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HETEROARYL-KETONE FUSED AZADECALIN GLUCOCORTICOID 

RECEPTOR MODULATORS 

CROSS-REFERENCES TO RELATED APPLICATIONS 

mm.} This application claims priority lo U.S. Provisional Application Nos. 61 /781,629, filed 

March 14, 2013, 61/759,520, filed February 1,2013, 61/715,907, filed Octobcr 19, 2012, 

61/691,083, filed August 20, 201.2, and 61/651,669, filed May 25,2012 which are incorporated 

in their entirety herein for all purposes. 

BACKGROUND OF THE INVENTION 

[0002} In most species, including man, the physiological glucocorticoid is Cortisol 

(hydrocortisone). Glucocorticoids arc secreted in response to ACTH (corticotropin), which 

shows both circadian rhythm variation and elevations in response to stress and food. Cortisol 

levels are responsi ve within minutes to many physical and psychological stresses, including 

trauma, surgery, exercise, anxiety and depression. Cortisol is a steroid and acts by binding to an 

intracellular, glucocorticoid receptor (GR). In man, glucocorticoid receptors are present in two 

forms: a tigand-binding GR-aipha of 777 amino acids; and, a GR-beta isoform. which lacks the 

50 carboxy terminal residues. Since these include the ligand binding domain, GR-beta is unable 

to bind ligand, is constitutivciy localized in the nucleus, and is transcriptionally inactive. The GR 

is also known as the GR~XI rcccptor. 

10003} The biologic effects of Cortisol, including those caused by hypcreortisolemia, can be 

modulated at the GR level using receptor modulators, such as agonists, partial agonists and 

antagonists. Several different classes of agents are able to block the physiologic effects of GR-

agonist binding. These antagonists include compositions which, by binding to GR, block the 

ability of an agonist to effectively bind to and/or activate the GR. One such known GR 

antagonist, mifepristone, has been found to he an effective anti-glucocorticoid agent in humans 

(Bertagna (1984) J. Clin, Endocrinol. Metab. 59:25). Mifepristone binds to the GR with high 

affinity, with a dissociation constant (Kd) of 10"^ M (Cadepond (1997) Amu. Rev. Med. 48:129). 



What is needed in the art are new compositions and methods for modulating GR receptors. 

Surprisingly, the present invention meets these and other needs. 

SUMMARY 

5 [0004} The present disclosure provides many fused azadecalin compounds. In an aspect, the 

present disclosure provides compounds having the structure of formula I: 

wherein R1 of formula I is a heteroaryl ring having from 5 to 6 ring members and from 1 to 4 

heteroatoms which can each independently be N, O or S, optionally substituted with 1-4 

10 groups which can each independently be Rla. Each Rld of formula I can independently be 

hydrogen, Cj-6 alkyl, halogen, C\.e haloalkyl, Ci_6 alkoxy, C}.6 haloalkoxy, -CN, N-oxide, 

C3.8 cycloalkyl, or C3.8 heterocycloalkyl. Ring J of formula I can be a cycloalkyl ring, a 

heterocycloalkyl ring, an aryl ring or a heteroaryl ring, wherein the heterocycloalkyl and 

heteroaryl rings have from 5 to 6 ring members and from 1 to 4 heteroatoms which can each 

15 independently be N, O or S. Each R2 of formula I can independently be hydrogen, Cj.6 alkyl, 

halogen, C].6 haloalkyl, Ci-6 alkoxy, C]_6 haloalkoxy, C1.6 alkyl-

Cu6 alkoxy, -CN, -OH, -NR2aR2b, -C(0)R2a, -C(0)0R2a, -C(0)NR2aR2b, -SR2a, -S(0)R2a, -S( 

0)2R2a, C3-8 cycloalkyl, and C3.8 heterocycloalkyl, wherein the heterocycloalkyl groups are 

optionally substituted with 1-4 R2c groups. Alternatively, two R2 groups linked to the same 

20 carbon can be combined to form an oxo group (=0). Alternatively, two R groups can be 

combined to form a heterocycloalkyl ring having from 5 to 6 ring members and from 1 to 3 

heteroatoms wherein each can independently be N, O or S, wherein the heterocycloalkyl ring 

is optionally substituted with from 1 to 3 R2d groups. R2a and R2b of formula I can each 

independently be hydrogen or C)-6 alkyl. Each R2c can independently be hydrogen, halogen, 

25 hydroxy, Cj.6 alkoxy, Ci.6 haloalkoxy, -CN, or -NR2aR2b. Each R2d can independently be 

hydrogen or Cj-6 alkyl, or two R2d groups attached to the same ring atom can be combined to 

form (=0). R3 of formula 1 can be phenyl or pyridyl, each optionally substituted with 1-4 R3a 

groups. Each R3a of formula I can independently be hydrogen, halogen, or 
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Ci-6 haloalkyl. Subscript n of formula I can be an integer from 0 to 3. The compounds of 

formula I can also be the salts and isomers thereof. 

[0005] In another aspect, the present disclosure provides a pharmaceutical composition 

including a pharmaceutically acceptable excipient and the compound of formula I as defined 

above. 

[0006] In some embodiments, the present disclosure provides a method of modulating a 

glucocorticoid receptor, the method including contacting a glucocorticoid receptor with a 

compound of formula I, thereby modulating the glucocorticoid receptor. 

[0007] In some embodiments, the present disclosure provides a method of treating a 

disorder through modulating a glucocorticoid receptor, the method including administering to 

a subject in need of such treatment, a therapeutically effective amount of a compound of 

formula I, thereby treating the disorder. 

[0008] hi some embodiments, the present disclosure provides a method of treating a 

disorder through antagonizing a glucocorticoid receptor, the method including administering 

to a subject in need of such treatment, an effective amount of the compound of formula I, 

thereby treating the disorder. 

BRIEF DESCRIPTION OF THE DRAWINGS 

[0009] Figures 1 and 2 show various synthetic schemes for making the compounds of the 

present invention. 

DETAILED DESCRIPTION OF THE INVENTION 

I. General 

[0010] The present invention provides compounds capable of modulating a glucocorticoid 

receptor (GR) and thereby providing beneficial therapeutic effects. The compounds include 

heteroaryl ketone fused azadecalins. The present invention also provides methods of treating 

diseases and disorders by modulating a GR receptor with the compounds of the present 

invention. 
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II. Definitions 

(00111 The abbreviations used herein have their conventional meaning within the chemical and 

biological arts. 

[0012 [ Where substituent groups are specified by their conventional chemical formulae, 

5 written from left to right, they equally encompass the chemically identical suhstituents that 

would result from writing the structure from right to left, e.g., -CHhO- is equivalent to -OCH--. 

1*00131 "Aiky'r refers to a straight or branched, saturated, aliphatic radical having the number 

of carbon atoms indicated. Alkyl can include any number of carbons, such as C3.2, Cj.3, CM, 

C]-5, C]-6, Ci-7, C].s- Cj-9, Cj-sO, C2-3, C'?-+, C2-5, C'>-6- Q.4, C'j-5, C?-6- C4-5, C'4-6 and C.5-6- For 

10 example, Cu, alkyl includes, but is not limited to, methyl, ethyl, propyl, isopropyi, butyl, 

isobutyl, secJbutyl. tertbutyl, pentyl, isopentyl, hexyl, etc, Alkyl can also refer to alkyl groups 

having up to 20 carbons atoms, such as, but not limited to heptyl, octyi, nonyl, decyl, etc. 

f 0014) "Alkylene'" refers to a straight or branched, saturated, aliphatic radical having the 

number of carbon atoms indicated, and linking at least two other groups, I.e., a divalent 

15 hydrocarbon radical. The two moieties linked to the alkylene can be linked to the same atom or 

different atoms of the alkylene group. For instance- a straight chain alkylene can be the bivalent 

radical, of -(CHkV, where n is 1,2, 3,4., 5 or 6. Representative alkylene groups include, but arc 

not limited to, methylene, ethylene, propylene, isopropyiene, butylenc, isobutylene, sec-butylene, 

pentylene and hexylene. 

20 [0015] "Alkoxy" refers to an alkyl group having an oxygen atom that connects the alkyl group 

to the point of attachment: alkyl-O-. As for the alkyl group, alkoxy groups can have any 

suitable number of carbon atoms, such as Cj-6. Alkoxy groups include, for example, methoxy, 

ethoxy, propoxy, iso-propoxy, butoxy, 2-butoxy, iso-butoxy, sec-butoxy, tert-butoxy, pentoxy, 

hexoxy, etc. 

25 [0016] 4'Aikyj-Alkoxy" refers to a radical having an alkyl component and an alkoxy 

component, where the alkyl component links the alkoxy component to the point of attachment. 

The alkyl component is as defined above, except that the alkyl component is at least divalent, an 

alkylene, to link to the alkoxy component and to the point of attachment. The alkyl component 

can include any number of carbons, such as Co-6, Ci„2, CM, CM, C] .5, C\.& C2..3, C2.4, C2.5, C2.6, 
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C3-4, C3.5, C3-6, C4-5, C4-6 and C5-6. In some instances, the alkyl component can be absent. The 

alkoxy component is as defined above. 

|0OI7| "Halogen" refers to fluorine, chlorine, bromine and iodine. 

[0018[ "Haloalkyl" refers to alkyl as defined above, where some or ail of the hydrogen atoms 

5 are replaced with halogen atoms. As for the alkyl group, haloalkyl groups can have any suitable 

number of carbon atoms, such as C^. For example, haloalkyl includes trifiuoromethyj, 

iluoromethyl, etc. In some instances, the term "perfluoro'' can be used to define a compound or 

radical where all the hydrogens are replaced with fluorine. For example, perfluoromethane 

includes 1,1,1 -triOuoromethyL 

10 [0019| "Haloalkoxy" refers to an alkoxy group where some or all of the hydrogen atoms are 

substituted with halogen atoms. As for the alkyl group, haloalkoxy groups can have any suitable 

number of carbon atoms, such as Cue. The alkoxy groups can be substituted with 1,2,3, or 

more halogens. When ail the hydrogens are replaced with a halogen, for example by fluorine, 

the compounds are per-substituted, for example, perfluorinated. Hal.oalk.oxy includes, but is not 

15 limited to, trifluoromethoxy., 2,2,2,-trifiuoroethoxy, perfluoroethoxy, etc. 

[0020] "Cycloalkyl" refers to a saturated or partially unsaturated, monocyclic, fused bicyclic or 

bridged polycyclic ring assembly containing from 3 to 12 ring atoms, or the number of atoms 

indicated. Cycloalkyl can include any number of carbons, such as C3-6, C4-6, C>6, C3..8, C4..8, C5.8, 

Q-s, C>9, C-3-U, and C3-J2. Saturated monocyclic cycloalkyl rings include, for example, 

20 cyciopropyl, cyclobutyl, cyclopentyl, cyclohexyl, and cyciooety!. Saturated bicyclic and 

polycyclic cycloalkyl rings include, for example, norbomane, [2.2.2] bicydooctane, 

decahydronaphthalene and adaraantane. Cycloalkyl groups can also be partially unsaturated, 

having one or more double or triple bonds in the ring. Representative cycloalkyl groups that are 

partially unsaturated, include, but are not limited to, cyclobuterje, eydopenteoe, cyclobexene, 

25 cyclohexadiene (1,3- and 1,4-isorners), cycloheptene, cycloheptadiene, cyck)octcnc, 

cyciooctadiene (1,3-, 1,4- and .1,5-isomers), norboraene, and norbornadiene. When cycloalkyl is 

a saturated monocyclic C3.& cycloalkyl, exemplary groups include, but are not limited to 

cyciopropyl, cyclobutyl, cyclopentyl, cyclohexyl cycloheptyl and cyclooctyl. When cycloalkyl 

is a saturated monocyclic C3..6 cycloalkyl, exemplary groups include, but are not limited to 

30 cyciopropyl, cyclobutyl, cyclopentyl, and cyclohexyl. 
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|0021] uAikyI-cycioallvyT' refers to a radical having an alkyl component and a cycloalkyl 

component, where the alkyl component links the cycloalkyl component to the point of 

attachment. The alkyl component is as defined above, except that the alkyl component is at least 

divalent, an alkylene., to link to the cycloalkyl component and to the point of attachment. In 

5 some instances, the alkyl component can be absent. The alkyl component can include any 

number of carbons, such as C]-6, C1-2. C1-3, CM, C1.5, C2-3, C2-4, C2-5, C2-6, CM, C3-5, Cj-e, C4-5, 

C4-6 and C5-6. The cycloalkyl component is as defined within. Exemplary alkyl-cycioalkyl 

groups include, but are not limited to, methyl-cyclopropyl, methyl-cyciobutyf methyl-

cyclopentyl and methyl-eyclohexyl. 

