, and 

500 mg.

1.18. Any Method 1 or 1.1-1.15, wherein the patient is administered a dose from 10 mg 

to 400 mg of Compound A.

1.19. Any Method 1 or 1.1-1.15, wherein the patient is administered a dose of 25 mg, 

50 mg, or 100 mg of Compound A.

1.20. Any Method 1 or 1.16-1.19, wherein the dose is administered once, twice, or three 

times per day.

1.21. Any Method 1.8-1.20, wherein the Compound A is administered in anhydrous, 

non-solvated crystalline form.

1.22. Method 1.21, wherein the Compound A displays:

a powder X-ray diffraction pattern comprising peaks, in terms of 26/ at 8.5° ± 

0.2°, 10.7° + 0.2°, and 16.9° + 0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 160.6 °C and about 168.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.25% weight loss below 

about 135 °C;

or

a powder X-ray diffraction pattern comprising peaks, in terms of 26/ at 8.5° ±

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, and 11.1° + 0.2°; 
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a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 162.6 °C and about 166.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C;

or

a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ± 

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, and 

17.4° ±0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 163.6 °C and about 165.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

or

a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ± 

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, and 

17.4° ±0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 163.6 °C and about 165.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

or

a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ± 

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, 17.4° + 

0.2°, 22.1° + 0.2°, and 16.5° + 0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature at about 164.6 °C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.
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1.23. Any Method 1.8-1.22, wherein the Compound A is administered in a 

pharmaceutical composition comprising Compound A and a pharmaceutically 

acceptable carrier.

1.24. Method 1.23, wherein the pharmaceutical composition comprises from 10 mg to 

500 mg of Compound A.

1.25. Method 1.23, wherein the patient is administered a dose selected from: 10 mg, 15 

mg, 20 mg, 25 mg, 30 mg, 35 mg, 40 mg, 45 mg, 50 mg, 55 mg, 60 mg, 65 mg, 

70 mg, 75 mg, 80 mg, 85 mg, 90 mg, 95 mg, 100 mg, 105 mg, 110 mg, 115 mg, 

120 mg, 125 mg, 150 mg, 175 mg, 200 mg, 225 mg, 250 mg, 275 mg, 300 mg, 

325 mg, 350 mg, 375 mg, 400 mg, 425 mg, 450 mg, 475 mg, and 500 mg of 

Compound A.

1.26. Method 1.23, the pharmaceutical composition comprises from 10 mg to 400 mg 

of Compound A.

1.27. Method 1.23, the pharmaceutical composition comprises 25 mg, 50 mg, or 100 

mg of Compound A.

1.28. Any Method 1.23-1.27, wherein the pharmaceutical composition is administered 

once, twice, or three times per day.

1.29. Any Method 1 or 1.1-1.28, wherein the patient is administered a pain adjuvant.

1.30. Method 1.29, wherein the pain adjuvant is selected from antidepressants, for 

example amitriptyline, nortriptyline, venlafaxine, and duloxetine; anti-seizure 

medications, for example gabapentin, pregabalin, topiramate, lamotrigine, and 

carbamazepine; muscle relaxants, for example baclofen, cyclobenzaprine, 

methocarbamol, and diazepam; sleep-inducing medications, for example zopiclone, 

lorazepam, and temazapam; anti-anxiety medications, for example lorazepam and 

alprazolam; and botulinum toxin.

1.31. Any Method 1 or 1.1-1.30, wherein the patient is administered an additional 

active agent.

1.32. Method 1.31, wherein the additional active agent is selected from analgesic 

agents, and antidiabetic agents.

1.33. Any Method 1, 1.1-1.9 or 1.12-1.32, wherein the visceral pain does not arise from 

or relate to inflammatory bowel disease.
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1.34. Any Method 1, 1.1-1.9 or 1.12-1.32, wherein the visceral pain does not arise from 

or relate to Crohn’s disease.

[0026] The disclosure further provides, in one embodiment, a method (Method 2) for selectively 

activating a CB2 receptor in a patient experiencing visceral pain, comprising administering to the 

patient a therapeutically effective amount of a compound selected from compounds of Formula 

la and pharmaceutically acceptable salts and X-oxides thereof:

R2 R1

la

wherein:

R1, R2, R3, R4, R5, and R6 are each independently selected from: H and Ci-Ce 

alkyl;

X is NR7 and Y is CC(O)N(R8)R9; or

X is CC(O)N(R8)R9 and Y is NR7;

R7 is -R10-Rn-R12-R13; wherein:

R10 is selected from: Ci-Ce alkylene, heteroarylene, and heterocyclylene; or R10 is 

absent;

R11 is selected from: -C(O)NH- and Ci-Ce alkylene; or R11 is absent;

R12 is Ci-C6 alkylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are each optionally 

substituted with one or two substituents selected from: Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce 

alkylamino, Ci-Ce alkylsulfonyl, amino, C3-C7 cycloalkyl, cyano, C2-C8 dialkylamino, 

Ci-Ce haloalkyl, halogen, and hydroxyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene and heterocyclylene are 

each optionally substituted with one or more substituents selected from: Ci-Ce 

alkoxycarbonyl, Ci-Ce alkyl, C3-C7 cycloalkyl, aryl, carboxy, heteroaryl, heterocyclyl, 
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and hydroxyl; wherein said Ci-Ce alkyl and aryl are optionally substituted with one 

substituent selected from: Ci-Ce alkoxy, aryl, halogen, heteroaryl, and hydroxyl; or R14 is 

absent;

R15 is selected from: -C(O)NH-, -C(O)-, -C(O)O-, Ci-C6 alkylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said heterocyclylene is 

optionally substituted with Ci-Ce alkyl; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 

alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 

carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, amino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 

heterocyclyl, and ureyl are each optionally substituted with one or more substituents 

selected from: Ci-Ce alkoxy, Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, 

amino, aryl, carboxy, cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, 

Ci-Ce haloalkyl, halogen, heteroaryl, heterocyclyl, and hydroxyl; and

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or

R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted with 

one or more substituents selected from: Carbo-Ci-Ce-alkoxy, Ci-Ce alkoxy, Ci-Ce alkyl, 

aryl, carbo-Ci-Ce-alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, heteroaryloxy, 

heterocyclyl, and hydroxyl; wherein said aryl, Ci-Ce alkyl, and heteroaryl are optionally 

substituted with one substituent selected from: C3-C7 cycloalkyl, Ci-Ce alkoxy, halogen, 

and hydroxyl; for example: 

2.1. Method 2, wherein:

R15 is selected from: -C(O)NH-, -C(O)-, Ci-Ce alkylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said heterocyclylene is optionally 

substituted with Ci-Ce alkyl; or R15 is absent; and
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2.2.

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 
alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, 

aryloxy, carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5- 

Cn bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 

dialkylsulfonamide, Ci-Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, 

heterocyclyl, hydroxyl, and phosphonooxy; wherein said Ci-Ce alkylamino, aryl, 

arylamino, aryloxy, C5-C11 bicycloalkyl, C3-C7 cycloalkyl, C3-C7 

cycloalkylamino, heteroaryl, heterobicyclyl, heterocyclyl, and ureyl are each 

optionally substituted with one or more substituents selected from: Ci-Ce alkoxy, 

Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, amino, aryl, carboxy, 

cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, Ci-Ce haloalkyl, 

halogen, heteroaryl, heterocyclyl, and hydroxyl;

Method 2, wherein the compound of Formula la is selected from compounds of 

Formula lc and pharmaceutically acceptable salts, and N-oxides thereof: 

R1

H-

Ic

wherein:

R1 and R6 are each independently selected from: H, and Ci-Ce alkyl;

X is NR7 and Y is CC(O)N(R8)R9; or

X is CC(O)N(R8)R9 and Y is NR7;

R7 is -R10-Rn-R12-R13; wherein:

R10 is selected from: Ci-Ce alkylene, heteroarylene, and heterocyclylene; 

or R10 is absent;

R11 is selected from: -C(O)NH- and Ci-Ce alkylene; or R11 is absent;

R12 is Ci-Ce alkylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, 

heterocyclyl, and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are 

each optionally substituted with one or two substituents selected from: Ci-Ce
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alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce alkylsulfonyl, amino, C3-C7 

cycloalkyl, cyano, C2-C8 dialkylamino, Ci-Ce haloalkyl, halogen, and hydroxyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene 

and heterocyclylene are each optionally substituted with one or more substituents 

selected from: Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, C3-C7 cycloalkyl, aryl, 

carboxy, heteroaryl, heterocyclyl, and hydroxyl; wherein said Ci-Ce alkyl and aryl 

are optionally substituted with one substituent selected from: Ci-Ce alkoxy, aryl, 

halogen, heteroaryl, and hydroxyl; or R14 is absent;

R15 is selected from: -C(O)NH-, -C(O)-, -C(O)O-, Ci-C6 alkylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said heterocyclylene 

is optionally substituted with Ci-Ce alkyl; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci- 

Ce alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, 

aryloxy, carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5- 

Cn bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 

dialkylsulfonamide, Ci-Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, 

heterocyclyl, hydroxyl, and phosphonooxy; wherein said Ci-Ce alkylamino, 

amino, aryl, arylamino, aryloxy, C5-C11 bicycloalkyl, C3-C7 cycloalkyl, C3-C7 

cycloalkylamino, heteroaryl, heterobicyclyl, heterocyclyl, and ureyl are each 

optionally substituted with one or more substituents selected from: Ci-Ce alkoxy, 

Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, amino, aryl, carboxy, 

cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, Ci-Ce haloalkyl, 

halogen, heteroaryl, heterocyclyl, and hydroxyl; and

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or

R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted 

with one or more substituents selected from: Ci-Ce alkoxy, Ci-Ce alkyl, aryl, 

carbo-Ci-Ce-alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, heteroaryloxy,

26



WO 2018/208848 PCT/US2018/031688

heterocyclyl, and hydroxyl; wherein said aryl, Ci-Ce alkyl, and heteroaryl are 

optionally substituted with one substituent selected from: C3-C7 cycloalkyl, Ci-Ce 

alkoxy, halogen, and hydroxyl;

2.3. Method 2, wherein the compound of Formula la is selected from compounds of 

Formula Id and pharmaceutically acceptable salts, and N-oxidcs thereof:

Id

wherein:

X is NR7 and Y is CC(O)NHR8; or

X is CC(O)NHR8 and Y is NR7;

R7 is selected from: aryl and heteroaryl; wherein said aryl and heteroaryl are each 

optionally substituted with one or two substituents selected from: cyano and 

halogen;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene and C3-C7 cycloalkylene; wherein 

said Ci-Ce alkylene is optionally substituted with one or more substituents 

selected from: Ci-Ce alkyl, aryl, heterocyclyl, and hydroxyl; wherein said Ci-Ce 

alkyl is optionally substituted with one substituent selected from: halogen, and 

hydroxyl; or R14 is absent;

R15 is selected from: -C(O)NH- and -C(O)O-; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkyl, Ci-Ce alkylamino, amino, aryl, 

carboxy, cyano, Ci-Ce haloalkyl, heteroaryl, hydroxyl, and phosphonooxy; 

wherein said aryl is optionally substituted with one hydroxyl group.

2.4. Method 2, wherein the compound of Formula la is selected from compounds of 

Formula Id and pharmaceutically acceptable salts, and N-oxidcs thereof:

Id

wherein:
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2.5.

X is NR7 and Y is CC(O)NHR8; or

X is CC(O)NHR8 and Y is NR7;

R7 is selected from: aryl and heteroaryl; wherein said aryl and heteroaryl 

are each optionally substituted with one or two substituents selected from: fluoro, 

chloro, and cyano;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene and C3-C7 cycloalkylene; wherein 

said Ci-Ce alkylene is optionally substituted with one or more substituents 

selected from: tetrahydro-2/7-pyranyl, hydroxyl, 2,2,2-trifluoroethyl, and 

fluoromethyl; or R14 is absent;

R15 is selected from: -C(O)NH- and -C(O)O-; or R15 is absent;

R16 is selected from: methylene, isopropyl-methylene, and propylene; or 

R16 is absent; and

R17 is selected from: H, Ci-Ce alkyl, Ci-Ce alkylamino, amino, aryl, 

carboxy, cyano, C3-C7 cycloalkyl, Ci-Ce haloalkyl, heteroaryl, heterocyclyl, 

hydroxyl, and phosphonooxy; wherein said aryl and C3-C7 cycloalkyl are each 

optionally substituted with one or more substituents selected from hydroxyl and 

trifluoromethyl.

Method 2, wherein the compound of Formula la is selected from compounds of 

Formula Id and pharmaceutically acceptable salts, and N-oxides thereof:

Id

wherein:

X is NR7 and Y is CC(O)NHR8; or

X is CC(O)NHR8 and Y is NR7;

R7 is selected from: 2,4-difluoro-phenyl, 2,4-dichloro-phenyl, 5-chloro- 

pyridin-2-yl, 5-cyano-pyrazin-2-yl, pyrazin-2-yl, 5-fluoro-pyridin-2-yl, 4-chloro- 

pyridin-2-yl, 4-fluoro-pyridin-2-yl, 4-cyano-pyridin-2-yl, and 4-oxy-pyrazin-2-yl; 

and
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R8 is selected from: 1-hydroxymethyl-2,2-dimethyl-propyl, 2-hydroxy- 

1,1-dimethyl-ethyl, 1-hydroxymethyl-cyclopropyl, 2-hydroxy-indan-l-yl, 1- 

hydroxymethyl-cyclobutyl, ie/7-butyl, 2-hydroxy-l-phenyl-ethyl, 2-hydroxy-l- 

hydroxymethyl-1 -methyl-ethyl, ierZ-butylamino, 2,2,2-trifluoro-1,1 -dimethyl­

ethyl, 2-methyl-l-(phosphonooxy)propan-2-yl, 1-methyl-cyclobutyl, 1- 

hydroxymethyl-2-methyl-propyl, cyano-dimethyl-methyl, 2,2-dimethyl-1- 

(methylcarbamoyl)-propyl, 3,3-dimethyl-l-(phosphonooxy)butan-2-yl, 2- 

hydroxy-1 -tetrahydro-pyran-4-yl-ethyl, 1,2-dimethyl-propyl, 1 -pyridin-2-yl- 

cyclobutyl, 2-(methylamino)-2-oxo-1 -phenylethyl, 2,2-dimethyl-1 -pyridin-2-yl- 

propyl, l-methoxy-3,3-dimethyl-l-oxobutan-2-yl, l-(2-amino-3- 

methylbutanoyloxy)-3-methylbutan-2-yl, l-(4-carboxybutanoyloxy)-3- 

methylbutan-2-yl, 3,3,3-trifluoro-1 -hydroxymethyl-propyl, 2-fluoro-1,1 -dimethyl­

ethyl, 2-fluoro-1 -fluoromethyl-1 -hydroxymethyl-ethyl, 1 -fluoromethyl-2,2- 

dimethyl-propyl, 1-fluoromethyl-cyclobutyl, 1-trifluoromethyl-cyclopropyl, and 

1 -trifluoromethyl-cyclobutyl.

2.6. Method 2, wherein the compound of Formula la is selected from compounds of 

Formula le and pharmaceutically acceptable salts, and N-oxides thereof:

R7

le

wherein:
R7 is -R10-Rn-R12-R13; wherein:

R10 is selected from: 1,1-dimethylethylene, 1,1-dimethylmethylene, 

ethylene, methylene, 1,4-piperidinylene, 2,5-pyrazinylene, and 2,4-pyridinylene; 

or R10 is absent;

R11 is selected from: -C(O)NH- and methylene; or R11 is absent;

R12 is methylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, 

heterocyclyl, and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are 
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each optionally substituted with one or two substituents selected from: fluoro, 

bromo, chloro, methoxy, cyano, methyl, ieri-butyl, isopropyl, hydroxyl, ethyl, 

heptafluoropropyl, cyclobutyl, trifluoromethyl, cyclopropyl, dimethylamino, 

methoxy, ethoxy, methylamino, propyl, amino, and methanesulfonyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene 

and heterocyclylene are each optionally substituted with one or more substituents 

selected from: methyl, ieri-butyl, ethyl, lclrahydro-2/7-pyranyl, isopropyl, benzyl, 

pyridinyl, hydroxymethyl, 4-fluoro-phenyl, ieri-butoxycarbonyl, carboxy, 

methoxymethyl, hydroxyethyl, tetrahydro-furanyl, 3/7-imidazolylmclhyl, 

hydroxyl, pyrrolidinyl, and cyclopropyl; or R14 is absent;

R15 is selected from: -C(O)NH-, -C(O)-, Ci-Ce alkylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said heterocyclylene 

is optionally substituted with methyl; or R15 is absent;

R16 is selected from: ethylene and methylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci- 

Ce alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, 

aryloxy, carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5- 

Cn bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 

dialkylsulfonamide, Ci-Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, 

heterocyclyl, hydroxyl, and phosphonooxy; wherein said Ci-Ce alkylamino, aryl, 

arylamino, aryloxy, C5-C11 bicycloalkyl, C3-C7 cycloalkyl, C3-C7 

cycloalkylamino, heteroaryl, heterobicyclyl, heterocyclyl, and ureyl are each 

optionally substituted with one or more substituents selected from: amino, 1-tert- 

butoxycarbonylamino, methyl, 1 -ie/7-butoxycarbonyl, ethyl, hydroxyl, isopropyl, 

ieri-butyl, fluoro, chloro, methoxy, methanesulfonyl, carboxy, trifluoromethoxy, 

difluoromethoxy, dimethylamino, methoxycarbonyl, ethoxycarbonyl, carboxy, 

carboxamide, trifluoromethyl, diethylamino, cyano, ieri-butylamino, cyclopropyl, 

cyclobutyl, phenyl, bromo, and 1-methyl-pyrrolidinyl; and 

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or
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R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted 

with one or more substituents selected from: carbo-Ci-Ce-alkoxy, Ci-Ce alkoxy, 

Ci-C6 alkyl, aryl, carbo-Ci-Ce-alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, 

heteroaryloxy, heterocyclyl, and hydroxyl; wherein said aryl, Ci-Ce alkyl, and 

heteroaryl are optionally substituted with one substituent selected from: C3-C7 

cycloalkyl, Ci-Ce alkoxy, halogen, and hydroxyl.

2.7. Method 2, wherein the compound of Formula la is selected from any of 

Compounds 1-931 disclosed below, and pharmaceutically acceptable salts, and N- 

oxides thereof, for example any the following compounds, and pharmaceutically 

acceptable salts, and N-oxides thereof:

(la7?,5a7?)-2-(5-Chloro-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

(1 a/?,5 a/?)-2-(2,4-Dich loro-phcn y I)-1 a,2,5,5 a- tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclopropyl)-amide; 

(la/?,5a/?)-2-(5-Cyano-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

(la/?, 5a7?)-2-(5-Fluoro-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

1-(2,4-Difluoro-phenyl)-3b,4,4a,5-tetrahydro-l//-cyclopropa[3,4]cyclopenta[ 1,2- 

c]pyrazole-3-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide;

(la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid tert-butylamide;

(la/?,5a7?)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (cyano-dimethyl-methyl)-amide;

(la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl- 

propyl)-amide;

31



WO 2018/208848 PCT/US2018/031688

(la/?, 5a7?)-2-(4-Cyano-pyridin-2-yl)-la,  2,5,5 a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

Phosphoric acid mono-(2-{[(la/?,5a7?)-2-(4-cyano-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carbonyl]-amino }-2-methyl- 

propyl) ester;

(la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid [2,2-dimethyl-1-((5)- 

methylcarbamoyl)-propyl]-amide;

Phosphoric acid mono-{(5)-3,3-dimethyl-2-[((la7?,5a7?)-2-pyrazin-2-yl-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl)-amino]-butyl} ester; 

(la/?,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid ((5)-2-hydroxy- l-tetrahydro-pyran-4- 

yl-ethyl)-amide;

(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid ((5)- l-hydroxymethyl-2-methyl- 

propyl)-amide;

(la5,5a5)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl- 

propyl)-amide;

(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclobutyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl- 

propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide;

Phosphoric acid mono-((5)-3,3-dimethyl-2-{[(la7?,5a7?)-2-(4-oxy-pyrazin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino }- 

butyl) ester;
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(la7?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimcthyI-1-mcthyIcarbamoyl- 

propyl)-amide;

(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((S)-methylcarbamoyl-phenyl-methyl)- 

amide;

(5)-3,3-Dimethyl-2-{ [(la/?, 5a7?)-2-(4-oxy-pyrazin-2-yl)-la, 2,5,5 a-tetrahydro-1//- 

2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-butyric acid methyl ester; 

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclopropyl)-amide; 

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide; 

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-2,2-dimethyl-1 -pyridin-2-yl- 

propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-pyridin-2-yl- 

propyl)-amide;

(la/?, 5a7?)-2-(4-Cyano-pyridin-2-yl)-la,  2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1-hydroxymethyl-1-methyl­

ethyl)-amide;

(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-cyclobutyl)-amide;

(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-1,2-dimethyl-propyl)-amide;

(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [(5)-2-hydroxy- l-(tetrahydro-pyran-4- 

yl)-ethyl]-amide;

(Ia7?,5a7?)-Pentanedioic acid mono-((5)-3-methyl-2-{ [(la7?,5a7?)-2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4- 

carbonyl]-amino}-butyl) ester;

33



WO 2018/208848 PCT/US2018/031688

(la5,5a5)-(5)-2-Amino-3-methyl-butyric acid (5)-3,3-dimethyl-2-{ [2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carbonyl]-amino}-butyl ester;

(laS,5aS)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro- 1-fluoromethyl-1- 

hydroxymethyl-ethyl)-amide;

(la5, 5a5)-2-(4-Cyano-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-3,3,3-trifluoro- 1-hydroxymethyl- 

propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1 -hydroxy mcthyl-2-mcthyl- 

propyl)-amide;

(la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid A’-tert-butyl-hydrazide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-1,2-dimethyl-propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-hydroxy- l-phenyl-ethyl)-amide;

(laR,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)- l-fluoromethyl-2,2-dimethyl- 

propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,25)-2-hydroxy-indan-l-yl)-amide; 
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(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,27?)-2-hydroxy-indan-l-yl)-amide; 

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-fluoromethyl-cyclobutyl)-amide; 

(laS,5aS)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide;

(1 a5,5a5)-2-Pyrazin-2-yl-1 a,2,5,5 a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)- 

amide;

(1 aS,5aS)-2-Pyrazin-2-yl-1 a,2,5,5 a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclopropyl)-amide; 

and

(la7?,5a/?)-2-(4-Fluoro-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide.

2.8. Method 2, wherein the compound of Formula la is (la5,5a5)-2-(4-oxy-pyrazin-2- 

yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide, (Compound A) having the 

structure:

Compound A

or a pharmaceutically acceptable salt or crystal form thereof.

2.9. Any Method 2 or 2.1-2.8, wherein the visceral pain is abdominal pain, pelvic 

pain, pain arising from or related to an internal organ, painful bladder syndrone, 

pancreatitis (e.g., chronic pancreatitis), inflammatory bowel disease, 

endometriosis, interstitial cystitis for example interstitial cystitis induced by 
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chemotherapy, ulcerative interstitial cystitis, nonulcerative interstitial cystitis, or 

autoimmune interstitial cystitis, prostatitis (e.g., chronic prostatitis), or post- 

surgical abdominal lesion.

2.10. Any Method 2 or 2.1-2.9, wherein the visceral pain is pain arising from or related 

to inflammatory bowel disease.

2.11. Any Method 2 or 2.1-2.9, wherein the visceral pain is pain arising from or related 

to Crohn’s disease.

2.12. Method 2.11, wherein the patient is in remission for Crohn’s disease.

2.13. Method 2.11, wherein the patient is in remission for Crohn’s disease and has 

chronic visceral pain.

2.14. Any Method 2 or 2.1-2.13, wherein the patient has previously been treated with 

an analgesic for pain arising from or related to inflammatory bowel disease.

2.15. Any Method 2 or 2.1-2.14, wherein the patient has previously been treated with 

an opioid analgesic for pain arising from or related to Crohn’s disease.

2.16. Any Method 2 or 2.1-2.15, wherein the patient is administered a dose from 10 mg 

to 500 mg of Compound A.

2.17. Any Method 2 or 2.1-2.15, wherein the patient is administered a dose selected 

from: 10 mg, 15 mg, 20 mg, 25 mg, 30 mg, 35 mg, 40 mg, 45 mg, 50 mg, 55 mg, 

60 mg, 65 mg, 70 mg, 75 mg, 80 mg, 85 mg, 90 mg, 95 mg, 100 mg, 105 mg, 110 

mg, 115 mg, 120 mg, 125 mg, 150 mg, 175 mg, 200 mg, 225 mg, 250 mg, 275 

mg, 300 mg, 325 mg, 350 mg, 375 mg, 400 mg, 425 mg, 450 mg, 475 mg, and 

500 mg of Compound A.

2.18. Any Method 2 or 2.1-2.15, wherein the patient is administered a daily dose from 

10 mg to 400 mg of Compound A.

2.19. Any Method 2 or 2.1-2.15, wherein the patient is administered a dose of 25 mg, 

50 mg, or 100 mg of Compound A.

2.20. Any Method 2.16-2.19, wherein the dose is administered once, twice, or three 

times per day.

2.21. Any Method 2.8-2.20, wherein the Compound A is administered in an anhydrous, 

non-solvated crystalline form.

2.22. Method 2.21, wherein the Compound A displays:
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a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ±

0.2°, 10.7° + 0.2°, and 16.9° + 0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 160.6 °C and about 168.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.25% weight loss below 

about 135 °C;

or

a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ± 

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, and 11.1° + 0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 162.6 °C and about 166.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C;

or

a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ±

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, and 

17.4° ±0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 163.6 °C and about 165.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

or

a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ±

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, and 

17.4° ±0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 163.6 °C and about 165.6 

°C; and/or

37



WO 2018/208848 PCT/US2018/031688

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

or

a powder X-ray diffraction pattern comprising peaks, in terms of ΊΘ. at 8.5° ± 

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, 17.4° + 

0.2°, 22.1° + 0.2°, and 16.5° + 0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature at about 164.6 °C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

2.23. Any Method 2.8-2.22, wherein the Compound A is administered in a 

pharmaceutical composition comprising Compound A and a pharmaceutically 

acceptable carrier.

2.24. Method 2.23, wherein the pharmaceutical composition comprises from 10 mg to 

500 mg of Compound A.

2.25. Method 2.23, wherein the pharmaceutical composition comprises 10 mg, 15 mg, 

20 mg, 25 mg, 30 mg, 35 mg, 40 mg, 45 mg, 50 mg, 55 mg, 60 mg, 65 mg, 70 

mg, 75 mg, 80 mg, 85 mg, 90 mg, 95 mg, 100 mg, 105 mg, 110 mg, 115 mg, 120 

mg, 125 mg, 150 mg, 175 mg, 200 mg, 225 mg, 250 mg, 275 mg, 300 mg, 325 

mg, 350 mg, 375 mg, 400 mg, 425 mg, 450 mg, 475 mg, or 500 mg of Compound 

A.

2.26. Method 2.23, the pharmaceutical composition comprises from 10 mg to 400 mg 

of Compound A.

2.27. Method 2.23, the pharmaceutical composition comprises 25 mg, 50 mg, or 100 

mg of Compound A.

2.28. Any Method 2.23-2.27, wherein the pharmaceutical composition is administered 

once, twice, or three times per day.

2.29. Any Method 2 or 2.1-2.28, wherein the patient is administered a pain adjuvant.

2.30. Method 2.29, wherein the pain adjuvant is selected from antidepressants, for 

example amitriptyline, nortriptyline, venlafaxine, and duloxetine; anti-seizure 

medications, for example gabapentin, pregabalin, topiramate, lamotrigine, and 
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carbamazepine; muscle relaxants, for example baclofen, cyclobenzaprine, 

methocarbamol, and diazepam; sleep-inducing medications, for example 

zopiclone, lorazepam, and temazapam; anti-anxiety medications, for example 

lorazepam and alprazolam; and botulinum toxin.

2.31. Any Method 2 or 2.1-2.30, wherein the patient is administered an additional 

active agent.

2.32. Method 2.31, wherein the additional active agent is selected from analgesic 

agents, and antidiabetic agents.

2.33. Any Method 2, 2.1-2.9 or 2.12-2.32, wherein the visceral pain does not arise from 

or relate to inflammatory bowel disease.

2.34. Any Method 2, 2.1-2.9 or 2.12-2.32, wherein the visceral pain does not arise from 

or relate to Crohn’s disease.

[0027] The disclosure further provides, in a further embodiment, the use (Use 1) of compounds 

of Formula la and pharmaceutically acceptable salts and A-oxides thereof as described above, 

for example any of Compounds 1-931 disclosed below, and pharmaceutically acceptable salts, 

and N-oxides thereof, including for example any the compounds listed in Method 2.7, and 

pharmaceutically acceptable salts, and N-oxides thereof, for example Compound A, or a 

pharmaceutically acceptable salt or crystal form thereof, in the manufacture of a medicament for 

the treatment or alleviation of visceral pain (e.g., in a patient), for example:

1.1. Use 1, wherein the visceral pain is abdominal pain, pelvic pain, pain arising from 

or related to an internal organ, painful bladder syndrone, pancreatitis (e.g., chronic 

pancreatitis), inflammatory bowel disease, endometriosis, interstitial cystitis for 

example interstitial cystitis induced by chemotherapy, ulcerative interstitial 

cystitis, nonulcerative interstitial cystitis, or autoimmune interstitial cystitis, 

prostatitis (e.g., chronic prostatitis), or post-surgical abdominal lesion; such as, in 

a patient.

1.2. Use 1 or 1.1, wherein the visceral pain is pain arising from or related to 

inflammatory bowel disease.

1.3. Any Use 1 or 1.1-1.2, wherein the visceral pain is pain arising from or related to 

Crohn’s disease.

1.4. Use 1.3, wherein the patient is in remission for Crohn’s disease.
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1.5. Use 1.3, wherein the patient is in remission for Crohn’s disease and has chronic 

visceral pain.

1.6. Any Use 1 or 1.1-1.5, wherein the patient has previously been treated with an 

opioid analgesic for pain arising from or related to inflammatory bowel disease.

1.7. Any Use 1 or 1.1-1.5, wherein the patient has previously been treated with an 

opioid analgesic for pain arising from or related to Crohn’s disease.

1.8. Any Use 1 or 1.1-1.7, wherein the patient is administered a dose of 10 mg to 500 

mg of Compound A.

1.9. Any Use 1 or 1.1-1.7, wherein the patient is administered a dose selected from: 10 

mg, 15 mg, 20 mg, 25 mg, 30 mg, 35 mg, 40 mg, 45 mg, 50 mg, 55 mg, 60 mg, 

65 mg, 70 mg, 75 mg, 80 mg, 85 mg, 90 mg, 95 mg, 100 mg, 105 mg, 110 mg, 

115 mg, 120 mg, 125 mg, 150 mg, 175 mg, 200 mg, 225 mg, 250 mg, 275 mg, 

300 mg, 325 mg, 350 mg, 375 mg, 400 mg, 425 mg, 450 mg, 475 mg, and 500 mg 

of Compound A.

1.10. Any Use 1 or 1.1-1.7, wherein the patient is administered a dose of 10 mg to 400 

mg Compound A.

1.11. Any Use 1 or 1.1-1.7, wherein the patient is administered a dose of 25 mg, 50 mg, 

or 100 mg of Compound A.

1.12. Any Use 1 or 1.1-1.7, wherein the patient is administered a dose once, twice, or 

three times per day.

1.13. Any Use 1 or 1.1-1.12, wherein the Compound A is administered in an 

anhydrous, non-solvated crystalline form, for example as described in Method 

2.22 above.

1.14. Any Use 1, 1.1 or 1.4-1.13, wherein the visceral pain does not arise from or relate 

to inflammatory bowel disease.

1.15. Any Use 1, 1.1 or 1.4-1.13, wherein the visceral pain does not arise from or relate 

to Crohn’s disease.

[0028] The disclosure further provides, in a further embodiment, a pharmaceutical composition 

for alleviation of visceral pain (Composition 1), the composition comprising a therapeutically 

effective amount of a compound selected from compounds of Formula la and pharmaceutically 
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acceptable salts and N-oxides thereof as described above, for example Compound A, or a 

pharmaceutically acceptable salt or crystal form thereof, for example:

1.1. Composition 1, wherein the visceral pain is abdominal pain, pelvic pain, pain 

arising from or related to an internal organ, painful bladder syndrone, pancreatitis 

(e.g., chronic pancreatitis), inflammatory bowel disease, endometriosis, interstitial 

cystitis for example interstitial cystitis induced by chemotherapy, ulcerative 

interstitial cystitis, nonulcerative interstitial cystitis, or autoimmune interstitial 

cystitis, prostatitis (e.g., chronic prostatitis), or post-surgical abdominal lesion;

1.2. Composition 1 or 1.1, wherein the visceral pain is pain arising from or related to 

inflammatory bowel disease.

1.3. Any Composition 1 or 1.1-1.2, wherein the visceral pain is pain arising from or 

related to Crohn’s disease.

1.4. Composition 1.3, wherein the patient is in remission for Crohn’s disease.

1.5. Composition 1.3, wherein the patient is in remission for Crohn’s disease and has 

chronic visceral pain.

1.6. Any Composition 1 or 1.1-1.5, wherein the patient has previously been treated 

with an analgesic for pain arising from or related to inflammatory bowel disease.

1.7. Composition 1 or 1.1-1.5, wherein the patient has previously been treated with an 

opioid analgesic for pain arising from or related to Crohn’s disease.

1.8. Any Composition 1 or 1.1-1.7, wherein the patient is administered a dose of 10 

mg to 500 mg of Compound A.

1.9. Any Composition 1 or 1.1-1.7, wherein the patient is administered a dose selected 

from: 10 mg, 15 mg, 20 mg, 25 mg, 30 mg, 35 mg, 40 mg, 45 mg, 50 mg, 55 mg, 

60 mg, 65 mg, 70 mg, 75 mg, 80 mg, 85 mg, 90 mg, 95 mg, 100 mg, 105 mg, 110 

mg, 115 mg, 120 mg, 125 mg, 150 mg, 175 mg, 200 mg, 225 mg, 250 mg, 275 

mg, 300 mg, 325 mg, 350 mg, 375 mg, 400 mg, 425 mg, 450 mg, 475 mg, and 

500 mg of Compound A.

1.10. Any Composition 1 or 1.1-1.7, wherein the patient is administered a dose of 10 

mg to 400 mg of Compound A.

1.11. Any Composition 1 or 1.1-1.7, wherein the patient is administered a dose of 25 

mg, 50 mg, or 100 mg of Compound A.

41



WO 2018/208848 PCT/US2018/031688

1.12. Any Composition 1.8-1.11, wherein the patient is administered a dose once, 

twice, or three times per day.

1.13. Any Composition 1 or 1.1-1.12, wherein the Compound A is administered in 

anhydrous, non-solvated crystalline form;

1.14. Composition 1.13, wherein the Compound A displays:

a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ± 

0.2°, 10.7° + 0.2°, and 16.9° + 0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 160.6 °C and about 168.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.25% weight loss below 

about 135 °C;

or

a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ± 

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, and 11.1° + 0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 162.6 °C and about 166.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C;

or

a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ± 

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, and 

17.4° ±0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 163.6 °C and about 165.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

or
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a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ± 

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, and 

17.4° ±0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 163.6 °C and about 165.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

or

a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ± 

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, 17.4° + 

0.2°, 22.1° + 0.2°, and 16.5° + 0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature at about 164.6 °C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

1.15. Any Composition 1.1-1.14, wherein the Compound A is administered in a 

pharmaceutical composition comprising Compound A and a pharmaceutically 

acceptable carrier.

1.16. Composition 1.15, wherein the pharmaceutical composition comprises from 10 

mg to 500 mg of Compound A

1.17. Composition 1.15, wherein the pharmaceutical composition comprises 10 mg, 15 

mg, 20 mg, 25 mg, 30 mg, 35 mg, 40 mg, 45 mg, 50 mg, 55 mg, 60 mg, 65 mg, 

70 mg, 75 mg, 80 mg, 85 mg, 90 mg, 95 mg, 100 mg, 105 mg, 110 mg, 115 mg, 

120 mg, 125 mg, 150 mg, 175 mg, 200 mg, 225 mg, 250 mg, 275 mg, 300 mg, 

325 mg, 350 mg, 375 mg, 400 mg, 425 mg, 450 mg, 475 mg, or 500 mg of 

Compound A.

1.18. Composition 1.15, wherein the pharmaceutical composition comprises from 10 

mg to 400 mg of Compound A.