10 [0022] "Heterocycloalkyl" refers to a saturated ring system having from 3 to 12 ring members 

and from 1 to 4 heteroatoms of N, O and S. Additional heteroatoms can also be useful, 

including, but no!, limited to, B, Al, Si and P. The heteroatoms can also be oxidized, such as, bat 

not limited to, -S(O)- and -S(0}2~- Heterocycloalkyl groups can include any number of ring 

atoms, such as, 3 to 6, 4 to 6, 5 to 6, 3 to 8,4 to 8, 5 to 8, 6 to 8, 3 to 9, 3 to 10, 3 to 11, or 3 to 12 

15 ring members. Any suitable number of heteroatoms can be included in the heterocycloalkyl 

groups, such as 1,2,3, or 4, or 1 to 2, 1 to 3, I to 4, 2 to 3, 2 to 4, or 3 to 4. The 

heterocycloalkyl group can include groups such as aziridine, azetid.ine, pyrrolidine, piperidine, 

azepane,, azocane, quinuclidme, pyrazolidine, imidazolidirse, piperazine (1 r,2-, 1,3- and. 1,4-

isomers), oxirane, oxetane, tetrahydrofuran, oxane (tetrahyd ropy ran), oxepane, thiirane, thietane, 

20 thiolane (tetrahydrothiophene), thiane (tetrahydrothiopyran), oxazolidine, isoxalidine. 

thiazolidine, isothiazoHdine, dioxolane, dithiolane, morpholine, thiomorpholine, dioxane, or 

dithiane. The heterocycloalkyl groups can also be fused to aromatic or non-aromatic ring 

systems to form members including, but not limited to, indoline. 

[8023] When heterocycloalkyl includes 3 to 8 ring members and 1 to 3 heteroatoms, 

25 representative members include, but are not limited to. pyrrolidine, piperidine, tetrahydrofuran, 

oxane, tetrahydrothiophene, thiane, pyrazolidine, imidazoline, piperazine, oxazolidine, 

isoxazolidine, thiazolidine, isothiazolidine, motpholine, thion.iorphoU.ne, dioxane and dithiane. 

Heterocycloalkyl can also form a ring having 5 to 6 ring members and 1 to 2 heteroatoms, with 

representative members including, but not limited to, pyrrolidine, piperidine, tetrahydrofuran, 
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tetrahydrothiophene, pyrazolidine, imidazoiidine, piperazine, oxazolidine, isoxazolidine, 

thiazolidine, isothiazolidine, and morpholine. 

| 0024) "Arvi" refers to an aromatic ring system having any suitable number of ring atoms and 

any suitable number of rings. Arvi groups can include any suitable number of ring atoms, such 

5 as, 6, 7, 8, 9,10, 11,12, 13, 14, 15 or 16 ring atoms, as well as from 6 to 10, 6 to 12, or 6 to 14 

ring members. Ary! groups can be monocyclic, fused to form bicyclic or tricyclic groups, or 

linked by a bond to form a biaryl group. Representative aryl groups include phenyl, naphthyl and 

biphenyl. Other aryl groups include benzyl, having a methylene linking group. Some aryl 

groups have from 6 to 1.2 ring members, such as phenyl, naphthyl or biphenyl. Other aryl groups 

10 have from 6 to 10 ring members, such as phenyl or naphthyl. Some other and groups have 6 ring 

members, such, as phenyl. Aryl groups can be substituted or unsubstituted. 

[0025] "Arylcne" refers to an aryl group, as defined above, linking at least two other groups. 

The two moieties linked to the aryl are linked to different atoms of the aryl, Arvlene groups can 

be substituted or unsubstituted. 

15 j'0926{ "Heteroaryl'' refers to a monocyclic or fused bicyclic or tricyclic aromatic ring assembly 

containing 5 to 16 ring atoms, where from 1 to 5 of the ring atoms are a heteroatom such as IN, O 

or S. Additional heteroatoms can also be useful, including, but not limited to, B, Al, Si and P, 

The heteroatoms can also be oxidized, such, as, but not limited to, -S(O)- and -S(0)r. Heteroaryl 

groups can include any number of ring atoms, such as, 3 to 6, 4 to 6, 5 to 6, 3 to 8, 4 to 8, 5 to 8, 

20 6 to 8, 3 to 9, 3 to 10, 3 to 11, or 3 to i 2 ring members. Any suitable number of heteroatoms can 

be included in the heteroaryl groups, such as 1, 2, 3,4, or 5, or i to 2„ 1 to 3, I to 4, 1 to 5, 2 to 3, 

2 to 4, 2 to 5, 3 to 4, or 3 to 5. Heteroaryl groups can have from 5 to 8 ring members and from 1 

to 4 heteroatoms, or from 5 to 8 ring members and from 1 to 3 heteroatoms, or from 5 to 6 ring 

members and from 1 to 4 heteroatoms, or from 5 to 6 ring members and from 1 to 3 heteroatoms. 

25 The heteroaryl group can include groups such as pyrrole, pyridine, imidazole, pyrazole, triazole, 

fctrazolc, pyrazine, pyrimidine, pyridazine, f.riazine (1,2,3-, 1,2,4- and 1,3,5-isomers), thiophene, 

furan, thiaxole, isothiazole, oxazole, and isoxazole. The heteroaryl groups can also be fused to 

aromatic ring systems, such as a phenyl ring, to form members including, but not limited to, 

benzopyrroles such as indole and isoimioie, benzopyridines such as quinolme and isoquinoline, 

30 benzopyrazine (quinoxaline), benzopyrimidine (quinazolme), benzopyridazines such as 
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phthalazine and cinnoline, bcnzothiophene, and benzofuran. Other heteroaryl groups include 

heteroaryl rings linked by a bond, such as bipyridine. Heteroaryl groups can be substituted or 

unsubstituted. 

[0027| T he heteroaryl groups can be linked via any position on the ring. For example, pyrrole 

5 includes K 2- and 3-pyrrole, pyridine includes 2-, 3- and 4-pyridine, imidazole includes 1 2-, 

4- and 5-imidazoie, pyrazole includes I-, 3-, 4- and 5-pyrazole, triazole includes K 4- and 5-

triazole. tetrazole includes 1- and 5-tetrazofe, pyrimidine includes 2-, 4-, 5- and 6- pyrimidine, 

pyridazine includes 3- and 4-pyrid.azine, 1,2,3~triazine includes 4- and 5-triazine, 1,2,4-triazine 

includes 3-, 5- and 6-triazine, 1,3,5-triazine includes 2--triazine, thiophene includes 1- and 3~ 

10 thiophene, furan includes 2- and 3-furan, thiazole includes 2-, 4- and 5-thiazolc, isothiazole 

includes 3-, 4- and 5-isothiazole, oxazole includes 2-, 4- and 5-oxazole, isoxazolc includes 3-, 4-

aud 5-isoxazoIe, indole includes 1-, 2- and 3-indole, isoindole includes 1- and 2-isoirtdole, 

quinoline includes 2~. 3- and 4-quinolinc, isoquinoline includes 1-, 3- and 4-isoqumoline, 

quinazoline includes 2- and 4-quinoazoline, cinnoline includes 3- and 4-cinrtoline, 

15 benzothiophene includes 2- and 3-benzo thiophene, and benzofuran includes 2- and 3-benzofuran. 

[0028] Some heteroaryl groups include those having from 5 to 10 ring members and from I to 

3 ring atoms including N, O or S, such as pyrrole, pyridine, imidazole, pyrazole, triazole, 

pyrazine, pyrimidine, pyridazine, triazine (1,2,3-, 1,2,4- and 1,3,5-isomers), thiophene, furan, 

thiazole, isothiazole, oxazole, isoxazole, indole, isoindole, quinoline, isoquinoline, quinoxaline, 

20 quinazoline., phthalazine, cinnoline, benzolhiophene, and benzofuran. Other heteroaryl groups 

include those having from 5 to 8 ring members and from 3. to 3 heteroatoms, such as pyrrole, 

pyridine, imidazole, pyrazole, triazole, pyrazine, pyrimidine, pyridazine, triazine (1,2,3-, 1-2,4-

and 1,3,5-isomers), thiophene, furan, thiazole, isothiazole, oxazole, and isoxazole. Some other 

heteroaryl groups include those having from. 9 to 12 ring members and from 1 to 3 heteroatoms, 

25 such as indole, isoindole, quinoline, isoquinoline, quinoxaline, quinazoline, phthalazine, 

cinnoiine, benzothiophene, benzofuran and bipyridine. Still other heteroaryl groups include 

those having from 5 to 6 ring members and from I to 2 ring heteroatoms including N, O or S, 

such as pyrrole, pyridine, imidazole, pyrazole, pyrazine, pyrimidine, pyridazine, thiophene, 

furan, thiazole, isothiazole, oxazole, and isoxazole. 
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[0029} Some heteroaryl groups include from 5 to 10 ring members and only nitrogen 

heteroatoms, such as pyrrole, pyridine, imidazole, pyrazole, triazole, pyrazine, pyrimidine, 

pyridazine, triazine (1,2,3-, 1,2,4- and l,3*5-isomers), indole, isoindole, quinoline, isoquinoline, 

quinoxaline, qumyzoline, phthalazine, and cinnoline. Other heteroaryl groups include from 5 to 

5 10 ring members and only oxygen heteroatoms, such as furan and benzofuran. Some other 

heteroaryl groups include from 5 to 10 ring members and only sulfur heteroatoms, such as 

thiophene and benzothiophene. Still other heteroaryl groups include from 5 to 10 ring members 

and at least two heteroatoms, such as imidazole, pyrazole, triazole, pyrazine, pyrimidine, 

pyridazine, triazine (1,2,3-, 1,2,4- and 1,3,5-isomers), thiazole, isothiazole, oxazole, isoxazole, 

1.0 quinoxaline, quinazoline, phthalazine, and cinnoline. 

[0030] "Hctcroarylenc" refers to a heteroaryl group, as defined above, linking at least two other 

groups. The two moieties linked to the heteroaryl are linked to different atoms of the heteroaryl. 

Heteroarylene groups can be substituted or unsubstituted. 

[0031] "Salt'* refers to acid or base salts of the compounds used in the methods of the present 

15 invention. Illustrative examples of pharmaceutical.^' acceptable salts are mineral acid 

(hydrochloric acid, hydrobromtc acid, phosphoric acid, and the like) salts, organic acid (acetic 

acid, propionic acid, glutamic acid, citric acid and the like) salts, quaternary ammonium (methyl 

iodide, ethyl iodide, and the like) salts. It is understood that the pharmaceutical^ acceptable 

salts are non-toxic. Additional information on suitable pharmaceutical^ acceptable salts can be 

20 found in Remington's Pharmaceutical Sciences, ,17th. ed., Mack Publishing Company, Easton, 

Pa.., .1985, which is incorporated herein by reference. 

[0032] "Hydrate" refers to a compound that is complexed to at least one water molecule. The 

compounds of the present invention can be complexed with from .1 to 10 water molecules. 

[0033] "Isomers" refers to compounds with the same chemical formula but which are 

25 structurally distinguishable. 