1.19. Composition 1.15, wherein the pharmaceutical composition comprises 25 mg, 50 

mg, or 100 mg of Compound A.
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1.20. Any Composition 1 or 1.1-1.19, wherein the pharmaceutical composition is 

administered once, twice, or three times per day.

1.21. Any Composition 1 or 1.1-1.20, wherein the compound of Formula la is selected 

from any of Compounds 1-931 disclosed below, and pharmaceutically acceptable 

salts, and N-oxides thereof.

1.22. Any Composition 1 or 1.1-1.21, wherein the compound of Formula la is selected 

from any the following compounds, and pharmaceutically acceptable salts, and N- 

oxides thereof:

(la/?,5a7?)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

(la/?,5a7?)-2-(2,4-Dichloro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclopropyl)-amide; 

(la/?,5a7?)-2-(5-Cyano-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

(la/?, 5a7?)-2-(5-Fluoro-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

(la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

1-(2,4-Difluoro-phenyl)-3b,4,4a,5-tetrahydro-l//-cyclopropa[3,4]cyclopenta[ 1,2- 

c]pyrazole-3-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide;

(la/?,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid tert-butylamide;

(la/?,5a7?)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (cyano-dimethyl-methyl)-amide;

(la/?,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl- 

propyl)-amide;

(la/?, 5a7?)-2-(4-Cyano-pyridin-2-yl)-la,  2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;
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Phosphoric acid mono-(2-{[(la/?,5a7?)-2-(4-cyano-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carbonyl]-amino }-2-methyl- 

propyl) ester;

(la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [2,2-dimethyl-1-((5)- 

methylcarbamoyl)-propyl]-amide;

Phosphoric acid mono-{(5)-3,3-dimethyl-2-[((la7?,5a7?)-2-pyrazin-2-yl-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl)-amino]-butyl} ester; 

(laX,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-hydroxy- l-tetrahydro-pyran-4- 

yl-ethyl)-amide;

(laX,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1 -hydroxy mcthyl-2-mcthyl- 

propyl)-amide;

(laS,5aS)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl- 

propyl)-amide;

(laX,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclobutyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl- 

propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide;

Phosphoric acid mono-((5)-3,3-dimethyl-2-{[(la7?,5a7?)-2-(4-oxy-pyrazin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino }- 

butyl) ester;

(laX,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-methylcarbamoyl- 

propyl)-amide;
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(la7?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((S)-methylcarbamoyl-phenyl-methyl)- 

amide;

(5)-3,3-Dimethyl-2-{[(la/?,5a7?)-2-(4-oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//- 

2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-butyric acid methyl ester; 

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclopropyl)-amide; 

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide; 

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-2,2-dimethyl-1 -pyridin-2-yl- 

propyl)-amide;

(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyI-l-pyridin-2-yl- 

propyl)-amide;

(la/?, 5a7?)-2-(4-Cyano-pyridin-2-yl)-la,  2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1-hydroxymethyl-1-methyl­

ethyl)-amide;

(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-cyclobutyl)-amide;

(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-1,2-dimethyl-propyl)-amide;

(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [ (5)-2-11 ydroxy- l-(tetrahydro-pyran-4- 

yl)-ethyl]-amide;

(Ia7?,5a7?)-Pentanedioic acid mono-((5)-3-methyl-2-{ [(la/?,5a7?)-2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4- 

carbonyl]-amino}-butyl) ester;

(la5,5a5)-(5)-2-Amino-3-methyl-butyric acid (5)-3,3-dimethyl-2-{ [2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4- 

carbonyl]-amino}-butyl ester;
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(la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro- 1-fluoromethyl-1- 

hydroxymethyl-ethyl)-amide;

(la5, 5a5)-2-(4-Cyano-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-3,3,3-trifluoro- 1-hydroxymethyl- 

propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1 -hydroxy mcthyl-2-mcthyl- 

propyl)-amide;

(la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid /V’-tert-butyl-hydrazide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1,2-dimethyl-propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-hydroxy- l-phenyl-ethyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)- l-fluoromethyl-2,2-dimethyl- 

propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,25)-2-hydroxy-indan-l-yl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,25)-2-hydroxy-indan-l-yl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-fluoromethyl-cyclobutyl)-amide;
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(laS,5aS)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide; 

(laS,5aS)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)- 

amide;

(laS,5aS)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclopropyl)-amide; 

and

(la/?,5a/?)-2-(4-Fluoro-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

1.23. Any Composition 1 or 1.1-1.22, further comprising a pain adjuvant.

1.24. Composition 1.23, wherein the pain adjuvant is selected from antidepressants, for 

example amitriptyline, nortriptyline, venlafaxine, and duloxetine; anti-seizure 

medications, for example gabapentin, pregabalin, topiramate, lamotrigine, and 

carbamazepine; muscle relaxants, for example baclofen, cyclobenzaprine, 

methocarbamol, and diazepam; sleep-inducing medications, for example 

zopiclone, lorazepam, and temazapam; anti-anxiety medications, for example 

lorazepam and alprazolam; and botulinum toxin.

1.25. Any Composition 1 or 1.1-1.24, wherein the patient is administered an additional 

active agent.

1.26. Composition 1.25, wherein the additional active agent is selected from analgesic 

agents, and antidiabetic agents..

1.27. Any Composition 1, 1.1-1.3 or 1.6-1.26, wherein the visceral pain does not arise 

from or relate to inflammatory bowel disease.

1.28. Any Composition 1, 1.1-1.3 or 1.6-1.26, wherein the visceral pain does not arise 

from or relate to Crohn’s disease.

[0029] The present disclosure further provides a method (Method 3) of producing a 

pharmaceutical composition for alleviation of visceral pain in accordance with any Composition 

1 or 1.1-1.28, comprising admixing at least one compound selected from compounds of Formula 

la and pharmaceutically acceptable salts and A-oxidcs thereof as described above, for example 

any of Compounds 1-931 disclosed below, and pharmaceutically acceptable salts, and N-oxides 
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thereof, including for example, any of the compounds listed in Method 2.7, and pharmaceutically 

acceptable salts, and N-oxides thereof, for example Compound A, or a pharmaceutically 

acceptable salt or crystal form thereof, and a pharmaceutically acceptable carrier.

[0030] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the pain is mild to moderate 

pain. The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; Use 

1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the pain is mild pain.

[0031] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the pain is moderate pain. 

[0032] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the pain is severe pain.

[0033] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the pain is moderate to 

moderately severe pain.

[0034] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the pain is moderate to severe 

pain.

[0035] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the patient has a visual 

analogue scale pain score of > 40 mm.

[0036] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the patient has a Likert 

numerical rating scale pain score of > 4.

[0037] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the pain is moderate to severe 

pain requiring continuous, around-the-clock opioid therapy for an extended period of time.

[0038] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the pain is acute pain.

[0039] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the method is for short-term 

use (five days or less).
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[0040] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the pain is chronic visceral 

pain.

[0041] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the compound of Formula la 

is provided in an enterically coated dosage form; a delay release dosage form, or a pulsatile 

release dosage form.

[0042] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the compound is Compound 

699, and the pain is abdominal pain, pelvic pain, pain arising from or related to an internal organ, 

painful bladder syndrone, pancreatitis, chronic pancreatitis, inflammatory bowel disease, 

endometriosis, interstitial cystitis, interstitial cystitis induced by chemotherapy, ulcerative 

interstitial cystitis, nonulcerative interstitial cystitis, autoimmune interstitial cystitis, prostatitis, 

chronic prostatitis, or post-surgical abdominal lesion.

[0043] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the compound is Compound 

699, and the pain is pain arising from or related to inflammatory bowel disease.

[0044] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the compound is Compound 

699, and the pain is pain arising from or related to Crohn’s disease.

[0045] The present disclosure further provides any Method 1 or 1.1-34; Method 2 or 2.1-2.34; 

Use 1 or 1.1-15; Composition 1 or 1.1-1.28; or Method 3, wherein the compound is administered 

at one or more initial doses having an initial dosage amount of the compound, and then is 

subsequently administered at one or more successive doses having a lower dosage amount of the 

compound. In some embodiments, the initial dose is 100 mg TID and the reduced dose is 50 mg 

TID; or the initial dose is 25 mg TID and the reduced dose is 25 mg BID.

[0046] The present disclosure further provides any foregoing Method, Use or Composition, 

wherein the visceral pain does not arise from or relate to inflammatory bowel disease.

[0047] The present disclosure further provides any foregoing Method, Use or Composition, 

wherein the visceral pain does not arise from or relate to Crohn’s disease.
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Preparation of Compounds
[0047] The preparation of compounds of Formulas la-id, including Compound A, is described 

in International Patent Application No. PCT/US2010/002360, published as International 

Publication No. W0/2011/025541, the entire contents of which are incorporated herein by 

reference in their entirety.

[0048] The preparation of crystal forms of Compound A, including the anhydrous, non­

solvated crystalline form, is described in International Patent Application No. 

PCT/US2012/026506, published as International Publication No. WO2012/116276, the entire 

contents of which are incorporated herein by reference in their entirety.

[0049] Some embodiments of the present disclosure include methods, compositions and uses for 

every combination of one or more compounds selected from the following group, wherein the 

Compound Number in bold directly preceding the chemical name is used elsewhere in this 

disclosure:

[0050] Compound 1: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-methyl-2-morpholin-4-yl-propyl)-amide;

Compound 2: (laS,5aS)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1/7-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-1 -hydroxymelhy 1-2,2-dimethyl-propyl)-amide; 

Compound 3: ((26,56)-2-] [(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3- 

diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-eyelohexyl)-carbamic acid tert-butyl ester; 

Compound 4: (la/?,5a7?)-2-(5-Bromo-pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 5: 
(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (5-trifluoromethyl-pyridin-2-yl)-amide; Compound 6: (la/?,5a/?)-2-(4-Cyano- 

phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-methyl- 

l-phenyl-ethyl)-amide; Compound 7: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [l-(2-methoxy-ethyl)-pyrrolidin-3- 

ylmethyl]-amide; Compound 8: l-{[(la6,5a6)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-

2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-cyclopropanecarboxylic  acid methyl 

ester; Compound 9: (4-Cyclohexylmethyl-piperazin-l-yl)-[(la7?,5a7?)-2-(2,4-difluoro-phenyl)- 

1 a,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalen-4-yl]-methanone; Compound 10: 
(la/?,5a7?)-2-Pyridin-3-yl-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4- 
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carboxylic acid (tetrahydro-pyran-4-ylmethyl)-amide; Compound 11: 4-{[(la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]- 

amino}-piperidine-1-carboxylic acid ieri-butyl ester; Compound 12: (la/?,5a/?)-2-Pyridin-2-yl- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [l-(4-fluoro- 

phenyl)-cyclopropyl]-amide; Compound 13: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (6-methyl-pyridin-3- 

ylmethyl)-amide; Compound 14: l-(2,4-Difluoro-phenyl)-3b,4,4a,5-tetrahydro-l//- 

cyclopropa[3,4]cyclopenta[l,2-c]pyrazole-3-carboxylic acid ((S)-2-hydroxy-l-phenyl-ethyl)- 

amide; Compound 15: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((lS,2S,47?)-l,3,3-trimethyl-bicyclo[2.2.1]hept-2-yl)- 

amide; Compound 16: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 17: 

(laS,5aS)-2-(5-Thiazol-2-yl-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

18: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-l-phenyl-ethyl)-amide; Compound 19: 

(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid [2-(5-hydroxy-l//-indol-3-yl)-ethyl]-amide; Compound 20: (la7?,5a7?)-2-(5- 

Trifluoromethyl-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l-hydroxymethyl-cyclopropyl)-amide; Compound 21: [(la7?,5a7?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalen-4-yl]-(S)-hexahydro- 

pyrrolo[l,2-a]pyrazin-2-yl-methanone; Compound 22: (laS,5aS)-2-(2,4-Difluoro-phenyl)- 

1 a,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (3-chloro-5-methyl- 

pyridin-2-yl)-amide; Compound 23: (laS,5aS)-2-(5-o-Tolyl-pyridin-2-yl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; 

Compound 24: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (6-fluoro-pyridin-3-yl)-amide; Compound 25: 
(la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid [l-(3-fluoro-phenyl)-cyclobutyl]-amide; Compound 26: (la7?,5a7?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(2-methyl-pyridin-3-yl)-amide; Compound 27: (laS,5aS)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 
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tetrahydro-1/7-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [2-hydroxy-l-(tetrahydro- 

furan-3-yl)-ethyl]-amide; Compound 28: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [2-(pyridin-3-yloxy)-propyl]- 

amide; Compound 29: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-carbamoyl-phenyl-methyl)-amide; Compound 

30: (1 a5,5a5)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (5-fluoro-2-methoxy-phenyl)-amide; Compound 31: 
(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (2-methoxy-ethyl)-amide; Compound 32: [(la7?,5a7?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalen-4-yl]-(5,7-dihydro-pyrrolo[3,4- 

b]pyridin-6-yl)-methanone; Compound 33: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,3-dihydroxy-prop yl)- 

amide; Compound 34: (5)-3-{[(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3- 

diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-pyrrolidine-1-carboxylic acid ieri-butyl ester; 

Compound 35: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-oxo-2-phenyl-ethyl)-amide; Compound 36: 

(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid [l-(3,3,3-trifluoro-propyl)-azetidin-3-yl]-amide; Compound 37: (la7?,5a7?)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid ((5)-2-hydroxy-l-pyridin-2-yl-ethyl)-amide; Compound 38: [(la7?,5a7?)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalen-4-yl]-(4-methoxy-2,3-dihydro- 

indol-l-yl)-methanone; Compound 39: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (3-hydroxy-pyridin-4-yl)-amide; 

Compound 40: (1 a7?,5a7?)-2-(5 -Dimethylamino-pyrazin-2-yl)-1 a,2,5,5a-tetrahydro-177-2,3 - 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; 

Compound 41: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (1 -methyl- l-pyridin-4-yl-ethyl)-amide; Compound 

42: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-1 -hydroxymethy 1-2-3/7-imidazol-4-yl-ethy 1)- 

amide; Compound 43: (la7?,5a7?)-2-(2,4-Dichloro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound
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44: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid 4-hydroxy-3-methoxy-benzylamide; Compound 45: 
(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (5-fluoro-2-oxo-2,3-dihydro-pyrimidin-4-yl)-amide; Compound 46: (laS,5aS)- 

2-(2,4-Difluoro-phenyl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid [(/?)-l-(4-fluoro-phenyl)-3-hydroxy-propyl]-amide; Compound 47: (laS,5aS)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(l-pyridin-4-yl-cyclopropyl)-amide; Compound 48: (la/?,5a/?)-2-(5-Isopropyl-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l- 

dimethyl-ethyl)-amide; Compound 49: [(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalen-4-yl]-((S)-2-phenyl-pyrrolidin-l-yl)-methanone;  

Compound 50: (1 a/?,5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l-pyridin-3-yl-ethyl)-amide; Compound 

51: [(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalen-4-yl]-(2-pyridin-2-yl-thiomorpholin-4-yl)-methanone; Compound 52: 
(la/?, 5a/?)-2-(5-Methyl-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid (tetrahydro-pyran-4-ylmethyl)-amide; Compound 53: (laS,5aS)-2-[5-(4- 

Methoxy-phenyl)-pyridin-2-yl]-la,  2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 54: (la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

[l,l-dimethyl-2-(4-methyl-piperidin-l-yl)-ethyl]-amide; Compound 55: (la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(6-cyano-pyridin-3-yl)-amide; Compound 56: (la/?,5a/?)-2-(2-Fluoro-4-methanesulfonyl- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (5-fluoro- 

pyridin-2-yl)-amide; Compound 57: (la/?,5a/?)-2-(2-Fluoro-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

Compound 58: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid 2,5-dimethyl-benzylamide; Compound 59: 

(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l-isopropyl-piperidin-4-yl)-amide; Compound 60: (la/?,5a/?)-2-(2,4-Difluoro- 

phenyl)- la,2,5,5a-tetrahydro- 1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2- 
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methoxy-l-methoxymethyl-ethyl)-amide; Compound 61: (la5,5a5)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-hydroxymethyl- 

cyclopropyl)-amide; Compound 62: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 2,3-dimethyl-benzylamide; Compound 

63: (laT?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-! -pyridin-2-yl-ethyI)-amide; Compound 64: 
(laS,5aS)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-  

carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 65: (la/?,5a/?)-2-(5-Chloro-pyridin- 

2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-2- 

hydroxy-l-phenyl-ethyl)-amide; Compound 66: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (6-chloro-pyridin-3- 

ylmethyl)-amide; Compound 67: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (3-methyl-pyridin-2-yl)-amide; Compound 

68: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,27?)-2-hydroxy-indan-l-yl)-amide; Compound 

69: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclobutyl)-amide; Compound 70: 
(la7?,5a/?)-2-(5-Bromo-pyridin-3-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 71: (la7?,5a7?)-2-/eri- 

Butyl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [2-(4-chloro- 

phenyl)-l,l-dimethyl-ethyl]-amide; Compound 72: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (3-hydroxy-pyridin- 

2-ylmethyl)-amide; Compound 73: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (3-methyl-pyridin-4-yl)-amide; Compound 

74: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (5-/er/-butyl-isoxazol-3-yl)-amide; Compound 75: 
(la7?,5a7?)-2-(2-Methoxy-pyridin-4-yl)-la,  2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

76: (la7?,5a7?)-2-(2,2-Dimethyl-propyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-l-phenyl-ethyl)-amide; Compound 77: 
(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 
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carboxylic acid [l-(6-methoxy-pyridin-3-yl)-l-methyl-ethyl]-amide; Compound 78: (Ia7?,5a7?)- 

2-(2,4-Difluoro-phenyl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (l//-benzoimidazol-2-yl)-amide; Compound 79: (la/?,5a/?)-2-(Tetrahydro-pyran-4- 

ylmethyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid tert­

butylamide; Compound 80: (la/?,5a/?)-2-Phenyl-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

81: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (4-phenyl-thiazol-2-yl)-amide; Compound 82: 

(la/?,5a7?)-2-(Tetrahydro-pyran-4-ylmethyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 83: 
(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid [l-(2-fluoro-phenyl)-cyclobutyl]-amide; Compound 84: (la7?,5a7?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid

2,4-dimethoxy-benzylamide;  Compound 85: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (5-bromo-3-methyl-pyridin- 

2-yl)-amide; Compound 86: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (4-benzyl-morpholin-2-ylmethyl)-amide; 

Compound 87: (1 aR,5a7?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclobutyl)-amide; Compound 88: 
(la7?,5a7?)-2-(4-Trifluoromethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

89: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (6-trifluoromethyl-pyridin-3-ylmethyl)-amide; 

Compound 90: 6-{[(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino}-3,4-dihydro-l//-isoquinoline-2-carboxylic acid tert­

butyl ester; Compound 91: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (37?)-(tetrahydro-furan-3-yl)-amide; Compound 

92: l-{ [(la5,5a5)-2-(2,4-Difluoro-phenyl)-fa,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino}-cyclobutanecarboxylic acid ethyl ester; Compound 

93: (la7?,5a7?)-2-(6-Chloro-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound
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94: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (pyridin-3-ylmethyl)-amide; Compound 95: 
(la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid pyrazin-2-ylamide; Compound 96: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((17?,25)-2-hydroxy-indan-l- 

yl)-amide; Compound 97: (la7?,5a/?)-2-(5-Triiluoromethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-phenyl-cyclopropyl)-amide; 

Compound 98: (la7?,5a/?)-2-(l-Oxo-hexahydro-lZ4-thiopyran-4-yl)-la,2,5,5a-tetrahydro-1//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

Compound 99: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid piperidin-4-ylamide; Compound 100: (la/?,5a/?)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  

acid [l-(6-hydroxy-pyridin-3-yl)-l-methyl-ethyl]-amide; Compound 101: (la5,5a5)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(1 -methyl-l-pyridin-2-yl-ethyl)-amide; Compound 102: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-hydroxymethyl- 

cyclopentyl)-amide; Compound 103: (la5,5a5)-2-(5-Morpholin-4-yl-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 104: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (35)-( l-aza-bicyclo[2.2.2]oct-3-yl)-amide; 

Compound 105: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((7?)-2-hydroxy-l-phenyl-ethyl)-amide; Compound 

106: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,25)-2-hydroxy-cyclopentyl)-amide; Compound 

107: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [(7?)-2-hydroxy- l-((5)-hydroxymethyl)-propyl]-amide; 

Compound 108: 4-({[(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino }-methyl)-piperidine-l-carboxylic acid ieri-butyl 

ester; Compound 109: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (3,5-dimethoxy-phenyl)-amide; Compound 110: 

(la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 
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carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 111: (la7?,5a7?)-2-(5- 

Trifluoromethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 112: (la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carboxylic acid 

(6-fluoro-4//-benzo[l,3]dioxin-8-ylmethyl)-amide; Compound 113: (la5,5a5)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (4,6- 

dimethyl-pyridin-2-yl)-amide; Compound 114: 1-(2,4-Difluoro-phenyl)-3b,4,4a,5-tetrahydro- 

l//-cyclopropa[3,4] cyclopenta[ 1,2-c]pyrazole-3 -carboxylic acid (1,1 -dimethyl-2-morpholin-4- 

yl-ethyl)-amide; Compound 115: (la/?,5a/?)-2-(6-Bromo-pyridin-3-yl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (l-phenyl-cyclopropyl)-amide; Compound 

116: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-l-phenyl-ethyl)-amide; Compound 117: 

(la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((17?,27?)-2-hydroxy-cyclohexylmethyl)-amide; Compound 118: (la/?,5a7?)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  

acid [l-(4-methoxy-phenyl)-cyclopropyl]-amide; Compound 119: (la5,5a5)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1- 

ethyl-pyrrolidin-2-ylmethyl)-amide; Compound 120: (la/?,5a/?)-2-ieri-Butyl-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (5)-indan-l-ylamide; 

Compound 121: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acidpyrimidin-4-ylamide; Compound 122: (la/?,5a/?)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  

acid (2-fluoro-4-methanesulfonyl-phenyl)-amide; Compound 123: (la/?,5a/?)-2-(5-Methyl- 

pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1- 

phenyl-cyclopropyl)-amide; Compound 124: (la7?,5a/?)-2-(5-Methoxy-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 125: (la7?,5a7?)-2-(5,6-Difluoro-pyridin-3-yl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1 -methyl- l-phenyl-ethyl)-amide; 

Compound 126: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid (6-hydroxy-pyridin-2-yl)-amide; Compound 127: 
(la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-
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carboxylic acid cyclobutylamide; Compound 128: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carboxylic acid [l-(3-methoxy-phenyl)- 

cyclopropyl]-amide; Compound 129: (la/?,5a/?)-2-(6-Methoxy-pyridazin-3-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 130: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid [(5)-1-(3,3,3-trifluoro-propyl)-pyrrolidin-3-yl]- 

amide; Compound 131: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-pyridin-3-yl)-amide; Compound 132: 

(la/?,5a/?)-2-(2-Chloro-pyridin-4-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-  

4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 133: (la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 4- 

difluoromethoxy-benzylamide; Compound 134: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-piperidin-l-yl- 

cyclopentylmethyl)-amide; Compound 135: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (3-hydroxy-3-methyl-butyl)- 

amide; Compound 136: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [l-(4-fluoro-phenyl)-cyclobutyl]-amide; Compound 

137: (la/?,5a/?)-2-(5-Cyclopropyl-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

138: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid 4-methoxy-benzylamide; Compound 139: (la/?,5a/?)- 

2-(2,4-Difluoro-phenyl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid methyl-pyridin-2-yl-amide; Compound 140: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-2-phenyl-ethyl)- 

amide; Compound 141: (la/?,5a/?)-2-(l,l-Dioxo-tetrahydro-lZ6-thiophen-3-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ie/7-butylamide; Compound 

142: (la/?,5a/?)-2-(l-Benzyl-piperidin-4-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

143: [(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalen-4-yl]-((7?)-2-hydroxymethyl-2,3-dihydro-indol-l-yl)-methanone; 

Compound 144: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 
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cyclopropa[a]pentalene-4-carboxylic acid (3-hydroxy-pyridin-2-yl)-amide; Compound 145: 
(laS,5aS)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-  

carboxylic acid (4-dimethylamino-tetrahydro-pyran-4-ylmethyl)-amide; Compound 146: 
(la/?,5a/?)-2-(4-Cyano-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 147: (la/?,5a7?)-2-(6-Cyano-pyrazin- 

2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy- 

l,l-dimethyl-ethyl)-amide; Compound 148: (la7?,5a7?)-2-ieri-Butyl-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid [2-(4-fluoro-phenyl)-ethyl]-amide; 

Compound 149: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [l-(2-methoxy-ethyl)-piperidin-4-ylmethyl]-amide; 

Compound 150: (1 aS,5aS)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (6-hydroxy-pyridin-2-yl)-amide; Compound 151: 

(la7?,5a7?)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 152: (laS,5aS)-2-Pyridin- 

2-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-phenyl- 

cyclopropyl)-amide; Compound 153: [(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

l//-2,3-diaza-cyclopropa[a]pentalen-4-yl]-(4-hydroxy-piperidin-l-yl)-methanone; Compound 

154: (laR,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-morpholin-4-yl-ethyl)-amide; Compound 155: 
(la7?,5a/?)-2-Pyridin-2-yl-la, 2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (tetrahydro-pyran-4-ylmethyl)-amide; Compound 156: 4-{[(la7?,5a7?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]- 

amino}-piperidine-1,4-dicarboxylic acid mono-ieri-butyl ester; Compound 157: (la7?,5a/?)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  

acid (3-hydroxy-pyridin-2-yl)-amide; Compound 158: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid quinolin-3-ylamide; 

Compound 159: (la7?,5a/?)-2-(2-Hydroxy-2-methyl-propyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 160: 

(laR,5a7?)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid (l-morpholin-4-ylmethyl-cyclopentyl)-amide; Compound 161: (la7?,5a7?)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  
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acid (l,4-dimethyl-l//-pyrrol-2-ylmethyl)-amide; Compound 162: (la7?,5a7?)-2-(2,4-Difluoro- 

phenyl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2- 

hydroxy-2-pyridin-2-yl-ethyl)-amide; Compound 163: l-(2,4-Difluoro-phenyl)-3b,4,4a,5- 

tetrahydro-l//-cyclopropa[3,4]cyclopenta[l,2-c]pyrazole-3-carboxylic acid (tetrahydro-pyran-4- 

ylmethyl)-amide; Compound 164: (la7?,5a7?)-2-(4-Fluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 165: 
(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid pyridin-3-ylamide; Compound 166: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 2-dimethylamino- 

benzylamide; Compound 167: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (tetrahydro-thiopyran-4-yl)-amide; Compound 

168: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-m-tolyl-cyclopropyl)-amide; Compound 169: 
(la5,5a5)-2-(5-Ethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 170: (la/?,5a/?)-2-Isopropyl- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-methyl-l- 

phenyl-ethyl)-amide; Compound 171: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [(5)-l-(2-methoxy-ethyl)-piperidin-3- 

yl]-amide; Compound 172: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (5-methoxy-pyridin-2-ylmethyl)-amide; 

Compound 173: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((7?)-2-hydroxy- l-pyridin-4-yl-ethyl)-amide; 

Compound 174: (laR,5a/?)-2-(2,4-Dichloro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclopropyl)-amide; Compound 

175: [(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalen-4-yl]-(7?)-hexahydro-pyrrolo[l,2-a]pyrazin-2-yl-methanone; Compound 

176: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (4-methyl-pyridin-2-yl)-amide; Compound 177: 4- 

{[(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-lZ/-2,3-diaza-cyclopropa[a]pentalene- 

4-carbonyl]-amino}-3-fluoro-benzoic acid; Compound 178: (la7?,5a7?)-2-Pyridin-2-yl-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 
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ethyl)-amide; Compound 179: (la5,5a5)-2-(5-Phenyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide; 

Compound 180: 2-[(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-l,2,3,4-tetrahydro-isoquinoline-7-carboxylic acid methyl 

ester; Compound 181: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (6-methanesulfonyl-pyridin-3-yl)-amide; Compound 

182: (la/?,5a/?)-2-Pyridin-3-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 183: (la/?,5a/?)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-o-tolyl- 

cyclobutyl)-amide; Compound 184: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l,l-dimethyl-2-pyrrolidin-l-yl-ethyl)- 

amide; Compound 185: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,6-dimethoxy-pyridin-3-yl)-amide; Compound 186: 
(la/?,5a/?)-2-Pyridin-4-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid pyridin-2-ylamide; Compound 187: (la5,5a5)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxymethyl- 

tetrahydro-pyran-4-yl)-amide; Compound 188: (la/?,5a/?)-2-(2,5-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 189: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid [2-( l//-imidazol-4-yl)-ethyl]-amide; Compound 

190: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (3-fluoro-pyridin-4-yl)-amide; Compound 191: 
(la/?,5a/?)-2-(2,4-Dichloro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (1-methyl-l-phenyl-ethyl)-amide; Compound 192: (la/?,5a/?)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1- 

carbamoyl-2-phenyl-ethyl)-amide; Compound 193: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (oxazol-4- 

ylmethyl)-amide; Compound 194: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (6-methoxy-pyrimidin-4-yl)-amide; 

Compound 195: (1 a/?,5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (1,1 -dioxo-hexahydro-1 Z6-thiopyran-4-yI J-amide;
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Compound 196: (la/?,5a/?)-2-(4-Cyano-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (tetrahydro-pyran-4-ylmethyl)-amide; Compound 

197: (laR,5a/?)-2-(3-Fluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 198: 2-[((la7?,5a7?)-2-/eri- 

Butyl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl)-amino]-3-phenyl- 

propionic acid methyl ester; Compound 199: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [(/?)-1 -(2-methoxy-ethyl)- 

pyrrolidin-3-yl]-amide; Compound 200: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [l-(6-methyl-pyridin-2-yl)- 

ethyl]-amide; Compound 201: (la7?,5a7?)-2-(l,l-Dioxo-tetrahydro-lZ6-thiophen-3-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-methyl-1-phenyl-ethyl)- 

amide; Compound 202: (la/?,5a/?)-2-Pyrimidin-4-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

203: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [(7?)-2-hydroxy- l-(4-hydroxy-phenyl)-ethyl]-amide; 

Compound 204: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-methoxy-pyridin-4-yl)-amide; Compound 205: 
(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l-pyridin-2-yl-cyclopropyl)-amide; Compound 206: (la7?,5a7?)-2-(2-Fluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (4- 

hydroxymethyl-tetrahydro-pyran-4-yl)-amide; Compound 207: (7?)-3-{[(la7?,5a7?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]- 

amino}-piperidine-1-carboxylic acid ie/7-butyl ester; Compound 208: (la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(3-methyl-pyridin-2-ylmethyl)-amide; Compound 209: (la/?,5a/?)-2-[2-(Tetrahydro-pyran-4-yl)- 

ethyl]-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-methyl-l- 

phenyl-ethyl)-amide; Compound 210: (la7?,5a7?)-2-(3,5-Difluoro-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 211: [(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalen-4-yl]-(7-methoxy-3,4-dihydro-l//-isoquinolin-2-yl)-methanone; 

Compound 212: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 
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cyclopropa[a]pentalene-4-carboxylic acid (3-fluoro-pyridin-2-yl)-amide; Compound 213: 1- 

(2,4-Difluoro-phenyl)-3b,4,4a,5-tetrahydro-l//-cyclopropa[3,4]cyclopenta[l,2-c]pyrazole-3-  

carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 214: (la7?,5a/?)-2-(2-Fluoro-phenyl)- 

la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-4-yl- 

cyclobutyl)-amide; Compound 215: [(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyc lopropa[a]pentalen-4-yl]-(l,4,6,7-tetrahydro-imidazo[4,5-c]pyridin-5-yl)- 

methanone; Compound 216: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (5-fluoro-pyridin-2-yl)-amide; Compound 217: 

3 - {[(1 a5,5a5)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5 a- tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino}-3-(7?)-pyridin-3-yl-propionic acid; Compound 218: 
(la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((5)-2-hydroxy-l-methyl-ethyl)-amide; Compound 219: (la7?,5a7?)-2-Pyrazin-2- 

yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (4- 

hydroxymethyl-tetrahydro-pyran-4-yl)-amide; Compound 220: (1 aR,5a7?)-2-(2,4-Difluoro- 

phenyl)- 1 a,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((/?)-2- 

hydroxy-l-phenyl-ethyl)-amide; Compound 221: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [(5)-l-(4-fluoro-phenyl)-3- 

hydroxy-propyl]-amide; Compound 222: l-{[(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-cyclohexanecarboxylic 

acid methyl ester; Compound 223: (la7?,5a7?)-2-(Tetrahydro-thiopyran-4-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 224: [(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 
diaza-cyclopropa[ a] pentalen-4-y I]-((/?)-2-phenyl-pyrrolidin-l-yl)-methanone; Compound 225: 

((17?, 27?)-2-{[(la7?, 5a7?)-2-(2,4-Difluoro-phenyl)-la,  2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino }-cyclohexyl)-carbamic acid /crz-butyl ester; 

Compound 226: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (5-bromo-3-methyl-pyridin-2-yl)-amide; Compound 

227: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid amide; Compound 228: (la5,5a5)-2-(5-p-Tolyl- 

pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2- 

hydroxy-l,l-dimethyl-ethyl)-amide; Compound 229: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)- 
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la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (5)-indan-1- 

ylamide; Compound 230: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (3-hydroxymethyl-pyridin-4-yl)-amide; 

Compound 231: (la/?,5a/?)-2-Pyridin-4-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 232: 
(la7?,5a7?)-2-(4-Fluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((5)-2-hydroxy-l-phenyl-ethyl)-amide; Compound 233: (la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(3-dimethylamino-tetrahydro-thiophen-3-ylmethyl)-amide; Compound 234: ( la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(tetrahydro-pyran-4-yl)-amide; Compound 235: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (5-chloro-pyridin-2-yl)- 

amide; Compound 236: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-carbamoyl-cyclobutyl)-amide; Compound 237: 
(la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid 5-fluoro-2-methyl-benzylamide; Compound 238: (la/?,5a7?)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2- 

morpholin-4-yl-2-pyridin-3-yl-ethyl)-amide; Compound 239: (la/?,5a/?)-2-(4-Methoxy-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-methyl-1- 

phenyl-ethyl)-amide; Compound 240: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [l-(3-methoxy-phenyl)-cyclobutyl]- 

amide; Compound 241: [(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalen-4-yl]-(5-fluoro-l,3-dihydro-isoindol-2-yl)-methanone; Compound 242: 
(la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (5-methyl-pyridin-2-yl)-amide; Compound 243: (la/?,5a/?)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [(5)-1- 

(tetrahydro-furan-2-yl)methyl]-amide; Compound 244: (la5,5a5)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-hydroxymethyl- 

cyclopentyl)-amide; Compound 245: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-dimethylaminomethyl-cyclopentyl)- 

amide; Compound 246: (la/?,5a/?)-2-teri-Butyl-la,2,5,5a-tetrahydro-l//-2,3-diaza- 
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cyclopropa[a]pentalene-4-carboxylic acid [2-(4-fluoro-phenyl)- 1-methyl-ethyl]-amide; 

Compound 247: [(1 a/?,5a7?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3-diaza- 

cyclopropa[a]pentalen-4-yl]-(3-hydroxy-7,8-dihydro-5//-[l,6]naphthyridin-6-yl)-methanone; 

Compound 248: (1 a/?, 5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 H-2.3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acidbenzothiazol-2-ylamide; Compound 249: (la/?,5a/?)-

2-(2, 4-Difluoro-phenyl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid [l-(2-fluoro-phenyl)-cyclopropyl]-amide; Compound 250: (la/?,5a/?)-2-(Tclrahydro-pyran- 

4-ylmethyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2- 

hydroxy-l,l-dimethyl-ethyl)-amide; Compound 251: (la7?,5a/?)-2-(2-Morpholin-4-yl-ethyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-methyl-l- 

phenyl-ethyl)-amide; Compound 252: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [l-(2-methoxy-ethyl)-piperidin-4-yl]- 

amide; Compound 253: 4-[(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carbonyl]-3-hydroxymethyl-piperazine- 1-carboxylic acid (5)- 

ie/7-butyl ester; Compound 254: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid ((7?)-2-hydroxy-l-pyridin-4-yl-ethyl)-amide; 

Compound 255: (1a/?,5a/?)-2-(5 -Cyano-pyridin-2-yl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclopropyl)-amide; Compound 

256: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [ 1-(3,3,3-trifhioro-propyl)-azetidin-3-ylmethyl]-amide; 

Compound 257: (1 aR,5a7?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (6-pyrrolidin- l-yl-pyridin-2-ylmethyl)-amide; 