[0034] ' 'Tautomer" refers to one of two or more structural isomers which exist in equilibrium 

and which are readily converted from one form to another, 

[0035] "Pharmaceuticallv acceptable excipient" and 'cphar m aceu tica 11 y acceptable carrier"' 

refer to a substance that aids the administration of an active agent to and absorption by a subject 
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and can be included in the compositions of the present invention without causing a significant 

adverse toxicological effect on the patient. Non-limiting examples of pharraaceuticaily 

acceptable excipients include water, NaCl, normal saline solutions, laetated Ringer's, normal 

sucrose, normal glucose, binders, fillers, disintegrants, lubricants, coatings, sweeteners, flavors 

5 and colors, and the like. One of skill in the art will recognize that other pharmaceutical 

excipients a.re useful in the present invention. 

[00361 "'Modulating a glucocorticoid receptor'" refers to methods for adjusting the response of 

a glucocorticoid receptor towards glucocorticoids, glucocorticoid antagonists, agonists, and 

partial agonists. The methods include contacting a glucocorticoid receptor with an effective 

10 amount of either an antagonist, an agonist, or a partial agonist and detecting a change in GR 

activity. 

[0037] s "Glucocorticoid receptor" ("GR") refers to a family of intracellular receptors which 

specifically bind to Cortisol and/or Cortisol analogs (e.g. dexametlmsone). The glucocorticoid 

receptor is also referred to as the Cortisol receptor. The term includes isoforms of GR, 

15 recombinant GR and mutated GR. 

[0038] " Glucocorticoid receptor antagonist" refers to any composition or compound which 

partially or completely inhibits (antagonizes) the binding of a glucocorticoid receptor (GR) 

agonist, such as Cortisol, or Cortisol analogs, synthetic or natural, to a GR. A "specific 

glucocorticoid receptor antagonist" refers to any composition or compound which inhibits any 

20 biological response associated with the binding of a GR to an agonis t. By "specific," we intend 

the drug to preferentially bind to the GR rather than other nuclear receptors, such as 

rnineraloeorticoid receptor (MR) or progesterone receptor (PR). 

[0039] "GR modulator" refers to compounds that agonize and/or antagonize the glucocorticoid 

receptor and are defined as compounds of Formula I below, 

25 [0040] "Anti-inflammatory glucocorticosteroid" refers to a class of steroid hormones that bind 

to the glucocorticoid receptor and reduce inflammation. Examples of anti-inflammatory 

glucocorticosteroids include, but. are not limited to, Cortisol (the physiological glucocorticoid) as 

well as alcionietasone, betamethasone, budesonide, ciclesonide, clobetasol, clocortolone, 

deprodone, desonide, dexamethasone, difluprednate, flunisolide, ftuocinolone, fluticasone, 
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haicinonide, haiometasone, haloprcdone, hydrocortisone, loteprednol, methylprednisoione, 

mometasone, nalloeort, oxazacort paramethasone, prednicarbate, prednisolone, prednisone, 

triamcinolone, trimexolone, and ulobetasol. Glucocorticosteroids are part of a class of 

compounds e-allcd corticosteroids that also includes mineraiocorticosteroids. The anti-

5 inflammatory glucocorticosteroids of the present invention bind to glucocorticoid receptor and 

not to the mineralocorticoid. receptor, also known as the glucocorticoid receptor I (GRI). 

[0041] "GR induced transactivation" refers to gene expression induced by binding of a GR 

agonist to a glucocorticoid receptor. For example, GR induced transactivation can occur when 

an anti-inflammatory glucocorticosteroid., such as dcxamcthasone, binds to a glucocorticoid 

10 receptor. In the present invention, inhibition of GR induced transactivation occurs with at least 

25% inhibition of the GR induced transactivation activity. 

[0042] "GR induced transrepression"'" refers to inhibition of gene expression induced by-

binding of a GR agonist to a glucocorticoid receptor. The GR modulators of the present 

invention can have minimal effect, on GR induced transrepression, In the present invention, 

15 substantially not inhibiting GR-induced transrepression is when GR-induced transrepression 

activity in the presence of the GR modulator is at least 50% of the activity observed in the 

absence of the GR modulator. 

[§043] "Contacting" refers to the process of bringing into contact at least two distinct species 

such that they can react with one another or interact such that one has an effect on the other, 

20 [0044] "Treat"", "treating" and "treatment" refer to any indicia of success in the treatment or 

amelioration of an injury, pathology or condition, including any objective or subjective 

parameter such as abatement; remission; diminishing of symptoms or making the injur)', 

pathology or condition more tolerable to the patient; slowing in the rate of degeneration or 

decline; making the final point of degeneration less debilitating; improving a patient's physical or 

25 mental well-being. The treatment or amelioration of symptoms can be based on objective or 

subjective parameters; including the results of a physical examination, neuropsychiatry exams, 

and/or a psychiatric evaluation. 

[0045] "Patient" or "subject in need thereof' refers to a living organism suffering from or 

prone to a condition that can be treated by administration of a pharmaceutical composition as 
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provided herein. Non-limiting examples include humans, other mammals and other 

non-mammalian animals. 

[0046] "Disorder" or "condition" refer to a state of being or health status of a patient or subject 

capable of being treated with the glucocorticoid receptor modulators of the present invention. 

5 Examples of disorders or conditions include, but are not limited to, obesity, hypertension, 

depression, anxiety, and Cushmg's Syndrome. 

[0047| "Antagonizing'5 refers to blocking the binding of an agonist at a receptor molecule or to 

inhibiting the signal produced by a receptor-agonist. A receptor antagonist blocks or dampens 

agonist-m.edia.ted responses. 

10 [0048] 'Therapeutically effective amount"' refers to an amount of a conjugated functional 

agent or of a pharmaceutical composition useful for treating or ameliorating an identified disease 

or condition, or for exhibiting a detectable therapeutic or inhibitory effect. The effect can be 

detected by any assay method known in the art, 

[0049J Description of compounds of the present invention are limited by principles of 

15 chemical bonding known to those skilled in the art. Accordingly, where a group may be 

substituted by one or more of a number of substituents, such substitutions are selected so as to 

comply with principles of chemical bonding and to give compounds which are not inherently-

unstable and/or would be known to one of ordinary skill in the art as likely to be unstable under 

ambient conditions, such as aqueous, neutral, or physiological conditions. 

20 ill. Compounds 

[0050] The present invention provides many fused azadecalin compounds. In some-

embodiments, the present invention provides compounds having the structure of formula J: 

RV° %? 
N -4 

(J) 

12 
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wherein R1 of formula i is a heteroaryl ring having from 5 to 6 ring members and from 1 to 4 

heteroatoms which can each independently be N, 0 or S, optionally substituted with 1-4 groups 

which can each independently be Rla Each Ria of formula I can independently be hydrogen, 

Cj.6 alkyl, halogen, CM haloalkyl, CM alkoxy, CM haloalkoxy, -CN, N-oxide, C3-S cycloalkyl, 

5 or C3-8 heterocycloalkyl. Ring J of formula i can be a cycloalkyl ring, a heterocycloalkyl ring, 

an aryl ring or a heteroaryl ring, wherein the heterocycloalkyl and heteroaryl rings have from 5 

to 6 ring members and from 1 to 4 heteroatoms which can each independently be N, O or S. 

Each R2 of formula I can independently be hydrogen, CM alkyl, halogen, CM haloalkyl, 

C1..6 alkoxy, CM haloalkoxy, CM alkyl-Q.e alkoxy, -CN, -OH, -NR2sR2b, -C(0)R2\ -C(G)OR2a, 

10 -C(0)NRjidR2'\ -SR"d, -S(0)R"\ -S(0)2R"\ C3.8 cycloalkyl, and heterocycloalkyl, wherein 

the heterocycloalkyl groups are optionally substituted with 1.-4 RzC groups. Alternatively, two R2 

groups linked to the same carbon can be combined to form an oxo group (::rO). Alternatively, 

two R" groups can be combined to form a heterocycloalkyl ring having from 5 to 6 ring members 

and from 1 to 3 heteroatoms wherein each can independently be N, 0 or S, wherein the 

15 heterocycloalkyl ring is optionally substituted with from 1 to 3 R2d groups. R"a and Rl'° of 

formula I can each independently be hydrogen or CM alkyl. Each RAC can independently be 

hydrogen, halogen, hydroxy, CM alkoxy, Cj.& haloalkoxy, -CN, or -NR2aR2b. Each R/d can 

independently be hydrogen or CM alkyl, or two R2fJ groups attached to the same ring atom can be 

combined to form (=0). R" of formula J can be phenyl or pyridyL each optionally substituted 

20 with 1 -4 R',a groups. Each R3* of formula i can independently be hydrogen, halogen, or 

Cs-6 haloalkyl Subscript n of formula 1 can be an integer from 0 to 3. The compounds of 

formula 1 can also be the salts and isomers thereof. 

[0051] In some embodiments, wherein R* of formula I can be a heteroaryl ring having from 5 

to 6 ring members and from 1 to 4 heteroatoms which can each independently be N, O or S, 

25 optionally substituted with 1-4 groups which, can each independently be Rla. Each Rla of 

formula. 1 can independently be hydrogen. CM alkyl, halogen, CM haloalkyl. CM alkoxy, 

Cj haloalkoxy, -CN, C3.S cycloalkyl or C3.8 heterocycloalkyl Ring J of formula I can be a 

cycloalkyl ring, a heterocycloalkyl ring, an aryi ring or a heteroaryl ring., wherein the 

heterocycloalkyl and heteroaryl rings have from 5 to 6 ring members and from. 1 to 3 

30 heteroatoms which can each independently be N, O or S. Each R2 of formula I can 

independently be hydrogen, CM alkyl, halogen, CM haloalkyl, CM alkoxy, CM haloalkoxy. 
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-CN, -NRiaR/!\ C3-8 cycloalkyl, or C3-8 heterocycloalkyl wherein the heterocycloalkyl groups are 

optionally substituted with 1-4 R"1 groups. R"'a and R2b of formula 1 can each independently be 

hydrogen or alkyl Each R":'" can independently be hydrogen, halogen, hydroxy, Cj_6 alkoxy, 

Cj-6 haloalkoxy, -CN, or ~NR2f!R"°. R'1 of formula I can be phenyl or pyridyl, each optionally 

5 substituted with 1-4 R5a groups. Each R'53 of formula i can independently be hydrogen, halogen, 

or C>_6 haloalkyl Subscript n of formula I can be an integer from 0 to 3. The compounds of 

formula I can also be the salts and isomers thereof. 

[0052] In some embodiments, Rj can be a heteroaryl ring having from 5 to 6 ring members and 

from I to 3 heteroatoms which each can independently be N, O or S. optionally substituted with 

10 3-4 groups which can each independently beRld. Each Ru can independently be hydrogen or 

C]_6 alkyl Ring J can be tetrahydrofuran, phenyl or pyridyl Each R2 can independently be 

hydrogen, Cj_6 alkyl, halogen, Ci-6 haloalkyl, €;_g alkoxy, Ci.6 haloalkoxy, -CN, -NR2aR2°, 

C?..g cycloalkyl or C?..B heterocycloalkyl. R2s and Rib can each independently be hydrogen or 

Ci.6 alkyl. R" can be phenyl or pyridyl. R3acanbeF. Subscript n can be 0 or I. In some 

15 embodiments, each R u can independently be hydrogen, C\..$ alkyl, Ci-6 haloalkyl, or Cj-6 alkoxy. 

[0053] In some embodiments, Rj can be a heteroaryl ring having from. 5 to 6 ring members and 

from l to 3 heteroatoms which can each independently be N, O or S, optionally substituted with 

I-4 groups which can each independently be R.la, Each R.'~ can independently be hydrogen or 

C]..6 alkyl Ring J can be phenyl or pyridyl Each R~ can independently be hydrogen, halogen, 

20 Cj-6 haloalkyl -CN or C5.6 heterocycloalkyl. R? can be phenyl or pyridyl RJ'J can be F. In some 

embodiments, each Rlh can independently be hydrogen, C\.e alkyl, C1..6 haloalkyl, or C3..6 alkoxy. 