Compound 258: (la/?,5a7?)-2-(Tetrahydro-pyran-4-ylmethyl)-la,2,5,5a-tetrahydro-1//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (5-fluoro-pyridin-2-yl)-amide; Compound 259: 

(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l,l-dioxo-tetrahydro-lZ6-thiophen-3-yl)-amide; Compound 260: (la7?,5a7?)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  

acid 2,3-dimethoxy-benzylamide; Compound 261: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (3-cyano-5-methyl- 

pyridin-2-yl)-amide; Compound 262: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2,3-dihydro-benzofuran-3-yl)-amide;
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Compound 263: (1 a/?,5a7?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-177-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclohexyl)-amide; Compound 

264: (la7?,5a7?)-2-(5-Cyano-pyrazin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

265: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid 2,5-difluoro-benzylamide; Compound 266: (laS,5aS)-

2-(2, 4-Difluoro-phenyl)- la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid 4-dimethylamino-benzylamide; Compound 267: (laS,5aS)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((37?,47?)-4- 

hydroxy-l,l-dioxo-tetrahydro-lZ6-thiophen-3-yl)-amide; Compound 268: (la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

[l-(3-methoxy-phenyl)-cyclopropyl]-amide; Compound 269: (la/?,5a7?)-2-Pyridin-3-yl- 

la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l- 

dimethyl-ethyl)-amide; Compound 270: [(la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-177-2,3-diaza-cyclopropa[a]pentalen-4-yl]-(l,3-dihydro-isoindol-2-yl)-methanone; 

Compound 271: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (4-trifluoromethyl-pyridin-2-yl)-amide; Compound 

272: (1 aS,5aS)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((16,2S)-2-hydroxy-indan-l-yl)-amide; Compound 

273: (1 aS,5aS)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [l-(4-fluoro-phenyl)-cyclopropyl]-amide; Compound 

274: (la7?,5a7?)-2-(5-Ethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

275: [(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalen-4-yl]-(3-trifluoromethyl-5,6-dihydro-877-[l,2,4]triazolo[4,3-a]pyrazin-7- 

yl)-methanone; Compound 276: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (5-methyl-thiazol-2-yl)-amide; Compound 

277: [(la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalen-4-yl]-(4-morpholin-4-yl-piperidin-l-yl)-methanone; Compound 278: 1- 

{[(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene- 

4-carbonyl]-amino}-cyclopropanecarboxylic acid methyl ester; Compound 279: (laS,5aS)-2-(6'- 
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Methyl-[3,3']bipyridinyl-6-yl)-la,  2,5,5 a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 280: (la5,5a5)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(35)-(l-aza-bicyclo[2.2.2]oct-3-yl)-amide; Compound 281: (la5,5a5)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (6-trifluoromethyl- 

pyridin-3-yl)-amide; Compound 282: (la5,5a5)-2-(2-Fluoro-4-methanesulfonyl-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-phenyl- 

cyclopropyl)-amide; Compound 283: (la5,5a5)-2-(5-Methyl-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 284: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (5-hydroxy- l//-pyrazol-3-yl)-amide; 

Compound 285: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-thiomorpholin-4-yl-ethyl)-amide; Compound 286: 
(la5,5a5)-2-(2,4-Dichloro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 287: (la5,5a5)-2-(5-Bromo-pyridin- 

2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-methyl-l- 

phenyl-ethyl)-amide; Compound 288: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (benzo[l,3]dioxol-5-ylmethyl)-amide; 

Compound 289: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,25)-2-amino-cyclohexyl)-amide; Compound 

290: (1 aS,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (3-dimethylamino-1 -oxo-tetrahydro-lZ4-thiophen-3- 

ylmethyl)-amide; Compound 291: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (4-methyl-morpholin-2-ylmethyl)-amide; 

Compound 292: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (3-methyl-pyridin-2-yl)-amide; Compound 293: 
(la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((15,25)-2-hydroxy-cyclohexylmethyl)-amide; Compound 294: (la5,5a5)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  

acid [l-(2-methoxy-phenyl)-cyclopropyl]-amide; Compound 295: (la5,5a5)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1- 
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ethyl-pyrrolidin-2-ylmethyl)-amide; Compound 296: (7?)-2-[((la/?,5a/?)-2-ieri-Butyl-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carbonyl)-amino]-3-(4-fluoro-phenyl)-2- 

methyl-propionic acid; Compound 297: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid pyrazin-2-ylamide; 

Compound 298: (laS,5aS)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (pyridin-2-ylmethyl)-amide; Compound 299: 
(la/?,5a/?)-2-(5-Methyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid (1-methyl-l-phenyl-ethyl)-amide; Compound 300: (la/?,5a/?)-2-(5-Bromo- 

pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1- 

hydroxymethyl-cyclopropyl)-amide; Compound 301: (la/?,5a/?)-2-(3,5-Difluoro-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-methyl-l- 

phenyl-ethyl)-amide; Compound 302: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid pyridazin-3-ylamide; Compound 303: 
(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (4-pyridin-2-yl-thiazol-2-yl)-amide; Compound 304: (laS,5aS)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [1-(2- 

methoxy-phenyl)-cyclopropyl]-amide; Compound 305: (la/?,5a/?)-2-(6-Chloro-pyridazin-3-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l- 

dimethyl-ethyl)-amide; Compound 306: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [ 1-(3,3,3-trifluoro-propyl)- 

piperidin-4-ylmethyl]-amide; Compound 307: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (6-chloro-2-methyl-pyridin-

3-yl)-amide;  Compound 308: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (6-hydroxy-pyridin-3-yl)-amide; Compound 

309: (la/?,5a/?)-2-(5-Fluoro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

310: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid 3-trifluoromethoxy-benzylamide; Compound 311: 

(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l-morpholin-4-yl-cyclopentylmethyl)-amide; Compound 312: (laS,5aS)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  
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acid (4-benzyl-morpholin-2-ylmethyl)-amide; Compound 313: (la7?,5a7?)-2-(2,4-Difluoro- 

phenyl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-pyridin- 

2-yl-cyclobutylmethyl)-amide; Compound 314: (la7?,5a7?)-2-(5-Ethyl-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 315: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (X)-indan-l-ylamide; Compound 316: 
(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((5)-2-hydroxy-l-phenyl-ethyl)-amide; Compound 317: (la7?,5a7?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(2-hydroxy-1-hydroxymethyl-l-methyl-ethyl)-amide; Compound 318: (la7?,5a7?)-2-(l,l-Dioxo- 

tetrahydro-lZ6-thiophen-3-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 319: (la/?,5a/?)-2-(6-Methoxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2- 

hydroxy-l,l-dimethyl-ethyl)-amide; Compound 320: [(la7?,5a7?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalen-4-yl]-(3,4-dihydro-l//-isoquinolin-2- 

yl)-methanone; Compound 321: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (5-hydroxymethyl-pyridin-2-yl)-amide; 

Compound 322: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (5-fluoro-l-oxy-pyridin-2-yl)-amide; Compound 323: 
(laX,5aX)-2-(5-Trifluoromethyl-pyridin-2-yl)- la, 2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-l-phenyl-ethyl)-amide; Compound 324: 
(laX,5aX)-2-(5-Dimethylamino-pyridin-2-yl)- la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

325: (la7?,5a7?)-2-/er/-Butyl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (1 -methyl-l-phenyl-ethyl)-amide; Compound 326: (la7?,5a/?)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (6- 

methoxy-pyridin-2-yl)-amide; Compound 327: [(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalen-4-yl]-[4-(3-methoxy-pyridin-2-yl)-piperazin-l- 

yl]-methanone; Compound 328: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (l-methyl-l-pyridin-3-yl-ethyl)-amide; 

Compound 329: (la7?,5a7?)-2-(5-Cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 
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cyclopropa[a]pentalene-4-carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 330: 
[(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalen-4- 

yl]-(3-hydroxy-piperidin-l-yl)-methanone; Compound 331: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (6-methyl-pyridin-

3- yl)-amide; Compound 332: (la7?,5a7?)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-methyl-l-phenyl-ethyl)-amide; Compound 

333: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((17?,27?)-2-hydroxy-1 -hydroxymethyl-propyl)-amide; 

Compound 334: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid pyridin-2-ylamide; Compound 335: (la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(2-chloro-pyridin-3-yl)-amide; Compound 336: (la7?,5a7?)-2-(2-Hydroxy-2-methyl-propyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (tetrahydro-pyran-

4- ylmethyl)-amide; Compound 337: (la7?,5a7?)-2-(5-Cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; 

Compound 338: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (3-methyl-3//-imidazol-4-ylmethyl)-amide; 

Compound 339: (laS,5aS)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (6-fluoro-pyridin-2-yl)-amide; Compound 340: 1- 

(2,4-Difluoro-phenyl)-3b,4,4a,5-tetrahydro-l//-cyclopropa[3,4]cyclopenta[l,2-c]pyrazole-3-  

carboxylic acid (1 -methyl-l-pyridin-4-yl-ethyl)-amide; Compound 341: (la7?,5a7?)-2-(6-Bromo- 

pyridin-3-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2- 

hydroxy-l,l-dimethyl-ethyl)-amide; Compound 342: (la/?,5a/?)-2-[l-(4-Fluoro-phenyl)-l- 

methyl-ethyl]-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1- 

methyl-l-pyridin-4-yl-ethyl)-amide; Compound 343: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 3-dimethylamino­

benzylamide; Compound 344: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (6-morpholin-4-yl-pyridin-3-yl)-amide; 

Compound 345: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-o-tolyl-cyclopropyl)-amide; Compound 346: 
(laS,5aS)-2-Phenyl-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid 
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(2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 347: ((la7?,5a7?)-2-/er/-Butyl-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalen-4-yl)-[4-(3-chloro-phenyl)-piperazin-l-yl]- 

methanone; Compound 348: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid [(/?)-1-(3,3,3-trifluoro-propyl)-piperidin-3-yl]- 

amide; Compound 349: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (6-methanesulfonyl-4-methyl-pyridin-3-yl)-amide; 

Compound 350: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((S)-2-hydroxy- l-pyridin-4-yl-ethyl)-amide; 

Compound 351: (laS,5aS)-2-(5-Bromo-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

352: (la7?,5a7?)-2-Pyridin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (1 -methyl-l-phenyl-ethyl)-amide; Compound 353: (la7?,5a/?)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (5-methyl- 

pyridin-2-yl)-amide; Compound 354: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-methyl-quinolin-4-yl)-amide; 

Compound 355: (laS,5aS)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-4-yl-cyclobutyl)-amide; Compound 356: 
(laS,5aS)-2-(5-Pyrimidin-5-yl-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

357: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [l-(3,3,3-trifluoro-propyl)-pyrrolidin-3-ylmethyl]- 

amide; Compound 358: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid benzooxazol-2-ylamide; Compound 359: (Ia7?,5a7?)-

2-(2, 4-Difluoro-phenyl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (l-pyridin-4-yl-cyclopropyl)-amide; Compound 360: (laS,5aS)-2-(5-Chloro-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l- 

dimethyl-ethyl)-amide; Compound 361: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-methyl-piperidin-4- 

ylmethyl)-amide; Compound 362: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (tetrahydro-pyran-4-ylmethyl)-amide; 

Compound 363: (la7?,5a7?)-2-Pyridin-4-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 
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cyclopropa[a]pentalene-4-carboxylic acid (5-fluoro-pyridin-2-yl)-amide; Compound 364: 
(la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 365: (la/?,5a/?)- 

2-(4-Methyl-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 366: (la7?,5a7?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(1 -methyl-l-pyridin-2-yl-ethyl)-amide; Compound 367: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [2-(2,6-dimethyl- 

morpholin-4-yl)-2-methyl-propyl]-amide; Compound 368: (3b5,4a7?,57?)-l-(2,4-Difluoro- 

phenyl)-3b-isopropyl-5-methyl-3b,4,4a,5-tetrahydro-l//-cyclopropa[3,4]cyclopenta[  1,2- 

c]pyrazole-3-carboxylic acid ((15,25)-2-hydroxy-indan-l-yl)-amide; Compound 369: 
(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l-methyl-piperidin-2-ylmethyl)-amide; Compound 370: (la7?,5a7?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(pyridin-4-ylmethyl)-amide; Compound 371: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxymethyl-pyridin-2- 

yl)-amide; Compound 372: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (5,7-dimethyl-pyrazolo[l,5-a]pyrimidin-2-yl)- 

amide; Compound 373: (la7?,5a7?)-2-(4-Cyano-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid iert-butylamide; Compound 374: (la/?,5a/?)-2-(5- 

Methoxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 375: (la7?,5a7?)-2-/er/-Butyl-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((15,25,55)-6,6-dimethyl- 

bicyclo[3.1.1]hept-2-ylmethyl)-amide; Compound 376: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [(5)-l-(2-methoxy- 

ethyl)-pyrrolidin-3-yl]-amide; Compound 377: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [l-(5-methyl-pyridin-2-yl)- 

ethyl]-amide; Compound 378: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid [2-hydroxy-l-(tetrahydro-furan-3-yl)-ethyl]- 

amide; Compound 379: (la5,5a5)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxymethyl-tetrahydro-pyran-4-yl)-amide;
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Compound 380: [(1 a/?,5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3-diaza- 

c yc lopropaj a] pentalen-4-y I]-(6-methoxy-3,4-di hydro-l/7-isoquinolin-2-y I)-methanone; 

Compound 381: [(1 a/?,5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 H-2.3-diaza- 

cyclopropa[a]pentalen-4-yl]-morpholin-4-yl-methanone; Compound 382: (la/?,5a/?)-2-(5- 

Chloro-pyridin-2-yl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (tetrahydro-pyran-4-ylmethyl)-amide; Compound 383: (la/?,5a/?)-2-(4-Fluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxymethyl- 

tetrahydro-pyran-4-yl)-amide; Compound 384: (5)-3-{[(la/?,5a7?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino }-piperidine-1- 

carboxylic acid ieri-butyl ester; Compound 385: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-pyridin-3-yl)- 

amide; Compound 386: (la/?,5a/?)-2-(Tetrahydro-pyran-4-ylmethyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (l-methyl-l-phenyl-ethyl)-amide; 

Compound 387: (1 a/?,5a/?)-2-Pyrazin-2-yl-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

388: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid morpholin-4-ylamide; Compound 389: (la/?,5a/?)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  

acid (2-hydroxy-2-pyridin-4-yl-ethyl)-amide; Compound 390: l-(2,4-Difluoro-phenyl)- 

3b,4,4a,5-tetrahydro-l//-cyclopropa[3,4]cyclopenta[l,2-c]pyrazole-3-carboxylic acid ((15,25)-2- 

hydroxy-indan-l-yl)-amide; Compound 391: (la/?,5a/?)-2-(2-Fluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-phenyl-cyclopropyl)- 

amide; Compound 392: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid pyridin-4-ylamide; Compound 393: (la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(4-hydroxy-pyridin-2-yl)-amide; Compound 394: (5)-3-{[(la5,5a5)-2-(2,4-Difluoro-phenyl)- 

1 a,2,5,5 a-tetrahydro-1 //-2,3 -diaza-cyclopropa[a]pentalene-4-carbonyl] -amino} -3 -pyridin-3 -yl- 

propionic acid; Compound 395: (la/?,5a/?)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid [l-(4-fluoro-phenyl)-cyclopropyl]-amide; 

Compound 396: (la5,5a5)-2-(5-Propyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound
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397: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid 3-methoxy-benzylamide; Compound 398: (Ia5,5a5)- 

2-(2,4-Difluoro-phenyl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (5-iluoro-pyridin-2-yl)-amide; Compound 399: (la5,5a5)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-oxy-pyridin-2- 

yl)-amide; Compound 400: (la7?,5a/?)-2-(l,l-Dioxo-tetrahydro-lX6-thiophen-3-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (tetrahydro-pyran-4- 

ylmethyl)-amide; Compound 401: (la7?,5a7?)-2-(6-Chloro-pyridin-3-yl)-la,2,5,5a-tetrahydro-  

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; 

Compound 402: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-ethyl-propyl)-amide; Compound 403: 6- 

{[(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-

4- carbonyl]-amino}-pyridine-2-carboxylic acid; Compound 404: (la5,5a5)-2-(2,4-Difluoro- 

phenyl)- la,2,5,5a-tetrahydro- 1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (3-cyano-

5- methyl-pyridin-2-yl)-amide; Compound 405: [(la7?,5a/?)-2-(2,4-Diiluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalen-4-yl]-((5)-2-hydroxymethyl-pyrrolidin-l-yl)- 

methanone; Compound 406: (la5,5a5)-2-(5-m-Tolyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; 

Compound 407: (1a/?,5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (5-fhioro-2-methoxy-phenyl)-amide; Compound 408: 

(la5,5a5)-2-(2,4-Difluoro-phenyl)- la, 2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (tetrahydro-pyran-4-ylmethyl)-amide; Compound 409: (la7?,5a7?)-2-(4-Fluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2- 

hydroxy-l,l-dimethyl-ethyl)-amide; Compound 410: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1,2,2,6,6- 

pentamethyl-piperidin-4-yl)-amide; Compound 411: (la7?,5a/?)-2-(2,4-Diiluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (6-methoxy- 

pyridin-3-yl)-amide; Compound 412: (la7?,5a7?)-2-Pyridin-4-yl-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid cyclopentylamide; Compound 413: (Ia7?,5a7?)- 

2-(2,4-Difluoro-phenyl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (morpholin-2-ylmethyl)-amide; Compound 414: (la7?,5a7?)-2-(5-Hydroxy-pyrazin-2-yl)- 
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la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1- 

dimethyl-ethyl)-amide; Compound 415: 3-({[(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-methyl)-azetidine-l- 

carboxylic acid ieri-butyl ester; Compound 416: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-dimethylamino-2-pyridin-

3-yl-ethyl)-amide;  Compound 417: (la/?,5a/?)-2-(4-Methoxy-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (tetrahydro-pyran-4-ylmethyl)-amide; 

Compound 418:( 1 a/?, 5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [l-(4-methoxy-phenyl)-cyclobutyl]-amide; 

Compound 419:( 1 a/?,5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid 3-hydroxy-benzylamide; Compound 420: (laS,5aS)- 

2-(2,4-Difluoro-phenyl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (6-methoxy-pyridin-2-yl)-amide; Compound 421: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [(/?)-1 -(tctrahydro- 

furan-2-yl)methyl]-amide; Compound 422: 2-({[(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carbonyl]-amino }-methyl)-morpholine-4- 

carboxylic acid ieri-butyl ester; Compound 423: (la/?,5a/?)-2-(5-Cyclopropyl-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1- 

dimethyl-ethyl)-amide; Compound 424: (la/?,5a/?)-2-ieri-Butyl-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (l,l-dimethyl-2-morpholin-4-yl-ethyl)-amide; 

Compound 425: [(1 a/?,5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3-diaza- 

cyc lopropa[a]pentalen-4-yl]-(l,3-dihydro-pyrrolo[3,4-c]pyridin-2-yl)-methanone; Compound 

426: (7?)-2-{ [(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino}-3-phenyl-propionic acid methyl ester; Compound 

427: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [l-(3-fluoro-phenyl)-cyclopropyl]-amide; Compound 

428: (la/?,5a/?)-2-(2,6-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

429: (7?)-3-{[(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino}-pyrrolidine-1-carboxylic acid ieri-butyl ester; 

Compound 430: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 
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cyclopropa[a]pentalene-4-carboxylic acid (2-o-tolyl-ethyl)-amide; Compound 431: (la5,5a5)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  

acid (3-hydroxymethyl-l-isobutyl-pyrrolidin-3-yl)-amide; Compound 432: (la/?,5a7?)-2-(3- 

Fluoro-pyridin-4-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 433: (la/?,5a7?)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [1-(2- 

methoxy-ethyl)-azetidin-3-yl]-amide; Compound 434: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (6-morpholin-4-yl- 

pyridin-2-ylmethyl)-amide; Compound 435: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carboxylic acid ((5)-2-hydroxy-l-pyridin-2- 

yl-ethyl)-amide; Compound 436: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (1 ,1-dioxo-tetrahydro-lZ6-thiophen-3- 

ylmethyl)-amide; Compound 437: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid [2-(4-fluoro-phenoxy)-ethyl]-amide; 

Compound 438: (1 a7?,5a7?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (3-chloro-5-methyl-pyridin-2-yl)-amide; Compound 

439: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (1,1 -dimethyl-2-morpholin-4-yl-ethyl)-amide; 

Compound 440: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclopropyl)-amide; Compound 

441: (la/?,5a7?)-2-(5-Isopropyl-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

442: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (pyridin-2-ylmethyl)-amide; Compound 443: 

(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (2,6-dimethyl-pyrimidin-4-yl)-amide; Compound 444: (la7?,5a7?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carboxylic acid 

[(5)-l-hydroxymethyl-2-(3//-imidazol-4-yl)-ethyl]-amide; Compound 445: (la/?,5a7?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carboxylic acid 

((7?)-2-hydroxy-l-pyridin-3-yl-ethyl)-amide; Compound 446: (la/?,5a7?)-2-(5-Bromo-pyrazin-2- 

yl)-l a,2,5,5a-tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1- 
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dimethyl-ethyl)-amide; Compound 447: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 4-methanesulfonyl- 

benzylamide; Compound 448: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (6-fluoro-pyridin-2-yl)-amide; Compound 449: 

(la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((17?,27?)-2-hydroxy-indan-l-yl)-amide; Compound 450: (la5,5a5)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(l-pyridin-3-yl-cyclopropyl)-amide; Compound 451: (la7?,5a/?)-2-(5-Propyl-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l- 

dimethyl-ethyl)-amide; Compound 452: [(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalen-4-yl]-(3-pyridin-4-yl-pyrrolidin-l-yl)- 

methanone; Compound 453: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (5-hydroxymethyl-pyridin-2-yl)-amide; 

Compound 454: [(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalen-4-yl]-[4-(pyridin-2-yloxy)-piperidin-l-yl]-methanone; Compound 455: 
(la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (4-hydroxymethyl-tetrahydro-pyran-4-yl)-amide; Compound 456: (la5,5a5)-2- 

[5-(2,4-Difluoro-phenyl)-pyridin-2-yl] -1 a,2,5,5 a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

457: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (9-methyl-9-aza-bicyclo[3.3.1]non-l-yl)-amide; 

Compound 458: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,6-dimethyl-pyridin-3-yl)-amide; Compound 459: 
(la/?,5a/?)-2-(2-Fluoro-4-methanesulfonyl-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (tetrahydro-pyran-4-ylmethyl)-amide; Compound 

460: (laT?,5a/?)-2-(2-Fluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-

4-carboxylic  acid ((5)-2-hydroxy-l-phenyl-ethyl)-amide; Compound 461: (la7?,5a7?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 4- 

hydroxy-benzylamide; Compound 462: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-oxo-2-phenyl-ethyl)- 

amide; Compound 463: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 
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cyclopropa[a]pentalene-4-carboxylic acid ie/7-butylamide; Compound 464: ( la/?,5a/?)-2-(5- 

Bromo-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (tetrahydro-pyran-4-ylmethyl)-amide; Compound 465: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-methyl-1//- 

pyrazol-3-ylmethyl)-amide; Compound 466: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((S)-l-pyridin-2-yl-ethyl)- 

amide; Compound 467: (la/?,5a/?)-2-Pyridin-2-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 468: 

(la7?,5a7?)-2-(6-Bromo-pyridin-3-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid (l,l-dimethyl-2-morpholin-4-yl-ethyl)-amide; Compound 469: [(la7?,5a/?)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalen-4-yl]-(3- 

pyridin-2-yl-pyrrolidin-l-yl)-methanone; Compound 470: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((17?,27?)-2-amino- 

cyclohexyl)-amide; Compound 471: (laS,5aS)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((/?)-l-pyridin-2-yl-ethyl)-amide; 

Compound 472: (la7?,5a7?)-2-Pyridin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclopropyl)-amide; Compound 473: 
(laS,5aS)-2-(5-Cyclopentyl-pyridin-2-yl)-la,  2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

474: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid pyrimidin-2-ylamide; Compound 475: (1 a/?,5a/?)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  

acid (5-methyl-pyrazin-2-yl)-amide; Compound 476: (la7?,5a7?)-2-o-Tolyl-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; 

Compound 477: (1 a7?,5a7?)-2-(4-Fluoro-benzyl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-l-phenyl-ethyl)-amide; Compound 478: 
(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid [l-(2-methoxy-pyridin-3-yl)-l-methyl-ethyl]-amide; Compound 479: 

(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (6-methanesulfonyl-2-methyl-pyridin-3-yl)-amide; Compound 480: (laS,5aS)- 

2-(2,4-Difluoro-phenyl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 
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acid ((5)-2-hydroxy-l-methyl-ethyl)-amide; Compound 481: (la/?,5a/?)-2-(3-Methyl-pyridin-2- 

yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1- 

dimethyl-ethyl)-amide; Compound 482: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 2-hydroxy-benzylamide; 

Compound 483: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (6-bromo-2-methyl-pyridin-3-yl)-amide; Compound 

484: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-methoxy-pyridin-3-yl)-amide; Compound 485: 

(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid [l-(4-chloro-phenyl)-cyclobutyl]-amide; Compound 486: (la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

[2-(pyridine-2-sulfonyl)-ethyl]-amide; Compound 487: [(la/?,5a/?)-2-(2,4-Difluoro-phenyl)- 

1 a,2,5,5 a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalen-4-yl]-(7-methyl-3,4-dihydro-2//- 

[l,8]naphthyridin-l-yl)-methanone; Compound 488: (la5,5a5)-2-(2,4-Difluoro-phenyl)- 

1 a,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl- 

cyclopropyl)-amide; Compound 489: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclopropylmethyl)- 

amide; Compound 490: (la/?,5a/?)-2-(6-Methyl-4-trifluoromethyl-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 491: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (l,l-dimethyl-2-morpholin-4-yl-ethyl)-amide; 

Compound 492: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-l,2,3,4-tetrahydro-quinolin-7-yl)-amide; 

Compound 493: (1 a/?,5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

494: l-{ [(la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino}-cyclohexanecarboxylic acid methyl ester; 

Compound 495: (la/?,5a/?)-2-(6-Dimethylamino-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; 

Compound 496: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid benzylamide; Compound 497: (laS,5aS)-2-(2,4-
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Difluoro-phenyl)-la,2,5,5a-tetrahydro-1/7-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(3,5-dimethyl-pyrazin-2-yl)-amide; Compound 498: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (5-fluoro- 1-oxy- 

pyridin-2-yl)-amide; Compound 499: (la7?,5a7?)-2-(5-Trifhioromethyl-pyridin-2-yl)-la,2,5,5a-  

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (tetrahydro-pyran-4- 

ylmethyl)-amide; Compound 500: (la7?,5a7?)-2-(l,l-Dioxo-hexahydro-lZ6-thiopyran-4-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l- 

dimethyl-ethyl)-amide; Compound 501: [(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalen-4-yl]-(3-pyridin-3-yl-pyrrolidin-l-yl)- 

methanone; Compound 502: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid [l-(2-hydroxy-pyridin-3-yl)-l-methyl-ethyl]- 

amide; Compound 503: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-pyridin-3-yl)-amide; Compound 504: 1- 

{[(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene- 

4-carbonyl]-amino}-cyclobutanecarboxylic acid ethyl ester; Compound 505: (la5,5a5)-2-(5- 

Cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 506: [(la/?,5a7?)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalen-4-yl]-((5)-3-hydroxy- 

pyrrolidin-l-yl)-methanone; Compound 507: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-hydroxy-l-phenyl- 

ethyl)-amide; Compound 508: (la7?,5a7?)-2-(2-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid ((17?,25)-2-hydroxy-l-hydroxymethyl-propyl)- 

amide; Compound 509: 3-({[(la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carbonyl]-amino }-methyl)-pyrrolidine-l-carboxylic acid tert­

butyl ester; Compound 510: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (tetrahydro-pyran-4-yl)-amide; Compound 511: 
(la7?,5a7?)-2-(2-Hydroxy-2-methyl-propyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (5-fluoro-pyridin-2-yl)-amide; Compound 512: 

(la7?,5a7?)-2-(5-Bromo-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 513: (la7?,5a7?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 
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(quinolin-4-ylmethyl)-amide; Compound 514: (laS,5aS)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid pyrimidin-4-ylamide; 

Compound 515: l-(2,4-Difluoro-phenyl)-3b,4,4a,5-tetrahydro-l//- 

cyclopropa[3,4]cyclopenta[l,2-c]pyrazole-3-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)- 

amide; Compound 516: l-{[(la/?,5a/?)-2-(6-Bromo-pyridin-3-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-cyclohexanecarboxylic acid methyl ester; 

Compound 517: (la/?,5a/?)-2-ieri-Butyl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [(7?)-2-(4-fluoro-phenyl)- l-(2-hydroxy- 

ethylcarbamoyl)-l-methyl-ethyl]-amide; Compound 518: (la5,5a5)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid pyridin-2-ylamide; 

Compound 519: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-l-pyridin-2-yl-ethyl)-amide; Compound 520: 

(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l-pyridin-4-yl-cyclobutyl)-amide; Compound 521: (la5,5a5)-2-[5-(4-Fluoro- 

phenyl)-pyridin-2-yl]-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 522: (la/?,5a/?)-2-ieri-Butyl-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (7?)-indan-l-ylamide; 

Compound 523: (1 a/?,5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [(5)-l-(3,3,3-trifluoro-propyl)-piperidin-3-yl]-amide; 

Compound 524: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-morpholin-4-yl-pyridin-3-yl)-amide; Compound 

525: (la/?,5a/?)-2-(5-Methyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ie/7-butylamide; Compound 526: (la/?,5a/?)-2-(l,l- 

Dioxo-tetrahydro-lZ6-thiophen-3-yl)- la, 2,5,5 a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 527: (la/?,5a/?)-2-Pyridin- 

3 -yl-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza-cyclopropa[a]pentalene-4-carboxylic acid (1 -methyl-1 - 

phenyl-ethyl)-amide; Compound 528: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (6-methyl-pyridin-2-yl)-amide;

Compound 529: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide; Compound 

530: (1 aS,5aS)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

82



WO 2018/208848 PCT/US2018/031688

cyclopropa[a]pentalene-4-carboxylic acid [l-(4-methoxy-phenyl)-cyclopropyl]-amide; 

Compound 531: (1 aS,5aS)-2-(5-Cyclopropyl-pyridin-2-yl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

532: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [(/?)-1-(3,3,3-trifluoro-propyl)-pyrrolidin-3-yl]-amide; 

Compound 533: [(1 a/?,5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalen-4-yl]-[4-(4,6-dimethyl-pyrimidin-2-yl)-piperazin-l-yl]-methanone; 

Compound 534: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid [l-(4-fluoro-phenyl)-cyclopropyl]-amide; Compound 

535: (la5,5a5)-2-Pyridin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 536: (la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 3- 

difluoromethoxy-benzylamide; Compound 537: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxy-l-methyl - 

piperidin-4-ylmethyl)-amide; Compound 538: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [l-((7?)-2-(5)-methyl-5- 

methyl-pyrrolidine-l-carbonyl)-cyclopentyl]-amide; Compound 539: (la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(l-methyl-l-pyridin-3-yl-ethyl)-amide; Compound 540: (la/?,5a/?)-2-(4-Methoxy-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-phenyl- 

cyclopropyl)-amide; Compound 541: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 2-methoxy-benzylamide; Compound 

542: 2-({ [(la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carbonyl]-amino }-methyl)-morpholine-4-carboxylic acid /er/-butyl 

ester; Compound 543: (la/?,5a/?)-2-(6-Ethyl-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

544: (la/?,5a/?)-2-/er/-Butyl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (tetrahydro-pyran-4-ylmethyl)-amide; Compound 545: (la/?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(6-methyl-pyridin-2-ylmethyl)-amide; Compound 546: (laS,5aS)-2-(5-Chloro-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-phenyl- 
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cyclopropyl)-amide; Compound 547: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyc lopropa[a]pentalene-4-carboxylic acid (3-chloro-pyridin-4-yl)-amide; 

Compound 548: 2-{ [(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino }-2-methyl-propionic acid; Compound 549: 

(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (6-chloro-pyridin-3-yl)-amide; Compound 550: (la/?,5a/?)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1- 

morpholin-4-ylmethyl-cyclopentyl)-amide; Compound 551: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-2- 

pyridin-3-yl-ethyl)-amide; Compound 552: (la/?,5a/?)-2-(4-Fluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carboxylic acid (l-pyridin-4-yl-cyclobutyl)- 

amide; Compound 553: [(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalen-4-yl]-(2-methyl-3,4-dihydro-2//-quinolin-l-yl)-methanone; Compound 

554: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid (l-p-tolyl-cyclopropyl)-arnide; Compound 555: 
(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid [(7?)-l-(2-methoxy-ethyl)-piperidin-3-yl]-amide; Compound 556: (laS,5aS)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  

acid ((S)-2-hydroxy-l-pyridin-4-yl-ethyl)-amide; Compound 557: (la/?,5a/?)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [1-(3,3,3- 

trifluoro-propyl)-piperidin-4-yl]-amide; Compound 558: [(la/?,5a/?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalen-4-yl]-((7?)-2-hydroxymethyl- 

pyrrolidin-l-yl)-methanone; Compound 559: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (4-methoxy-pyridin-2-yl)- 

amide; Compound 560: (la/?,5a/?)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-phenyl-cyclopropyl)-amide; Compound 561: 
(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (3-azepan-l-yl-2,2-dimethyl-propyl)-amide; Compound 562: (la/?,5a/?)-2- 

Pyridin-4-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(tetrahydro-pyran-4-ylmethyl)-amide; Compound 563: (la/?,5a/?)-2-(5-Methylamino-pyrazin-2- 

yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1- 
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dimethyl-ethyl)-amide; Compound 564: 3-{[(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-l /7-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-arnino }-azetidine-l-carboxylic acid 

ieri-butyl ester; Compound 565: (la/?,5a/?)-2-(2,4-Dichloro-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (tetrahydro-pyran-4-ylmethyl)-amide; 

Compound 566: (1 a/?,5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (5-methyl-pyrazin-2-ylmethyl)-amide; Compound 

567: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (1-oxo-hexahydro-lZ4-thiopyran-4-yl)-amide; 

Compound 568: (la/?,5a/?)-2-(5-Methyl-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

569: ((la7?,5a/?)-2-ieri-Butyl-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalen-4-yl)-(2- 

phenyl-morpholin-4-yl)-methanone; Compound 570: (5)-2-{[(la7?,5a7?)-2-(2,4-Difluoro- 

phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino }-3- 

phenyl-propionic acid methyl ester; Compound 571: (laS,5aS)-2-(5-Chloro-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-hydroxymethyl- 

cyclopropyl)-amide; Compound 572: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-  

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [2-(2-chloro-phenyl)-ethyl]-amide; 

Compound 573: (laR,5a7?)-2-(3-Fluoro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

574: (laR,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (3-chloro-5-trifluoromethyl-pyridin-2-ylmethyl)- 

amide; Compound 575: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l-hydroxymethyl-ethyl)-amide; 

Compound 576: (1a/?,5a/?)-2-(2,4-Difluoro-phenyl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [5-((5)- l-methyl-pyrrolidin-2-yl)-pyridin-2-yl]-amide; 

Compound 577: (la5,5a5)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclohexyl)-amide; Compound 

578: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (4,6-dimethyl-pyridin-2-yl)-amide; Compound 579: 
(la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((5)-2-hydroxy-l-pyridin-3-yl-ethyl)-amide; Compound 580: (la/?,5a/?)-2-(2,4- 

85



WO 2018/208848 PCT/US2018/031688

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1/7-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(5-fluoro-2-hydroxy-phenyl)-amide; Compound 581: (la/?,5a7?)-2-(5-Cyclobutyl-pyrazin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1- 

dimethyl-ethyl)-amide; Compound 582: (la7?,5a/?)-2-(5-Ethoxy-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 583: (la7?,5a7?)-2-(5-Trifluoromethyl-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 584: (la7?,5a7?)-2-(5-Trifluoromethyl-pyrazin-2-yl)-la,2,5,5a-  

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid dimethylamide; Compound 

585: (laT?,5a/?)-2-(5-Cyano-pyridin-3-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

586: (laT?,5a/?)-2-(5-Cyclopropylmethyl-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

587: (laT?,5a7?)-2-(4-Trifluoromethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxymethyl-tetrahydro-pyran-4-yl)-amide; 

Compound 588: (la/?,5a/?)-2-(5-Bromo-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxymethyl-tetrahydro-pyran-4-yl)-amide; 

Compound 589: (la7?,5a7?)-2-(4-Trifluoromethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclopropyl)-amide; 

Compound 590: (la/?,5a/?)-2-(5-Cyclopropyl-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxymethyl-tetrahydro-pyran-4-yl)-amide; 

Compound 591: (1 a/?,5a/?)-2-(5-Trifluoromethyl-pyrazin-2-yl)-1 a,2,5,5a-tetrahydro-1 //-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxymethyl-tetrahydro-pyran-4-yl)- 

amide; Compound 592: (la/?,5a/?)-2-(5-Cyano-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxymethyl-tetrahydro-pyran-4-yl)-amide; 

Compound 593: (la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ie/7-butylamide; Compound 594: (la/?,5a/?)-2- 

Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1- 

pyridin-4-yl-cyclobutyl)-amide; Compound 595: (la7?,5a7?)-2-(5-Bromo-pyrazin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-hydroxymethyl- 

cyclopropyl)-amide; Compound 596: (la7?,5a7?)-2-(5-Pentafluoroethyl-pyrazin-2-yl)-la,2,5,5a-  
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tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 597: (la7?,5a7?)-2-(5-Heptafluoropropyl-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 598: 4-{[(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-

2.3- diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-l-methyl-piperidine-4-carboxylic acid 

methyl ester; Compound 599: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxymethyl- l-methyl-piperidin-4-yl)- 

amide; Compound 600: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [2-((7?)-2-hydroxymethyl-pyrrolidin-1 -yl)-ethyl]- 

amide; Compound 601: (la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [2-((S)-2-hydroxymethyl-pyrrolidin-l-yl)-ethyl]- 

amide; Compound 602: (la7?,5a7?)-2-(4-Trifluoromethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-

2.3- diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-4-yl-cyclobutyl)-amide; 

Compound 603: (laS,5aS)-2-(4-Trifluoromethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-4-yl-cyclobutyl)-amide; Compound 

604: (la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l-phenyl-cyclohexyl)-amide; Compound 605: l-[((la/?,5a/?)-2-Pyrazin-2-yl- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl)-amino]- 

cyclohexanecarboxylic acid methyl ester; Compound 606: (la7?,5a/?)-2-(5-Chloro-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-4-yl- 

cyclobutyl)-amide; Compound 607: (la7?,5a7?)-2-(5-Chloro-4-methyl-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl- 

ethyl)-amide; Compound 608: (la/?,5a/?)-2-(5-Chloro-4-methyl-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxymethyl- 

tetrahydro-pyran-4-yl)-amide; Compound 609: (la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclohexyl)-amide; 

Compound 610: (laS,5aS)-2-(5-Bromo-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxymethyl-tetrahydro-pyran-4-yl)-amide; 

Compound 611: (la/?,5a/?)-2-(5-Chloro-4-trifluoromethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; 

Compound 612: (laS,5aS)-2-(5-Bromo-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 
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cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

613:( 1 a5,5a5)-2-(5-Chloro-4-methyl-pyridin-2-yl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-4-yl-cyclobutyl)-amide; Compound 614: 
(la/?, 5a5)-2-(5-Chloro-4-methyl-pyridin-2-yl)-  la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ie/7-butylamide; Compound 615: (la5,5a5)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

ierZ-butylamide; Compound 616: (la5,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (3-methyl-l,1 -dioxo-tetrahydro-lZ6-thiophen-3-yl)- 

amide; Compound 617: (la5,5a5)-2-(5-Chloro-4-trifluoromethyl-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-4-yl-cyclobutyl)- 

amide; Compound 618: (la5,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-cyano-cyclohexyl)-amide; Compound 619: 

(la5,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid [l-(5-methyl-[l,2,4]oxadiazol-3-yl)-cyclohexyl]-amide; Compound 620: 
(la5,5a5)-2-(4-Trifluoromethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ie/7-butylamide; Compound 621: (la5,5a5)-2-(5- 

Cyano-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 622: (la5,5a5)-2-(4-Bromo-pyridin-2- 

yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1- 

dimethyl-ethyl)-amide; Compound 623: (la5,5a5)-2-(4-Trifluoromethyl-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (cyano-dimethyl- 

methyl)-amide; Compound 624: (la5,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid ((5)-1 -hydroxymethyl-2,2-dimethyl-propyl)- 

amide; Compound 625: (la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (cyano-dimethyl-methyl)-amide; Compound 

626: (la5,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid/V’-methylcarbamoyl-iV’-phenyl-hydrazide; Compound 627: (la5,5a5)-2- 

Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(cyano-dimethyl-methyl)-amide; Compound 628: (la5,5a7?)-2-Pyrazin-2-yl-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1 -carbamoyl-2,2-dimethyl- 

propyl)-amide; Compound 629: (la5,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 
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diaza-cyclopropa[a]pentalene-4-carboxylic acid ((6)-1-hydroxymethyl-2,2-dimethyl-propyl)- 

amide; Compound 630: (la7?,5a7?)-2-(4-Cyclopropyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid te/7-butylamide; Compound 631: (la/?„5a/?)-2- 

Pyrazin-2-yl-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid N1- 

tert-butyl-hydrazide; Compound 632: (la7?,5a7?)-2-(4-Trifluoromethyl-pyridin-2-yl)-la,2,5,5a-  

tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid tert-butylamide; Compound 

633: (1 a/?,5a7?)-2-Pyrazin-2-yl-1 a,2,5,5 a-tetrahydro-177-2,3 -diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)-arnide; Compound 634: (la/?,5a7?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

((6)-2,2-dimethyl-l-methylcarbamoyl-propyl)-amide; Compound 635: (la7?,5a7?)-2-(4-Bromo- 

pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((6)-

1- hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 636: (la/?,5a/?)-2-(4-Chloro-pyridin-

2- yl)-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid tert­

butylamide; Compound 637: (la/?,5a7?)-2-(4-Cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-  

diaza-cyclopropa[a]pentalene-4-carboxylic acid (cyano-dimethyl-methyl)-amide; Compound 

638: (la/?,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((/?)-l-cyclopropyl-ethyl)-amide; Compound 639: (la/?,5a7?)-2-Pyrazin-2-yl- 

la,2,5,5a-tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid /V-cyclobutyl- 

hydrazide; Compound 640: (la7?,5a7?)-2-(5-Chloro-4-trifluoromethyl-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-177-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid tert-butylamide; Compound 

641: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide; 

Compound 642: (la/?,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((6)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide; 

Compound 643: (1 a/?,5a/?)-2-Pyrazin-2-yl-1 a,2,5,5a-tetrahydro-177-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid N1-methylsulfonyl-iV’-tert-butyl-hydrazide; 

Compound 644: (la7?,5a7?)-2-(4-Cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

645: (la7?,5a7?)-2-(4-Bromo-pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l,l-dimethyl-prop-2-ynyl)-amide; Compound 646: 

Phosphoric acid mono-(2-{[(la7?,5a7?)-2-(4-cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3- 
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diaza-cyclopropa[a]pentalene-4-carbonyl]-amino }-2-methyl-propyl) ester; Compound 647: 
(la/?,5a/?)-2-Pyrazin-2-yl- la, 2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid /V-methylcarbamoyl-iV’-ieri-butyl-hydrazide; Compound 648: (1 a/?,5a/?)-2-(4- 

Bromo-pyridin-2-yl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (l-pyridin-4-yl-cyclobutyl)-amide; Compound 649: (laX,5aX)-2-(4-Trifluoromethyl- 

pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide; Compound 650: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-carbamoyl-2,2- 

dimethyl-propyl)-amide; Compound 651: (la7?,5a7?)-2-(4-Methanesulfonyl-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1- 

hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 652: (la7?,5a7?)-2-(2,4-Difluoro- 

phenyl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (4-cyano- 

tetrahydro-pyran-4-yl)-amide; Compound 653: (la7?,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid Ν'- cyclobutyl-iV’- methylcarbamoyl­

hydrazide; Compound 654: (la7?,5a7?)-2-(5-Chloro-4-methyl-pyridin-2-yl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (cyano-dimethyl-methyl)-amide; 

Compound 655: (la7?,5a7?)-2-(4-Bromo-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide; 

Compound 656: (la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-cyclobutyl)-amide; Compound 657: 

(la/?,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l-hydroxymethyl-cyclobutyl)-amide; Compound 658: (la7?,5a7?)-2-(5-Chloro- 

4-methyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  

acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide; Compound 659: (la7?,5a/?)-2-Pyrazin-2-yl- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl- 

cyclopropyl)-amide; Compound 660: (la7?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-  

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ie/7-butylamide; Compound 661: 
(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((5)-l-hydroxymethyl-2-methyl-propyl)-amide; Compound 662: (1 a/?,5a/?)-2- 

(4-Methoxy-pyridin-2-yl)- la, 2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 663: (la7?,5a7?)-2-(4-Cyano-

90



WO 2018/208848 PCT/US2018/031688

pyridin-2-yl)-la,2,5,5a-tetrahydro-1/7-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide; Compound 664: (la/?,5a/?)-2-Pyrazin-2-yl- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ZV-cyclobutyl- 

hydrazide; Compound 665: (la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-cyano-cyclopentyl)-amide; Compound 666: 
(la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (cyano-dimethyl-methyl)-amide; Compound 667: (la7?,5a/?)-2-Pyrazin-2-yl- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [2,2-dimethyl-1- 

((5)-methylcarbamoyl)-propyl]-amide; Compound 668: (la7?,5a7?)-2-(4-Cyano-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1- 

hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 669: (la7?,5a7?)-2-(4-Cyano-pyridin-2- 

yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ieri-butylamide; 

Compound 670: (la7?,5a7?)-2-(4-Bromo-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-cyclobutyl)-amide; Compound 671: 
(la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((5)-l-cyclopropyl-ethyl)-amide; Compound 672: (la7?,5a/?)-2-Pyrazin-2-yl- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid N'-phcnyl- 

hydrazide; Compound 673: (la7?,5a/?)-2-(4-Bromo-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid ieri-butylamide; Compound 674: (la7?,5a7?)-2- 

(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide; Compound 675: (la7?,5a/?)-2-(4-Chloro- 

pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2- 

hydroxy-l,l-dimethyl-ethyl)-amide; Compound 676: l-[((la7?,5a7?)-2-Pyrazin-2-yl-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl)-amino]-cyclobutanecarboxylic acid 

ethyl ester; Compound 677: (la7?,5a/?)-2-(4-Bromo-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (cyano-dimethyl-methyl)-amide; Compound 

678: (laT?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((5)-l-pyridin-2-yl-ethyl)-amide; Compound 679: (la7?,5a7?)-2-Pyrazin-2-yl- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-methyl-l- 

pyridin-2-yl-ethyl)-amide; Compound 680: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl- 
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propyl)-amide; Compound 681: (la7?,5a7?)-2-(4-Methoxy-pyridin-2-yl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ie/7-butylamide; Compound 682: 
(la/?,5a/?)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-  

4-carboxylic acid [l-methyl-l-(l//-tetrazol-5-yl)-ethyl]-amide; Compound 683: Phosphoric acid 

mono- {(5)-3,3 -dimethyl-2- [((1 a/?,5a/?)-2-pyrazin-2-yl-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carbonyl)-amino]-butyl} ester; Compound 684: (la/?,5a/?)-2-Pyrazin- 

2-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-2- 

hydroxy-l-tetrahydro-pyran-4-yl-ethyl)-amide; Compound 685: (la/?,5a/?)-2-Pyrazin-2-yl- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((7?)-2-hydroxy-1- 

tetrahydro-pyran-4-yl-ethyl)-amide; Compound 686: (la7?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((/?)-1,2-dimethyl-propyl)- 

amide; Compound 687: (la7?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid/V’-ieri-butyl-hydrazide; Compound 688: (la/?,5a/?)-2- 

(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (l-pyridin-2-yl-cyclobutyl)-amide; Compound 689: (la7?,5a7?)-2-(4-Oxy-pyrazin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l- 

dimethyl-ethyl)-amide; Compound 690: (la7?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-l-hydroxymethyl-2- 

methyl-propyl)-amide; Compound 691: (la7?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-l-hydroxymethyl-2-phenyl-ethyl)- 

amide; Compound 692: (4-Methyl-piperazin-l-yl)-((la7?,5a7?)-2-pyrazin-2-yl-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalen-4-yl)-methanone; Compound 693: 
(la/?,25,5a7?)-2-(l,l-Dioxo-tetrahydro-l Z6-thiophen-3-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

694: (1 aR,2R,5a7?)-2-( 1,1 -Dioxo-tetrahydro-1 Z6-thiophen-3-yl)-la,2,5,5a-tetrahydro-1//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; 

Compound 695: (1 a5,5a5)-2-Pyrazin-2-yl-1 a,2,5,5a-tetrahydro-1//-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide; Compound 696: 

(la5,5a5)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 697: (Ia5,5a5)- 

2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid
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((/?)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 698: (la/?,5a/?)-2-(4-Oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1- 

hydroxymethyl-cyclobutyl)-amide; Compound 699: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1- 

hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 700: (la5,5a5)-2-(4-Oxy-pyrazin-2- 

yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl- 

cyclobutyl)-amide; Compound 701: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid ((5)-2,2-dimethyl-1 -methylcarbamoyl- 

propyl)-amide; Compound 702: (la7?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-4-yl-cyclobutyl)-amide; Compound 

703: Phosphoric acid mono-((5)-3,3-dimethyl-2-{ [(la7?,5a7?)-2-(4-oxy-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-butyl) ester; Compound 

704: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-methylcarbamoyl-propyl)-amide; 

Compound 705: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (4-methylcarbamoyl-tetrahydro-pyran-4-yl)-amide; 

Compound 706: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (1 -methyl-l-methylcarbamoyl-ethyl)-amide; 

Compound 707: (la5,5a5)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl- l-morpholin-4-ylmethyl-propyl)- 

amide; Compound 708: (la7?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methylcarbamoyl-cyclopent-3-enyl)-amide; 

Compound 709: {[(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino }-pyridin-2-yl-acetic acid methyl ester; Compound 

710: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (methylcarbamoyl-pyridin-2-yl-methyl)-amide; 

Compound 711: {[(la7?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino }-pyridin-2-yl-acetic acid methyl ester; Compound 

712: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl- l-morpholin-4-ylmethyl-propyl)- 

amide; Compound 713: (la7?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 
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cyclopropa[a]pentalene-4-carboxylic acid (methylcarbamoyl-pyridin-2-yl-methyl)-amide; 

Compound 714: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid (l-methylcarbamoyl-cyclopentyl)-amide; Compound 

715: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid [l-((5)-/er/-butylcarbamoyl)-2,2-dimethyl-propyl]- 

amide; Compound 716: (laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclopropyl)-amide; Compound 717: 
(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (1-methyl-l-phenyl-ethyl)-amide; Compound 718: (la/?,5a/?)-2-(4-Oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1- 

methyl-l-phenyl-ethyl)-amide; Compound 719: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [ (5)-2,2-di methyl-l-(pyridin-

2-ylcarbamoyl)-propyl]-amide;  Compound 720: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [l-(pyridin-2-ylcarbamoyl)- 

cyclobutyl]-amide; Compound 721: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (l-methylcarbamoyl-cyclobutyl)-amide; 

Compound 722: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid ((5)-methylcarbamoyl-phenyl-methyl)-amide; 

Compound 723: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid pyrrolidin-l-ylamide; Compound 724: (la/?,5a/?)-2- 

(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid piperidin-l-ylamide; Compound 725: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2,6-dimethyl-piperidin-l-yl)- 

amide; Compound 726: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid ((5)-1 -eyelopropylcarbamoyl-2,2-dimethyl-propyl)- 

amide; Compound 727: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid [(5)-2,2-dimethyl-l-(2,2,2-trifluoro-ethylcarbamoyl)- 

propyl]-amide; Compound 728: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)- l-ethylcarbamoyl-2,2-dimethyl-propyl)- 

amide; Compound 729: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (V-tert-butyl-V-methyl-hydrazide; Compound 730: 
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(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid tert-butyl-(2,2-dimethyl-l-pyridin-2-yl-propyl)-amide; Compound 731: 
(la/?,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid tert-butyl-(2,2-dimethyl-l-pyridin-2-yl-propyl)-amide; Compound 732:

(la5,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((5)-l-hydroxymethyl-2-methyl-propyl)-amide; Compound 733: (la7?,5a/?)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  

acid ((15,25)-2-hydroxy-cyclopentyl)-amide; Compound 734: (la5,5a7?)-2-Pyrazin-2-yl- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl- 

cyclobutyl)-amide; Compound 735: (la5,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [(5)-2-hydroxy-l-(tetrahydro-pyran-4- 

yl)-ethyl]-amide; Compound 736: (la5,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid M-methy 1 sulfonyl-Ν’ -cyclobutyl-hydrazide; 

Compound 737: (laT?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid N'-methylsulfonyl-N’-phenyl-hydrazide; Compound 

738: (laT?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid cyclopentylamide; Compound 739: (la7?,5a/?)-2-(2,4-Difluoro-phenyl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1 -cyclopropyl- 

2-hydroxy-ethyl)-amide; Compound 740: (la5,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid ((/?)-1,2,2-trimethyl-propyl)-amide; 

Compound 741: (laT?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,25)-2-hydroxy-cyclopentyl)-amide; Compound 

742: (la5,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-11 ydroxy-l-tetrahydro-pyran-4-yl-ethyl)-amide; 

Compound 743: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [pyridin-2-yl-(2,2,2-trifluoro-ethylcarbamoyl)- 

methyl]-amide; Compound 744: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (2,2-dimethyl-l-pyridin-2-yl-propyl)-amide; 

Compound 745: (la5,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2-dimethyl-1 -pyridin-2-yl-propyl)-amide; 

Compound 746: (5)-3,3-Dimethyl-2-{ [(la5,5a7?)-2-(4-oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro- 
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1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-butyric acid methyl ester; Compound 

747: (5)-3,3-Dimethyl-2-{[(la/?,5a/?)-2-(4-oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino}-butyric acid; Compound 748: (la/?,5a/?)-2-(4-Oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [(5)-

1- (hydroxy-methyl-carbamoyl)-2,2-dimethyl-propyl]-amide; Compound 749: (la/?,5a/?)-2- 

(Tetrahydro-pyran-4-ylmethyl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((5)-2,2-dimethyl-l-methylcarbamoyl-propyl)-amide; Compound 750: 
(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((5)-l-dimethylcarbamoyl-2,2-dimethyl-propyl)-amide; Compound 751: 
(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid [(5)-l-(azetidine-l-carbonyl)-2,2-dimethyl-propyl]-amide; Compound 752:
(la/?,5a/?)-2-(Tetrahydro-pyran-4-ylmethyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide; Compound 753: 
(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (l-pyridin-2-yl-cyclopropyl)-amide; Compound 754: (la5,5a5)-2-(4-Oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [1-(4- 

fluoro-phenyl)-cyclobutyl]-amide; Compound 755: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1- 

methoxycarbamoyl-2,2-dimethyl-propyl)-amide; Compound 756: (la/?,5a/?)-2-(4-Oxy-pyrazin-

2- yl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza-cyclopropa[a]pentalene-4-carboxylic acid [(5)-1- 

(methoxy-methyl-carbamoyl)-2,2-dimethyl-propyl]-amide; Compound 757: (la/?,5a/?)-2-(4- 

Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

((5)-2,2-dimethyl-l-pyridin-2-yl-propyl)-amide; Compound 758: (la/?,5a/?)-2-(4-Oxy-pyrazin- 

2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((7?)-2,2- 

dimethyl-l-pyridin-2-yl-propyl)-amide; Compound 759: (la/?,5a/?)-2-(4-Cyano-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl- 

cyclobutyl)-amide; Compound 760: (5)-2-{[(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-3,3-dimethyl-butyric acid; 

Compound 761: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-methylcarbamoyl-phenyl-methyl)-amide; 

Compound 762: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 
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cyclopropa[a]pentalene-4-carboxylic acid ((5)- 1-tert-butoxycarbamoy  1-2,2-dimethyl-propyl)- 

amide; Compound 763: (la/?,5a/?)-2-Piperidin-4-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-methylcarbamoyl-propyl)-amide; 

Compound 764: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclopropyl)-amide; Compound 

765: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide; Compound 

766: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-di methyl-l-pyridin-2-yl-propyl)-amide; 

Compound 767: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-pyridin-2-yl-propyl)-amide; 

Compound 768: (la7?,5a/?)-2-(Tetrahydro-pyran-4-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide; Compound 769: 
(la/?,5a5)-2-(Tetrahydro-pyran-4-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid ((5)-1-hydroxy methy 1-2,2-dimethyl-propy I )-amide; Compound 770:

(la/?,5a/?)-2-((7?)-3-Methyl-1,1-dioxo-tetrahydro-lZ6-thiophen-3-yl)-la,2,5,5a-tetrahydro-1//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid (l-pyridin-2-yl-cyclobutyl)-amide; 

Compound 771: (la/?,5a5)-2-(2-Chloro-pyridin-4-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide; Compound 772: 
(la7?,5a5)-2-(2-Chloro-pyridin-4-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 773: 
(la7?,5a5)-2-(5-Bromo-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 774:
(la7?,5a5)-2-(5-Bromo-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide; Compound 775: (la7?,5a7?)-2-(5-Cyano- 

pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-

1- hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 776: (1 a5,5a5)-2-(5-Cyano-pyridin-

2- yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2- 

yl-cyclobutyl)-amide; Compound 777: (la/?,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-l-hydroxycarbamoyl-2,2-dimethyl- 

propyl)-amide; Compound 778: (1 aR,5a7?)-2-((7?)-3-Methyl-1,1 -dioxo-tetrahydro-lZ6-thiophen-
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3- yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1- 

hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 779: (la/?,5a/?)-2-((5)-3-Methyl-l,l- 

dioxo-tetrahydro- lZ6-thiophen-3-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-

4- carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 780: 
(la7?,5a/?)-2-(5-Fluoro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 781: 
(la7?,5a/?)-2-(5-Fluoro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide; Compound 782: (la/?,5a/?)-2-(5-Fluoro- 

pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((/?)-

2.2- dimethyl-l-pyridin-2-yl-propyl)-amide; Compound 783: (la7?,5a/?)-2-(5-Fluoro-pyridin-2- 

yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2- 

dimethyl-l-pyridin-2-yl-propyl)-amide; Compound 784: (1 a/?,5a/?)-2-(5-Chloro-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl- 

cyclobutyl)-amide; Compound 785: (la7?,5a/?)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((15,25)- l-hydroxymethyl-2-methyl- 

butyl)-amide; Compound 786: (la7?,5a7?)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-

2.3- diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1 -hydroxymethyl-2,2-dimethyl-propyl)- 

amide; Compound 787: (la/?,5a/?)-2-(5-Fluoro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-methylcarbamoyl-propyl)-amide; 

Compound 788: (la7?,5a7?)-2-(5-Chloro-3-fluoro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1 -hydroxymethyl-2,2-dimethyl-propyl)- 

amide; Compound 789: (la/?,5a7?)-2-(5-Bromo-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid ((7?)-2,2-dimethyl- l-pyridin-2-yl-propyl)-amide; 

Compound 790: (la7?,5a7?)-2-(5-Bromo-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-pyridin-2-yl-propyl)-amide; 

Compound 791: (la/?,5a/?)-2-(5-Cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid ((/?)-2,2-dimethyl- l-pyridin-2-yl-propyl)-amide; 

Compound 792: (la/?,5a/?)-2-(5-Cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-pyridin-2-yl-propyl)-amide; 

Compound 793: (la/?,5a/?)-2-(Tetrahydro-pyran-4-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-methylcarbamoyl-propyl)-amide;
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Compound 794: (la/?,5a/?)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-methylcarbamoyl-propyl)-amide; 

Compound 795: (la/?,5a/?)-2-(5-Chloro-3-fluoro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide; Compound 

796: (la/?,5a/?)-2-(4-Trifluoromethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l-hydroxymethyl-l-methyl-ethyl)-amide; 

Compound 797: (la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2-dimethyl-1 -pyridin-2-yl-propyl)-amide;

Compound 798: (1a5,5a5)-2-Pyrazin-2-yl-1 a,2,5,5a-tetrahydro-1//-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2-dimethyl-1 -pyridin-2-yl-propyl)-amide;

Compound 799: (la/?,5a/?)-2-(3-Fluoro-pyridin-4-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-pyridin-2-yl-propyl)-amide;

Compound 800: (la/?,5a/?)-2-(3-Fluoro-pyridin-4-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide;

Compound 801: (la/?,5a/?)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-pyridin-2-yl-propyl)-amide;

Compound 802: (la/?,5a/?)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((7?)-2,2-dimethyl- l-pyridin-2-yl-propyl)-amide;

Compound 803: (la/?,5a/?)-2-(5-Trifluoromethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1 -hydroxymethyl-2,2-dimethyl-propyl)- 

amide; Compound 804: (la/?,5a/?)-2-(5-Trifluoromethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid ((7?)-2,2-dimethyl- l-pyridin-2-yl-propyl)- 

amide; Compound 805: (la/?,5a/?)-2-(5-Trifluoromethyl-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic  acid ((5)-2,2-dimethyl-l-pyridin-2-yl-propyl)- 

amide; Compound 806: (la/?,5a/?)-2-(3,5-Difluoro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid ((7?)-2,2-dimethyl- l-pyridin-2-yl-propyl)-amide; 

Compound 807: (la/?,5a/?)-2-(3-Fluoro-5-methoxy-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid ((7?)-2,2-dimethyl- l-pyridin-2-yl-propyl)-amide; 

Compound 808: (la/?,5a/?)-2-(3,5-Difluoro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide;

Compound 809: (1aS,5 aS)-2-Pyridin-2-yl-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 
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cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-pyridin-2-yl-propyl)-amide; 

Compound 810: (la7/,5a7/)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-17/-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((//)-2,2-dimethyl-1 -pyridin-2-yl-propyI)-amidc; 

Compound 811: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-pyridin-2-yl-propyl)-amide; 

Compound 812: (la7?,5a/?)-2-Pyridin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-pyridin-2-yl-propyl)-amide; 

Compound 813: (la7?,5a/?)-2-Pyridin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1 -hydroxymethy 1-2,2-dimethyl-propyI)-amide; 

Compound 814: (la7?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [l-(2-hydroxy-ethylcarbamoyl)-2,2-dimethyl-propyl]- 

amide; Compound 815: (la7/,5a7/)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-17/-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [(5)- l-(tetrahydro-furan-2-yl)methyl]-amide; 

Compound 816: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [l-(2-fluoro-phenyl)-cyclobutyl]-amide; Compound 

817: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [l-(2-fluoro-phenyl)-cyclobutyl]-amide; Compound 

818: (la7/,5a7/)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-17/-2,3-diaza-cyclopropa[a]pentalene-4-  

carboxylic acid [(5)-l-(2-hydroxy-ethylcarbamoyl)-2,2-dimethyl-propyl]-amide; Compound 

819: (la/?,5a7/)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (1,1 -b/'.s-hydroxymethyl-propylj-amide; Compound 

820: (la/?,5a/?)-2-(4-Cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1-hydroxymethyl- l-methyl-ethyl)-amide; 

Compound 821: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-cyclobutyl)-amide; Compound 822: 
(la/?, 5a7/)-2-(2-Chloro-4-fluoro-phenyl)- la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

823: (la7/,5a7/)-2-(2-Chloro-4-fluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((7/)-2,2-dimethyl- l-pyridin-2-yl-propyl)-amide; 

Compound 824: (la7/,5a7/)-2-(2-Chloro-4-fluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide;
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Compound 825: (la/?,5a7?)-2-(2-Chloro-4-fluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1-hydroxymethyl- l-methyl-ethyl)-amide; 

Compound 826: (la/?,5a7?)-2-(2-Chloro-4-fluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-methylcarbamoyl-propyl)-amide; 

Compound 827: (la/?,5a7?)-2-(2-Chloro-4-fluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide; Compound 828: 
(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((/?)-l,2-dimethyl-propyl)-amide; Compound 829: (la7?,5a/?)-2-(4-Oxy-pyrazin- 

2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1-phenyl- 

cyclopropyl)-amide; Compound 830: (la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)- l-hydroxycarbamoyl-2,2-dimethyl-propyl)- 

amide; Compound 831: (5)-3,3-Dimethyl-2-[((la/?,5a7?)-2-pyrazin-2-yl-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl)-amino]-butyric acid; Compound 832: 
(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid [l-(5-fluoro-pyridin-2-yl)-2,2-dimethyl-propyl]-amide; Compound 833: 
(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid [(5)-l-(2-hydroxy-ethylcarbamoyl)-2,2-dimethyl-propyl]-amide; Compound 

834: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (4-hydroxymethyl-tetrahydro-pyran-4-yl)-amide; 

Compound 835: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (tetrahydro-pyran-4-yl)-amide; Compound 836: 
(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid [(/?)-1 -(5-fluoro-pyridin-2-yl)-2,2-dimethyl-propyl]-amide; Compound 837: 
(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid [(5)-1 -(5-fluoro-pyridin-2-yl)-2,2-dimethyl-propyl]-amide; Compound 838: 
(la7?,5a7?)-((5)-2-ier/-Butoxycarbonylamino-3-methyl-butyric acid) 2-{[2-(2,4-difluoro-phenyl)- 

la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-2-methyl-propyl 

ester; Compound 839: (la/?,5a/?)-(5)-2-Amino-3-methyl-butyric acid (5)-3-methyl-2-{[2-(4- 

oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]- 

amino}-butyl ester; Compound 840: (la/?,5a/?)-(5)-2-Amino-3-methyl-butyric acid 2-{[(7?)-2- 

(2,4-difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]- 
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amino}-2-methyl-propyl ester; Compound 841: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carboxylic acid [(S)-2-hydroxy-l-(tetrahydro- 

pyran-4-yl)-ethyl]-amide; Compound 842: (la/?,5aR)-Pentanedioic acid mono-(2-{[(la/?,5a/?)- 

2-(2,4-ditluoro-phenyl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]- 

amino}-2-methyl-propyl) ester; Compound 843: (la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [(7?)-2-hydroxy- l-(tetrahydro-pyran-4- 

yl)-ethyl]-amide; Compound 844: (la/?,5a/?)-Pentanedioic acid mono-((S)-3-methyl-2- 

{[(la/?,5a/?)-2-(4-oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene- 

4-carbonyl]-amino}-butyl) ester; Compound 845: (1 aS,5aS)-Pentanedioic acid mono-((S)-3,3- 

dimethyl-2-{ [2-(4-oxy-pyrazin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene- 

4-carbonyl]-amino}-butyl) ester; Compound 846: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [2-hydroxy-l-(tetrahydro- 

pyran-4-yl)-ethyl]-amide; Compound 847: (la/?,5a/?)-2-(4-Cyano-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((S)-l-hydroxymethyl-2- 

methyl-propyl)-amide; Compound 848: (laS,5aS)-(S)-2-Amino-3-methyl-butyric acid (S)-3,3- 

dimethyl-2-{ [2-(4-oxy-pyrazin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene- 

4-carbonyl]-amino}-butyl ester; Compound 849: (la/?,5a/?)-(S)-2-Amino-3-methyl-butyric acid 

(S)-2-[(2-pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl)- 

amino]-2-(tetrahydro-pyran-4-yl)-ethyl ester; Compound 850: (la/?,5a/?)-2-(5-Fluoro-pyridin-2- 

yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((S)-l- 

hydroxymethyl-2-methyl-propyl)-amide; Compound 851: (la/?,5a/?)-2-(4-Cyano-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((S)-3,3,3-triiluoro- 

1-hydroxymethyl-propyl)-amide; Compound 852: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid [(7?)-2-hydroxy-l- 

(tetrahydro-pyran-4-yl)-ethyl]-amide; Compound 853: 3-Fluoro-2-{[(la/?,5a/?)-2-(5-tluoro- 

pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino }-3- 

methyl-butyric acid methyl ester; Compound 854: (la/?,5a/?)-2-(5-Fluoro-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((S)-3,3,3-triiluoro- 

1-hydroxymethyl-propyl)-amide; Compound 855: 4,4,4-Tritluoro-2-{[(la/?,5a/?)-2-(5-tluoro- 

pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino }-3- 

triiluoromethyl-butyric acid ethyl ester; Compound 856: (la/?,5a/?)-2-(6-Fluoro-pyridin-3-yl)- 
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la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-3,3,3-trifluoro-

1- hydroxymethyl-propyl)-amide; Compound 857: (la7?,5a7?)-2-(6-Fluoro-pyridin-3-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1- 

hydroxymethyl-2-methyl-propyl)-amide; Compound 858: (la7?,5a7?)-2-(5-Fluoro-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-fluoro-1- 

hydroxymethyl-2-methyl-propyl)-amide; Compound 859: (la7?,5a7?)-2-(5-Fluoro-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((7?)-2-fluoro-l- 

hydroxymethyl-2-methyl-propyl)-amide; Compound 860: (5)-2-/er/-Butoxycarbonylamino-3- 

methyl-butyric acid (5)-3,3-dimethyl-2-{ [(la5,5a5)-2-(4-oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro- 

1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-butyl ester; Compound 861: 2-

{[(la/?,5a7?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene- 

4-carbonyl]-amino}-4,4,4-trifluoro-butyric acid methyl ester; Compound 862: 3-Fluoro-2- 

{[(la/?, 5a/?)-2-(6-fluoro-pyridin-3-yl)-  la, 2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino}-3-methyl-butyric acid methyl ester; Compound 

863: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide; Compound 864: 

(la/?, 5a7?)-2-(6-Fluoro-pyridin-3-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide; Compound 865: 2-{[(la/?,5a/?)-2-(4- 

Cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]- 

amino}-3-fluoro-2-fluoromethyl-propionic acid methyl ester; Compound 866: 2-{[(la/?,5a/?)-2- 

(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-  

amino}-3-fluoro-2-fluoromethyl-propionic acid methyl ester; Compound 867: (la7?,5a/?)-2-(2,4- 

Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

(2-fluoro-l-fluoromethyl-l-hydroxymethyl-ethyl)-amide; Compound 868: (la/?,5a/?)-2-(6- 

Cyano-pyridin-3-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (2-fluoro-l-fluoromethyl-l-hydroxymethyl-ethyl)-amide; Compound 869: 2-{[(la7?,5a7?)-

2- (4-Cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carbonyl]-amino}-3-hydroxy-2-methyl-propionic acid methyl ester; Compound 870: 2- 

{[(la/?,5a7?)-2-(4-Cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino}-3-hydroxy-2-methyl-propionic acid; Compound 

871: 3-Fluoro-2-fluoromethyl-2-{[(la7?,5a7?)-2-(5-trifluoromethyl-pyrazin-2-yl)-la,2,5,5a- 
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tetrahydro-1/7-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-arnino }-propionic acid methyl 

ester; Compound 872: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid ((7?)-3,3,3-trifluoro-l-hydroxymethyl-propyl)-amide; 

Compound 873: (la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-3,3,3-trifluoro-l-hydroxymethyl-propyl)-amide; 

Compound 874: (la/?,5a/?)-2-(5-Trifluoromethyl-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide; 

Compound 875: (la/?,5a/?)-2-(5-Trifluoromethyl-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1 -hydroxy mcthyl-2-mcthyl-propy I )-amidc; 

Compound 876: (la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid (l,l-riz5-hydroxymethyl-propyl)-amide; Compound 

877: (la/?,5a/?)-2-(6-Cyano-pyridin-3-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1-hydroxymethyl- l-methyl-ethyl)-amide; 

Compound 878: (la/?,5a/?)-2-(6-Fluoro-pyridin-3-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

879: (la/?,5a/?)-2-(3-Hydroxy-3-methyl-butyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-methylcarbamoyl-propyl)-amide;

Compound 880: (la/?,5a/?)-2-(6-Chloro-pyridin-3-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1-hydroxymethyl- l-methyl-ethyl)-amide; 

Compound 881: (la/?,5a/?)-2-(4-Iodo-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide; Compound 

882: (la/?,5a/?)-2-(4-Iodo-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1-hydroxymethyl- l-methyl-ethyl)-amide;

Compound 883: (la/?,5a/?)-2-(l-Oxy-pyridin-3-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide;

Compound 884: (la/?,5a/?)-2-(l-Oxy-pyridin-3-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-methylcarbamoyl-propyl)-amide;

Compound 885: (la/?,5a/?)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1-hydroxymethyl- l-methyl-ethyl)-amide;

Compound 886: (la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1-hydroxymethyl- l-methyl-ethyl)-amide;
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Compound 887: (1 a5,5a5)-2-(4-Chloro-pyridin-2-yl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1 -hydroxy mcthyl-2-mcthyl-propy I )-amidc; 

Compound 888: 2-{[(la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino}-3-fluoro-2-fluoromethyl-propionic acid methyl 

ester; Compound 889: (la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-1-fluoromethyl- 1-hydroxymethyl-ethyl)- 

amide; Compound 890: (la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid/V’-teri-butyl-hydrazide; Compound 891: (la5,5a5)-2- 

(4-Cyano-pyridin-2-yl)- la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid ((5)-3,3,3-trifluoro-l-hydroxymethyl-propyl)-amide; Compound 892: (la5,5a5)-2-(4- 

Cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid ((5)-1-hydroxymethyl-2-methyl-propyl)-amide; Compound 893: (la5,5a5)-2-(4-Cyano- 

pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2- 

hydroxy-1-hydroxymethyl-l-methyl-ethyl)-amide; Compound 894: (la/?,5a7?)-2-(l-Oxy- 

pyridin-3-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2- 

hydroxy-1-hydroxymethyl-l-methyl-ethyl)-amide; Compound 895: (la/?,5a/?)-2-(4-Chloro- 

pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)- 

l-hydroxymethyl-2-methyl-propyl)-amide; Compound 896: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1- 

hydroxymethyl-2-methyl-propyl)-amide; Compound 897: (la5,5a5)-2-(4-Chloro-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-1,1- 

dimethyl-ethyl)-amide; Compound 898: (la7?,5a7?)-2-(4-teri-Butylcarbamoyl-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid te/7-butylamide; 

Compound 899: (la/?,5a7?)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-fluoro- l-hydroxymethyl-2-methyl-propyl)- 

amide; Compound 900: (la7?,5a7?)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid ((7?)-2-fluoro- l-hydroxymethyl-2-methyl- 

propyl)-amide; Compound 901: (la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//- 

2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-3,3,3-trifluoro- 1-hydroxymethyl- 

propyl)-amide; Compound 902: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid /V’-teri-butyl-hydrazide; Compound 903:
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(la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene- 

4-carboxylic acid 2V’-(2,2,2-trifluoro-ethyl)-hydrazide; Compound 904: (la5,5a5)-2-(4-Oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2- 

fluoro-l,l-dimethyl-ethyl)-amide; Compound 905: (la5,5a5)-2-(4-Chloro-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 2V’-(l,l-dioxo- 

tetrahydro-lZ6-thiophen-3-yl)-hydrazide; Compound 906: (la/?,5a/?)-2-(4-Mcthoxy-pyridin-2- 

yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1- 

hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 907: (la/?,5a/?)-2-(4-Mcthoxy-pyridin- 

2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2- 

dimethyl-l-methylcarbamoyl-propyl)-amide; Compound 908: (la/?,5a/?)-2-(4-Hydroxy-pyridin- 

2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1- 

hydroxymethyl-2,2-dimethyl-propyl)-amide; Compound 909: (la/?,5a/?)-2-(4-Hydroxy-pyridin- 

2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2- 

dimethyl-l-methylcarbamoyl-propyl)-amide; Compound 910: (la5,5a5)-2-(4-Chloro-pyridin-2- 

yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((7?)-2-fluoro-l- 

hydroxymethyl-2-methyl-propyl)-amide; Compound 911: (la5,5a5)-2-(4-Chloro-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-fluoro-1- 

hydroxymethyl-2-methyl-propyl)-amide; Compound 912: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)- 

la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((/?)-1,2-dimethyl- 

propyl)-amide; Compound 913: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-hydroxy- l-phenyl-ethyl)-amide; 

Compound 914: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-3,3,3-trifluoro-l-hydroxymethyl-propyl)-amide; 

Compound 915: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-l-fluoromethyl-2-methyl-propyl)-amide; 

Compound 916: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-l-fluoromethyl-2,2-dimethyl-propyl)-amide; 

Compound 917: (la7?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide; Compound 918: 
(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid ((5)-l-fluoromethyl-2,2-dimethyl-propyl)-amide; Compound 919: (la5,5a5)-2- 
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(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic 

acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide; Compound 920: (la5,5a5)-2-(4-Oxy-pyrazin-2- 

yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((15,25)-2- 

hydroxy-indan-l-yl)-amide; Compound 921: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((15,27?)-2-hydroxy-indan-l- 

yl)-amide; Compound 922: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (3-methyl-oxetan-3-yl)-amide; Compound 923: 
(la5,5a5)-3,3-Dimethyl-2-{[(5)-2-(4-oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carbonyl]-amino}-butyric acid; Compound 924: (la5,5a5)-2-(4-Oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1- 

fluoromethyl-cyclobutyl)-amide; Compound 925: (la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a- 

tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1,1 -rizs-hydroxymethyl-2- 

methyl-propyl)-amide; Compound 926: (la5,5a5)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-l//-2,3- 

diaza-cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide; 

Compound 927: (1a5,5a5)-2-Pyrazin-2-yl-1 a,2,5,5a-tetrahydro-1//-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide; 

Compound 928: (1 a5,5a5)-2-(4-Oxy-pyrazin-2-yl)-1 a,2,5,5a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-cyclopropyl)-amide; Compound 929: 
(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4- 

carboxylic acid (3-trifluoromethyl-oxetan-3-yl)-amide; Compound 930: (la5,5a5)-2-Pyrazin-2- 

yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (1- 

trifluoromethyl-cyclopropyl)-amide; and Compound 931: (la5,5a5)-2-(4-Fluoro-pyridin-2-yl)- 

la,2,5,5a-tetrahydro-lH-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1- 

dimethyl-ethyl)-amide.