[0054] The compounds of the present invention include at least one stereogenic center at the 

bridgehead carbon. Accordingly, the compounds can include a mixture of isomers, including 

enantiomers in a racemic mixture, or in enantiomericaily pore mixtures that are substantially the 

25 R~ or S-isomer, In some embodiments, the compounds of formula I can have the following 

structure: 

RN^° O O 
I "f n f°spH2»-0-iR!)« 

I 
R3 
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|'0055| Any suitable heteroaryl can be used for R! in the compounds of the present invention, 

as defined in the definitions above. In some embodiments, the heteroaryl of RJ can have from 5 

to 6 ring members and from 1 to 4 heteroatoms which can each independently be N, O or S, 

optionally substituted with 1-4 groups which can each independently be Rl'\ In some 

5 embodiments, the heteroaryl of R1 can be pyrrole, pyrazole, imidazole, triazole, tetrazole, furan, 

oxazole, isoxazole, oxadiazole, thiophene, thiazole, isothiazole, thiadxazole, pyridine, pyrazine, 

pyrimidine, or pyridazine. in some embodiments, the heteroaryl of R: can be 2-pyrrolc, 

3-pyrrole, 1-pyrazole, 3-pyrazole. 4-pyrazoie, 5-pyrazole, 2-imidazoie, 4-imidazole, 5-imidazole, 

1,2#3-tnsz°l-4-yl, l,23,-triazo!-5-yl, 1,2,4-triazo!-3-yL 1,2,4~triazol-5-yf, 1,2,3,4-tetrazoI- 1-yl, 

10 .1,2,3,4,telrazol~5~yi, 2-furan, 3-furan, 2-oxazole, 4-oxazole, 5-oxazole, 3-isoxazole, 

4-isooxazole, 5-isooxazole, 1,2,4-oxadiazol-3~yl> l,2,4-oxadiazol-5-yl, l,2,5-oxadiazol~3-yI, 

1,3-4-oxadiazo 1 -2-y 1. 2-thiophene, 3-thiophene, 2-thiazole, 4-thiazole, 5-ihiazole, 3-isothiazole, 

4-isoihiazole, 5-isothiazok% 13v3-tMadiazol-4~yf 1,2,3~ihiadiazol~5~yl, 1,2,4-ihiadiazol~3~yf 

1.2.4-thiadiazol-5-yl, l,2,5-t.hiadiazol-3-y]., l,3,4-thiadiazol-2-yl, 2-pyridine, 3-pyridin.e, 

15 4-pyridme, pyrazine, 2-pyrimidine, 4-pyrimidine, 5-pyrimidine, 6-pyri.rnidme, 3-pyridazine, 

4-pyridazine, 5-pyridaxine, or 6-pyri.dazme, In some embodiments, the heteroaryl of Rl can be 

pyrazole-, imidazole, triazole, furan, oxazole, oxadiazole, thiophene, thiazole, pyridine, pyrazine 

or pyrimidine. In some embodiments, the heteroaryl of R1 can be imidazole, furan, oxazole, 

oxadiazole, thiophene, thiazole, or pyridine. In some embodiments, the heteroaryl of can be 

20 1-pyrazole, 3-pyrazole, 4-pyrazole, 5-pyrazole, 2-imidazole, 4-imidazole, 5-imidazole, 

1,2,3~triazol-4-yl, l,2,3,-triazol-5-yl, l,2,4-triazo)-3-yI, l,2,4-triazol-5-yi, 2-ftiran, 3-furan, 

2-oxazole, 4-oxazole, 5-oxazole, l,2,4-oxadiazol-3-yl, 1,2,4-oxadiazol-5-yl, 

1.2.5-oxadiazol-3-yl, 1,3,4-oxadiazol-2-yl, 2-thiophene, 3-thiophene. 2-thiazole, 4-thiazole, 

5-thiazole, 2-pyridine, 3-pyridine, 4-pyridine, pyrazine, 2-pyrimidine, 4-pyrimidine, 

25 5-pyrimidine, or 6-pyrimidine. In some embodiments, the heteroaryl of R1 can be 3-pyrazole, 4-

pyrazole, 2-imidazole, L2,4-triazoi-5-yL 2-furan, 2-oxazole, 4-oxazole, 1,3,4-oxadiazol-2-yl, 

2-thiophene, 2-thiazole. 4-thiazole, 5-thiazole, 2-pyridine, 3-pyridinc, 4-pyridine, pyrazine, or 

2-pyrimidine. In some embodiments, the heteroaryl of Rl can be 2-imidazole, 4~imidazoie, 

5-imida.2ole, 2-furan, 3-furan, 2-oxazolc, 4-oxazolc, 5-oxazeic, 1,2,4-oxadiazoI-3~yl, 

30 l,2,4-oxadiazol-5-yi, 1,2,5-oxadiazoI~3-yl, L3,4-oxadiazol~2-yl, 2-thiophene, 3~thiophene, 

2-thiazole, 4-thiazole, 5-thiazole, 2-pyridine, 3--pyridine, or 4-pyridine. 

15 
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j'0056] in some embodiments, the heteroaryl of Rf can be optionally substituted with 1 -4 

groups which can each independently be R'a. In some embodiments, each Rli! can independently 

be hydrogen, Cu-> alkyl, halogen, C}.f; haloalkyl CK, alkoxy, Cj.<> haloalkoxy, -CN, N-oxide, 

C-3-s cycloalkyl, or C.?.g heterocycloalkyl. In some embodiments, each R,a can independently be 

5 hydrogen, Cis alkyl haloalkyl, Cj-6 alkoxy or Ci..s heterocycloalkyl In some 

embodiments, each Rla can independently be hydrogen, Cj.6 alkyl, CM, haloalkyl or Cue alkoxy. 

In some embodiments, each Ria can independently be hydrogen, Cj-6 alkyl, or CM, haloalkyl in 

some embodiments, each R'a can independently be hydrogen orC}.<> alkyl The alkyl of Rla can 

be any suitable alkyl group, such as methyl, ethyl propyl butyl pentyl, and hcxyl, among 

10 others. In some embodiments, each R!a can independently be hydrogen, methyl, ethyl, 

irifluoromethyi, methoxy, or pyrrolidinyl In some embodiments, each Ria can independently be 

hydrogen, methyl ethyl, trifluoromethvl, or methoxy. In some embodiments, each Rla can 

independently be hydrogen or methyl 

[0057] Ring J of formula I can be any suitable ring. In some embodiments, ring J of formula I 

15 can be a cycloalkyl ring, a heterocycloalkyl ring., an aryl ring or a heteroaryl ring, wherein the 

heterocycloalkyl and heteroaryl rings can have from 5 to 6 ring members and from 1 to 4 

heteroatoms which can each independently beN, O or S. In some embodiments, ring J can be 

heterocycloalkyl, aryl or heteroaryl. Suitable heterocycloalkyl groups include those defined in 

the definitions above. In some embodiments, the heterocycloalkyl can tetrahydrofuran. Suitable 

20 aryl groups for ring J include those defined in the definitions above. Representative aryl groups 

include phenyl and naphthyl In some embodiments, the aryl group of ring 3 can be phenyl 

Suitable heteroaryl groups for ring J Include those defined in the definitions above. 

Representative heteroaryl groups include pyrrole, pyridine, imidazole, pyrazole, triazole, 

tetrazole, pyrazine, pyrimidine, pyridazine, triazine (1,2,3-, 1,2,4- and 1,3,5-isomers), thiophene, 

25 furan, thiazole, isothiazole, oxazole, and isoxazoie, In some embodiments, the heteroaryl can be 

pyridyl or thiophene. In some embodiments, ring J can be aryl or heteroaryl in some 

embodiments, ring J can be phenyl pyridine, imidazole, pyrazole, triazole, tetrazoic, thiadiazoie, 

isothiazole, isoxazoie, cyclohexyl, tetrahydrofuran and tetrahydro-2H-pyran. In some 

embodiments, ring J can be phenyl, pyridine, or pyrazole. in some embodiments, ring J can be 

30 tetrahydrofuran, phenyl, pyridyl or thiophene. In some embodiments, ring J can be phenyl In 

some embodiments, ring J can be pyridyl. In some embodiments, ring J can be pyrazole. 

16 
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[01158] in some embodiments, the heteroaryl of RJ can be 3-pyrazole, 4-pyrazole, 2-imldazole, 

l,2,4"trsazo!"5-yL 2-fiiran, 2-oxazole, 4-oxazole, 13,4-oxadiazol-2-yl, 2-thiophene, 2-thiazole, 

4-thiazole. 5-thiazole, 2-pyridine, 3-pyridine, 4-pyridine, pyrazine, or 2-pyrimidine, and Ring i 

can be 2-pyridine, 3-pyridine, 4-pyridine, imidazol-2-yl, irnidazol-4-yi, imidazol-5-yl, pyrazol-3-

5 yl, pyrazol-4-yi, pyrazol-5-yl, l,2,3~triazoi-4-yl, i,2,3-triazol-5-yl, isoxazol-4-yl, cyclohexyl, 

tetrahydrofuran or tetrahydro-2H-pyran. 

[0059] Ring J of formula I can be substituted with any suitable number of R/' groups. Each R" 

of formula i can independently be hydrogen, Ci-6 alkyl, halogen, C5-6 haloalkyl, Cj-6 alkoxy, 

Ci_6 haloalkoxy., Ci_6 alkyl~C,_6 alkoxy, -CN, -OH, -NR2aR2\ -C(0)R2a, -C(0)0R2\ 

10 -C(0)NR^R2l\ -SRza, --S(G)R2\ -8(0)2^, C3-8 cycloalkyl, or C3-3 heterocycloalkyl, wherein the 

betcrocycloalkyl groups are optionally substituted with 1 -4 R2c groups. In some embodiments, 

each R.2 of formula I can independently be hydrogen., C5.6 alkyl, halogen, CJ.,6 haloalkyl, 

Ct.e alkoxy, Cf.6 haloalkoxy, Cf.6 aIkyl-C;.6 alkoxy, -CN, -NR2aR2\ -C(0)0R2a, -S{0)2R2\ 

C3.8 cycloalkyl, or C3.8 heterocycloalkyl, wherein the heterocycloalkyl group lias 5-6 ring 

15 members and 1 to 2 heteroatoms. In some embodiments, each R'" of formula I can independently 

be hydrogen, C-,.6 alkyl, halogen, C-..6 haloalkyl, Ci-e alkoxy, Ci.e haloalkoxy, C]..6 aikyl-

Ci-6 alkoxy, -CN, ~NR~aRA\ -SCOhR^', C3..8 cycloalkyl, or C3..8 heterocycloalkyl, wherein the 

heterocycloalkyl group has 5-6 ring members and 1 to 2 heteroatoms. Each RA of formula I can 

independently be hydrogen, Ct_6 alkyl, halogen, Q.6 haloalkyl, Ci_6 alkoxy, Ci.g haloalkoxy, 

20 -CN, -NR^R21', C3.8 cycloalkyl, or C3.8 heterocycloalkyl wherein the heterocycloalkyl groups are 

optionally substituted with i-4 R2c groins. In some embodiments, each Rz can independently be 

hydrogen, halogen, Cj.e haloalkyl, -CN, or heterocycloalkyl having 5-6 ring members and 1 to 2 

heteroatoms wherein at least one heteroatom is N. Heterocycloalkyl groups having 5-6 ring 

members and 1 to 2 heteroatoms with at least one nitrogen include, but are not limited to, 

25 pyrrolidine, piperidine, pyrazolidine, imidazolidine, piperazine (1.2-, 1,3- and 1,4-isomers), 

oxazolidine, isoxaiidine, thiazolidine, isothiazofidine, morpholine, or thiomorpholine. in some 

embodiments, each R2 can independently be hydrogen, methyl, ethyl, propyl, isopropyl, F, CI, -

CF3, CI-bOMe. OMe, OCHF2, -CN, -NMc^, -C(0)0H, -C(0)NMc2, "S(0)-)Me, pyrrolidine, 

piperidine or morpholine. in some embodiments, each R2 can independently be hydrogen, 

30 methyl ethyl, F, CI -CFY OMe, OCHF2, -CN, -NMe?,, -S(0)?Me, pyrrolidine, piperidine or 

morpholine. In some embodiments, each R'1 can independently be hydrogen, F, -CF3, -CN, 
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15 

pyrrolidine, piperidine or morpholine. In some embodiments, R"' can be -CF-j. Ring J can be 
•*> 

substituted with 1,2, 3 or 4 R/_ groups. In some embodiments, ring J is substituted with 1 R'" 

group. 

|0060| Several R" groups can be further substituted with one or more of R2a, R2b and R2c. R2a 

and R2b can each independently be hydrogen 0rC3.fi alkyl. Each R2c can independently be 

hydrogen, halogen, hydroxy, C1-6 alkoxy, Cue haloalkoxy, -CN, or -NR2aR/'b. 

|0061] R5 of formula .1 can be phenyl or pyridyl, each optionally substituted with 1 -4 R"'a 

groups. In some embodiments, R3 can be substituted with i RJa group. Each R",a group can 

independently be hydrogen, halogen, or C1-6 haloalkyl. In some embodiments, each R"1 group 

can independently be H, F, CL Br, or -CP.;. In some embodiments, each R'a group can 

independently be F or -CF3. In some embodiments, R"'a can be F. The R3S group can be present 

at any position on the phenyl or pyridyl ring to form a 2~, 3- or 4-substituted ring. In some 

embodiments, the phenyl or pyridyl ring is substituted at the 4-position. In some embodiments, 

R"' can be 4-F-phenyl. 

10062] When R" of formula I is 4-F-phenyl, the compounds of the present invention can have 

the following structure: 

o. .0 

or 

f 0 h \ 
fs|-

V 
F 

'2,'rf ~;i-4 

Alternatively, the compounds of the present invention can have the following structure: 
RV° °,,p 

(R2)l-4 

or 

(i>-(R2)i-4 
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[0063] Subscript n of formula I can be an integer from 0 to 3. In some embodiments, subscript 

n can be 0, 1,2, or 3. in some embodiments, subscript n can be 0 or 1. In some embodiments, 

subscript n can be 0. in some embodiments, subscript n can be 1. 

[0064| In some embodiments, the compound of formula I can be: 

5 Intermediate 13. (R)-(6-((6-chioropyridin--3--yi)siilfonyr)-l-(4-fluorophenyl)-4,4a,5,6,7,8» 

hexahydro-iF!-pyrazolo[3,4-g]isoqiiinolin-4a-yl}(pyridin-2-yi)methanorie, 

Intermediate 14, (R)-(6-((6-chloropyridin-3"yi)siilfonyl)~l-(4-fluorophenyl.)-4,4a,5,6,7,8" 

hexabydro-iH-pyrazolo[3,4-gjisoq'uinoHn~4a-yi)(thiazo]-2-yl}mefhanone, 

Example 1, (R)-(l-(4~fluorophenyl)-6-((4-(ti-ifluoromethyl)phenyl)sulfonyl)'*4,4a,5,6,?\8-

10 hcxahydro-lH-pyrazolo[3A-g]isoquinolin~4a-yI)(p\Tidin-2-yl)methanonc, 

Example 1A. (R)-(l-(4-fluoropheiiyI)-6-((4-(trifiuorornetliyi)phenyl)suIfonyI)-4,4as5,6s7,8-

hexahydro-lH~pyrazolo[3,4-g]ssoquinol.in-4a-y3)(!-mcthyl-1 H-imidazx>].-2-y])methanonev 

Example IB, (R)-(i-(4-fhiorophenyl)~6~((4^jifIuoromethy])phenyl)suIfonyl)-4,4a,556,7,8-

hexahydro-lH-pyraz.olo[3,4-g]isoquinolin-4a-yiXpwidin~3-yi)methanone, 

15 Example IC. (R)-(l-(4-fluorophenyl)-6-((4-(lTiftuoromeQiyl)phenyl)sulfonyl)-4,4a,5,6,7,8-

liexahydro-lH-pyrazolo[3,4-g]isoquino]ir5-4a-yI)(thiazol-2-y!)methanone, 

Example ID. (R)-(I-(4-nuorophenyl)-6-((4-(trifmoro!nethyl)pheny])sulfonyl)--4,4a55,6,7,8-

hexahydro-IH-pyrazolo[3,4-g]isoqumolin-4a-yl)(5-meihyl-13,4-oxadiazol-2-

yl)rnethanone, 

20 Example ! E. fR)-(l-(4-f].itorophenyl)-6-((4-(trifluoromethyl)pheny!)sulfonyl)-4,4a,5,6,7,8-

hexahydro-1 FI-pyrazo'o[3,4-g3isoquinolin-4a-yl)(oxazo]-4-yl)me1:hanor!e, 

Example 1F. (R}-{ I -(4-fluorophenyl)-6-((4-(trifluoromethy[)phenyl)suIfonyl)-4,4a,5,6,7,8-

hexahydrO"iH"pyrazoIo[3,4-'g]isoqiiinoiin-4a-yl}(oxazol-2-yi)methanone, 

Example 1G. (R)-( 1 -(4-fiuorophenyl)-6-((4-(trifIuoromethyl)phenyl)sulfonyl)-4,4a,5,6,7,8-

25 hexahydxo-!M.--pyrazolQp,4"g]isoqitmolin-4a~y!)(fdran-2-y!)methanone, 

Example 1H. (R)-(l-(4-fluoropheiiyl)-6-({4-(trifhioromethyi)phenyl)sulfonyI)-4.4a,5,6,7,8-

hcxahydro-lH-pyrazolo[3,4-g]isoquinolin-4a~yi)(thiophen~2-yl)m.ethanone, 

Example II, (R)-{l-(4-fiuoropheny!)-6-(m-tolylsulfonyl)-4,4&,5,6,7,8-bexahydro-lH-

pyrazolo[3,4-g]isoquino]ii>4a-yi)(oxazol-2~yi)methanone. 

19 
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Example 1 J. (R)-( 1 -(4-f1uoroplienyl}-6-(m-tolyLsuifonyl)-454a,5,6,7,8~hexahydro-1H-

pyrazolo[3,4-g]isoquinoiin-4a-yi){pyrimidiii-2-yl)mcthanone, 

Example IK. (R)-(6-((3>5-difl'uorophcnyl)sulfonyl)-I-f4-fiuorophenyl)-4,4a,5,697,8-hcxahydro-

lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(4-mcthoxypyridin-2-yl)metbanonc9 

5 Example 1L. (R)--{4~etliylpyridin-2-y[)(I-(4-fiuoropheny1}~6-((3!4,5-trifiuorophenyr)sulfonyl)-

4,4a.,5,6J,8-hexahydro-lH-pyrazoio[3,4-g]isoquinolin-4a-yl)methanone, 

Example IM. (R)-(l"(4-fiuoropbenyl)-6-((3,4,5-trifluorop]ieny])sulfony])-4,4a,5,6,7,8-

hexahydro-iH-pyraz.olo[3,4-g]isoqumolin^a~yl)(4-methoxypyridm-2-yl)rnethanoiie, 

Example 2. (R.)-(l-(4-fluorophenyl)-6-((4-iluorophenyl)sulfonyJ.)-4,4as5,6,7,8-hexahydro-lH-

10 pyrazolo[3,4-g]isoquinolin-4a-yI)(pyridin-2-yl)methanone, 

Example 2A. (R)-(6-({3-D.uorobei}zyl)sulfonyl)-l -(4-.{luorophenyr}-4,4a,5.6,7,8-hexaliydro-1H-

pyrazolo[3,4-gjisoqaIriolin-4a-yl)(thiazol-2-yl)methanone, 

Example 2B. ((4aR)-l-(4-fiuorophenyl)-6-((((R/S)-tetrahydroftiran-2-yl)methyl)siilfonyi)-

4,4a,5,6,7,84icxahydro~lH-pyrazolo[3,4-g]isoquinoJm-4a-yI)(thiazol-2-yl)mcthanonc, 

15 Example 2C. (R)-(I-(4-fluorophenyl)-6-(o4oIylsulfonyl)-4,4a,5,6,7,8-hexabydro-lH-

pyrazolo[3,4-g]isoquino]in-4a-yl)(pyridin-2-yl)methanone, 

Example 2D. (R)-(6-((4-ethylphenyl)sulfonyi)-l-(4-fIuorophenyi)-4,4a,5,6!,7,8-hexahydro-lH-

pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridin-2-yl)methanone, 

Example 2E. (R)-(l-(4-fiuorophenyl)-6-(ni-tolyLsiiifonyI)-4,4a,5,6,7,8-licxahydro-1H-

20 pyrazolo[3,4-g]isoquinoHn-4a-yI)(pyridiii-2-yl)methanone, 

Example 2F. (R)-(6-((3-chlorophenyl)sulfonyl)-l-(4-fluoroplienyl)-4,4a,5)6,7,8-liexahydro-iH-

pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridin-2-yl)methanones 

Example 2G. (RMl-(4-ftuoropbenyl)-6-((3-methoxyphenyl)sulfonyl)-4,4a,5,6,7,8~hexahydro-

iH"Pyrazo3o[3,4"g]isoqxiiiiolin~4a-y[)(pyridin-2»yl)niethanone, 

25 Example 2H. (R)-(6~((4-chloro-3-fluorophenyl)sulfonyl)-l-(4-fluorophcnyl)-4,4a,5,6,7.,8-

bexahydro-1H-pyrazolo[3,4-g]isoquiinolin-4a-yl)(pyridin-2-yl}methanone, 

Example 21. (RXM4-fluoropheny])-6-({4-methoxyphenyJ.)sul:fony].)-4,43,5,6,7,8-hexahydro-l H-

pyrazol.o[3,4-g]isoquinolin-4a-yl)(pyridin-2-yl)met1ianone, 

Example 2.T, (R)-(6-((3-fluoro-4-methylphenyl)sulfonyl)-l-(4~i1uoropheay1)~4,4a,5,6,7,8-

30 hexahydro-1 H"pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridm-2-yl)metiiarione, 
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Example 2K. (R)-( 1 -(4-fluorophenyl)-6-(phenylsulfonyI)-4?4a,5,6,7,8-hvxahydro-1H-

pyrazolo[3?4-g]isoqiiinolin--4a-yl){pyridin-2-yl)methanonc, 

Example 2L. (R)-(l-(4-fliiorophcnyI)-6-((2-fluorophenyl)sulfonyl)-4,4a,5,6,'7^8-!liexahydro-iH-

pyrazolo[3!14-g]isoqiiinolin--4a-yl)(pyridir!~2-yl)niethaiione, 

5 Example 2M. (R)-(I-(4-fluoropheiiyl)-6-((l-metiiyl-lH-pyrazol-4-yl)suifbEiyl)-4,4a,5s6,7,8-

3iexafaydro-iH-pyrazoIo[3,4-g]isoqiimoiin-4a-yi)(pyridin-2-yI}mefhaiaone, 

Example 2N. {R,)-(l-{4-flaoropheny1)~6-((6-(triOuoromethyi)pyridsn~3-yl)sulfbrsyl)~4,4a,5,6,7,8-

hexahydro-lH-pyrazoIo[3,4-g]isoqumolin-4a-yS)(pyridiT5-2-yl)mefbanoneJ 

Example 20. {R}-(l-(4-fiuoropheny1)-6-tosy!-4.4a,5,6,7,8-hexahydro-lH-pyrazo1o[3,4-

10 g]isoqirino]in~4a~ylXpyridin-2-yl)methanone, 

Example 2P. (R}-(6-((4-iiuoro-3-(tritluoromethyl)phenyl)suIfonyl)-l-(4-lluorophenyl)-

4,4a,5,6,7,8-hexahydro-lH-pyrazolo[3,4-g]isoquinolm-4a-yl)(pyridm-2~yl)methanone, 

Example 2Q. (R)-4-((l-(4-fluorophenyl)^a-picolinoyl^as5 J.S-tetrahydro-iH-pyrazotofS^-

gjisoqiunQlii^^H^ylJsuifonylJbenzottitriic, 

15 Example 2R. (R)-(l-(4-fluorophenyl)-6-((6-met3ioxypyridin-3-yl)sulfonyl)-4s4a,5,6,7,8-

hexabydro4H-pyrazolo[3,4-g]isoqitinolin-4a-yl)(pyridm-2-yl)metbanone, 

Example 2S. (R)-(l-(4-fluorophenyJ)-6-((tetrahydro-2H-pyran-4-yl)sulfonyl)-4,4aJ5,6,7:r8-

hexahydi*o-lH-pyrazoio[3,4-g3isoquinolin-4a-yl)(pyridin-2-yl)methanone, 

Example 2T. (R)-(6-(cyc!ohexyLsulfonyl)-l-(4-fluorophenyl')-4,4a,5,6,7,8-hexahydro-lH-

20 pyrazolo[3,4-g]isoquitioliii-4a-yl)(pyridin-2-yi)methanofle. 