Additionally, chemical genera of the present disclosure and individual compounds, for 

example those compounds found in the above list including diastereoisomers and enantiomers 

thereof, encompass all pharmaceutically acceptable salts, solvates, and particularly hydrates, 

thereof.

The compounds of the Formula la of the present disclosure may be prepared according to 

relevant published literature procedures that are used by one skilled in the art. Exemplary 

reagents and procedures for these reactions, and specific procedures from the preparation of 
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numerous compounds can be found in International Publication No. WO2011/025541. Protection 

and deprotection may be carried out by procedures generally known in the art (see, for example, 

Greene, T. W. and Wuts, P. G. M., Protecting Groups in Organic Synthesis, 3rd Edition, 1999 

[Wiley]).

It is understood that the present invention embraces each diastereoisomer, each 

enantiomer and mixtures thereof of each compound and generic formulae disclosed herein just as 

if they were each individually disclosed with the specific stereochemical designation for each 

chiral carbon. Separation of the individual isomers (such as, by chiral HPLC, recrystallization of 

diastereoisomeric mixtures and the like) or selective synthesis (such as, by enantiomeric 

selective syntheses and the like) of the individual isomers is accomplished by application of 

various methods which are well known to practitioners in the art.

INDICATIONS AND METHODS OF PROPHYLAXIS AND/OR TREATMENT: 
VISCERAL PAIN
[0051] The analgesic properties of cannabinoids have been recognized for many years. For 

example, animal studies have demonstrated that the CB1/CB2 agonists anandamide, THC, 

CP55,940 and WIN 55212-2 are effective against acute and chronic pain from chemical, 

mechanical, and thermal pain stimuli (reviewed in Walker and Huang (2002) Pharmacol. Ther. 

95:127-135; reviewed in Pacher, P et al. (2006) Pharmacol. Rev. 58(3): 389-462). In humans, 

topical administration of the CB1/CB2 agonist HU-210 attenuates capsaicin-induced hyperalgesia 

and allodynia (Rukwied, R. et al. (2003) Pain 102:283-288), and co-administration of the 

CB1/CB2 agonist THC and cannabidiol (nabiximols, trademark Sativex®) provides relief from 

cancer-associated pain (GW Pharmaceuticals press release Jan 19, 2005, Jun 19, 2007) and 

multiple-sclerosis-associated pain and spasticity (GW Pharmaceuticals press release Sept 27, 

2005, Mar 11,2009).

[0052] The role of CBi in mediating these analgesic effects is well-documented (reviewed in 

Manzanares, J. et al. (2006) Current Neuropharmacology 4:239-57; reviewed in Pacher, P. et al. 

(2006) Pharmacol. Rev. 58(3): 389-462). For example, blockade of peripheral or central CBi 

leads to hyperalgesia (Richardson, J. D. et al. (1997) Eur. J. Pharmacol. 345:145-153; 

Calignano, A. et al. (1998) Nature 394:277-281), whereas CBi activation by exogenous 
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administration of a CBi agonist arachidonyl-2-chloroethylamide reduces pain (Furuse, S. et al. 

(2009) Anesthesiology 1 1 1(1):173-86).

[0053] Although less well-documented, CB2 also plays a role in mediating analgesic effects of 

cannabinoids (reviewed in Guindon and Hohmann (2008) Br. J. Pharmacol. 153:319-334). For 

example, systemic delivery of the CB2-selective agonist AM1241 suppresses hyperalgesia 

induced in the carrageenan, capsaicin, and formalin models of inflammatory pain in rodents 

(reviewed in Guindon and Hohmann (2008) Br. J. Pharmacol. 153:319-334). Focal 

(subcutaneous) or systemic administration of AM 1241 also reverses tactile and thermal 

hypersensitivity in rats following ligation of spinal nerves in the chronic constriction injury 

model of neuropathic pain (Malan, T. P. et al. (2001) Pain 93:239-245; Ibrahim, Μ. M. et al. 

(2003) Proc. Natl. Acad. Sci. 100(18):10529-10533), an effect which is inhibited by treatment 

with the CB2-selective antagonist AM630 (Ibrahim, Μ. M. et al. (2005) Proc. Natl. Acad. Sci. 

102(8):3093-8). The CB2-selective agonist GW405833 administered systemically significantly 

reverses hypersensitivity to mechanical stimuli in rats following ligation of spinal nerves (Hu, B. 

et al. (2009) Pain 143:206-212). Thus, CB2-selective agonists have also been demonstrated to 

attenuate pain in experimental models of acute, inflammatory, and neuropathic pain, and 

hyperalgesia.

[0054] Accordingly, CB2-specific agonists and/or CB1/CB2 agonists find use in the treatment 

and/or prophylaxis of acute nociception and inflammatory hyperalgesia, as well as the allodynia 

and hyperalgesia produced by neuropathic pain. For example, these agonists are useful as an 

analgesic to treat pain arising from autoimmune conditions; allergic reactions; bone and joint 

pain; muscle pain; dental pain; nephritic syndrome; scleroderma; thyroiditis; migraine and other 

headache pain; pain associated with diabetic neuropathy; fibromyalgia, HIV-related neuropathy, 

sciatica, and neuralgias; pain arising from cancer; and pain that occurs as an adverse effect of 

therapeutics for the treatment of disease.

[0055] Furthermore, although cannabinoids exert their antinociceptive effects by complex 

mechanisms involving effects on the central nervous system, spinal cord, and peripheral sensory 

nerves (reviewed in Pacher, P. et al. (2006) Pharmacol. Rev. 58(3): 389-462), an analysis of 

models of inflammatory and neuropathic pain in mice that are deficient for CBi only in 

nociceptive neurons localized in the peripheral nervous system demonstrates that the 

contribution of CBi-type receptors expressed on the peripheral terminals of nociceptors to 
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cannabinoid-induced analgesia is paramount (Agarwal, N. et al. (2007) Nat. Neurosci. 10(7): 

870-879). Accordingly, agonists of CBi that are unable to cross the blood brain barrier still find 

use in the treatment and/or prophylaxis of acute pain, inflammatory pain, neuropathic pain, and 

hyperalgesia.

[0056] The Cannabinoid system in inflammatory bowel disease (IBD) is dysregulated, and the 

enzymes that breakdown endocannabinoids (e.g. fatty acid amide hydrolase -FAAH) are 

increased in active inflammatory Crohn’s disease. The enzymes that synthesize 

endocannabinoids (e.g. A-acyl-phosphatidylethaiiolamine-specific phospholipase -NAPE-PLD) 

are decreased in active inflammatory Crohn’s disease and some endocannabinoids are decreased 

in active inflammatory bowel disease.

[0057] The CB2 receptors are located in the target tissue gastrointestinal (GI) cells and local 

immune cells in both humans and in rodents, and are found in epithelial cells, immune cells, and 

in enteric neurons where CB2 mediated sensitivity is observed at visceral afferent nerve endings. 

[0058] The CB2 receptor is increased in the ulcerative margin in Crohn’s disease, and 

cannabinoids have been shown to be effective in clinical trials for Crohn’s pain. For example, 

cannabis has been demonstrated to induce a clinical response in patients with Crohn's disease in 

a prospective placebo-controlled study, and treatment of Crohn's disease with cannabis in an 

observational study showed improvements in the pain score.

[0059] Several preclinical animal studies support these observations which suggest that CB2 

activation can alleviate abdominal pain without the unwanted cognitive effects of CB1 

receptor activation. A CB2 agonist has been shown to block mesenteric nerve firing and this 

effect is blocked in CB2 knockouts. Similarly, a reduction of intestinal pain by probiotic 

Lactobacillus Acidophophilis (LCFM) administration in a butyrate-induced model of colonic 

hypersensitivity is blocked by a CB2 receptor antagonist. Thus, selective binding of an agonist to 

the CB2 receptor over the CBi receptor is of significance for potential alleviation of pain, without 

the unwanted cognitive effects of CBi receptor activation.

[0060] The binding affinity, potency, and selectivity of Compound A for recombinant CB2 

receptors were determined using radioligand binding assays and GPCR signaling assays. 

Compound A was shown to be a full agonist of the CB2 receptor with a Ki of 6 nM for human 

CB2 and EC50 values between 6 nM and 8 nM for the human, rat, and dog receptors. At test 
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concentrations up to 10 μΜ, Compound A did not interact with recombinant human, rat, or dog 

CBi receptors, indicating a >1000-fold selectivity across these species.

[0061] Thus, in accordance with the present disclosure, the Compounds of the Formula la, for 

example Compound A, are particularly useful for the treatment of visceral pain, for example 

abdominal pain; pelvic pain; pain from an internal organ; or pain arising from or related to 

pancreatitis (e.g., chronic pancreatitis), inflammatory bowel disease, endometriosis, interstitial 

cystitis, prostatitis (e.g., chronic prostatitis), or post-surgical abdominal lesions. In some 

embodiments, the visceral pain arises from or is related to inflammatory bowel disease, for 

example Crohn’s disease. The Compounds of the Formula la, for example Compound A, are 

also particularly useful for the treatment of visceral pain in an organ or tissue expressing the CB2 

receptor. CB2 receptor expression has been reported, for example, in the spleen, vermiform 

appendix, lung, terminal ileum of the small intestine, small intestine Peyer’s patch, lymph nodes, 

urinary bladder, stomach, thymus, and sigmoid colon (EMBE-EBI Expression Atlas, accessed 

February 22, 2017).

[0062] The severity of the pain can be assessed with self-reported measures as is known in the 

art. Generally, pain is assessed at rest, with appropriate activity (e.g., ambulation, cough), at 

baseline (prior to administration of the compound of Formula la or a pharmaceutically 

acceptable salt, solvate, hydrate, and/or N-oxide thereof and at regular intervals thereafter). Some 

of the most commonly used pain assessment instruments include the visual analog scale (VAS), 

numeric rating scale (NRS), and categorical Eikert scale. The VAS is a written assessment that 

typically utilizes an unmarked 100-mm line with the left end marked as “no pain” and the right 

end marked as “worst pain imaginable.” Subjects put a mark on the line corresponding to their 

level of pain. The NRS can be applied in either written or verbal form and typically utilizes a 

rating from 0 (corresponding to “no pain”) to 10 (corresponding to “worst pain imaginable”). 

Eikert scales are typically four- or five-item instruments (e.g., ratings of “none”, “mild”, 

“moderate”, “severe”) that attempt to quantify pain.

PHARMACEUTICAL COMPOSITIONS
[0063] A further aspect of the present invention pertains to pharmaceutical compositions 

comprising one or more compounds as described herein and one or more pharmaceutically 
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acceptable carriers. Some embodiments pertain to pharmaceutical compositions comprising a 

compound of the present invention and a pharmaceutically acceptable carrier.

[0064] Some embodiments of the present invention include a method of producing a 

pharmaceutical composition for alleviation of visceral pain comprising admixing at least one 

compound according to Formula la and a pharmaceutically acceptable carrier.

[0065] Formulations may be prepared by any suitable method, typically by uniformly mixing the 

active compound(s) with liquids or finely divided solid carriers, or both, in the required 

proportions and then, if necessary, forming the resulting mixture into a desired shape.

[0066] Conventional excipients, such as binding agents, fillers, acceptable wetting agents, 

tableting lubricants and disintegrants may be used in tablets and capsules for oral administration. 

Fiquid preparations for oral administration may be in the form of solutions, emulsions, aqueous 

or oily suspensions and syrups. Alternatively, the oral preparations may be in the form of dry 

powder that can be reconstituted with water or another suitable liquid vehicle before use. 

Additional additives such as suspending or emulsifying agents, non-aqueous vehicles (including 

edible oils), preservatives and flavorings and colorants may be added to the liquid preparations. 

Parenteral dosage forms may be prepared by dissolving the compound of the invention in a 

suitable liquid vehicle and filter sterilizing the solution before filling and sealing an appropriate 

vial or ampule. These are just a few examples of the many appropriate methods well known in 

the art for preparing dosage forms.

[0067] A compound of the present invention can be formulated into pharmaceutical 

compositions using techniques well known to those in the art. Suitable pharmaceutically- 

acceptable carriers, outside those mentioned herein, are known in the art; for example, see 

Remington, The Science and Practice of Pharmacy, 20th Edition, 2000, Eippincott Williams & 

Wilkins, (Editors: Gennaro et al.).

[0068] While it is possible that, for use in the prophylaxis or treatment, a compound of the 

invention may, in an alternative use, be administered as a raw or pure chemical, it is preferable 

however to present the compound or active ingredient as a pharmaceutical formulation or 

composition further comprising a pharmaceutically acceptable carrier.

[0069] Pharmaceutical formulations include those suitable for oral, rectal, nasal, topical 

(including buccal and sub-lingual), vaginal or parenteral (including intramuscular, sub-cutaneous 

and intravenous) administration or in a form suitable for administration by inhalation, 
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insufflation or by a transdermal patch. Transdermal patches dispense a drug at a controlled rate 

by presenting the drug for absorption in an efficient manner with minimal degradation of the 

drug. Typically, transdermal patches comprise an impermeable backing layer, a single pressure 

sensitive adhesive and a removable protective layer with a release liner. One of ordinary skill in 

the art will understand and appreciate the techniques appropriate for manufacturing a desired 

efficacious transdermal patch based upon the needs of the artisan.

[0070] The compounds of the invention, together with a conventional adjuvant, carrier, or 

diluent, may thus be placed into the form of pharmaceutical formulations and unit dosages 

thereof and in such form may be employed as solids, such as tablets or filled capsules, or liquids 

such as solutions, suspensions, emulsions, elixirs, gels or capsules filled with the same, all for 

oral use, in the form of suppositories for rectal administration; or in the form of sterile injectable 

solutions for parenteral (including subcutaneous) use. Such pharmaceutical compositions and 

unit dosage forms thereof may comprise conventional ingredients in conventional proportions, 

with or without additional active compounds or principles and such unit dosage forms may 

contain any suitable effective amount of the active ingredient commensurate with the intended 

daily dosage range to be employed.

[0071] For oral administration, the pharmaceutical composition may be in the form of, for 

example, a tablet, capsule, suspension or liquid. The pharmaceutical composition is preferably 

made in the form of a dosage unit containing a particular amount of the active ingredient. 

Examples of such dosage units are capsules, tablets, powders, granules or a suspension, with 

conventional additives such as lactose, mannitol, com starch or potato starch; with binders such 

as crystalline cellulose, cellulose derivatives, acacia, com starch or gelatins; with disintegrators 

such as com starch, potato starch or sodium carboxymethyl-cellulose; and with lubricants such as 

talc or magnesium stearate. The active ingredient may also be administered by injection as a 

composition wherein, for example, saline, dextrose or water may be used as a suitable 

pharmaceutically acceptable carrier.

[0072] Compounds of the present invention or a solvate, hydrate or physiologically functional 

derivative thereof can be used as active ingredients in pharmaceutical compositions, specifically 

as cannabinoid receptor modulators. By the term “active ingredient” is defined in the context of a 

“pharmaceutical composition” and is intended to mean a component of a pharmaceutical 
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composition that provides the primary pharmacological effect, as opposed to an “inactive 

ingredient” which would generally be recognized as providing no pharmaceutical benefit. 

[0073] The dose when using the compounds of the present invention can vary within wide limits 

and as is customary and is known to the physician, it is to be tailored to the individual conditions 

in each individual case. It depends, for example, on the nature and severity of the illness to be 

treated, on the condition of the patient, on the compound employed or on whether an acute or 

chronic disease state is treated or prophylaxis conducted or on whether further active compounds 

are administered in addition to the compounds of the present invention. Some non-limiting 

preferred dosages for inclusion in the compositions and methods of the present disclosure 

include: 10 mg, 15 mg, 20 mg, 25 mg, 30 mg, 35 mg, 40 mg, 45 mg, 50 mg, 55 mg, 60 mg, 65 

mg, 70 mg, 75 mg, 80 mg, 85, mg, 90 mg, 95 mg, 100 mg, 110 mg, 120 mg, 125 mg, 130 mg, 

140 mg, 150 mg, 160 mg, 170 mg, 175 mg, 180 mg, 190 mg, 200 mg, 210 mg, 220 mg, 225 mg, 

230 mg, 240 mg, 250 mg, 260 mg, 275 mg, 280 mg, 290 mg, 300 mg, 325 mg, 350 mg, 375 mg, 

and 400 mg. Multiple doses may be administered during the day, especially when relatively large 

amounts are deemed to be needed, for example 2, 3, or 4 doses. Depending on the individual and 

as deemed appropriate from the patient's physician or caregiver it may be necessary to deviate 

upward or downward from the doses described herein.

[0074] The amount of active ingredient, or an active salt or derivative thereof, required for use in 

treatment will vary not only with the particular salt selected but also with the route of 

administration, the nature of the condition being treated and the age and condition of the patient 

and will ultimately be at the discretion of the attendant physician or clinician. In general, one 

skilled in the art understands how to extrapolate in vivo data obtained in a model system, 

typically an animal model, to another, such as a human. In some circumstances, these 

extrapolations may merely be based on the weight of the animal model in comparison to another, 

such as a mammal, preferably a human, however, more often, these extrapolations are not simply 

based on weights, but rather incorporate a variety of factors. Representative factors include the 

type, age, weight, sex, diet and medical condition of the patient, the severity of the disease, the 

route of administration, pharmacological considerations such as the activity, efficacy, 

pharmacokinetic and toxicology profiles of the particular compound employed, whether a drug 

delivery system is utilized, on whether an acute or chronic disease state is being treated or 

prophylaxis conducted or on whether further active compounds are administered in addition to 
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the compounds of the present invention and as part of a drug combination. The dosage regimen 

for treating a disease condition with the compounds and/or compositions of this invention is 

selected in accordance with a variety factors as cited above. Thus, the actual dosage regimen 

employed may vary widely and therefore may deviate from a preferred dosage regimen and one 

skilled in the art will recognize that dosage and dosage regimen outside these typical ranges can 

be tested and, where appropriate, may be used in the methods of this invention.

[0075] The desired dose may conveniently be presented in a single dose or as divided doses 

administered at appropriate intervals, for example, as two, three, four, or more sub-doses per day. 

The sub-dose itself may be further divided, e.g., into a number of discrete loosely spaced 

administrations. The daily dose can be divided, especially when relatively large amounts are 

administered as deemed appropriate, into several, for example 2, 3, or 4-part administrations. If 

appropriate, depending on individual behavior, it may be necessary to deviate upward or 

downward from the daily dose indicated.

[0076] The compounds of the present invention can be administrated in a wide variety of oral 

and parenteral dosage forms. It will be obvious to those skilled in the art that the following 

dosage forms may comprise, as the active component, either a compound of the invention or a 

pharmaceutically acceptable salt, solvate or hydrate of a compound of the invention.

[0077] For preparing pharmaceutical compositions from the compounds of the present invention, 

the selection of a suitable pharmaceutically acceptable carrier can be either solid, liquid or a 

mixture of both. Solid form preparations include powders, tablets, pills, capsules, cachets, 

suppositories and dispersible granules. A solid carrier can be one or more substances which may 

also act as diluents, flavoring agents, solubilizers, lubricants, suspending agents, binders, 

preservatives, tablet disintegrating agents, or an encapsulating material.

[0078] In powders, the carrier is a finely divided solid which is in a mixture with the finely 

divided active component.

[0079] In tablets, the active component is mixed with the carrier having the necessary binding 

capacity in suitable proportions and compacted to the desire shape and size.

[0080] The powders and tablets may contain varying percentage amounts of the active 

compound. A representative amount in a powder or tablet may contain from 0.5 to about 90 

percent of the active compound; however, an artisan would know when amounts outside of this 

range are necessary. Suitable carriers for powders and tablets are magnesium carbonate, 
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magnesium stearate, talc, sugar, lactose, pectin, dextrin, starch, gelatin, tragacanth, 

methylcellulose, sodium carboxymethylcellulose, a low melting wax, cocoa butter and the like. 

The term “preparation” is intended to include the formulation of the active compound with 

encapsulating material as carrier providing a capsule in which the active component, with or 

without carriers, is surrounded by a carrier, which is thus in association with it. Similarly, 

cachets and lozenges are included. Tablets, powders, capsules, pills, cachets and lozenges can be 

used as solid forms suitable for oral administration.

[0081] For preparing suppositories, a low melting wax, such as an admixture of fatty acid 

glycerides or cocoa butter, is first melted and the active component is dispersed homogeneously 

therein, as by stirring. The molten homogenous mixture is then poured into convenient sized 

molds, allowed to cool and thereby to solidify.

[0082] Formulations suitable for vaginal administration may be presented as pessaries, tampons, 

creams, gels, pastes, foams or sprays containing in addition to the active ingredient such carriers 

as are known in the art to be appropriate.

[0083] Liquid form preparations include solutions, suspensions and emulsions, for example, 

water or water-propylene glycol solutions. For example, parenteral injection liquid preparations 

can be formulated as solutions in aqueous polyethylene glycol solution. Injectable preparations, 

for example, sterile injectable aqueous or oleaginous suspensions may be formulated according 

to the known art using suitable dispersing or wetting agents and suspending agents. The sterile 

injectable preparation may also be a sterile injectable solution or suspension in a nontoxic 

parenterally acceptable diluent or solvent, for example, as a solution in 1,3-butanediol. Among 

the acceptable vehicles and solvents that may be employed are water, Ringer's solution and 

isotonic sodium chloride solution. In addition, sterile, fixed oils are conventionally employed as 

a solvent or suspending medium. For this purpose, any bland fixed oil may be employed 

including synthetic mono- or diglycerides. In addition, fatty acids such as oleic acid find use in 

the preparation of injectable.

[0084] The compounds according to the present invention may thus be formulated for parenteral 

administration (e.g. by injection, for example bolus injection or continuous infusion) and may be 

presented in unit dose form in ampoules, pre-filled syringes, small volume infusion or in multi­

dose containers with an added preservative. The pharmaceutical compositions may take such 

forms as suspensions, solutions, or emulsions in oily or aqueous vehicles and may contain 
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formulatory agents such as suspending, stabilizing and/or dispersing agents. Alternatively, the 

active ingredient may be in powder form, obtained by aseptic isolation of sterile solid or by 

lyophilization from solution, for constitution with a suitable vehicle, e.g. sterile, pyrogen-free 

water, before use.

[0085] Aqueous formulations suitable for oral use can be prepared by dissolving or suspending 

the active component in water and adding suitable colorants, flavors, stabilizing and thickening 

agents, as desired.

[0086] Aqueous suspensions suitable for oral use can be made by dispersing the finely divided 

active component in water with viscous material, such as natural or synthetic gums, resins, 

methylcellulose, sodium carboxymethylcellulose, or other well-known suspending agents.

[0087] Also included are solid form preparations which are intended to be converted, shortly 

before use, to liquid form preparations for oral administration. Such liquid forms include 

solutions, suspensions and emulsions. These preparations may contain, in addition to the active 

component, colorants, flavors, stabilizers, buffers, artificial and natural sweeteners, dispersants, 

thickeners, solubilizing agents and the like.

[0088] The pharmaceutical preparations are preferably in unit dosage forms. In such form, the 

preparation is subdivided into unit doses containing appropriate quantities of the active 

component. The unit dosage form can be a packaged preparation, the package containing discrete 

quantities of preparation, such as packeted tablets, capsules and powders in vials or ampoules. 

Also, the unit dosage form can be a capsule, tablet, cachet, or lozenge itself, or it can be the 

appropriate number of any of these in packaged form.

[0089] Tablets or capsules for oral administration are preferred compositions.

[0090] The compounds according to the invention may optionally exist as pharmaceutically 

acceptable salts including pharmaceutically acceptable acid addition salts prepared from 

pharmaceutically acceptable non-toxic acids including inorganic and organic acids. 

Representative acids include, but are not limited to, acetic, benzenesulfonic, benzoic, 

camphorsulfonic, citric, ethenesulfonic, dichloroacetic, formic, fumaric, gluconic, glutamic, 

hippuric, hydrobromic, hydrochloric, isethionic, lactic, maleic, malic, mandelic, 

methanesulfonic, mucic, nitric, oxalic, pamoic, pantothenic, phosphoric, succinic, sulfiric, 

tartaric, oxalic, p-toluenesulfonic and the like. Certain compounds of the present invention which 

contain a carboxylic acid functional group may optionally exist as pharmaceutically acceptable 
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salts containing non-toxic, pharmaceutically acceptable metal cations and cations derived from 

organic bases. Representative metals include, but are not limited to, aluminum, calcium, lithium, 

magnesium, potassium, sodium, zinc and the like. In some embodiments, the pharmaceutically 

acceptable metal is sodium. Representative organic bases include, but are not limited to, 

benzathine (A^A^-dibenzylethane-l ,2-diamine), chloroprocaine (2-(diethylamino)ethyl 4- 

(chloroamino)benzoate), choline, diethanolamine, ethylenediamine, meglumine ((27?,37?,47?,55)-

6-(methylamino)hexane-l,2,3,4,5-pentaol),  procaine (2-(diethylamino)ethyl 4-aminobenzoate), 

and the like. Certain pharmaceutically acceptable salts are listed in Berge, et al., Journal of 

Pharmaceutical Sciences, 66:1-19 (1977).

[0091] The acid addition salts may be obtained as the direct products of compound synthesis. In 

the alternative, the free base may be dissolved in a suitable solvent containing the appropriate 

acid and the salt isolated by evaporating the solvent or otherwise separating the salt and solvent. 

The compounds of this invention may form solvates with standard low molecular weight 

solvents using methods known to the skilled artisan.

[0092] Compounds of the present invention can be converted to “pro-drugs.” The term “pro­

drugs” refers to compounds that have been modified with specific chemical groups known in the 

art and when administered into an individual these groups undergo biotransformation to give the 

parent compound. Pro-drugs can thus be viewed as compounds of the invention containing one 

or more specialized non-toxic protective groups used in a transient manner to alter or to 

eliminate a property of the compound. In one general aspect, the “pro-drug” approach is utilized 

to facilitate oral absorption. A thorough discussion is provided in T. Higuchi and V. Stella, Pro­

drugs as Novel Delivery Systems Vol. 14 of the A.C.S. Symposium Series; and in Bioreversible 

Carriers in Drug Design, ed. Edward B. Roche, American Pharmaceutical Association and 

Pergamon Press, 1987, both of which are hereby incorporated by reference in their entirety.

[0093] Some embodiments of the present invention include a method of producing a 

pharmaceutical composition for “combination-therapy” comprising admixing at least one 

compound according to any of the compound embodiments disclosed herein, together with at 

least one known pharmaceutical agent as described herein and a pharmaceutically acceptable 

carrier.

HYDRATES AND SOLVATES
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[0094] It is understood that when the phrase “pharmaceutically acceptable salts, solvates and 

hydrates” is used when referring to a particular formula herein, it is intended to embrace solvates 

and/or hydrates of compounds of the particular formula, pharmaceutically acceptable salts of 

compounds of the particular formula as well as solvates and/or hydrates of pharmaceutically 

acceptable salts of compounds of the particular formula.

[0095] The compounds of the present invention can be administrated in a wide variety of oral 

and parenteral dosage forms. It will be apparent to those skilled in the art that the following 

dosage forms may comprise, as the active component, either a compound of the invention or a 

pharmaceutically acceptable salt or as a solvate or hydrate thereof. Moreover, various hydrates 

and solvates of the compounds of the invention and their salts will find use as intermediates in 

the manufacture of pharmaceutical compositions. Typical procedures for making and identifying 

suitable hydrates and solvates, outside those mentioned herein, are well known to those in the 

art; see for example, pages 202-209 of KJ. Guillory, “Generation of Polymorphs, Hydrates, 

Solvates, and Amorphous Solids,” in: Polymorphism in Pharmaceutical Solids, ed. Harry G. 

Brittan, Vol. 95, Marcel Dekker, Inc., New York, 1999, incorporated herein by reference in its 

entirety. Accordingly, one aspect of the present invention pertains to hydrates and solvates of 

compounds of Formula la and/or their pharmaceutical acceptable salts, as described herein, that 

can be isolated and characterized by methods known in the art, such as, thermogravimetric 

analysis (TGA), TGA-mass spectroscopy, TGA-Infrared spectroscopy, powder X-ray diffraction 

(XRPD), Karl Fisher titration, high resolution X-ray diffraction, and the like. There are several 

commercial entities that provide quick and efficient services for identifying solvates and hydrates 

on a routine basis. Example companies offering these services include Wilmington PharmaTech 

(Wilmington, DE), Avantium Technologies (Amsterdam) and Aptuit (Greenwich, CT).

POLYMOPHS AND PSEUDOPOLYMORPHS
[0096] Polymorphism is the ability of a substance to exist as two or more crystalline phases that 

have different arrangements and/or conformations of the molecules in the crystal lattice. 

Polymorphs show the same properties in the liquid or gaseous state but they behave differently in 

the solid state.

[0097] Besides single-component polymorphs, drugs can also exist as salts and other 

multicomponent crystalline phases. For example, solvates and hydrates may contain an API host 
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and either solvent or water molecules, respectively, as guests. Analogously, when the guest 

compound is a solid at room temperature, the resulting form is often called a cocrystal. Salts, 

solvates, hydrates, and cocrystals may show polymorphism as well. Crystalline phases that share 

the same API host, but differ with respect to their guests, may be referred to as 

pseudopolymorphs of one another.

[0098] Solvates contain molecules of the solvent of crystallization in a definite crystal lattice. 

Solvates, in which the solvent of crystallization is water, are termed hydrates. Because water is a 

constituent of the atmosphere, hydrates of drugs may be formed rather easily.

[0099] By way of example, Stahly recently published a polymorph screens of 245 compounds 

consisting of a “wide variety of structural types” revealed that about 90% of them exhibited 

multiple solid forms. Overall, approximately half the compounds were polymorphic, often 

having one to three forms. About one-third of the compounds formed hydrates, and about one- 

third formed solvates. Data from cocrystal screens of 64 compounds showed that 60% formed 

cocrystals other than hydrates or solvates. (G. P. Stahly, Crystal Growth & Design (2007), 7(6), 

1007-1026).

EXAMPLES
Example 1: Preparation of Compounds
[00100] The preparation of compounds of Formulas la-id, including Compound A, is 

described in International Patent Application No. PCT/US2010/002360, published as 

International Publication No. WO2011/025541, the entire contents of which are incorporated 

herein by reference in their entirety.

[00101] The preparation of crystal forms of Compound A, including the anhydrous, non­

solvated crystalline form, is described in International Patent Application No.

PCT/US2012/026506, published as International Publication No. WO2012/116276, the entire 

contents of which are incorporated herein by reference in their entirety.

Example 2: Homogeneous Time-Resolved Fluorescence (HTRF®) Assay For Direct cAMP 

Measurement
A: CB2 assay
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[00102] Compounds were screened for agonists and inverse agonists of CB2 receptor (e.g., 

human CB2 receptor) using the HTRF® assay for direct cAMP measurement (Gabriel et aL, 

ASSAY and Drug Development Technologies, 1:291-303, 2003) in recombinant CHO-K1 cells 

stably transfected with the CB2 receptor. CHO-K1 cells were obtained from ATCC® (Manassas, 

VA; Catalog # CCL-61). An agonist of the CB2 receptor was detected in the HTRF® assay for 

direct cAMP measurement as a compound which decreased cAMP concentration. An inverse 

agonist of the CB2 receptor was detected in the HTRF® assay for direct cAMP measurement as a 

compound which increased cAMP concentration. The HTRF® assay also was used to determine 

EC50 values for CB2 receptor agonists and inverse agonists.