Example 2U. (R)-(6^(i-ethyl-lH-pyrazol-5-yl)sulfonyl)-l-(4-fhiorophenyl)-4,4a,5,6,7,8-

bexahydro-lH-pyrazolo[3,4-g]isoquinolin-4&-ylX4-(trifluoromethyl)pyridin-2-

yl)methanone, 

Example 2V. (R)-(6-((3,5-dimethyl-lH-pyrazol-4-yI)suIfonyi)-l-(4-fluorophenyl)-4,4a,5,6,7,8-

25 hexahydro-JH-pyrazolo[3,4-g]isoquinolin-4a~yl)(4-(trifluoromethyl)pyridin-2-

yljrnethanone. 

Example 2W. (R)-(6-((IH-imidazol-4-yl)sulfoDyl)-i-(4-fluoropbenyl)-4,4a,5,6>7i8-hexahydro-

iH-pyrazolo[3,4-g]isoqumo1in-4a-yl)(4-(1rifluoromethy])pyridin-2-yl)methanone, 

Example 3. 0*Ml-(4-fluoropheny])-6-((6-raorphoIinopyridjn-3-y])sti]fonyl)-4s4a,5,6,7,8-

30 hexahydro-lH-pyrazolQ[3,4-g]isoquinolm-4a-yi)(pyridin-2-yl)m.ethanone, 
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Example 4. (R)-{1 -(4-fluorophenyl)-6-((6-(pyrrolidm-] -yl)pyridin-3-yi)suifonyi)-4,4a.5,6,7,8-

hexahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yi)(thiazol-2-yi)niethanone, 

Example 5. (RHi-(4-fluorophei3yl>6-((4-fluorophcnyI)s'uifonyi)-4,4a,5,6,7,8-hexaliydro-lH-

pyrazolo[3,4-g}isoquinolin-4a-yl)(thiazol-2-yl)methanone, 

5 Example 5A. (R)-(l"(4-fluorophe.nyl)-6-{(3-flu.orophenyl)sulfonyl)-4v4a,5,6,7>8-hexahydro-lH-

pyrazolo[3,4"g]isoquinoiin~4a-yi)(thiazol-2-yl)inethaiionc, 

Example 5B, (R.)-4-(((l-(4-f1uoroplieriyl)-4a-(thiazole-2-carbony])-4a,5,7,8~ietrahydro~iH-

pyrazolo[3,4-g]isoqumo]m-6(4H)-yl)sxilfony])methy])benzonitrile, 

Example 5C. (K)-(l-(4-fluorophenyl)-6-((3-(trif]uorome*hyl)phenyl)sulfonyl)-4,4a,5,6,7,8-

10 hexa]iydro-iH-pyrazo!o[3,4-g]isoqumo]in-4a-yl)(pyridin-2~y1)niethanone> 

Example 5D. (R)-(l-{4-fluoropbeny])-6-((4-(trifiuoromethyl)phenyl)sulforiyl)-4,4a,5,6,7,8-

hexahydro-lH~pyrazolo[3,4-g]i$oquinolm-4a-yl)(l-methyl-lH-l,2;4-triazol-5-

yl)methanone, 

Example 5E. (R)-(l-(4-fluoropbeiiy])-6-((4-(txifluoromcthyl)phiCiiy!)sulfonyl)-4,4a,5,6,7,8-

15 hexahydro-1 H-pyrazolo[3,4-gjisoquinoIin-4a-y l)(pyrazm-2-y l)methanone, 

Example 5F. (R)-(l-(4-fluorophenyl>6-((5-fluoropyndin-3-y!}siil.fbnyi)~4>4a,5,6,7,8-hexahydro-

lH-pyrazolo[3,4-g]isoqmnoJin-4a-yl)(pyridin-2-yl)methanone, 

Example 5G. (R)-(l-(4-fliioroplieny])-6-((3-fliiorophenyr)sulfonyl)-4,4a,5,657J8-hexahydro-lH-

pyrazolo[3,4-g]isoquinolin-4a-y[)(pyridin-2-yl)rnethanone, 

20 Example 5H. (R)-(l-(4-fluorophenyl)-6-((4-(trifiuoromefhyi)pbenyl)sulfonyl)-4,4a,5,6,7,8-

hexahydro-lH-pyrazolo[3,4-g]isoqumoHn~4a~yl)(5-methoxypyridm-2-yl)methanone, 

Example 51. (R)-(l-(4-fluorophcnyl)-6-((4-(trifluoromctliyl)phcnyl)sulfonyl)-4>4a,5>6,7!,8-

hexahydro-lH-pyrazoIo[3,4-g]isoquinolin~4a~yl)(ihiazoI-5-yl)incthanonc, 

Example 5J. (R)-n-(4-fluorophenyl)-6-((5-fluoropyridm-3-yl)sidfonyl)-4,4a,5,6,7,8-hexahydro~ 

25 lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(thiazol-2-yl)methanone, 

Example 6. (R)-(l-(4-fluorophenyi)-6-((4~(pyrroIidjVl-yl}pbenyl)sulfonyl)-4,4a,5,6,7,8-

hexahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yl}(tbiazol-2-yl)methanone, 

Example 6A. (R)-(l-(4~fltooropheny]}-6-((3-(pyrroHdin-1-yl)pheny])sulfonyl)-4.4a,5,6,7,8-

hexahydro-1 H-pyrazolo[3,4~g3isoquino]in-4a~yi)(thiazo1-2-y!)methanone, 

30 Example 7. (RHl-{4-f1uoropbei)yl}-6-((5-(piperidin-l-yl)pyridin-3-yl)su)foiiy!}-4,4a,5,6,7,8-

hexahydro-iH-pyrazoio[3,4-g]isoqumolin-4a-yl)(tbiazol-2-yl)metbanone, 
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Example 7A. (R)-(i-(4-fluorophenyl)-6-((5-(pyrrolidm-l-yi)pyriciin-3-yl)sulfonyl)-4,4a,5,6J7,8-

hexahydro-lH-pyrazoIo[3,4-g]isoquiiioUn-4a-yi)(thiazol-2-yl)raethanone, 

Example 8. (R}-(l-{4-fluorophenyl}-6~((6~(pyrrolidiii-i-yl)pyridin-3"yI)sulfoiiyi)"4,4a,5,6.17,8-

hexahydro- lH-pyrazolo[3,4-g]isoquinoiin~4a-yl)(pyridin-2-yl)methanonc, 

5 Example 9. ((R}-i-(4-flo-orophenyr)-6-((6-((R)'3-fluoropyrrolidin-l-yl)pyridin-3-yl}sulfonyi)-

4>4a,5,6,7,8-hexahydrG-iH-pyrazoLo[3,4-g]isoquinolin-4a~yl)(thiazGl-2-yL)m.ethanoi\c, 

Example 10. (R.)-(l'(4-fSuoropheinyl)-6~{(4-(pyrrolidm-.l-yl)phenyl)sulfonyl)-414a,5,6,7,8-

hexahydro-iH-pyrazolo[3,4-g]isoqumolin-4a-yi}(pyridin-2-yl)methanone5 

Example 10A. (R)-(I -(4-fluorcpheny!)-6-((5-(piperidm-l-y])pyridin-3-yi)sulfonyl)-4,4a,5,6,7,8-

1 0 hexahydro-1 H-pyrazolo[3.4-g]isoquino]in~4a-yl)(pyridin-2-y1)methanone, 

Example I.OB. (R.)-(l-(4'fluorophenyl)-6-((5-(pyrrolidm-3-yl)pyridiTi-3-yl)sulfonyI)-4,4a,5,6,7,8-

hexahydro-iH-pyrazolo[3,4-g]isoqumolm-4a-yl)(pyridin-2-y1)methanoiie, 

Example 11, (R)-(l-(4-fliioroph£Byl)~6~((4-(trit1uoromethy])phenyl)sulibnyr)-4,4a,5,6J,8-

hcxahydro-lH-pyrazoio[3,4-g]isoqmnolin-4a-yl)(thiazol-4-yl)methanonc, 

15 Example 11 A. (R)-(6-((4-ch1orophetiyl)sulfonyl)~ 1 -(4~fluorophenyl)-4,4a,5,6,7,8-hexahydro-lH-

pyrazGlo[3,4-gjisoquinolin-4a-yI)(pyndin-2-yt)methanone, 

Example 1 IB. (R)-(l-(4-fluorophenyl)-6~((4-methoxy-3-methyipheiiyl)sulfonyl)-454a,5,6,7,8-

hexahydro-1 H-pyrazoios 3,4-g]jsoquinoliii"4a-yr)(pyridin-2-y!)metlianone. 

Example 11C. (R)-(6-((3-chioro-4-methoxyphenyi)suifonyl)-l-(4-fiuorophenyl)-454a,5v6,7,8-

20 hexaliydro»lH-pyrazolo[3,4-g]isoquinoliii-4a-yi)(pyrid?n-2-yl.)metiianone, 

Example 1 ID. (R)-(6^(3-fluoro-4-methoxyphenyl)suifonyi)-l-(4-fluorophenyl)-4,4a,5,6,7,8-

hcxahydro-lH-pyrazoio[3,4-g]isoquinolij>4a-yl)(pyridin-2-yl)m.ethanone, 

Example HE. (RH6-((2-fluoro-4-methyiphenyl}sulfonyl)-l-(4-fluorophenyi)--4>4a;i5,6,7,8-

hexaliydro~lH'pyrazoio[3,4-g]isoquinolin-4a-yl)(pyridin-2-yi)iT!.etharione, 

2.3 Example 1 IF. (R)~(i~(4-fluorophcnyl)~6-(m-tolylsuIfonyI)-4,4a,5,6,7,8-hexahydro-lH-

pyrazolo[3,4-glisoquiriolin-4a-yl)(ihiazol"4-yl)methanone, 

Example 110. (R}~3~((l'(4-flu.orophciiyl)-4a-picoliRoy1-4a,5,7,8-tetrahydro-lH-pyrazolo[3,4-

g3isoquinolin-6(4H)-yl)sulfonyl)ben2X)tiitTile, 

Example 1J H. (R)-(6-((4-(djffuoromethoxy)phenyl)sulfonyl)-1 -(4~fluorophenyJ)-4>4as5,6,7,8-

30 hexahydro-1 H-pyrazoio[3,4-gjisoquinolin-4a-yl)(pyridin-2-yi)melhanone, 
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Example 111. (R)-(j X4~fluorophenyl>-6-((3-(trifluofomethoxy)phefiyl)sulfonyl)-4s4a,5,6,7,8-

hexahydro-1 H-pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridin-2-yI)methanone, 

Example 11 J. (R)-(6-((3,5-difluorophenyi)sulfonyl)-l-(4-fIuorophenyI)-4,4a,5,6,7,8-hexahydro-

lH-pyrazoIo[3,4-g]isoq«inolin-4a-yl)(pyridin-2-yi)mcthanone, 

5 Example 1 IK. (R}-(l-(4-fluorophenyl)-6-tosyl-4,4a,5,6,7,8-hcxahydro-lH-pyrazolo[3,4-

g]isoquinolin-4a-yl)(thiazol-4-yi)m.ethanone, 

Example i. II.,, (RV(6-((3~(difluoromethoxy)pb.enyl)sulfonyl)-l-(4-fluoropheTiyl)-4,4a,5,6,7,8-

hexahydro-iH-pyrazolo[3,4-g]isoqumo]m-4a-yl)(pyiidiB-2-yl)methanoiie, 

Example 1.J.M. (R)-(6-((3,4-d3mctfaylpbenyl)suifonyi)- 1 -(4-fIuoroplienyI)-4,4a,5,6,7,8-

10 hexahydro-lH-pyrazoIo[3,4-g]isoq'uinolin-4a-y!)(pyridin-2-yl)methanone» 

Example i IN. (R)-(6-((3,5-dimet.hylphenyl)sulfonyl)-l-(4-fl-uoropheny])-4,4a,5,6,7,8-

hexahydro-l!-?-pyrazoio[3,4-g]isoq-Qmolin-4a-yl)(pyridin-2-yl)methanone5 

Example 1.10. (R)-(l -(4-fluorophenyl)~6~((6-methy]pyridm-2-yl)sulfonyl)-4,4a,5,6,7,8-

hexahydro-lH-pyrazolo[3,4-g]isoquinoim-4a-yl)(pyridin-2-yl)mcthanones 

15 Example IIP. (R)-(6-((3,4-difluoropbenyl)si3lfonyl)-!-(4-fluorophenyl)-4,4a>5,6,7,8-hexahydro-

IH-pyrazolo[3,4-g]isoquinolM-4a-y[)(pyridin-2-yl)Tnethanoiie, 

Example 11Q. (R)-(J-(4-fluorophenyl}-6-((3,4,5-trifluorophenyl)sulfonyr}-4,4a35,6,7,8-

hexahydro-lH-pyrazoio(3,4-g]isoquinoliii-4a-yl)(pyridin-2-yl)metlianone5 

Example 11R. (R)-(6-((3-chloro-4-fluorophenyl)sulfonyi)-l-(4-fliiorophenyi)-4,4a,5,6,7,8-

20 hexahydro-1 li'pyrazoio[3,4-g]isoquirioliri-4a-yI)(pyridin-2-y[)methanone, 

Example 1 IS. (R)0-((l-(4-fluorophenyl)-4a-(4-methyipicoiinoyl)-4a,5,7,8-te1xahydro~lH~ 

pyrazolo[3,4-g]isoquinolin-6(4H)~yl)sulfonyI)benzonitrileJ 

Example 1 IT. (R)-(l-(4-fluorophenyl)-6-((i-metbyl-lH-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-

hcxahydro-lH-pyrazoio[3,4-g]isoquinolin-4a-yl)(4-meihylpyridin-2-yi)inethaiione, 

25 Example 11U. (R)-(6-((3,4-difluorophenyl)sulfonyl)-l-(4-fluoropbenyi)-4,4a,5,6,7,8-hexahydro~ 

iH-pyrdzolo[3,4-g]iaoquinolin-4a-yl)(4-m.ethy].pyridin-2-yl)methanone, 

Example 1IV. (R)>(l-(4-fluorophenyl)-6-((1-methyl-lH-imidazoI-4-yl)s"ulfony].)-4,4a,5,6,7,8-

bexahydro-lH~pyrazolo[3,4-g]isoquinolm-4a-yl)(4~methylpyridm-2-yi)methanone, 

Example 11W. (R)-(6-((3,5-dif1iJorophen>'))suIfonyl)-J -{4-f!uorophenyl>4,4a,5,6,7,8-hexahydro-

30 iH-pyrazolo[3,4-g3isoquiriolin-4a-yl)(4-methylpyridin-2-y!)me£hanone, 
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Example 1IX. (R)-(l-(4-fluoropheiw!)-6-((3,4,5-trif}uoropheny!)suifonyI)-4,4a,5,6,7,8-

hexahydro-lH-pyrazolo[3,4-g]isoquinoIin-4a-y])(4-methyIpyridin-2-yl)methanone, 

Example 11Y. (R)-(i-(4-fluorophenyl)-6-((3-(inethylsulfoiiyI)phcnyL)suIfoiiyl)-4,4a,5,6,7,8-

hcxahydro-lH-pyrazolo[3,4-g]isoquinolin~4a-yl)(pyridin-2-yl)methanonc, 

Example 11Z. (R)~3-{(l-(4-fluoropheiiyl}-4a-picoiinoyl-4a,5,7,84etrahydro-lH~pyrazolo[3,4-

g]isoquinolin-6(4H)-yl)sulfonyl)benzoic acid. 

Example 1 i AA. (R}-( 1 ~(4-fluorophenyi)-6-((3-(methox>TOethyl)phenyl}suifonyl)-4,4a,5,6,7,8-

hexahydro-lH-pyrazolo[3,4-g]i8oquinolm-4a-yl)(pyridin-2-yl)methanone, 

Example i 1AB. (R)-(I ~(4~$uoropheny])-6-(C4-methy]-3,4Hlihydro-2R~pyridG[3(2~b][L4]Qxazin" 

7-yl)sulfonyl)-4,4a,5,6,7,8-hexahydro-lH-pyrazo1o[3,4-g}isoquinoHr}-4a-yl)(pyridin-2-

yljmefhanone, 

Example 11 AC. (R)-( 1 -(4-f1uorophenyl)-"6-((2,3,4~trifluoropheiiy1)sulfbnyl)-4,4a,5,6J,8" 

hexahydro-lH~pyrazo)o[354-g]isoquinoUn-4a-yl)(pyridin-2-yI)methanone, 

Example 11 AD. (R)-(l -(4-fluorophenyl)-6-((6-{trifluorom.ethyt)pyrjdii-j-2-yl)suifonyl)-

4,4a,5,6,7,8-hexahydro-l H-pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridm-2-yl)methattone, 

Example 11AE. (R)-(l-(4-fl-uorophenyl)-6-((6-(trifluoromethyI)pyridin-2-yl)sultbnyl)-

4,4a,5,6,7,84iexahydro-lH-pyrazo(o[3,4-g]isoquinoim-4a-yl)(4-methylpyridin-2-

yl)rnethanone, 

Example 11AF. (R)-(6-((3,4-dichlorophenvl)sulfonyl)-1 -(4-fluorophenyl)-4,4a,5,6,7,8-

hexahydro-lH-pyra2olo[3,4-g3isoquinolin-4a-yl)(pyridin-2-yl)methanone, 

Example 11AG. (R)-(l-(4-f!uorophenyl)-6-((3-(trifluoromethyi)phenyl}sulfonyl)-4,4a,5,6,7,8-

hexahydro-lH-pyrazoio[3,4-g3isoquinolin-4a-yl)(4~methylpyridin-2-yi)methanone, 

Example 11 AH. (R)-(6-((l-ethyl-lH-pyrazol-4-yl)sulfonyl)-l-(4-fluorophenyl)-4,4a,5,6,7,8-

hcxahydrO"lH-pyrazolo[3,4-g3isoquinolin-4a-yi)(4-methylpyridin-2-y!)iixcthanone, 

Example UAI. (R)-(6-((ii5»dimethyI-lH-pyrazol-4-yl)sulfonyi)-l-(4-fluorophenyl)-4>4a,5,6,7,8-

hexahydro-lH-pyra£olo[3,4-g]isoqumolm-4a-y!)(4-methy1pyridm-2-yl)rnethanone, 

Example 11 A.I. (R)-(l-(4-fluorophenyl)-6-((l-methyl-lH-pyrazol-5-yl)sulfonyl)-454a,5,6,7>8-

hexahydro-lH-pyrazoIo[3,4-g]isoquinoUn-4a-yl)(4-metliylpyridin-2-yl)methanone, 

Example 11AK. (R}-(l-(4-fiuorophenyl)-6-((I-methyl-lH-pyrazol-3-yl)sulfonyl)-4,4a,5,6,7,8-

hexahydro-1H-pyrazoio[3,4-g3isoquino[in-4a-y!)(4-methylpyridin-2-yl)methanone, 
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Example 11AL. (R)-((S>{(4-fluoro-3-methyiphenyl)suIfony!)-l-(4-fluorophenyi)-4,4a.5,6,7,8-

hexahydro-lH-pyrazoio[3,4-g]isoqiiinoim-4a-yl)(4-methytpyridin-2-yi)methanone, 

Example 11 AM. (R)-( 1 -(4-fluorophenyl)-6-((4~methyl~3,4-dihydro-2H-pyrido[3,2-

b][i,4]oxazin-7-yl)suifonyl)>4)4a,5,6,7,8-hcxahydro-rH-pyrazolo[3,4-g}isoquinolin-4a.-

5 yl)(4-niethylpyridin"2-yl)inethanone, 

Example 11AN. (R)-(6-((23-dihydrobcQZofuran-5-yl)suIfonyl)-l-(4-fluorophenyl)-4,4a,5,6,7,8-

h.exahydro-1H-pyrazolo[3,4-g]isoquinolm-4a-yl)(4~methylpyridin-2-yl)methanone, 

Example 11 AO. (R)-5-((1 -(4-{iuorop]icn.yl)-4a-(4-mctbyrpicolinoyl}-4a.5.7,8-ictrahydro- J H-

pyrazolo[3,4-g]isoqmnobn-6(4H)-yl)sulfonyi}-i-metbylmdolm-2-one, 

10 Example 11AP. (R)Xl^^uoropherjiyl>6~{{3'-(niethylsulfony1)phenyl)su1fonyl}-4,4a,5,6J,8-

hexahydi\>-lH~pyrazolo[3,4~g]isoqumolm-4a-yd)(4~me1:hylpyridm-2-yl)rnethaiione, 

Example i 1AQ. (R)-(6-((1,3-dimethyl-lH-pyrazoM-ylJsuifonyi)-! -(4-fluorophenyi)-

4,4a,5?6,7,8-hexahydro-l B-pyrazo1o[3,4-g3isoquiTiolin-4a-yl)(4-methylpyridin-2-

yl)mcthanone, 

15 Example 11AR. (R)-(6-((2,3-dihydrobenzo[b][l,4]dioxin-6-yl)sulfonyl)-l -(4-fluorophenyl)-

4,4a,5,6,7,8-b,exahydi-o-ll:l-pyrazolo[3,4-gjisoqujno!m-4a-yl)(4-metbylpyridm-2-

yl)methanone, 

Example 1 i AS. (R)-(6-((3-fluoro-4-(trifluoromcthyl)phenyl)sulfonyl)•• 1 ••{4--fliiorophenyS}~ 

4,4a,5,6,7,8-hexahydro-lB~pyrazoio[3,4-g]isoquinolin-4a-yl)(4-methylpyrid)n»2-

20 ylfniethanone, 

Example 11AT. (R)-(6-((3-fiuoro-4-(trifluoromethyI)phenyi)sulfonyl)-l-(4-fiuorophenyl)-

4,4a,5,6,7,8-bexabydro-lH-pyrazolo[3,4"g]isoqujnolin-4a-yi)(pyridin-2-yi)mefhanone, 

Example 11AU. (R)-3-((4a-{4-ethyipicolinoyl)-j -(4-flu.orophenyl)-4a,5,7,8-tetrahydro-iH-

pyrazolo[3,4-g]isoquinobn-6(4H)-yl)sulfonyl)benzomtrile, 

25 Example 11AV. (R)-(4"ethylpyridin-2-yl)(i-(4-fluoropheny])-6-((6-(trifluorometbyl)pyridin-2» 

vl)sulfonyl)-4,4a,5s6,7,8-bexahydro- j.H-pyrazolo[3,4-g]isoquinolin-4a-y])mcthan.o]ne, 

Example .11 AW. (R)-3~((l -(4-fluorophenyl)-4a-(4-rn.etbylptcoiinoyl)-4a,5,758-tetrabydro-lH> 

pyrazolo[3,4~g]i$oquinob'n-6(4H)-yl)sutfonyl)benzoie acid. 