B: CBi assay
[00103] Compounds were also screened for agonists and inverse agonists of the CB1 

receptor (e.g., human CBi receptor) using HTRF® assay for direct cAMP measurement (Gabriel 

et aL, ASSAY and Drug Development Technologies, 1:291-303, 2003) in recombinant CHO-K1 

cells stably transfected with the CBi receptor. CHO-K1 cells were obtained from ATCC® 

(Manassas, VA; Catalog # CCL-61). An agonist of the CBi receptor was detected in the HTRF® 

assay for direct cAMP measurement as a compound which decreased cAMP concentration. An 

inverse agonist of the CBi receptor was detected in the HTRF® assay for direct cAMP 

measurement as a compound which increased cAMP concentration. The HTRF® assay also was 

used to determine EC50 values for CBi receptor agonists and inverse agonists.

[00104] Principle of the assay: The HTRF® assay kit was purchased from Cisbio-US, 

Inc. (Bedford, MA; Catalog # 62AM4PEC). The HTRF® assay supported by the kit is a 

competitive immunoassay between endogenous cAMP produced by the CHO-K1 cells and tracer 

cAMP labeled with the dye d2. The tracer binding is visualized by a monoclonal anti-cAMP 

antibody labeled with Cryptate. The specific signal (i.e., fluorescence resonance energy transfer, 

FRET) is inversely proportional to the concentration of unlabeled cAMP in the standard or 

sample.

[00105] Standard curve: The fluorescence ratio (665 nm/620 nm) of the standards (0.17 

to 712 nM cAMP) included in the assay was calculated and used to generate a cAMP standard 

curve according to the kit manufacturer’s instructions. The fluorescence ratio of the samples (test 

compound or compound buffer) was calculated and used to deduce respective cAMP 

concentrations by reference to the cAMP standard curve.
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[00106] Setup of the assay: HTRF® assay was carried out using a two-step protocol 

essentially according to the kit manufacturer’s instructions, in 20 pL total volume per well in 

384-well plate format (ProxiPlates; PerkinElmer, Fremont, CA; catalog # 6008280). To each of 

the experimental wells was transferred 1500 recombinant CHO-K1 cells in 5 pL phosphate 

buffered saline containing calcium chloride and magnesium chloride (PBS+; Invitrogen, 

Carlsbad, CA; catalog # 14040) followed by test compound in 5 pL assay buffer (PBS+ 

supplemented with 0.2% BSA, 4 pM forskolin and 1 mM IBMX (Sigma-Aldrich, St. Louis, MO; 

catalog #s A8806, F6886 and 15879 respectively). The plate was then incubated at room 

temperature for 1 hour. To each well was then added 5 pL cAMP-d2 conjugate in lysis buffer 

and 5 pL Cryptate conjugate in lysis buffer according to the kit manufacturer’s instructions. The 

plate was then further incubated at room temperature for 1 hour, after which the assay plate was 

read.

[00107] Assay readout: The HTRF® readout was accomplished using a PHERAstar 

(BMG Labtech Inc., Durham, NC) or an EnVision™ (Perkin Elmer, Fremont CA) microplate 

reader.

[00108] Certain compounds of the present invention and their corresponding ECso values 

are shown in Table A-l.

Table A-l

Compound 
No.

ECso hCBi 
(nM)

ECso hCB2 
(nM)

269 NR 809
332 NR 2.0
340 NR 6.28
368 354.4 35.04
408 26,900 75.8
632 NR 0.966
634 1.1 0.170

NR = No Response

[00109] Certain other compounds of the invention had hCBi ECso values ranging from 

about 279 pM to about 76.47 pM in this assay and I1CB2 EC50 values ranging from about 170 pM 

to about 44.72 pM in this assay. Certain other compounds of the invention had I1CB2 EC50 values 

ranging from about 94 pM to about 2.7 nM in this assay.
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[00110] Certain compounds of the present invention and their corresponding EC50 values 

are shown in Table A-2.

Table A-2

NR = No Response; NT = Not Tested

Compound 
No.

ECso 
hCBi 
(nM)

ECso 
hCB2 
(nM)

151 72,500 3.83
174 NR 38.2
264 NR 10.1
309 NR 19
493 NR 3.98
515 NR 4.32
593 NR 7.15
625 NR 4.45
642 NR 4.38
644 NR 0.7
667 195 0.3
684 NR 7.08
690 NR 1.79
696 NR 6.89

Compound 
No.

ECso 
hCBi 
(nM)

ECso 
hCB2 
(nM)

698 NR 10.2
699 9,770 0.4
700 NT 3.14
704 NT 0.2
764 NT 0.5
765 NT 0.1
820 NT 2.62
821 NT 0.6
841 NT 1.4
919 NT 0.2
921 NT 0.2
924 NT 0.8
926 NT 0.2

Example 3: PathHunter β-Arrestin Assay

A: CB2 Assay
[00111] Compounds were screened for agonists of the human CB2 receptor using the 

DiscoveRx PathHunter β-arrestin assay which measures the β-arrestin binding to the CB2 

receptor upon its activation. CB2 was cloned into the pCMV-PK vector (DiscoveRx, Fremont, 

CA; catalog # 93-0167) and transfected into the CHO-K1 EA-Arrestin parental cell line 

(DiscoveRx, Fremont, CA; catalog # 93-0164). CHO-K1 positive clones stably expressing the 

CB2-ProLink fusion protein were identified by their responses to the CB2 agonist CP55,940. 

Clone #61 was chosen for its big agonist window and homogenous expression as detected by 

anti-HA flow cytometry.

[00112] Principle of the assay: The PathHunter -arrestin assay measures the interaction of 

β-arrestin with activated GPCRs using Enzyme Fragment Complementation (Yan et al., J.

Biomol. Screen. 7: 451-459, 2002). A small, 42 amino acid β-galactosidase fragment, Prolink, is 

fused to the c-terminus of a GPCR, and β-arrestin is fused to the larger β-galactosidase fragment, 
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EA (Enzyme Acceptor). Binding of β-arrestin to the activated GPCR causes the 

complementation of the two enzyme fragments, forming an active b-galactosidase enzyme which 

can be measured using the chemiluminiescent PathHunter Flash Detection Kit (DiscoveRx, 

Fremont, CA: catalog # 93-0001).

[00113] The assay: The stable CHO-K1 cells expressing CB2-Prolink fusion protein were 

plated overnight in 384-well plates (Optiplate 384-Plus, PerkinElmer, Fremont CA; catalog # 

6007299) at 5000 cells/5 μΕ/well in the Opti-MEM medium (Invitrogen, Carlsbad, CA; catalog # 

31985088) with 1% FBS. 5μΕ of test compound diluted in Opti-MEM supplemented with 1% 

BSA was transferred to each well of the Optiplate. The plates were then incubated at 37 °C/5% 

CO2 for two hours. 12 pF of substrate prepared from the PathHunter Flash Detection Kit 

(DiscoveRx, Fremont, CA: catalog # 93-0001) was transferred to each well of the Optiplate. The 

plate was then incubated in the dark at room temperature for 2 h, after which the assay plate was 

read.

[00114] Assay readout: β-Arrestin assay readout was accomplished using a PHERAstar 

(BMG Eabtech Inc., Durham, NC) or an EnVision™ (PerkinElmer, Fremont CA) microplate 

reader.

B: CBi Assay
[00115] Compounds were screened for agonists of the human CBi receptor using the 

DiscoveRx PathHunter β-arrestin assay which measures the β-arrestin binding to the CBi 

receptor upon its activation. CBi was cloned into the pCMV-PK vector (DiscoveRx, Fremont, 

CA; catalog # 93-0167) and transfected into the CHO-K1 EA-Arrestin parental cell line 

(DiscoveRx, Fremont, CA; catalog # 93-0164). CHO-K1 positive clones stably expressing the 

CBi-ProEink fusion protein were identified by their responses to the CBi agonist CP55,940. 

Clone # 3 was chosen for its big agonist window and homogenous expression as detected by 

anti-HA flow cytometry

[00116] Principle of the assay: The PathHunter β-arrestin assay measures the interaction 

of β-arrestin with activated GPCRs using Enzyme Fragment Complementation (Yan et al., J.

Biomol. Screen. 7: 451-459, 2002). A small, 42 amino acid β-galactosidase fragment, Prolink, is 

fused to the c-terminus of a GPCR, and β-arrestin is fused to the larger b-galactosidase fragment, 

EA (Enzyme Acceptor). Binding of β-arrestin to the activated GPCR causes the 

complementation of the two enzyme fragments, forming an active b-galactosidase enzyme which 
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can be measured using the chemiluminiescent PathHunter Flash Detection Kit (DiscoveRx, 

Fremont, CA: catalog # 93-0001).

[00117] The assay: The stable CHO-K1 cells expressing CBi-Prolink fusion protein were 

plated overnight in 384-well plates (Optiplate 384-Plus, PerkinElmer, Fremont CA; catalog # 

6007299) at 5000 cells/5 pL/well in the Opti-MEM medium (Invitrogen, Carlsbad, CA; catalog # 

31985088) with 1% FBS. 5pL of test compound diluted in Opti-MEM supplemented with 1% 

BSA was transferred to each well of the Optiplate. The plates were then incubated at 37 °C/5% 

CO2 for two h. 12 μL of substrate prepared from the PathHunter Flash Detection Kit 

(DiscoveRx, Fremont, CA: catalog # 93-0001) was transferred to each well of the Optiplate. The 

plate was then incubated in the dark at room temperature for 2 h, after which the assay plate was 

read.

[00118] Assay readout: β-Arrestin assay readout was accomplished using a PHERAstar 

(BMG LABTECH Inc., Durham, NC) or EnVision™ (PerkinElmer, Fremont CA) microplate 

reader.

[00119] Certain compounds of the present invention and their corresponding EC50 values 

are shown in Table B-l.

Table B-l

Compound 
No.

ECso hCBi 
(nM)

ECso hCB2 
(nM)

631 NR 107.7
633 NR 3.20
673 1,009 0.6437
711 NR 28.1
728 251.1 1.1

NR = No Response

[00120] Certain other compounds of the invention had hCBi EC50 values ranging from 

about 2.6 nM to about 89.06 μΜ in this assay and I1CB2 EC50 values ranging from about 643 pM 

to about 7 μΜ in this assay. Certain other compounds of the invention had hCBi EC50 values 

ranging from about 10.9 nM to about 100 μΜ in this assay and I1CB2 EC50 values ranging from 

about 384 pM to about 100 μΜ in this assay.
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[00121] Certain compounds of the present invention and their corresponding EC50 values 

are shown in Table B-2.

Table B-2

NR = No Response; NT = Not Tested

Compound 
No.

EC50 
hCBi 
(nM)

EC50
I1CB2
(nM)

151 NR 92.1
174 NR 167
309 NT 136
493 NR 63.6
593 1,330 34.6
625 NR 11.8
642 NR 26.4
644 4,470 4.69
646 NR 925
667 145 1.53
683 NR 3,000
684 NR 59
690 NR 31
696 NR 49.4
698 NR 27.9
699 NR 6.36
700 NR 31.5
703 NR 603
704 228 0.8
722 NR 34
746 142 0.7
764 NR 5.92
765 NR 1.16
766 NR 4.57

Compound 
No.

EC50 
hCBi 
(nM)

EC50 
hCB2 
(nM)

767 NR 66.6
820 NR 38.4
821 NR 7.12
828 NT 4.14
841 1,140 17.5
848 NR 50
889 4,070 8.6
891 11,800 16.2
896 NR 43.5
897 951 3.79
902 NR 77.5
904 NR 31.4
912 NT 9.49
913 NR 105
918 437 1.01
919 NR 2.35
920 NT 4.6
921 NR 2.59
924 NR 10.5
926 NR 4.43
927 NR 9.39
930 NR 17
931 NR 20.8

Example 4: Radioligand Binding Assay
[00122] Preparation of Membranes: HEK293 cells stably expressing human CB2

receptor were collected, washed in ice cold PBS, and centrifuged at 48,000 x g for 20 min at 4 
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°C. The cell pellet was then collected, resuspended in wash buffer (20 mM HEPES, pH 7.4 and 1 

mM EDTA), homogenized on ice using a Brinkman Polytron, and centrifuged at 48,000 x g for 

20 min at 4 °C. The resultant pellet was resuspended in ice cold 20 mM HEPES, pH 7.4, 

homogenized again on ice, recentrifuged for 20 min at 4 °C, and membrane pellets were then 

stored at -80 °C until needed.

[00123] [3H]CP55,940 and [3H]WIN55,212-2 Radioligand Binding Assays:
Radioligand binding assays for human CEE receptors were performed using two different agonist 

radioligands, [3H]CP55,940 and [3H]WIN55,212-2 and similar assay conditions. For both assays, 

nonspecific binding was determined in the presence of 10 mM unlabeled compound.

Competition experiments consisted of addition of 20 mL of assay buffer (50 mM Tris, pH 7.4, 

2.5 mM EDTA, 5 mM MgCh, and 0.5 mg/mL of fatty acid free BSA) containing test compound 

(concentrations ranging from 1 pM to 100 μΜ), 25 pL of radioligand (1 nM final assay 

concentration for [3H]CP55,904 and [3H]WIN55,212-2), and 50 mL of membranes (20 mg/mL 

final protein for both assays). Incubations were conducted for 1 hour at room temperature, assay 

plates were filtered under reduced pressure over GF/B filters, washed with assay buffer and dried 

overnight in a 50 °C oven. Then, 25 pL of BetaScint scintillation cocktail was added to each 

well, and plates were read in a Packard TopCount scintillation counter.

[00124] Certain compounds of the present invention and their corresponding Ki values are 

shown in Table C.

Table C

Compound 
No.

Ki hCBi 
(nM)

Ki hCB2 
(nM)

64 207 97.6
629 NR 97.7
701 105.1 1.45
752 568.4 58.7
755 1,200 3.8

NR = No Response

[00125] Certain other compounds of the invention had hCBi Ki values ranging from about

124 nM to about 19.36 μΜ in this assay and hCB2 K values ranging from about 3.22 nM to 

about 4.69 μΜ in this assay.
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Example 5: Effect of Compounds on Osteoarthritis Pain
[00126] Injection of monosodium iodoacetate (MIA) into a joint (Kalbhen, 1987) inhibits 

the activity of glyceraldehyde-3-phosphate dehydrogenase in chondrocytes, resulting in 

disruption of glycolysis and eventually in cell death. The progressive loss of chondrocytes results 

in histological and morphological changes of the articular cartilage, closely resembling those 

seen in osteoarthritis patients.

[00127] The osteoarthritis was induced in 200 g male Sprague Dawley rats. After brief 

anesthesia by isoflurane rats received a single intra-articular injection of MIA (2 mg) (Sigma 

Aldrich, Saint Louis, MO, USA; Cat # 19148) dissolved in 0.9% sterile saline in a 50 pL volume 

administered through the patella ligament into the joint space of the left knee with a 30G needle. 

Following the injection, animals were allowed to recover from anesthesia before being returned 

to the main housing vivarium.

[00128] Typically, during disease progression, there was an inflammation period of 0-7 

days post-intra-articular injection followed by progressive degeneration of the cartilage and 

subchondral bone from days 14-55. Efficacy studies with a compound of the present invention 

for pain development took place from day 14 onwards and were performed twice a week with at 

least 3 days' wash-out in between each assay. Three different assays were used to measure pain. 

Tactile allodynia was measured via von Frey assay, hind limb paw weight distribution was 

monitored using an incapacitence tester (Columbus Instruments, Columbus, OH, USA) and hind 

limb grip strength was measured using a grip strength meter (Columbus Instruments, Columbus, 

OH, USA). Briefly, the von Frey assay was performed using the standard up down method with 

von-Frey filaments. Hind paw weight distribution was determined by placing rats in a chamber 

so that each hind paw rests on a separate force plate of the incapacitence tester. The force exerted 

by each hind limb (measured in grams) is averaged over a 3 second period. Three measurements 

were taken for each rat, and the change in hind paw weight distribution calculated. Peak hind 

limb grip force was conducted by recoding the maximum compressive force exerted on the hind 

limb mesh gauge set on the grip strength meter. During the testing, each rat was restrained, and 

the paw of the injected knee was allowed to grip the mesh. The animal was then pulled in an 

upward motion until their grip was broken. Each rat is tested 3 times, with the contralateral paw 

used as a control.
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[00129] Animals were base-lined prior to treatment of the test compound. The MIA 

treated groups of rats (6 per group) were then dosed with either vehicle (PEG400, orally), 

Compound 493 (at 3 mg/kg, 10 mg/kg, and 30 mg/kg, orally) or with morphine (3 mg/kg, 

subcutaneously). Dosing volume was 500 pL. One hour after dosing, von Frey assay, hind limb 

weight distribution and/or hind limb grip analysis was performed to measure the efficacy of the 

test compound. Increase in paw withdrawal threshold (PWT) by Compound 493 in comparison 

with vehicle shown in Figure 2 was indicative of the test compound exhibiting therapeutic 

efficacy in the MIA model of osteoarthritis.

Example 6: Effects of Compounds on Skin-incision Model in Rats
[00130] Postoperative pain was produced by a 1 cm incision of the skin and muscle of the 

plantar surface of the rat hind paw as described (Brennan et al., 1996), with minor modifications. 

For surgery, rats weighing 200 to 300 g were anesthetized with 2% isoflurane. The plantar 

surface of the right hind paw was prepared in a sterile manner with a 10% povidone-iodine 

solution. A 1 cm longitudinal incision was made with a number 11 blade, through skin and fascia 

of the plantar aspect of the foot, starting in the middle of the paw and extending toward the heel. 

The plantaris muscle was elevated and incised longitudinally. After hemostasis with gentle 

pressure, the skin was apposed with 2 mattress sutures of 5-0 nylon. The animals were allowed to 

recover individually in their cages with clean bedding.

[00131] Two to three hours after surgery, animals were treated with the test compound. 

Compound 493 were dosed orally at 30 mg/kg. Tactile allodynia was assessed with von Frey hair 

calibrated to bend at specific weights (0.4, 1, 2, 4, 6, 8, 15 g for animal weighing less than 250 g; 

1, 2, 4, 6, 8, 15, 26 g for animal weighing 250 g or more in some experiments). Regions adjacent 

to incision on the mid-plantar surface were first probed to assess the responsive spots with a von 

Frey force of 8 g. If there was no withdrawal response, the next higher force (15 g) was used 

until no response at the highest force (26 g for rats weighing 250 g or higher, 15g for rats 

weighing less than 250 grams). Once responsive spot was identified, the 50% withdrawal 

threshold was then determined using the up/down method (Chaplan et al., 1994). Each trial 

started with a von Frey force of 2 g, if there was no withdrawal response, the next higher force 

was delivered. If there was a response, the next lower force was delivered. This procedure was 

performed until no response was made at the highest force (15 g or 26 g depending on animal 
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size) or until four stimuli were delivered following the initial response. The 50% paw withdrawal 

threshold (PWT) was then calculated as described in Chaplan et al., 1994 (Chaplan S. R., Bach 

F. W., Pogrel J. W., Chung J. M., Yaksh T. L.: Quantitative assessment of tactile allodynia in the 

tat paw. J. Neuroscience Methods 1994, 531(1):1022-1027). Figure 4 shows the pain response of 

the animals treated with Compound 493 (dosed orally at 30 mg/kg) compared with vehicle and 

indomethacin (dosed at 30 mg/kg).

Example 7: Effect of Compounds on FCA-induced Hyperalgesia in Rats
[00132] Animal info: Male Sprague Dawley rats from Harlan (200-225 g when received) 

were used. Upon arrival, rats were housed 4 per cage in shoe-box polycarbonate cages with wire 

tops, wood chip bedding and suspended food and water bottles. Animals were acclimated for 5-7 

days prior to being injected with Freund’s complete adjuvant (FCA) (Sigma; catalog # 5881). 

[00133] Experimental procedure: 2 days (48 h) before testing compounds, baseline 

readings of all rats were taken right before FCA injection. Rats were then injected with 50 pL 

FCA containing 1 mg/mL Mtb (Mycobacterium tuberculosis') in right hind footpad under 

inhalation anesthesia (isoflurane). 48 hours after FCA injection, readings were taken as pre­

dosing baseline and then rats were dosed orally with 0.5 mL of vehicle or compound (0.5 mL per 

250 g rat). Readings were taken again at 1-hour post dosing. All readings were taken with an 

Analgesy-Meter (Ugo Basile) which measures mechanical hyperalgesia via paw pressure. 

[00134] Clinical scoring: FCA-induced hyperalgesia was tested with an Analgesy-Meter. 

Briefly, the Analgesy Meter applied an increasing pressure to the right hind paw. The paw 

withdrawal threshold was the pressure leading to withdrawal.

[00135] Drug treatment: 48 hours after FCA injection, baseline readings were taken prior 

to dosing of compounds, and then rats were dosed orally with vehicle (PEG400) or Compound 

493 at 0.1, 1, 3, 10 and 30 mg/kg. Meanwhile a group of rats were dosed orally with 50 mg/kg of 

Diclofenac as a positive control. Readings were taken again at 1-hour post dosing. Dosing 

volume was 500 pL per 250 g rat. As is apparent from Figure 1, an increase in paw withdrawal 

threshold (PWT) for Compound 493 in comparison with the vehicle indicates Compound 493 

exhibited therapeutic efficacy in the FCA-induced hyperalgesia model of inflammatory pain at 1­

hour post dosing.
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Example 8: Paclitaxel-induced Allodynia in Sprague Dawley Rats

[00136] The mitotic inhibitor, paclitaxel (Taxol®) is one of the most effective and 

frequently used chemotherapeutic agents for the treatment of solid tumors as well as ovarian and 

breast cancers. Therapy however is often associated with the unwanted side effects of painful 

peripheral neuropathy.

[00137] Animals: Male Sprague Dawley rats [200-250 g] (Harlan Laboratories Inc., 

Livermore, CA) were housed three per cage and maintained in a humidity-controlled (40-60%) 

and temperature-controlled (68-72 °F) facility on a 12 h:12 h light/dark cycle (lights on at 6:30 

am) with free access to food (Harlan Teklad, Orange, CA, Rodent Diet 8604) and water. Rats 

were allowed one week of habituation to the animal facility before starting treatment.

[00138] Induction of Allodynia: Rats were treated intraperitoneally, with 2 mg/kg of 

paclitaxel (Sigma Aldrich, Saint Louis, MO) in 10% Cremophor vehicle (500 pL) on days 0, 2, 

4, and 6.

[00139] Clinical scoring: Tactile allodynia was tested using von Frey filaments. Briefly, 

the von Frey assay was performed using the standardized up down method with von Frey 

filaments, that determine the tactile sensitivity of the paw. By applying the increasingly or 

decreasingly thicker filaments to the paw in a logarithmic scale of actual force, a linear scale of 

perceived intensity is determined.

[00140] Drug treatment: Eight days after the start of paclitaxel dosing, a baseline 

measurement (von Frey assay) was performed prior to dosing of compounds. The paclitaxel 

treated groups of rats (6 per group) were dosed orally, with vehicle (PEG400) or 10 mg/kg 

Compound 493. As a positive control, rats were dosed intraperitoneally with 100 mg/kg 

gabapentin in water. The dosing volume for oral and peritoneal treatment was 500 pL. The von 

Frey assay was performed to measure the efficacy of the test compound 30, 60 and 180 minutes 

after dosing. An increase in paw withdrawal threshold (PWT) by treatment with Compound 493 

in comparison with vehicle and gabapentin was indicative of the test compound exhibiting 

therapeutic efficacy in paclitaxel model of cancer pain. The time course shows maximum 

efficacy at 1-hour post-dosing. See Figure 3.

Example 9: Effects of Compounds on Body Temperature and Locomotor Activity in Rats
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[00141] Animals: Male Sprague-Dawley rats (300-400 g) were housed three per cage and 

maintained in a humidity-controlled (30-70%) and temperature-controlled (20-22 °C) facility on 

a 12 h:12 h light/dark cycle (lights on at 7:00 am) with free access to food (Harlan-Teklad, 

Orange, CA, Rodent Diet 8604) and water. Rats were allowed one week of habituation to the 

animal facility before testing.

[00142] Measurement of body temperature and locomotor activity: Body temperature 

was measured using a stainless-steel rat temperature probe connected to a temperature display 

device (Physitemp TH-5). The probe was inserted rectally to a depth of 1 inch and the reading 

was recorded approximately 10 s after insertion, when the reading had stabilized. Body 

temperature was measured immediately before (time 0) and 60 min post-administration of 

compounds. Locomotor activity was measured using the Hamilton-Kinder Motor Monitor 

system, which detected blockage of photocell beams in a standard rat cage and transfers this data 

to a computer. Motor activity was measured for 30 min starting immediately after the second 

body temperature measurement, from 60 to 90 min post-administration. Compounds were dosed 

orally in a volume of 2 to 6 mL/kg, suspended or dissolved in 100% PEG 400.

[00143] Figures 5 to 8 showed the effects of 4 different compounds on body temperature 

and locomotor activity in rats. The compounds depicted in Figure 6 and Figures 7 were inactive 

in these tests at doses ranging from 1 to 100 mg/kg PO. In Figure 5, the compound decreased 

body temperature at the highest dose tested (100 mg/kg), but this effect was not statistically 

significant; the compound did, however, significantly reduce motor activity. In Figure 8, the 

compound significantly decreased both body temperature and locomotor activity at the highest 

dose tested (100 mg/kg).

Example 10: Effects of Compounds on Spinal Nerve Ligation Surgery
[00144] Rats receive nerve injury by tight ligation of L5 and L6 spinal nerves close to the 

spine, before they join (along with L4) to form the sciatic nerve. For this surgery, animals are 

placed under general anesthesia using continuous inhalation of isoflurane. Surgery is performed 

in a dedicated surgery room, using sterile instruments, surgical gloves, and aseptic procedures to 

prevent clinical infections. The surgical site is shaved and disinfected with iodine solution and 

alcohol. Animals are observed continuously for their level of anesthesia, testing for the animal’s 

reflex response to tail or paw pinch. A heating pad is used to maintain body temperature both 
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during the procedure and while the animals are recovering from anesthesia. For this procedure, a 

skin incision is made over the lower back at the level of L4-L6, and the muscle, ligaments, and 

facet joints are cut away from the spine. Correct location is confirmed by identifying the pelvis 

and the L5 transverse process. The L5 transverse is carefully removed to expose the L4 and L5 

nerves. L5 is carefully hooked (with a pulled glass hook) without damaging L4 and tightly 

ligated (6-0 silk suture). L6 is then located just under the pelvic bone, hooked and ligated as well. 

The wound is debrided and closed with internal sutures and external staples. Animals are 

administered a post-surgery injection of lactated Ringer's solution and returned to their home 

cages. They are carefully monitored until completely recovered from anesthesia (defined as the 

ability to move without significant ataxia), typically less than 10 min. Any animal with loss of 

motor control of the affected hind paw (L4 motor damage) are euthanized. Neuropathic animals 

are first tested 7-10 days post-surgery for the beginning of tactile allodynia. The allodynia is seen 

approximately 14 days post-surgery and persists for 45-50 days post-surgery. During this time, 

analgesic compounds are tested for their ability to reduce or eliminate this chronic pain 

symptom.

Example 11: Effects of Compounds on Chronic Constriction Injury Surgery
[00145] Nerve injury is induced by loose ligature of the sciatic nerve. For this surgery, 

animals are placed under general anesthesia using continuous inhalation of isoflurane. Surgery is 

performed in a dedicated surgery room, using sterile instruments, surgical gloves, and aseptic 

procedures to prevent clinical infections. The surgical site is shaved and disinfected with iodine 

solution and alcohol. Animals are observed continuously for their level of anesthesia, testing for 

the animal’s reflex response to tail or paw pinch and closely monitoring the animal’s breathing. 

A heating pad is used to maintain body temperature while the animals are recovering from 

anesthesia. For this procedure, a skin incision is made over the femur and the muscle is bluntly 

dissected to expose the sciatic nerve. Four loose ligatures (Chromic gut absorbable suture) are 

placed around the nerve, and the wound is closed with internal sutures and external staples. 

Animals are administered a post-surgery injection of lactated Ringer’s solution and returned to 

their home cages. They are carefully monitored until complete recovery from anesthesia (defined 

as the ability to move without significant ataxia), typically less than 10 min. Neuropathic animals 
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are first tested 7-15 days post-surgery for tactile allodynia. During this time period, analgesic 

compounds are tested for their ability to reduce or eliminate these chronic pain symptoms.

Example 12: Streptozotocin-Induced Painful Diabetic Peripheral Neuropathy (PDPN) 

Model
[00146] Male Sprague-Dawley rats were injected intraperitoneally with 50 mg/kg of 

streptozotocin (STZ) in sodium citrate buffer. 10% sucrose water was provided ad libitum for the 

first 48 hours post-STZ followed by regular drinking water. Rats were monitored once weekly 

for blood glucose levels and body weights. Development of tactile allodynia over time was 

analyzed using Von Frey filaments and a 50% withdrawal threshold was determined using 

Dixon’s up-down procedure. The effect of CB2 agonists Compound 699 and Compound 919 on 

pain threshold was evaluated in diabetic and allodynic rats by administering 10 mg/kg dose of 

either compound orally in 0.5% methylcellulose vehicle. Tactile allodynia was evaluated at 1, 4 

and 6 hours post-dosing. As shown in Figure 9 and Figure 10, both CB2 agonists Compound 699 

and Compound 919 showed robust and sustained analgesic efficacy over 6 hours in this model.

Example 13: Visceral Pain Model - Writhing
[00147] In rodent pain assays, the efficacy of some CB2 agonists decreases over repeated 

administration. A writhing model is used to evaluate the efficacy of Compound 699.
[00148] Writhing is induced in male Sprague Dawley rats by administering glacial acetic 

acid (1.5%) intraperitoneally (IP). Rats are administered vehicle (PO or IP), Compound 699 (3, 

10, or 30 mg/kg) (0.5% MC) (PO), rimonabant (10 mg/kg) (PO) (a CBI receptor antagonist), 

AM630 (10 mg/kg) (PO), or morphine (1 mg/kg) (IP) for four days. On test day, rats are placed 

in observation cages and administered compound according to the schedules in Tables D, F, H, 

and J. Treatment groups are as provided in Tables E, G, I, and K.

[00149] Studies are performed to evaluate single dose assessment (Tables D and E), 

maintenance of efficacy after repeated administration (Tables F and G), antagonist interactions 

(Tables H and I), and dose response (Tables J and K).

Table D

Time 
(min)

Activity

0 Rats placed in observation cages
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Time 
(min)

Activity

60 Vehicle, morphine, or Compound 699 administered
80 Vehicle or acetic acid administered (1.5%, 2 mL/kg)

100-130 Writhing observation and scoring

Table E

Group 1 (n=4)

Vehicle IP
Acetic Acid 0.5%
Acetic Acid 1%
Acetic Acid 2%

Group 2 (n=4)
Vehicle IP/Vehicle IP
Acetic Acid (1.5%)/Vehicle IP
Acetic Acid (1.5%)/Morphine (1 mg/kg)

Group 3 (n=4)
Acetic Acid (1.5%)/Vehicle PO
Acetic Acid (1.5%)/Compound 699 (30 mg/kg)
Acetic Acid (1.5%)/Morphine (1 mg/kg)

Table F

Time (min) Activity
0 Rats placed in observation cages

60 Vehicle, morphine or Compound 699 administered
80 Vehicle or acetic acid administered (1.5%, 2 mL/kg)

100-130 Writhing observation and scoring

Table G

Group (n=4) Subchronic (4 days BID) Acute 1 Acute 2
1 Vehicle PO Vehicle IP Vehicle PO
2 Vehicle PO Acetic acid Vehicle PO
3 Vehicle PO Acetic acid Compound 699
4 Vehicle PO Acetic acid Morphine
5 Compound 699 Acetic acid Vehicle PO
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Table H

Group (n=4) Subchronic (4 days BID) Acute 1 Acute 2
6 Compound 699 Acetic acid Compound 699
7 Morphine Acetic acid Vehicle PO
8 Morphine Acetic acid Morphine

Table I

Time (min) Activity
0 Rats placed in observation cages

60 Vehicle or antagonists administered
90 Vehicle, morphine or Compound 699 administered
110 Vehicle or acetic acid administered (1.5%, 2 mL/kg)

130-160 Writhing observation and scoring

Table J

Group (n=6)
1 Vehicle PO Vehicle PO Vehicle IP
2 Vehicle PO Vehicle PO Acetic acid
3 Vehicle PO Morphine Acetic acid
4 Vehicle PO Compound 699 (10 mg/kg) Acetic acid
5 Vehicle PO Compound 699 (30 mg/kg) Acetic acid
6 Rimonabant Vehicle PO Acetic acid
7 Rimonabant Compound 699 (10 mg/kg) Acetic acid
8 Rimonabant Compound 699 (30 mg/kg) Acetic acid
9 AM630 Vehicle PO Acetic acid
10 AM630 Compound 699 (10 mg/kg) Acetic acid
11 AM630 Compound 699 (30 mg/kg) Acetic acid

Table K

Time (min) Activity
0 Rats placed in observation cages

60 Vehicle, morphine or Compound 699 administered
80 Saline or acetic acid administered (1.5%, 2 mL/kg)

100-130 Writhing observation and scoring
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Group (n=4)
1 Vehicle (0.5%MC, PO) Saline
2 Vehicle (0.5%MC, PO) Acetic acid
3 Morphine (1 mg/kg) Acetic acid
4 Compound 699 (3 mg/kg) Acetic acid
5 Compound 699 (10 mg/kg) Acetic acid
6 Compound 699 (30 mg/kg) Acetic acid

[00150] Writhing behavior is scored when a rat exhibits back arching, abdominal 

abduction, body stretches and/or forelimb extension. Writhing behavior is scored for 30 minutes 

in five-minute time bins.

[00151] For the dose response study, Sprague Dawley rats (350-430 g) were placed into 

individual observation cages at Time 0 and injected with vehicle, morphine (positive control), or 

Compound 699 one hour later. Rats then received saline or acetic acid (IP) 20 minutes after the 

vehicle, morphine, or Compound 699 dosing (Tables J and K). Writhing behavior was evaluated 

20 minutes later and recorded for 30 minutes (in five-minute bins). Results are shown in Figures 

11 and 12.

[00152] The data show that Compound 699 is efficacious in a writhing model for visceral 

pain.

Example 14: Visceral Pain Model - Colitis
[00153] Rats with active colitis display allodynia and hyperalgesia to colorectal distension 

following the administration of trinitrobenzene sulfonic acid (TNBS). Rats with active colitis (4 

days after TNBS) induced by intracolonic TNBS are administered Compound 699 to determine 

whether Compound 699 reduces visceral pain response.

[00154] Healthy rats were treated twice daily with an oral gavage of one of the following 

for five days: 1.) vehicle (n=l 1); or 2.) 30 mg/kg Compound 699 (n=8). Abdominal 

electromyographic (EMG) electrode implantation is followed by measurement of visceromotor 

response (VMR) at 0, 20, 40, 60, and 80 mmHg of colorectal distention on day 4. The effect of 

each treatment on colonic compliance is also determined.

[00155] Rats with induced colitis were treated twice daily with an oral gavage of one of 

the following for five days, commencing 1 day before TNBS administration: 1.) vehicle (n=12); 
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2.) 10 mg/kg Compound 699 (n=9); or 3.) 30 mg/kg/ Compound 699 (n=9). Abdominal EMG 

electrode implantation is followed by measurement of VMR at 0, 20, 40, 60, and 80 mmHg of 

colorectal distention on day 4. The effect of each treatment on colonic compliance is also 

determined. Results are shown in Figure 13.

[00156] These data show that Compound 699 reduces the visceral pain response in rats 

with TNBS-induced colitis, reducing colonic hypersensitivity in a dose-dependent manner 

without changing response in rats with healthy colons.

Example 15: Clinical Trial
[00157] A randomized, open-label, parallel Phase 2a study is conducted to determine the 

tolerability, pharmacokinetics, and efficacy of Compound 699 in subjects with Crohn’s disease 

(CD) experiencing abdominal pain. The study population consists of adult male and female 

subjects aged 18 to 80 years who are diagnosed with abdominal pain due to quiescent to mildly 

active inflammatory Crohn’s disease, as defined by a weekly average abdominal pain score 

(AAPS) >4, with minimal intestinal inflammation, confirmed with a simple endoscopic score (­

CD) score <10 or fecal calprotectin <500 mcg/g. Endoscopy results obtained up to one month 

prior to screening may be utilized.

[00158] Eligible subjects enter a screening period of up to four weeks and are randomized 

in a 1:1 ratio into the study, receiving Compound 699 in oral doses of 25 mg three times daily 

(TID) or 100 mg capsules TID for 8 weeks. If subjects experience hypotensive symptoms and/or 

heart rate changes during the trial, they may be administered 50 mg TID (rather than 100 mg 

TID) or 25 mg BID (rather than 25 mg TID).

[00159] The analgesic effect of Compound 699 on abdominal pain is scored by subjects in 

a diary twice daily during screening and three times daily during treatment using an 11-point 

numeric rating scale from 0 (no abdominal pain) to 10 (worst possible abdominal pain). 

Additional efficacy assessments include achievement of clinical improvement (defined as a two- 

component PRO score (stool frequency and abdominal pain) of <11), clinical response from 

baseline to week 8, and change from baseline in C-reactive protein and fecal calprotectin at 

weeks 4 and 8.

[00160] A key objective of the study is to assess the tolerability and safety of Compound 

699 in subjects with Crohn’s disease experiencing abdominal pain. Additional objectives include:

138



WO 2018/208848 PCT/US2018/031688

• the determination of pharmacokinetic (PK) profiles (including metabolites) 

and average PK parameters (Cmax, Tmax, AUC0-8);

• the change in abdominal pain score (APS) from pre-dose (trough) to 1.5 hours 

post-dose (peak) following the first of three daily doses;

• the change in average abdominal pain score (AAPS) from baseline to week 8;

• the proportion of subjects who are weekly responders;

• the proportion of subjects who are end-of-treatment responders;

• the number of pain-free days per week based on responses to the APS;

• the change in CD-patient-reported-outcome (PRO) domain scores from 

baseline to week 8;

• the change in Crohn’s disease activity index (CDAl) from baseline to week 8;

• frequency of pain medication use;

• reduction in C-reactive protein (CRP) levels at weeks 4 and 8;

• the change in Patient Health Questionnaire-9 (PHQ-9) score between 

screening, week 4, and week 8; and

• reduction in fecal calprotectin levels at week 4 and week 8.

[00161] Those skilled in the art will recognize that various modifications, additions, 

substitutions, and variations to the illustrative examples set forth herein can be made without 

departing from the spirit of the invention and are, therefore, considered within the scope of the 

invention.
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CLAIMS

What is claimed is:

1. A method for treating or alleviating visceral pain in a patient in need of such treatment, 

comprising administering to the patient a therapeutically effective amount of a compound 

selected from compounds of Formula la and pharmaceutically acceptable salts and Moxides 

thereof:

R2 R1

la

wherein:

R1, R2, R3, R4, R5, and R6 are each independently selected from: H and Ci-Ce 

alkyl;

X is NR7 and Y is CC(O)N(R8)R9; or

X is CC(O)N(R8)R9 and Y is NR7;

R7 is -R10-R11-R12-R13; wherein:

R10 is selected from: Ci-Ce alkylene, heteroarylene, and heterocyclylene; or R10 is 

absent;

R11 is selected from: -C(O)NH- and Ci-Ce alkylene; or R11 is absent;

R12 is Ci-C6 alkylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are each optionally 

substituted with one or two substituents selected from: Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce 

alkylamino, Ci-Ce alkylsulfonyl, amino, C3-C7 cycloalkyl, cyano, C2-C8 dialkylamino, 

Ci-Ce haloalkyl, halogen, and hydroxyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene and heterocyclylene are 

each optionally substituted with one or more substituents selected from: Ci-Ce 

alkoxycarbonyl, Ci-Ce alkyl, C3-C7 cycloalkyl, aryl, carboxy, heteroaryl, heterocyclyl, 
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and hydroxyl; wherein said Ci-Ce alkyl and aryl are optionally substituted with one 

substituent selected from: Ci-Ce alkoxy, aryl, halogen, heteroaryl, and hydroxyl; or R14 is 

absent;

R15 is selected from: -C(O)NH-, -C(O)-, -C(O)O-, Ci-C6 alkylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said heterocyclylene is 

optionally substituted with Ci-Ce alkyl; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 

alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 

carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, amino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 

heterocyclyl, and ureyl are each optionally substituted with one or more substituents 

selected from: Ci-Ce alkoxy, Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, 

amino, aryl, carboxy, cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, 

Ci-Ce haloalkyl, halogen, heteroaryl, heterocyclyl, and hydroxyl; and

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or

R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted with 

one or more substituents selected from: Carbo-Ci-Ce-alkoxy, Ci-Ce alkoxy, Ci-Ce alkyl, 

aryl, carbo-Ci-Ce-alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, heteroaryloxy, 

heterocyclyl, and hydroxyl; wherein said aryl, Ci-Ce alkyl, and heteroaryl are optionally 

substituted with one substituent selected from: C3-C7 cycloalkyl, Ci-Ce alkoxy, halogen, 

and hydroxyl.

2. The method according to claim 1, wherein:

R15 is selected from: -C(O)NH-, -C(O)-, Ci-Ce alkylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said heterocyclylene is optionally substituted 

with Ci-Ce alkyl; or R15 is absent; and
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R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 
alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 

carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 

heterocyclyl, and ureyl are each optionally substituted with one or more substituents 

selected from: Ci-Ce alkoxy, Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, 

amino, aryl, carboxy, cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, 

Ci-Ce haloalkyl, halogen, heteroaryl, heterocyclyl, and hydroxyl.

3. The method according to claim 1, wherein the compound of Formula la is selected from 

compounds of Formula Ic and pharmaceutically acceptable salts, and N-oxidcs thereof:

R1

H-

Ic

wherein:

R1 and R6 are each independently selected from: H, and Ci-Ce alkyl;

X is NR7 and Y is CC(O)N(R8)R9; or

X is CC(O)N(R8)R9 and Y is NR7;

R7 is -R10-Rn-R12-R13; wherein:

R10 is selected from: Ci-Ce alkylene, heteroarylene, and heterocyclylene; or R10 is 

absent;

R11 is selected from: -C(O)NH- and Ci-Ce alkylene; or R11 is absent;

R12 is Ci-Ce alkylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are each optionally 

substituted with one or two substituents selected from: Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce 
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alkylamino, Ci-Ce alkylsulfonyl, amino, C3-C7 cycloalkyl, cyano, C2-C8 dialkylamino, 

Ci-Ce haloalkyl, halogen, and hydroxyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene and heterocyclylene are 

each optionally substituted with one or more substituents selected from: Ci-Ce 

alkoxycarbonyl, Ci-Ce alkyl, C3-C7 cycloalkyl, aryl, carboxy, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl and aryl are optionally substituted with one 

substituent selected from: Ci-Ce alkoxy, aryl, halogen, heteroaryl, and hydroxyl; or R14 is 

absent;

R15 is selected from: -C(O)NH-, -C(O)-, -C(O)O-, Ci-C6 alkylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said heterocyclylene is 

optionally substituted with Ci-Ce alkyl; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 
alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 

carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, amino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 

heterocyclyl, and ureyl are each optionally substituted with one or more substituents 

selected from: Ci-Ce alkoxy, Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, 

amino, aryl, carboxy, cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, 

Ci-Ce haloalkyl, halogen, heteroaryl, heterocyclyl, and hydroxyl; and

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or

R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted with 

one or more substituents selected from: Ci-Ce alkoxy, Ci-Ce alkyl, aryl, carbo-Ci-Ce- 

alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, heteroaryloxy, heterocyclyl, and hydroxyl;
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4.4.

wherein said aryl, Ci-Ce alkyl, and heteroaryl are optionally substituted with one 

substituent selected from: C3-C7 cycloalkyl, Ci-Ce alkoxy, halogen, and hydroxyl.

The method according to claim 1, wherein the compound of Formula la is selected from 

compounds of Formula Id and pharmaceutically acceptable salts, and /V-oxides thereof:

N
Id

wherein:

X is NR7 and Y is CC(O)NHR8; or

X is CC(O)NHR8 and Y is NR7;

R7 is selected from: aryl and heteroaryl; wherein said aryl and heteroaryl are each 

optionally substituted with one or two substituents selected from: cyano and halogen;
R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene and C3-C7 cycloalkylene; wherein said Ci-Ce 

alkylene is optionally substituted with one or more substituents selected from: Ci-Ce 

alkyl, aryl, heterocyclyl, and hydroxyl; wherein said Ci-Ce alkyl is optionally substituted 

with one substituent selected from: halogen, and hydroxyl; or R14 is absent;

R15 is selected from: -C(O)NH- and -C(O)O-; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkyl, Ci-Ce alkylamino, amino, aryl, carboxy, 

cyano, Ci-Ce haloalkyl, heteroaryl, hydroxyl, and phosphonooxy; wherein said aryl is 

optionally substituted with one hydroxyl group.

The method according to claim 1, wherein the compound of Formula la is selected from 

compounds of Formula Id and pharmaceutically acceptable salts, and /V-oxides thereof:

N
Id

wherein:

X is NR7 and Y is CC(O)NHR8; or
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X is CC(O)NHR8 and Y is NR7;

R7 is selected from: aryl and heteroaryl; wherein said aryl and heteroaryl are each 

optionally substituted with one or two substituents selected from: fluoro, chloro, and 

cyano;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene and C3-C7 cycloalkylene; wherein said Ci-Ce 

alkylene is optionally substituted with one or more substituents selected from: tetrahydro- 

2/7-pyranyl, hydroxyl, 2,2,2-trifluoroethyl, and fluoromethyl; or R14 is absent;

R15 is selected from: -C(O)NH- and -C(O)O-; or R15 is absent;

R16 is selected from: methylene, isopropyl-methylene, and propylene; or R16 is 

absent; and

R17 is selected from: H, Ci-Ce alkyl, Ci-Ce alkylamino, amino, aryl, carboxy, 

cyano, C3-C7 cycloalkyl, Ci-Ce haloalkyl, heteroaryl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said aryl and C3-C7 cycloalkyl are each optionally substituted 

with one or more substituents selected from hydroxyl and trifluoromethyl.

6. The method according to claim 1, wherein the compound of Formula la is selected from 

compounds of Formula Id and pharmaceutically acceptable salts, and A-oxides thereof:

N
Id

wherein:

X is NR7 and Y is CC(O)NHR8; or

X is CC(O)NHR8 and Y is NR7;

R7 is selected from: 2,4-difluoro-phenyl, 2,4-dichloro-phenyl, 5-chloro-pyridin-2- 

yl, 5-cyano-pyrazin-2-yl, pyrazin-2-yl, 5-fluoro-pyridin-2-yl, 4-chloro-pyridin-2-yl, 4- 

fluoro-pyridin-2-yl, 4-cyano-pyridin-2-yl, and 4-oxy-pyrazin-2-yl; and
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R8 is selected from: 1 -hydroxymethyl-2,2-dimethyl-propyl, 2-hydroxy-1,1- 

dimethyl-ethyl, 1-hydroxymethyl-cyclopropyl, 2-hydroxy-indan-l-yl, 1-hydroxymethyl­

cyclobutyl, tert-butyl, 2-hydroxy-l-phenyl-ethyl, 2-hydroxy-l-hydroxymethyl-1-methyl­

ethyl, tert-butylamino, 2,2,2-trifluoro-l,l-dimethyl-ethyl, 2-methyl-l- 

(phosphonooxy)propan-2-yl, 1-methyl-cyclobutyl, l-hydroxymethyl-2-methyl-propyl, 

cyano-dimethyl-methyl, 2,2-dimethyl-l-(methylcarbamoyl)-propyl, 3,3-dimethyl-l- 

(phosphonooxy)butan-2-yl, 2-hydroxy-l-tetrahydro-pyran-4-yl-ethyl, 1,2-dimethyl- 

propyl, l-pyridin-2-yl-cyclobutyl, 2-(methylamino)-2-oxo-l-phenylethyl, 2,2-dimethyl-1- 

pyridin-2-yl-propyl, l-methoxy-3,3-dimethyl-l-oxobutan-2-yl, l-(2-amino-3- 

methylbutanoyloxy)-3-methylbutan-2-yl, l-(4-carboxybutanoyloxy)-3-methylbutan-2-yl, 

3,3,3 -trifluoro-1 -hydroxymethyl-propyl, 2-fluoro-1,1 -dimethyl-ethyl, 2-fluoro-1 - 

fluoromethyl- 1-hydroxymethyl-ethyl, l-fluoromethyl-2,2-dimethyl-propyl, 1- 

fluoromethyl-cyclobutyl, 1-triiluoromethyl-cyclopropyl, and 1-trifluoromethyl- 

cyclobutyl.

7. The method according to claim 1, wherein the compound ol Formula la is selected from 

compounds ol Formula le and pharmaceutically acceptable salts, and /V-oxides thereol:

R7

le

wherein:

R7 is -R10-Rn-R12-R13; wherein:

R10 is selected from: 1,1-dimethylethylene, 1,1-dimethylmethylene, ethylene, 

methylene, 1,4-piperidinylene, 2,5-pyrazinylene, and 2,4-pyridinylene; or R10 is absent;

R11 is selected from: -C(O)NH- and methylene; or R11 is absent;

R12 is methylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are each optionally 
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substituted with one or two substituents selected from: fluoro, bromo, chloro, methoxy, 

cyano, methyl, tert-butyl, isopropyl, hydroxyl, ethyl, heptafluoropropyl, cyclobutyl, 

trifluoromethyl, cyclopropyl, dimethylamino, methoxy, ethoxy, methylamino, propyl, 

amino, and methanesulfonyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene and heterocyclylene are 

each optionally substituted with one or more substituents selected from: methyl, tert­

butyl, ethyl, tetrahydro-2/7-pyranyl, isopropyl, benzyl, pyridinyl, hydroxymethyl, 4- 

fluoro-phenyl, tert-butoxycarbonyl, carboxy, methoxymethyl, hydroxyethyl, tetrahydro­

furanyl, 3/7-imidazolylmethyl, hydroxyl, pyrrolidinyl, and cyclopropyl; or R14 is absent;

R15 is selected from: -C(O)NH-, -C(O)-, Ci-Ce alkylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said heterocyclylene is optionally substituted 

with methyl; or R15 is absent;

R16 is selected from: ethylene and methylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 

alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 

carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 

heterocyclyl, and ureyl are each optionally substituted with one or more substituents 

selected from: amino, 1-tert-butoxycarbonylamino, methyl, 1 -tert-butoxycarbonyl, ethyl, 

hydroxyl, isopropyl, tert-butyl, fluoro, chloro, methoxy, methanesulfonyl, carboxy, 

trifluoromethoxy, difluoromethoxy, dimethylamino, methoxycarbonyl, ethoxycarbonyl, 

carboxy, carboxamide, trifluoromethyl, diethylamino, cyano, tert-butylamino, 

cyclopropyl, cyclobutyl, phenyl, bromo, and 1-methyl-pyrrolidinyl; and

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or
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R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted with 

one or more substituents selected from: carbo-Ci-Ce-alkoxy, Ci-Ce alkoxy, Ci-Ce alkyl, 

aryl, carbo-Ci-Ce-alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, heteroaryloxy, 

heterocyclyl, and hydroxyl; wherein said aryl, Ci-Ce alkyl, and heteroaryl are optionally 

substituted with one substituent selected from: C3-C7 cycloalkyl, Ci-Ce alkoxy, halogen, 

and hydroxyl.

8. The method of claim 1, wherein the compound of Formula la is selected from the 

following compounds and pharmaceutically acceptable salts, and N-oxides thereof:

(la7?,5a7?)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

(1 a/?,5 a/?)-2-(2,4-Dich loro-phcn y I)-1 a,2,5,5 a- tetrahydro-177-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclopropyl)-amide;

(la/?,5a7?)-2-(5-Cyano-pyrazin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza-  

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

(la/?,5a7?)-2-(5-Fluoro-pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza-  

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

1-(2,4-Difluoro-phenyl)-3b,4,4a,5-tetrahydro-177-cyclopropa[3,4]cyclopenta[ 1,2- 

c]pyrazole-3-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide;

(1 a/?,5a/?)-2-Pyrazin-2-yl-1 a,2,5,5 a-tetrahydro-177-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid tert-butylamide;

(la7?,5a7?)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (cyano-dimethyl-methyl)-amide;

(la7?,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((6)-1-hydroxymethyl-2,2-dimethyl-propyl)- 

amide;

(la/?,5a/?)-2-(4-Cyano-pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;
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Phosphoric acid mono-(2-{[(la/?,5a7?)-2-(4-cyano-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-2-methyl-propyl) 

ester;

(la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [2,2-dimethyl-1 -((S)-methylcarbamoyl)- 

propyl]-amide;

Phosphoric acid mono-{(5)-3,3-dimethyl-2-[((la/?,5a/?)-2-pyrazin-2-yl-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl)-amino]-butyl} ester;

(la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-11 ydroxy-l-tetrahydro-pyran-4-yl-ethyl)- 

amide;

(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)- l-hydroxymethyl-2-methyl-propyl)-amide;

(la5,5a5)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)- 

amide;

(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclobutyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide;

Phosphoric acid mono-((5)-3,3-dimethyl-2-{ [(la/?,5a/?)-2-(4-oxy-pyrazin-2-yl)- 

la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-butyl) 

ester;

(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-1-methylcarbamoyl-propyl)- 

amide;

(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-methylcarbamoyl-phenyl-methyl)-amide;
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(5)-3,3-Dimethyl-2-{ [(la/?, 5a/?)-2-(4-oxy-pyrazin-2-yl)-la,  2,5,5 a-tetrahydro- 1H- 

2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-butyric acid methyl ester;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclopropyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-1 -pyridin-2-yl-propy 1)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-pyridin-2-yl-propyl)- 

amide;

(la/?,5a/?)-2-(4-Cyano-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1 -hydroxymethyl- 1-methyl-ethyl)- 

amide;

(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-cyclobutyl)-amide;

(la/?,5a/?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-1,2-dimethyl-propyl)-amide;

(la/?,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [(5)-2-hydroxy- l-(tetrahydro-pyran-4-yl)- 

ethyl]-amide;

(la/?,5a/?)-Pentanedioic acid mono-((5)-3-methyl-2-{ [(la/?,5a/?)-2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carbonyl]- 

amino}-butyl) ester;

(la5,5a5)-(5)-2-Amino-3-methyl-butyric acid (5)-3,3-dimethyl-2-{ [2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyc lopropa[a]pentalene-4-carbonyl]- 

amino}-butyl ester;

(la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyc lopropa[a]pentalene-4-carboxylic acid (2-fluoro-1-fluoromethyl- 1-hydroxymethyl- 

ethyl)-amide;
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(la5,5a5)-2-(4-Cyano-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-3,3,3-trifluoro- 1-hydroxymethyl-propyl)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)- l-hydroxymethyl-2-methyl-propyl)-amide;

(la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid /V’-tert-butyl-hydrazide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-1,2-dimethyl-propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-hydroxy- l-phenyl-ethyl)-amide;

(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)- l-fluoromethyl-2,2-dimethyl-propyl)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,25)-2-hydroxy-indan-l-yl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,27?)-2-hydroxy-indan-l-yl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-fluoromethyl-cyclobutyl)-amide;

(la5,5a5)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide;

(la5,5a5)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide;
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(la5,5a5)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclopropyl)-amide; and

(la/?, 5a7?)-2-(4-Fluoro-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide.

9. The method of claim 1, wherein the compound of Formula la is (la5,5a5)-2-(4-oxy-pyrazin-

2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-

hydroxymethyl-2,2-dimethyl-propyl)-amide, (Compound A) having the structure:

Compound A

or a pharmaceutically acceptable salt or crystal form thereof.

10. The method of any one of claims 1 to 9, wherein the visceral pain is abdominal pain, pelvic 

pain, pain arising from or related to an internal organ, painful bladder syndrone, pancreatitis, 

chronic pancreatitis, inflammatory bowel disease, endometriosis, interstitial cystitis, 

interstitial cystitis induced by chemotherapy, ulcerative interstitial cystitis, nonulcerative 

interstitial cystitis, autoimmune interstitial cystitis, prostatitis, chronic prostatitis, or post- 

surgical abdominal lesion.

11. The method of any one of claims 1-9, wherein the visceral pain is pain arising from or related 

to inflammatory bowel disease.

12. The method of any one of claims 1-9, wherein the visceral pain is pain arising from or related 

to Crohn’s disease.
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13. The method of claim 12, where the patient is in remission for Crohn’s disease.

14. The method of claim 12, where the patient is in remission for Crohn’s disease and has 

chronic visceral pain.

15. The method of claim 11, where the patient has previously been treated with an opioid 

analgesic for pain arising from or related to inflammatory bowel disease.

16. The method of claim 12, where the patient has previously been treated with an opioid 

analgesic for pain arising from or related to Crohn’s disease.

17. The method according to any one of claims 1 to 16, wherein the patient is administered a 

dose from 10 mg to 500 mg of Compound A.

18. The method according to any one of claims 1 to 16, wherein the patient is administered a 

dose from 10 mg to 400 mg of Compound A.

19. The method according to any one of claims 1 to 16, wherein the patient is administered a 

dose of 25 mg, 50 mg, or 100 mg of Compound A.

20. The method accordingly to any one of claims 17 to 19, wherein the dose is administered 

once, twice, or three times per day.

21. The method according to any one of claims 9 to 20, wherein the Compound A is 

administered in an anhydrous, non-solvated crystalline form.

22. The method of claim 21, wherein the Compound A displays:

(i) a powder X-ray diffraction pattern comprising peaks, in terms of ΊΘ. at 8.5° ±

0.2°, 10.7° + 0.2°, and 16.9° + 0.2°;
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a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 160.6 °C and about 168.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.25% weight loss below 

about 135 °C;

or

(ii) a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ± 

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, and 11.1° + 0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 162.6 °C and about 166.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C; or

(iii) a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ±

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, and 

17.4° ±0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 163.6 °C and about 165.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

or

(iv) a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ±

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, and 

17.4° ±0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 163.6 °C and about 165.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

or
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(v) a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ± 

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, 17.4° + 

0.2°, 22.1° + 0.2°, and 16.5° + 0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature at about 164.6 °C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

23. The method according to any one of claims 9 to 22, wherein the Compound A is 

administered in a pharmaceutical composition comprising Compound A and a 

pharmaceutically acceptable carrier.

24. The method according to claim 23, wherein the pharmaceutical composition comprises from 

10 mg to 500 mg of Compound A.

25. The method according to claim 23, wherein the pharmaceutical composition comprises from 

10 mg to 400 mg of Compound A.

26. The method according to claim 23, wherein the pharmaceutical composition comprises 25 

mg, 50 mg, or 100 mg of Compound A.

27. The method according to any one of claims 23 to 26, wherein the pharmaceutical 

composition is administered once, twice, or three times per day.

28. The method according to any one of claims 1 to 26, wherein the patient is administered a 

pain adjuvant.

29. The method according to claim 28, wherein the pain adjuvant is selected from 

antidepressants, for example amitriptyline, nortriptyline, venlafaxine, and duloxetine; anti­

seizure medications, for example gabapentin, pregabalin, topiramate, lamotrigine, and 

carbamazepine; muscle relaxants, for example baclofen, cyclobenzaprine, methocarbamol, 
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and diazepam; sleep-inducing medications, for example zopiclone, lorazepam, and 

temazapam; anti-anxiety medications, for example lorazepam and alprazolam; and botulinum 

toxin.

30. The method according to any one of claims 1 to 29, wherein the patient is administered an 

additional active agent.

31. The method according to claim 30, wherein the additional active agent is selected from 

analgesic agents, and antidiabetic agents.

32. A method for selectively activating a CB2 receptor in a patient experiencing visceral pain, 

comprising administering to the patient a therapeutically effective amount of a compound 

selected from compounds of Formula la and pharmaceutically acceptable salts and N-oxides 

thereof:

R2 R1

la

wherein:

R1, R2, R3, R4, R5, and R6 are each independently selected from: H and Ci-Ce 

alkyl;

X is NR7 and Y is CC(O)N(R8)R9; or

X is CC(O)N(R8)R9 and Y is NR7;

R7 is -R10-Rn-R12-R13; wherein:

R10 is selected from: Ci-Ce alkylene, heteroarylene, and heterocyclylene; or R10 is 

absent;

R11 is selected from: -C(O)NH- and Ci-Ce alkylene; or R11 is absent;

R12 is Ci-Ce alkylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are each optionally 

substituted with one or two substituents selected from: Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce 
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alkylamino, Ci-Ce alkylsulfonyl, amino, C3-C7 cycloalkyl, cyano, C2-C8 dialkylamino, 

Ci-Ce haloalkyl, halogen, and hydroxyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene and heterocyclylene are 

each optionally substituted with one or more substituents selected from: Ci-Ce 

alkoxycarbonyl, Ci-Ce alkyl, C3-C7 cycloalkyl, aryl, carboxy, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl and aryl are optionally substituted with one 

substituent selected from: Ci-Ce alkoxy, aryl, halogen, heteroaryl, and hydroxyl; or R14 is 

absent;

R15 is selected from: -C(O)NH-, -C(O)-, -C(O)O-, Ci-C6 alkylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said heterocyclylene is 

optionally substituted with Ci-Ce alkyl; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 
alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 

carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, amino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 

heterocyclyl, and ureyl are each optionally substituted with one or more substituents 

selected from: Ci-Ce alkoxy, Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, 

amino, aryl, carboxy, cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, 

Ci-Ce haloalkyl, halogen, heteroaryl, heterocyclyl, and hydroxyl; and

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or

R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted with 

one or more substituents selected from: Carbo-Ci-Ce-alkoxy, Ci-Ce alkoxy, Ci-Ce alkyl, 

aryl, carbo-Ci-Ce-alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, heteroaryloxy, 

heterocyclyl, and hydroxyl; wherein said aryl, Ci-Ce alkyl, and heteroaryl are optionally 
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substituted with one substituent selected from: C3-C7 cycloalkyl, Ci-Ce alkoxy, halogen, 

and hydroxyl.

33. The method according to claim 32, wherein:

R15 is selected from: -C(O)NH-, -C(O)-, Ci-Ce alkylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said heterocyclylene is optionally substituted 

with Ci-Ce alkyl; or R15 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 

alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 

carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 

heterocyclyl, and ureyl are each optionally substituted with one or more substituents 

selected from: Ci-Ce alkoxy, Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, 

amino, aryl, carboxy, cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, 

Ci-Ce haloalkyl, halogen, heteroaryl, heterocyclyl, and hydroxyl.

34. The method according to claim 32, wherein the compound of Formula la is selected from 

compounds of Formula lc and pharmaceutically acceptable salts, and /V-oxides thereof:

R1

H-

Ic

wherein:

R1 and R6 are each independently selected from: H, and Ci-Ce alkyl;

X is NR7 and Y is CC(O)N(R8)R9; or

X is CC(O)N(R8)R9 and Y is NR7;

R7 is -R10-Rn-R12-R13; wherein:
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R10 is selected from: Ci-Ce alkylene, heteroarylene, and heterocyclylene; or R10 is 

absent;

R11 is selected from: -C(O)NH- and Ci-Ce alkylene; or R11 is absent;

R12 is Ci-Ce alkylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are each optionally 

substituted with one or two substituents selected from: Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce 

alkylamino, Ci-Ce alkylsulfonyl, amino, C3-C7 cycloalkyl, cyano, C2-C8 dialkylamino, 

Ci-Ce haloalkyl, halogen, and hydroxyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene and heterocyclylene are 

each optionally substituted with one or more substituents selected from: Ci-Ce 

alkoxycarbonyl, Ci-Ce alkyl, C3-C7 cycloalkyl, aryl, carboxy, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl and aryl are optionally substituted with one 

substituent selected from: Ci-Ce alkoxy, aryl, halogen, heteroaryl, and hydroxyl; or R14 is 

absent;

R15 is selected from: -C(O)NH-, -C(O)-, -C(O)O-, Ci-C6 alkylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said heterocyclylene is 

optionally substituted with Ci-Ce alkyl; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 

alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 

carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, amino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 

heterocyclyl, and ureyl are each optionally substituted with one or more substituents 

selected from: Ci-Ce alkoxy, Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, 
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amino, aryl, carboxy, cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, 

Ci-Ce haloalkyl, halogen, heteroaryl, heterocyclyl, and hydroxyl; and

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or

R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted with 

one or more substituents selected from: Ci-Ce alkoxy, Ci-Ce alkyl, aryl, carbo-Ci-Ce- 

alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, heteroaryloxy, heterocyclyl, and hydroxyl; 

wherein said aryl, Ci-Ce alkyl, and heteroaryl are optionally substituted with one 

substituent selected from: C3-C7 cycloalkyl, Ci-Ce alkoxy, halogen, and hydroxyl.

35. The method according to claim 32, wherein the compound of Formula la is selected from 

compounds of Formula Id and pharmaceutically acceptable salts, and N-oxidcs thereof:

N
Id

wherein:

X is NR7 and Y is CC(O)NHR8; or

X is CC(O)NHR8 and Y is NR7;

R7 is selected from: aryl and heteroaryl; wherein said aryl and heteroaryl are each 

optionally substituted with one or two substituents selected from: cyano and halogen;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene and C3-C7 cycloalkylene; wherein said Ci-Ce 

alkylene is optionally substituted with one or more substituents selected from: Ci-Ce 

alkyl, aryl, heterocyclyl, and hydroxyl; wherein said Ci-Ce alkyl is optionally substituted 

with one substituent selected from: halogen, and hydroxyl; or R14 is absent;

R15 is selected from: -C(O)NH- and -C(O)O-; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkyl, Ci-Ce alkylamino, amino, aryl, carboxy, 

cyano, Ci-Ce haloalkyl, heteroaryl, hydroxyl, and phosphonooxy; wherein said aryl is 

optionally substituted with one hydroxyl group.
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36. The method according to claim 32, wherein the compound of Formula la is selected from 

compounds of Formula Id and pharmaceutically acceptable salts, and N-oxides thereof:

N
Id

wherein:

X is NR7 and Y is CC(O)NHR8; or

X is CC(O)NHR8 and Y is NR7;

R7 is selected from: aryl and heteroaryl; wherein said aryl and heteroaryl are each 

optionally substituted with one or two substituents selected from: fluoro, chloro, and 

cyano;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene and C3-C7 cycloalkylene; wherein said Ci-Ce 

alkylene is optionally substituted with one or more substituents selected from: tetrahydro- 

2/7-pyranyl, hydroxyl, 2,2,2-trifluoroethyl, and fluoromethyl; or R14 is absent;

R15 is selected from: -C(O)NH- and -C(O)O-; or R15 is absent;

R16 is selected from: methylene, isopropyl-methylene, and propylene; or R16 is 

absent; and

R17 is selected from: H, Ci-Ce alkyl, Ci-Ce alkylamino, amino, aryl, carboxy, 

cyano, C3-C7 cycloalkyl, Ci-Ce haloalkyl, heteroaryl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said aryl and C3-C7 cycloalkyl are each optionally substituted 

with one or more substituents selected from hydroxyl and trifluoromethyl.

37. The method according to claim 32, wherein the compound of Formula la is selected from 

compounds of Formula Id and pharmaceutically acceptable salts, and N-oxides thereof:

N
Id

wherein:

X is NR7 and Y is CC(O)NHR8; or
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X is CC(O)NHR8 and Y is NR7;

R7 is selected from: 2,4-difluoro-phenyl, 2,4-dichloro-phenyl, 5-chloro-pyridin-2- 

yl, 5-cyano-pyrazin-2-yl, pyrazin-2-yl, 5-fluoro-pyridin-2-yl, 4-chloro-pyridin-2-yl, 4- 

fluoro-pyridin-2-yl, 4-cyano-pyridin-2-yl, and 4-oxy-pyrazin-2-yl; and

R8 is selected from: 1 -hydroxymethyl-2,2-dimethyl-propyl, 2-hydroxy-1,1- 

dimethyl-ethyl, 1-hydroxymethyl-cyclopropyl, 2-hydroxy-indan-l-yl, 1-hydroxymethyl­

cyclobutyl, ieri-butyl, 2-hydroxy-1-phenyl-ethyl, 2-hydroxy-1-hydroxymethyl-1-methyl­

ethyl, ierZ-butylamino, 2,2,2-trifluoro-l,l-dimethyl-ethyl, 2-methyl-l- 

(phosphonooxy)propan-2-yl, 1-methyl-cyclobutyl, l-hydroxymethyl-2-methyl-propyl, 

cyano-dimethyl-methyl, 2,2-dimethyl-l-(methylcarbamoyl)-propyl, 3,3-dimethyl-l- 

(phosphonooxy)butan-2-yl, 2-hydroxy-l-tetrahydro-pyran-4-yl-ethyl, 1,2-dimethyl- 

propyl, l-pyridin-2-yl-cyclobutyl, 2-(methylamino)-2-oxo-l-phenylethyl, 2,2-dimethyl-l- 

pyridin-2-yl-propyl, l-methoxy-3,3-dimethyl-l-oxobutan-2-yl, l-(2-amino-3- 

methylbutanoyloxy)-3-methylbutan-2-yl, l-(4-carboxybutanoyloxy)-3-methylbutan-2-yl, 

3,3,3 -trifluoro-1 -hydroxymethyl-propyl, 2-fluoro-1,1 -dimethyl-ethyl, 2-fluoro-1 - 

fluoromethyl- 1-hydroxymethyl-ethyl, l-fluoromethyl-2,2-dimethyl-propyl, 1- 

fluoromethyl-cyclobutyl, 1-trifluoromethyl-cyclopropyl, and 1-trifluoromethyl- 

cyclobutyl.

38. The method according to claim 32, wherein the compound of Formula la is selected from 

compounds of Formula le and pharmaceutically acceptable salts, and N-oxides thereof:

le

wherein:

R7 is -R10-Rn-R12-R13; wherein:
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R10 is selected from: 1,1-dimethylethylene, 1,1-dimethylmethylene, ethylene, 

methylene, 1,4-piperidinylene, 2,5-pyrazinylene, and 2,4-pyridinylene; or R10 is absent;

R11 is selected from: -C(O)NH- and methylene; or R11 is absent;

R12 is methylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are each optionally 

substituted with one or two substituents selected from: fluoro, bromo, chloro, methoxy, 

cyano, methyl, tert-butyl, isopropyl, hydroxyl, ethyl, heptafluoropropyl, cyclobutyl, 

trifluoromethyl, cyclopropyl, dimethylamino, methoxy, ethoxy, methylamino, propyl, 

amino, and methanesulfonyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene and heterocyclylene are 

each optionally substituted with one or more substituents selected from: methyl, tert­

butyl, ethyl, tetrahydro-2/7-pyranyl, isopropyl, benzyl, pyridinyl, hydroxymethyl, 4- 

fluoro-phenyl, tert-butoxycarbonyl, carboxy, methoxymethyl, hydroxyethyl, tetrahydro­

furanyl, 3/7-irnidazolylrnethyl, hydroxyl, pyrrolidinyl, and cyclopropyl; or R14 is absent;

R15 is selected from: -C(O)NH-, -C(O)-, Ci-Ce alkylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said heterocyclylene is optionally substituted 

with methyl; or R15 is absent;

R16 is selected from: ethylene and methylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 

alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 

carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 

heterocyclyl, and ureyl are each optionally substituted with one or more substituents 

selected from: amino, 1-tert-butoxycarbonylamino, methyl, 1 -tert-butoxycarbonyl, ethyl, 

hydroxyl, isopropyl, tert-butyl, fluoro, chloro, methoxy, methanesulfonyl, carboxy, 
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trifluoromethoxy, difluoromethoxy, dimethylamino, methoxycarbonyl, ethoxycarbonyl, 

carboxy, carboxamide, trifluoromethyl, diethylamino, cyano, ieri-butylamino, 

cyclopropyl, cyclobutyl, phenyl, bromo, and 1-methyl-pyrrolidinyl; and

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or

R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted with 

one or more substituents selected from: carbo-Ci-Ce-alkoxy, Ci-Ce alkoxy, Ci-Ce alkyl, 

aryl, carbo-Ci-Ce-alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, heteroaryloxy, 

heterocyclyl, and hydroxyl; wherein said aryl, Ci-Ce alkyl, and heteroaryl are optionally 

substituted with one substituent selected from: C3-C7 cycloalkyl, Ci-Ce alkoxy, halogen, 

and hydroxyl.

39. The method of claim 32, wherein the compound of Formula la is selected from the 

following compounds and pharmaceutically acceptable salts, and N-oxides thereof:

(la/?,5a7?)-2-(5-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

(1 a/?,5 a/?)-2-(2,4-Dich loro-phcn y I)-1 a,2,5,5 a- tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclopropyl)-amide;

(la/?,5a/?)-2-(5-Cyano-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

(la7?,5a/?)-2-(5-Fluoro-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

(la7?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

1-(2,4-Difluoro-phenyl)-3b,4,4a,5-tetrahydro-l//-cyclopropa[3,4]cyclopenta[ 1,2- 

c]pyrazole-3-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide;

(1 a7?,5a7?)-2-Pyrazin-2-yl-1 a,2,5,5 a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid tert-butylamide;

(la/?,5a/?)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (cyano-dimethyl-methyl)-amide;
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(la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)- 

amide;

(laT?, 5aT?)-2-(4-Cyano-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

Phosphoric acid mono-(2-{[(laT?,5aT?)-2-(4-cyano-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-2-methyl-propyl) 

ester;

(laT?,5aT?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [2,2-dimethyl-1 -((5)-methylcarbamoyl)- 

propyl]-amide;

Phosphoric acid mono-{(5)-3,3-dimethyl-2-[((laT?,5aT?)-2-pyrazin-2-yl-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl)-amino]-butyl} ester;

(laT?,5aT?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-hydroxy- l-tetrahydro-pyran-4-yl-ethyl)- 

amide;

(laT?,5aT?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)- l-hydroxymethyl-2-methyl-propyl)-amide;

(la5,5a5)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)- 

amide;

(laT?,5aT?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclobutyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide;

Phosphoric acid mono-((5)-3,3-dimethyl-2-{[(laT?,5aT?)-2-(4-oxy-pyrazin-2-yl)- 

la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-butyl) 

ester;
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(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-1-mcthyIcarbamoyl-propy 1)- 

amide;

(la5,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-methylcarbamoyl-phenyl-methyl)-amide;

(5)-3,3-Dimethyl-2-{ [(la/?, 5a5)-2-(4-oxy-pyrazin-2-yl)-la, 2,5,5 a-tetrahydro-1//- 

2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-butyric acid methyl ester;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclopropyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-1 -pyridin-2-yl-propy 1)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-pyridin-2-yl-propyl)- 

amide;

(la5,5a5)-2-(4-Cyano-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1 -hydroxymethyl- 1-methyl-ethyl)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-cyclobutyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1,2-dimethyl-propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [(5)-2-hydroxy- l-(tetrahydro-pyran-4-yl)- 

ethyl]-amide;

(Ia5,5a5)-Pentanedioic acid mono-((5)-3-methyl-2-{ [(la5,5a5)-2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]- 

amino}-butyl) ester;
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(la5,5a5)-(5)-2-Amino-3-methyl-butyric acid (5)-3,3-dimethyl-2-{ [2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]- 

amino}-butyl ester;

(la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro- 1-fluoromethyl- 1-hydroxymethyl- 

ethyl)-amide;

(la5,5a5)-2-(4-Cyano-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-3,3,3-trifluoro- 1-hydroxymethyl-propyl)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)- l-hydroxymethyl-2-methyl-propyl)-amide;

(la5,5a5)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid /V’-tert-butyl-hydrazide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-1,2-dimethyl-propyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-hydroxy- l-phenyl-ethyl)-amide;

(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)- l-fluoromethyl-2,2-dimethyl-propyl)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,25)-2-hydroxy-indan-l-yl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,27?)-2-hydroxy-indan-l-yl)-amide;
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(laS,5aS)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (l-fluoromethyl-cyclobutyl)-amide;

(laS,5aS)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide;

(laS,5aS)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide;

(laS,5aS)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclopropyl)-amide; and 

(la/?, 5a7?)-2-(4-Fluoro-pyridin-2-yl)-la,  2,5,5 a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide.

40. The method of claim 32, wherein the compound of Formula la is (laS,5aS)-2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide, (Compound A) having the structure:

OH

0

Compound A

or a pharmaceutically acceptable salt or crystal form thereof.

41. The method of any one of claims 32 to 40, wherein the visceral pain is abdominal pain, 

pelvic pain, pain arising from or related to an internal organ, painful bladder syndrone, 

pancreatitis, chronic pancreatitis, inflammatory bowel disease, endometriosis, interstitial 

cystitis, interstitial cystitis induced by chemotherapy, ulcerative interstitial cystitis, 

nonulcerative interstitial cystitis, autoimmune interstitial cystitis, prostatitis, chronic 

prostatitis, or post-surgical abdominal lesion.
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42. The method of any one of claims 32 to 40, wherein the visceral pain is pain arising from or 

related to inflammatory bowel disease.

43. The method of any one of claims 32 to 40, wherein the visceral pain is pain arising from or 

related to Crohn’s disease.

44. The method of claim 43, where the patient is in remission for Crohn’s disease.

45. The method of claim 43, where the patient is in remission for Crohn’s disease and has 

chronic visceral pain.

46. The method of claim 42, where the patient has previously been treated with an opioid 

analgesic for pain arising from or related to inflammatory bowel disease.

47. The method of claim 43, where the patient has previously been treated with an opioid 

analgesic for pain arising from or related to Crohn’s disease.

48. The method according to any one of claims 32 to 47, wherein the patient is administered a 

dose from 10 mg to 500 mg of Compound A.

49. The method according to any one of claims 32 to 47, wherein the patient is administered a 

dose from 10 mg to 400 mg of Compound A.

50. The method according to any one of claims 32 to 47, wherein the patient is administered a 

dose of 25 mg, 50 mg, or 100 mg of Compound A.

51. The method accordingly to any one of claims 48 to 50, wherein the dose is administered 

once, twice, or three times per day.

52. The method according to any one of claims 40 to 51, wherein the Compound A is 

administered in an anhydrous, non-solvated crystalline form.

169



WO 2018/208848 PCT/US2018/031688

53. The method of claim 52, wherein the Compound A displays:

(i) a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ±

0.2°, 10.7° + 0.2°, and 16.9° + 0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 160.6 °C and about 168.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.25% weight loss below 

about 135 °C;

or

(ii) a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ±

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, and 11.1° + 0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 162.6 °C and about 166.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C; or

(iii) a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ±

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, and 

17.4° ±0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 163.6 °C and about 165.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

or

(iv) a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ±

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, and 

17.4° ±0.2°;
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a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature between about 163.6 °C and about 165.6 

°C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

or

(v) a powder X-ray diffraction pattern comprising peaks, in terms of 2Θ, at 8.5° ± 

0.2°, 10.7° + 0.2°, 16.9° + 0.2°, 25.4° + 0.2°, 11.1° + 0.2°, 9.8° + 0.2°, 17.4° + 

0.2°, 22.1° + 0.2°, and 16.5° + 0.2°;

a differential scanning calorimetry thermogram comprising an endotherm with 

an extrapolated onset temperature at about 164.6 °C; and/or

a thermogravimetric analysis profile showing about 0.05% weight loss below 

about 135 °C.

54. The method according to any one of claims 40 to 54, wherein the Compound A is 

administered in a pharmaceutical composition comprising Compound A and a 

pharmaceutically acceptable carrier.

55. The method according to claim 54, wherein the pharmaceutical composition comprises from 

10 mg to 500 mg of Compound A.

56. The method according to claim 54, wherein the pharmaceutical composition comprises from 

10 mg to 400 mg of Compound A.

57. The method according to claim 54, wherein the pharmaceutical composition comprises 25 

mg, 50 mg, or 100 mg of Compound A.

58. The method according to any one of claims 54 to 57, wherein the pharmaceutical 

composition is administered once, twice, or three times per day.
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59. The method according to any one of claims 32 to 58, wherein the patient is administered a 

pain adjuvant.

60. The method according to claim 59, wherein the pain adjuvant is selected from 

antidepressants, for example amitriptyline, nortriptyline, venlafaxine, and duloxetine; anti­

seizure medications, for example gabapentin, pregabalin, topiramate, lamotrigine, and 

carbamazepine; muscle relaxants, for example baclofen, cyclobenzaprine, methocarbamol, 

and diazepam; sleep-inducing medications, for example zopiclone, lorazepam, and 

temazapam; anti-anxiety medications, for example lorazepam and alprazolam; and botulinum 

toxin.

61. The method according to any one of claims 32 to 60, wherein the patient is administered an 

additional active agent.

62. The method according to claim 61, wherein the additional active agent is selected from 

analgesic agents, and antidiabetic agents.

63. The use of (la5,5a5)-2-(4-oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide, 

(Compound A) having the structure:

Compound A

or a pharmaceutically acceptable salt or crystal form thereof, in the manufacture of a 

medicament for the treatment or alleviation of visceral pain.
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64. The use according to claim 63, wherein the visceral pain is abdominal pain, pelvic pain, pain 

arising from or related to an internal organ, painful bladder syndrone, pancreatitis, chronic 

pancreatitis, inflammatory bowel disease, endometriosis, interstitial cystitis, interstitial 

cystitis induced by chemotherapy, ulcerative interstitial cystitis, nonulcerative interstitial 

cystitis, autoimmune interstitial cystitis, prostatitis, chronic prostatitis, or post-surgical 

abdominal lesion.

65. The use according to claim 63, wherein the visceral pain is pain arising from or related to 

inflammatory bowel disease.

66. The use according to claim 63, wherein the visceral pain is pain arising from or related to 

Crohn’s disease.

67. A pharmaceutical composition for alleviation of visceral pain, the composition comprising a 

therapeutically effective amount of a compound selected from compounds of Formula la and 

pharmaceutically acceptable salts and N-oxides thereof:

la

wherein:

R1, R2, R3, R4, R5, and R6 are each independently selected from: H and Ci-Ce

alkyl;

X is NR7 and Y is CC(O)N(R8)R9; or

X is CC(O)N(R8)R9 and Y is NR7;

R7 is -R10-Rn-R12-R13; wherein:

R10 is selected from: Ci-Ce alkylene, heteroarylene, and heterocyclylene; or R10 is

absent;

R11 is selected from: -C(O)NH- and Ci-Ce alkylene; or R11 is absent;

R12 is Ci-C6 alkylene; or R12 is absent; and
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R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are each optionally 

substituted with one or two substituents selected from: Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce 

alkylamino, Ci-Ce alkylsulfonyl, amino, C3-C7 cycloalkyl, cyano, C2-C8 dialkylamino, 

Ci-Ce haloalkyl, halogen, and hydroxyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene and heterocyclylene are 

each optionally substituted with one or more substituents selected from: Ci-Ce 

alkoxycarbonyl, Ci-Ce alkyl, C3-C7 cycloalkyl, aryl, carboxy, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl and aryl are optionally substituted with one 

substituent selected from: Ci-Ce alkoxy, aryl, halogen, heteroaryl, and hydroxyl; or R14 is 

absent;

R15 is selected from: -C(O)NH-, -C(O)-, -C(O)O-, Ci-C6 alkylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said heterocyclylene is 

optionally substituted with Ci-Ce alkyl; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 

alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 

carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, amino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 

heterocyclyl, and ureyl are each optionally substituted with one or more substituents 

selected from: Ci-Ce alkoxy, Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, 

amino, aryl, carboxy, cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, 

Ci-Ce haloalkyl, halogen, heteroaryl, heterocyclyl, and hydroxyl; and

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or

R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted with 
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one or more substituents selected from: Carbo-Ci-Ce-alkoxy, Ci-Ce alkoxy, Ci-Ce alkyl, 

aryl, carbo-Ci-Ce-alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, heteroaryloxy, 

heterocyclyl, and hydroxyl; wherein said aryl, Ci-Ce alkyl, and heteroaryl are optionally 

substituted with one substituent selected from: C3-C7 cycloalkyl, Ci-Ce alkoxy, halogen, 

and hydroxyl.

68. The composition according to claim 66, wherein:

R15 is selected from: -C(O)NH-, -C(O)-, Ci-Ce alkylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said heterocyclylene is optionally substituted 

with Ci-Ce alkyl; or R15 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 
alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 

carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 

heterocyclyl, and ureyl are each optionally substituted with one or more substituents 

selected from: Ci-Ce alkoxy, Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, 

amino, aryl, carboxy, cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, 

Ci-Ce haloalkyl, halogen, heteroaryl, heterocyclyl, and hydroxyl.

69. The composition according to claim 67, wherein the compound ol Formula la is selected 

from compounds ol Formula Ic and pharmaceutically acceptable salts, and N-oxides thereol:

R1

hr

Ic

wherein:

R1 and R6 are each independently selected from: H, and Ci-Ce alkyl;
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X is NR7 and Y is CC(O)N(R8)R9; or

X is CC(O)N(R8)R9 and Y is NR7;

R7 is -R10-Rn-R12-R13; wherein:

R10 is selected from: Ci-Ce alkylene, heteroarylene, and heterocyclylene; or R10 is 

absent;

R11 is selected from: -C(O)NH- and Ci-Ce alkylene; or R11 is absent;

R12 is Ci-Ce alkylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are each optionally 

substituted with one or two substituents selected from: Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce 

alkylamino, Ci-Ce alkylsulfonyl, amino, C3-C7 cycloalkyl, cyano, C2-C8 dialkylamino, 

Ci-Ce haloalkyl, halogen, and hydroxyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene and heterocyclylene are 

each optionally substituted with one or more substituents selected from: Ci-Ce 

alkoxycarbonyl, Ci-Ce alkyl, C3-C7 cycloalkyl, aryl, carboxy, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl and aryl are optionally substituted with one 

substituent selected from: Ci-Ce alkoxy, aryl, halogen, heteroaryl, and hydroxyl; or R14 is 

absent;

R15 is selected from: -C(O)NH-, -C(O)-, -C(O)O-, Ci-C6 alkylene, C3-C7 

cycloalkylene, heteroarylene, and heterocyclylene; wherein said heterocyclylene is 

optionally substituted with Ci-Ce alkyl; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 
alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 

carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, amino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 
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heterocyclyl, and ureyl are each optionally substituted with one or more substituents 

selected from: Ci-Ce alkoxy, Ci-Ce alkoxycarbonyl, Ci-Ce alkyl, Ci-Ce alkylsulfonyl, 

amino, aryl, carboxy, cyano, C3-C7 cycloalkyl, C2-C8 dialkylamino, Ci-Ce haloalkoxy, 

Ci-Ce haloalkyl, halogen, heteroaryl, heterocyclyl, and hydroxyl; and 

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or 

R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted with 

one or more substituents selected from: Ci-Ce alkoxy, Ci-Ce alkyl, aryl, carbo-Ci-Ce- 

alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, heteroaryloxy, heterocyclyl, and hydroxyl; 

wherein said aryl, Ci-Ce alkyl, and heteroaryl are optionally substituted with one 

substituent selected from: C3-C7 cycloalkyl, Ci-Ce alkoxy, halogen, and hydroxyl.

70. The composition according to claim 67, wherein the compound of Formula la is selected 

from compounds of Formula Id and pharmaceutically acceptable salts, and Y-oxides thereof:

N
Id

wherein:

X is NR7 and Y is CC(O)NHR8; or

X is CC(O)NHR8 and Y is NR7;

R7 is selected from: aryl and heteroaryl; wherein said aryl and heteroaryl are each 

optionally substituted with one or two substituents selected from: cyano and halogen;
R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene and C3-C7 cycloalkylene; wherein said Ci-Ce 

alkylene is optionally substituted with one or more substituents selected from: Ci-Ce 

alkyl, aryl, heterocyclyl, and hydroxyl; wherein said Ci-Ce alkyl is optionally substituted 

with one substituent selected from: halogen, and hydroxyl; or R14 is absent;

R15 is selected from: -C(O)NH- and -C(O)O-; or R15 is absent;

R16 is Ci-Ce alkylene; or R16 is absent; and
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R17 is selected from: H, Ci-Ce alkyl, Ci-Ce alkylamino, amino, aryl, carboxy, 

cyano, Ci-Ce haloalkyl, heteroaryl, hydroxyl, and phosphonooxy; wherein said aryl is 

optionally substituted with one hydroxyl group.

71. The composition according to claim 67, wherein the compound of Formula la is selected 

from compounds of Formula Id and pharmaceutically acceptable salts, and JV-oxides thereof:

N
Id

wherein:

X is NR7 and Y is CC(O)NHR8; or

X is CC(O)NHR8 and Y is NR7;

R7 is selected from: aryl and heteroaryl; wherein said aryl and heteroaryl are each 

optionally substituted with one or two substituents selected from: fluoro, chloro, and 

cyano;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene and C3-C7 cycloalkylene; wherein said Ci-Ce 

alkylene is optionally substituted with one or more substituents selected from: tetrahydro- 

2/7-pyranyl, hydroxyl, 2,2,2-trifluoroethyl, and fluoromethyl; or R14 is absent;

R15 is selected from: -C(O)NH- and -C(O)O-; or R15 is absent;

R16 is selected from: methylene, isopropyl-methylene, and propylene; or R16 is 

absent; and

R17 is selected from: H, Ci-Ce alkyl, Ci-Ce alkylamino, amino, aryl, carboxy, 

cyano, C3-C7 cycloalkyl, Ci-Ce haloalkyl, heteroaryl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said aryl and C3-C7 cycloalkyl are each optionally substituted 

with one or more substituents selected from hydroxyl and trifluoromethyl.

72. The composition according to claim 67, wherein the compound of Formula la is selected 

from compounds of Formula Id and pharmaceutically acceptable salts, and JV-oxides 

thereof:
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Id

wherein:

X is NR7 and Y is CC(O)NHR8; or

X is CC(O)NHR8 and Y is NR7;

R7 is selected from: 2,4-difluoro-phenyl, 2,4-dichloro-phenyl, 5-chloro-pyridin-2- 

yl, 5-cyano-pyrazin-2-yl, pyrazin-2-yl, 5-fluoro-pyridin-2-yl, 4-chloro-pyridin-2-yl, 4- 

fluoro-pyridin-2-yl, 4-cyano-pyridin-2-yl, and 4-oxy-pyrazin-2-yl; and

R8 is selected from: 1 -hydroxymethyl-2,2-dimethyl-propyl, 2-hydroxy-1,1- 

dimethyl-ethyl, 1-hydroxymethyl-cyclopropyl, 2-hydroxy-indan-l-yl, 1-hydroxymethyl­

cyclobutyl, tert-butyl, 2-hydroxy-1-phenyl-ethyl, 2-hydroxy-1-hydroxymethyl-1-methyl­

ethyl, teri-butylamino, 2,2,2-trifluoro-l,l-dimethyl-ethyl, 2-methyl-l- 

(phosphonooxy)propan-2-yl, 1-methyl-cyclobutyl, l-hydroxymethyl-2-methyl-propyl, 

cyano-dimethyl-methyl, 2,2-dimethyl-l-(methylcarbamoyl)-propyl, 3,3-dimethyl-l- 

(phosphonooxy)butan-2-yl, 2-hydroxy-l-tetrahydro-pyran-4-yl-ethyl, 1,2-dimethyl- 

propyl, l-pyridin-2-yl-cyclobutyl, 2-(methylamino)-2-oxo-l-phenylethyl, 2,2-dimethyl-l- 

pyridin-2-yl-propyl, l-methoxy-3,3-dimethyl-l-oxobutan-2-yl, l-(2-amino-3- 

methylbutanoyloxy)-3-methylbutan-2-yl, l-(4-carboxybutanoyloxy)-3-methylbutan-2-yl, 

3,3,3 -trifluoro-1 -hydroxymethyl-propyl, 2-fluoro-1,1 -dimethyl-ethyl, 2-fluoro-1 - 

fluoromethyl- 1-hydroxymethyl-ethyl, l-fluoromethyl-2,2-dimethyl-propyl, 1- 

fluoromethyl-cyclobutyl, 1-trifluoromethyl-cyclopropyl, and 1-trifluoromethyl- 

cyclobutyl.

73. The composition according to claim 67, wherein the compound of Formula la is selected 

from compounds of Formula le and pharmaceutically acceptable salts, and /V-oxides 

thereof:
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R7

le

wherein:

R7 is -R10-Rn-R12-R13; wherein:

R10 is selected from: 1,1-dimethylethylene, 1,1-dimethylmethylene, ethylene, 

methylene, 1,4-piperidinylene, 2,5-pyrazinylene, and 2,4-pyridinylene; or R10 is absent;

R11 is selected from: -C(O)NH- and methylene; or R11 is absent;

R12 is methylene; or R12 is absent; and

R13 is selected from: Ci-Ce alkyl, aryl, C3-C7 cycloalkyl, heteroaryl, heterocyclyl, 

and hydroxyl; wherein said Ci-Ce alkyl, aryl, and heteroaryl are each optionally 

substituted with one or two substituents selected from: fluoro, bromo, chloro, methoxy, 

cyano, methyl, ieri-butyl, isopropyl, hydroxyl, ethyl, heptafluoropropyl, cyclobutyl, 

trifluoromethyl, cyclopropyl, dimethylamino, methoxy, ethoxy, methylamino, propyl, 

amino, and methanesulfonyl;

R8 is -R14-R15-R16-R17; wherein:

R14 is selected from: Ci-Ce alkylene, C3-C7 cycloalkenylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said Ci-Ce alkylene and heterocyclylene are 

each optionally substituted with one or more substituents selected from: methyl, tert­

butyl, ethyl, tetrahydro-2/7-pyranyl, isopropyl, benzyl, pyridinyl, hydroxymethyl, 4- 

fluoro-phenyl, ieri-butoxycarbonyl, carboxy, methoxymethyl, hydroxyethyl, tetrahydro­

furanyl, 3/7-imidazolylmethyl, hydroxyl, pyrrolidinyl, and cyclopropyl; or R14 is absent;

R15 is selected from: -C(O)NH-, -C(O)-, Ci-Ce alkylene, C3-C7 cycloalkylene, 

heteroarylene, and heterocyclylene; wherein said heterocyclylene is optionally substituted 

with methyl; or R15 is absent;

R16 is selected from: ethylene and methylene; or R16 is absent; and

R17 is selected from: H, Ci-Ce alkoxy, Ci-Ce alkyl, Ci-Ce alkylamino, Ci-Ce 
alkylcarboxamide, C2-C6 alkynyl, ureyl, amino, aryl, arylamino, arylcarbonyl, aryloxy, 
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carbo-Ci-Ce-alkoxy, carboxamide, carboxy, cyano, C3-C7 cycloalkyl, C5-C11 

bicycloalkyl, C3-C7 cycloalkylamino, C2-C8 dialkylamino, C2-C8 dialkylsulfonamide, Ci- 

Ce haloalkyl, heteroaryl, heteroaryloxy, heterobicyclyl, heterocyclyl, hydroxyl, and 

phosphonooxy; wherein said Ci-Ce alkylamino, aryl, arylamino, aryloxy, C5-C11 

bicycloalkyl, C3-C7 cycloalkyl, C3-C7 cycloalkylamino, heteroaryl, heterobicyclyl, 

heterocyclyl, and ureyl are each optionally substituted with one or more substituents 

selected from: amino, 1-teri-butoxycarbonylamino, methyl, 1 -teri-butoxycarbonyl, ethyl, 

hydroxyl, isopropyl, tert-butyl, fluoro, chloro, methoxy, methanesulfonyl, carboxy, 

trifluoromethoxy, difluoromethoxy, dimethylamino, methoxycarbonyl, ethoxycarbonyl, 

carboxy, carboxamide, trifluoromethyl, diethylamino, cyano, terZ-butylamino, 

cyclopropyl, cyclobutyl, phenyl, bromo, and 1-methyl-pyrrolidinyl; and

R9 is selected from H, Ci-Ce alkyl, and C3-C7 cycloalkyl; or

R8 and R9 together with the nitrogen atom to which they are both bonded form a 

group selected from: heterocyclyl and heterobicyclyl, each optionally substituted with 

one or more substituents selected from: carbo-Ci-Ce-alkoxy, Ci-Ce alkoxy, Ci-Ce alkyl, 

aryl, carbo-Ci-Ce-alkoxy, Ci-Ce haloalkyl, halogen, heteroaryl, heteroaryloxy, 

heterocyclyl, and hydroxyl; wherein said aryl, Ci-Ce alkyl, and heteroaryl are optionally 

substituted with one substituent selected from: C3-C7 cycloalkyl, Ci-Ce alkoxy, halogen, 

and hydroxyl.

74. The composition of claim 67, wherein the compound of Formula la is selected from the 

following compounds and pharmaceutically acceptable salts, and N-oxides thereof: 

(la/?, 5a/?)-2-(5-Chloro-pyridin-2-yl)-  la, 2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

(1 a/?,5 a/?)-2-(2,4-Dich loro-phcn y I)-1 a,2,5,5 a- tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclopropyl)-amide;

(la/?,5a/?)-2-(5-Cyano-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

(la7?,5a/?)-2-(5-Fluoro-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;
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(la/?,5a/?)-2-(2,4-Difluoro-phenyl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

1-(2,4-Difluoro-phenyl)-3b,4,4a,5-tetrahydro-l//-cyclopropa[3,4]cyclopenta[ 1,2- 

c]pyrazole-3-carboxylic acid (2-hydroxy-l,l-dimethyl-ethyl)-amide;

(la/?,5a/?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid tert-butylamide;

(la/?,5a7?)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (cyano-dimethyl-methyl)-amide;

(la/?,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)- 

amide;

(la/?, 5a7?)-2-(4-Cyano-pyridin-2-yl)-la,  2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide;

Phosphoric acid mono-(2-{[(la7?,5a7?)-2-(4-cyano-pyridin-2-yl)-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-2-methyl-propyl) 

ester;

(la/?,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [2,2-dimethyl-1 -((5)-methylcarbamoyl)- 

propyl]-amide;

Phosphoric acid mono-{(5)-3,3-dimethyl-2-[((la7?,5a7?)-2-pyrazin-2-yl-la,2,5,5a- 

tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl)-amino]-butyl} ester;

(la/?,5a7?)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2-hydroxy- l-tetrahydro-pyran-4-yl-ethyl)- 

amide;

(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)- l-hydroxymethyl-2-methyl-propyl)-amide;

(la5,5a5)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)- 

amide;

(la/?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-hydroxymethyl-cyclobutyl)-amide;
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(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1-hydroxymethyl-2,2-dimethyl-propyl)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-pyridin-2-yl-cyclobutyl)-amide;

Phosphoric acid mono-((5)-3,3-dirnethyl-2-{ [(laX,5aX)-2-(4-oxy-pyrazin-2-yl)- 

la,2,5,5a-tetrahydro-l//-2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-butyl) 

ester;

(laX,5aX)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-methylcarbamoyl-propyl)- 

amide;

(laX,5aX)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-methylcarbamoyl-phenyl-methyl)-amide;

(5)-3,3-Dimethyl-2-{[(laX,5aX)-2-(4-oxy-pyrazin-2-yl)-la, 2,5,5 a-tetrahydro-1//- 

2,3-diaza-cyclopropa[a]pentalene-4-carbonyl]-amino}-butyric acid methyl ester;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclopropyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-1 -pyridin-2-yl-propy 1)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-2,2-dimethyl-l-pyridin-2-yl-propyl)- 

amide;

(laX, 5aX)-2-(4-Cyano-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1 -hydroxymethyl- 1-methyl-ethyl)- 

amide;

(laX,5aX)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-methyl-cyclobutyl)-amide;

183



WO 2018/208848 PCT/US2018/031688

(la7?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((/?)-1,2-dimethyl-propyl)-amide;

(la7?,5a7?)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid [(6)-2-hydroxy- l-(tetrahydro-pyran-4-yl)- 

ethyl]-amide;

(Ia7?,5a7?)-Pentanedioic acid mono-((6)-3-methyl-2-{ [(la/?,5a/?)-2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza-cyc lopropa[a]pentalene-4-carbonyl]- 

amino}-butyl) ester;

(la6,5a6)-(6)-2-Amino-3-methyl-butyric acid (6)-3,3-dimethyl-2-{ [2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza-cyc lopropa[a]pentalene-4-carbonyl]- 

amino}-butyl ester;

(la6,5a6)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (2-fluoro- 1-fluoromethyl- 1-hydroxymethyl- 

ethyl)-amide;

(la6,5a6)-2-(4-Cyano-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-177-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((6)-3,3,3-trifluoro- 1-hydroxymethyl-propyl)- 

amide;

(la6,5a6)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid ((6)- l-hydroxymethyl-2-methyl-propyl)-amide;

(la6,5a6)-2-(4-Chloro-pyridin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide;

(la6,5a6)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid A’-tert-butyl-hydrazide;

(la6,5a6)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid (2-fluoro-l,l-dimethyl-ethyl)-amide;

(la6,5a6)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid ((/?)-1,2-dimethyl-propyl)-amide;

(la6,5a6)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-177-2,3-diaza-

cyc lopropa[a]pentalene-4-carboxylic acid ((6)-2-hydroxy- l-phenyl-ethyl)-amide;
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(la/?,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((5)-1 -fl uoromcthy 1-2,2-di methyl-propyl)- 

amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,25)-2-hydroxy-indan-l-yl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid ((15,27?)-2-hydroxy-indan-l-yl)-amide;

(la5,5a5)-2-(4-Oxy-pyrazin-2-yl)-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-fluoromethyl-cyclobutyl)-amide;

(la5,5a5)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclobutyl)-amide;

(1 a5,5a5)-2-Pyrazin-2-yl-1 a,2,5,5 a-tetrahydro-1 //-2,3 -diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2,2,2-trifluoro-l,l-dimethyl-ethyl)-amide;

(la5,5a5)-2-Pyrazin-2-yl-la,2,5,5a-tetrahydro-l//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (l-trifluoromethyl-cyclopropyl)-amide; and

(la7?,5a5)-2-(4-Fluoro-pyridin-2-yl)-la, 2,5,5 a-tetrahydro-1//-2,3-diaza- 

cyclopropa[a]pentalene-4-carboxylic acid (2-hydroxy-1,1 -dimethyl-ethyl)-amide.

75. The composition of claim 67, wherein the compound of Formula la is (la5,5a5)-2-(4-oxy- 

pyrazin-2-yl)-la,2,5,5a-tetrahydro-1//-2,3-diaza-cyclopropa[a]pentalene-4-carboxylic acid 

((5)-1-hydroxymethyl-2,2-dimethyl-propyl)-amide, (Compound A) having the structure:

OH

0

Compound A
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or a pharmaceutically acceptable salt or crystal form thereof

76. The composition according to any one of claims 67 to 75, wherein the visceral pain is 

abdominal pain, pelvic pain, pain arising from or related to an internal organ, painlul bladder 

syndrone, pancreatitis, chronic pancreatitis, inflammatory bowel disease, endometriosis, 

interstitial cystitis, interstitial cystitis induced by chemotherapy, ulcerative interstitial cystitis, 

nonulcerative interstitial cystitis, autoimmune interstitial cystitis, prostatitis, chronic 

prostatitis, or post-surgical abdominal lesion.

77. The composition according to claim 76, wherein the visceral pain is pain arising from or 

related to inflammatory bowel disease.

78. The composition according to claim 76, wherein the visceral pain is pain arising from or 

related to Crohn’s disease.

79. The method according to any one ol claims 1 to 62, the use according to any one ol claims 63 

to 66, or the composition ol any one ol claims 67 to 78, wherein the pain is mild to moderate 

pain.

80. The method according to any one ol claims 1 to 62, the use according to any one ol claims 63 

to 66, or the composition ol any one ol claims 67 to 78, wherein the pain is moderate to 

moderately severe pain.

81. The method according to any one ol claims 1 to 62, the use according to any one ol claims 63 

to 66, or the composition ol any one ol claims 67 to 78, wherein the individual has a visual 

analogue scale pain score ol > 40 mm.

82. The method according to any one ol claims 1 to 62, the use according to any one ol claims 63 

to 66, or the composition ol any one ol claims 67 to 78, wherein the individual has a Likert 

numerical rating scale pain score of > 4.
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83. The method according to any one of claims 1 to 62, the use according to any one of claims 63 

to 66, or the composition of any one of claims 67 to 78, wherein the pain is moderate to 

severe pain requiring continuous, around-the- clock opioid therapy for an extended period of 

time.

84. The method according to any one of claims 1 to 62, the use according to any one of claims 63 

to 66, or the composition of any one of claims 67 to 78, wherein the pain is acute pain.

85. The method according to any one of claims 1 to 62, the use according to any one of claims 63 

to 66, or the composition of any one of claims 67 to 78, wherein the method is for short-term 

use (five days or less).

86. The method according to any one of claims 1 to 62, the use according to any one of claims 63 

to 66, or the composition of any one of claims 67 to 78, wherein the pain is chronic visceral 

pain.

87. The method according to any one of claims 1 to 62, the use according to any one of claims 63 

to 66, or the composition of any one of claims 67 to 78, wherein the compound is Compound 

699, and the pain is abdominal pain, pelvic pain, pain arising from or related to an internal 

organ, painful bladder syndrone, pancreatitis, chronic pancreatitis, inflammatory bowel 

disease, endometriosis, interstitial cystitis, interstitial cystitis induced by chemotherapy, 

ulcerative interstitial cystitis, nonulcerative interstitial cystitis, autoimmune interstitial 

cystitis, prostatitis, chronic prostatitis, or post-surgical abdominal lesion.

88. The method according to any one of claims 1 to 62, the use according to any one of claims 63 

to 66, or the composition of any one of claims 67 to 78, wherein the compound is Compound 

699, and the pain is pain arising from or related to inflammatory bowel disease.

89. The method according to any one of claims 1 to 62, the use according to any one of claims 63 

to 66, or the composition of any one of claims 67 to 78, wherein the compound is Compound 

699, and the pain is pain arising from or related to Crohn’s disease.

187



WO 2018/208848 PCT/US2018/031688

Ef
fe

ct
 o

f C
om

po
un

d 4
93

 in
 F

C
A

-I
nd

uc
ed

 H
yp

er
al

ge
sia

 M
od

el
 o

f I
nf

la
m

m
at

or
y 

Pa
in

 
at

 1 
h P

os
t D

os
in

g

o o o o o o o
o co ώ < CM o

Fi
gu

re
 1

[6]1/V\d

1 /13



WO 2018/208848 PCT/US2018/031688

Ef
fe

ct
 o

f C
om

po
un

d 4
93

 in
 M

IA
-I

nd
uc

ed
 O

st
eo

ar
th

ri
tis

 P
ai

n a
t 1

 h 
Po

st
 D

os
in

g

w O w ***

CO CM t*

Fi
gu

re
 2

(δ) IMd

2/13



WO 2018/208848 PCT/US2018/031688

Ti
m

e C
ou

rs
e O

f 1
0 m

pk
 C

om
po

un
d 

49
3 O

n 
Pa

cl
ita

xe
l-I

nd
uc

ed
 A

llo
dy

ni
a:

 D
ay

 8

Fi
gu

re
 3

3/13



WO 2018/208848 PCT/US2018/031688

Ef
fe

ct
 o

f C
om

po
un

d 
49

3 i
n S

ki
n I

nc
isi

on
 M

od
el

* *

■H *

CM O
(z-o) 9JOOS Uiej

Fi
gu

re
 4

4/13



WO 2018/208848 PCT/US2018/031688

Ef
fe

ct
s o

f C
om

po
un

d 
45

5 o
n B

od
y 

Te
m

pe
ra

tu
re

 an
d L

oc
om

ot
or

 A
ct

iv
ity

 in
 R

at
s

ui ughy·: )O:s uot ι·ψ sqai V

Fi
gu

re
 5

5/13



WO 2018/208848 PCT/US2018/031688

Ef
fe

ct
s o

f C
om

po
un

d 
66

0 o
n B

od
y 

Te
m

pe
ra

tu
re

 an
d L

oc
om

ot
or

 A
ct

iv
ity

 in
 R

at
s

Fi
gu

re
 6

6/13



WO 2018/208848 PCT/US2018/031688

Fi
gu

re
 7

7/13



WO 2018/208848 PCT/US2018/031688

Ef
fe

ct
s o

f C
om

po
un

d 
66

7 o
n B

od
y 

Te
m

pe
ra

tu
re

 an
d L

oc
om

ot
or

 A
ct

iv
ity

 in
 R

at
s

Apos

Fi
gu

re
 8

8/13



WO 2018/208848 PCT/US2018/031688

Ef
fe

ct
 o

f C
om

po
un

d 
69

9 (
C

om
po

un
d 

A
) i

n t
he

 ST
Z-

in
du

ce
d 

PD
PN

 M
od

el

σ> 
φ σ> ω 
£ -d 3 Q-

[6] IMd

Fi
gu

re
 9

9/13



WO 2018/208848 PCT/US2018/031688

σ>
φ ω σ>

Ef
fe

ct
 o

f C
om

po
un

d 
91

9 i
n t

he
 ST

Z-
in

du
ce

d 
PD

PN
 M

od
el

[6]lMd

Fi
gu

re
 10

10/13



WO 2018/208848 PCT/US2018/031688

Fi
gu

re
 11

11 /13



WO 2018/208848 PCT/US2018/031688

Ef
fe

ct
 o

f C
om

po
un

d 
69

9 (
C

om
po

un
d 

A
) i

n t
he

 A
ce

tic
 A

ci
d-

In
du

ce
d 

W
ri

th
in

g M
od

el

o o o o o o o 
CD in CO CM Τ­

Fi
gu

re
 12

Ι e JOI uboiai

12/13



WO 2018/208848 PCT/US2018/031688

13/13