Example 11 AX. (R)-(6-((3)5-dimetbylisoxazol-4-yl)sulfonyl)-1 ~(4~liaorophenyl)-4.;4a.i5.6,,7,8-

30 hexdiydro-lH-pyrazoio[3,4-gJisoquinoIin-4a-yl)(4-methylpyridin-2-yl)methanone, 

26 
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Example 11 AY. (R)-(6-((I-cthyHH-pyrazol-4-yI)sulfonyl)-l-(4-fluorophetiyO-4,4a,5,6J,8-

hexahydro-lH-pyrazoio[3,4-gJisoquinolln-4a-yi)(pyridin-2-yl)methanone, 

Example 11AZ. (R}-(l-phenyl~6-({3'(trifiuororncthy])phenyl)sulfonyl)"4,4a.5>6,7,8-hcxahydro-

lH-pyrazolo[3,4-g3isoquinoiio-4a-yl)(pyridin-2-yi)inethanone, 

Example 11BA. (R)-(6~(( 1,3-dimethyl-1 H-py razol-5-yi)sulfonyi)-1 -(4-fluorophenyl)-

4,4a,5,6,7,8-hexahydro-lH-pyrazolo[3}4-g]isoqninolin-4a-yl)(4-methylpyridin-2-

yl)methanone, 

Example 1 IBB. (R)~(l-(4-fluorophenyl)-6-((2-(trifl-uoromethyl)pyridiii-4-yl)su]fonyl> 

4'.4a,5,6,7,8-hexabydro-lH-pyrazoIo[3,4-g]isoqi3inoIin-4a-yi)(4-mel;hylpyridiD-2-

yj)rr»ethanone, 

Example ilBC. (R)-(l-(4-f1.uoroplieny!)-6-((4-(trifl.uoromeE.liyl)pyridm-2-y!)sulfonyI}-

4,4a,5,6:,7,8-hexahydro-1H-pyrazoIo[3,4-g]isoquinolin-4a-yl)(4-methylpyridin-2-

yl)methanone, 

Example 11BD. (R.)-( I-{4-f1uoropheny1)-6-((5-mcthyl-1 H-pyrazol-4-yl)sulfonyl)-4,4aJ556,7>8-

hexahydro-lH-pyrazolo[3,4-gjisoqumolm-4a-y3}(4-methylpyridm-2-yi)m.ethanone, 

Example 11 BE. (R)-(l -(4-fluoropheny])-6-((2-('trifluoromelhyl)pyridin-4-yl)sulfonyl)-

4,4a,596,7,8-hexahydro-lH-pyrazoio[3,4-g]isoquifiolin-4a-yl)(pyridin-2-yi)metliaiione, 

Example 11BF. {R)-(6-((4-chloro-3-(irifiuoromethyl)phenyl)sulfonyl)-l-(4-fluorophenyl)-

4,4a,5,6,7,8-hexahydro-lH-pyrazolo[3,4-g3isoquinoiin-4a-yl)(pyridin-2-yi)methanone, 

Example 11BG. (R)-(6-{(3-chioro-4-methyiphenyl)sulfonyi)-l-(4-fIuorophenyi)-4,4aJ5,6,7,8-

hexafaydro-iH-pyrazoIo[3,4-g]isoqiimoKn-4a-yl)(pyridin~2-yl)methanone, 

Example 11BH. (R}-(6-{(3,4'diiluorophenyI)sulfoRyl}--j -(4-fiuorophenyl)»4,4a,5iv.8--

liexahydro-1 H-pyrazolo[3,4-g]isoqiimoim~4a~yi)(2-(pyrrolidin-1 -yi)pyridin-4-

yl)methanonc, 

Example 11 HI. (R)"(l-(4-fiuorophcnyl)-6-((l-m.ethyl-lH~pyrazol-3-yI)siilfoRyl)~4,4a,5,6,7,8-

hexahydro-1H-pyrazoio[3,4-g]isoquinolin-4a-yi)(4-(trif]uorometbyI)pyridin~2-

y})mef.hanone, 

Example 11BJ. (R}-(l-(4-fluorophenyl)-6-((l-metliyi-lH-pyrazol-3-yl)sulfoiiyl)-4,4a,5,6,7,8-

hexahydro-lH-pyrazolo[3,4-g]jsoqumolin-4a-yI)(pYTidii>2-

2,7 
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Example 11BK. (RKl-(4-fluorophenyi}-6-((5-methyi-lH-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-

he-xahydro-lH-pyrazolo[3,4-gjisoqiiinolin-4a-yi)(4-(trifluoromethyr)pyridin-2-

yl)m.ethanone, 

Example 11BL. (R)-3-((i-(4-fIuorophenyl)-4a-(4-(trifiuoromethyL)picolinoyiV4a,5,7,8-

5 tctrahydro-IH-pyrazolo[3,4-g]isoquinoliri"6{4H)-yl)siilfonyl)bcnzonitriie, 

Example 1 IBM, (R)-(l-(4-fluorophenyl)-6-((l-methyl-lH-pyrazol-5-yl)suifonyl)-4,4a,5,6,7,8-

hexahydro-lH-pyrazolo[3,4-g3isoquinolin-4a-y])(4-(trif1uorotnethyl)pyriciin-2-

y])rnetha.r!onc. 

Example 11BN. (R)-(6-((l ,5-dime1hyl-iH-pyrazol-4~yl}sulfonyl)-l-(4-fluoropheiiyI}-

10 4/4a,5,6,7,8-hexBhydro-1 H-pyrazolo[3,4-g]isoquinolin-4a-y1)(4~(trif]uoroTne{ihy])pyridin-

2-yl)methanone, 

Example 11BO, (R)~(6-(0 H-pyrazol-4-yl)sulfony1)-l-(4-fluoropheriyj)-4,4a!5,6,7,8-hexahydro-

iH-pyrazolo[3,4*g]isoqiiino3in-4a-yl){4-(trifluoromethyl)pyridm-2-y3)methanone, 

Example 11 BP. (R}-( l-(4-fluorop"henyl)-6-((l -methyl-3-(trifluoromcthyl)- lH-pyrazol-4-

15 yl)sulfonyl)-4,4a3,6 J,84iexahydro-lH-pyrazolo[3,4-gjisoqiimoliii-4a-yl){pyridin-2~ 

yl)m.ethanone, 

Example 11BQ. (R)-(l -(4-fluorophenyl)-6-((3,4,5-trifluorophenyl)sulfonyr)-4;,4a,556,7,8-

hexahydro-lH-pyrazoio[3,4-g]isoquinolin-4a-yi)(4-(trifhioromethyl)pyridin-2-

yi)methanone, 

20 Example 11 BR. (R)-(l-(4-chlorophenyr)-6-((i-Kiethy!-lH-pyrazol-3-yl)suIfonyl)-4,4a,5,6,7,8-

hexahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yL)(4-(trifluoromethyl')pyridin-2-

yl)niethanoiic, 

Example 11BS. (R)-(6-{{lH-pyrazol-4-yl)sulfonyl)"l"(4-fiuorophenyl)-4,4a,5,6,7,8-hexahydro-

lH-pyrazolo[3,4-g]isoquinolIn-4a-yi)(pyridin-2-yl)methanonc, 

25 Example 11BT. (R)-(6-((l -methyl -1 H-pyrazoi-3-yDsulfonyl)-1 -(4~(trifiuoroniediyl)plienyl)-

4,4a.5,6,7,8-hcxahydro-.lH-pyrazo!o[3,4-g]i8oquinol.in-4a~yl)(pyridin'2-y3)methanonc, 

Example 11BU. (R)-(6-((3,4-diftuorophenyi)sidfonyl)~l-(4-fiuorophenyl)-4,4a,5,6,758~ 

hexahydro-1H-pyrazolo[3,4-g]isoquino[in-4a-y!)(thiazol-4-yI)rnethanione. 

Example 11 BY. (R)-(6-(( 1,2-dimethyl- 1 H~imidazol-4-y1)su1fony1)- 1 -(4-fluoropbenyl)-

30 4,4a,5,6,7,8-hexahydro-l H~pyrazolo[3,4-g]isoquinolin-4a-yl)(4-(trifiuoromethyl)pyri<iin-

2-yl)methanone, 

28 
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Example 11BW. (R)-(6-((l ,2-dimethyl- 1 H-imidazol-5-yl)sulfonyl)-1 -(4-fluorophenyi)-

4.4a,5,6-7,8-hexahydro-I H-pyrazolo[3,4-g]isoqiunolin-4a-yl)(4-(trifluofomethyl)pyridin-

2-yl)methanonc, 

Example 11BX. (R}-(i-{4-fiuoroph£riyr}~6~{(i~methyI~IH-Lmidazoi-2-yl)sulfonyl)-4,4a,5,6,7,8-

5 hcxahyd3X}-lH-pyrazolo[354-g]isoquisolin-4a~yl)(4~(trifS.uoromethyi)pyridm-2~ 

yl)mcthanone. 

Example 1J BY. (R)-(6-(( 1 -ethyl- J B-iraidazol-4-yI)sulfonyl}-1 -(4-fluorophenyl }-4,4a,5/),7.8-

hexahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(4-(trifluoromethyl)pyridm-2-

yljmethanonc, 

10 Example 11BZ. (R)-(6-((l-ethyl-1H-pyrazoI-4-yi)sulfonyl)-]-(4-f1uoropheny1)-4,4a,,5,6,7,8-

h.exahydro-lH-pyrazoio[3,4-g]isoquinolin-4a-yl)(thiazol-4-yi)methanone. 

Example 11CA. (R)-(I-(4-fluorophenyl)-6-((l -propyl-1 H-pyrazoI-4-yl)s'alfonyl)-4,4aI5,6,7,8-

hexahydro-1H-pyrazolo[3,4-g]isoqi.iinolin-4a-yl)(pyridin-2-yI)methanone, 

Example 11CB. (R)-(l-(4-fluorophcnyl)-6-((1 -(2-methoxyethyl)-iH-pyrazol-4-yi)svilfoiwI)-

15 4,4as5,6,7,8-hexahydro-J H~pyra2»io[3,4-g]isoqoinolin-4a-yl)(pyridin-2-y[)methanoiies 

Example 1 ICC. (R)-(6-((3,4-dichlorophenyl)ftulfonyl)-l-(4-fliforopheriyi)-4,4av5,6,7,8-

hexahydro-1.H -pyrazoio[3,4-g]isoquinolin-4a-yl)( 1 -methyl-1 H-py razol-4-y l)methanonc, 

Example 11 CD. {R)-(l-(4-fluorophenyl)-6-((l-isopropyl-lH-pyrazol-4-yl)sulfonyl)-4,4a,5>6,7,8-

hexahydro-lH-pyrazolo[3-4-gjisoqiiinoiin-4a-yl.)(pyridin-2-yl)methanorie, 

20 Example i ICE. (R)-(l-(4-fluorophenyl)-6-((2-methyl-2H-l,2,3-triazol-4-yI)sulfony!)-

4,4a,5,6,7,8-hexahydro-lFI-pyrazoio[3,4-g]isoquiiiolin-4a-yl)(4-(trifluoromethyi)pyridiii-

2~yl)methanone, 

Example 11CF. (R)-( 1 -(4-fluorophenyl)-6-(( 1 -methyl-1H-1,2,3-triazol-5-yl)sulfonyl)-

4,4a,5,6,7t8-hexahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(4-(trifli3oromcthyl)pyridin-

25 2-yl}methaiione. 

Example I ICG. (R}-(l-(4-fluorophenyl)-6-((l-methyl-lH-l ,2,3-triazol-4-y])sul.fonyl)-

4}4a,5,6,7,8-hexahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(4-(trifl.uoromethyl)pyridin-

2-y[)methanone, 

Example 11CH. (R)-(6-((2-ethyl-2H-J ,2>triazx)l-4-yl>sulfony])-l -(4-fluorophenyI'M ,4a,5,6,7,8-

30 hexahydro-lH-pyrazolo[3,4-g]i.soquinoiin-4a-y!)(pyridin-2-yl)nieiharione, 

2,9 
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Example 11 CI. (R)-(6-(( 1-ethyl-1 H-L23-triazol»5-yl)sulfonyl.)-l-(4-fl.uoroplieiiyl)-4,4a,5,6,7,8» 

hexahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridin-2-yl)methanone, 

Example 11CJ. (RH6-((l-ethyi-lH-l,23-triazol-4-yl)sulfonyI)-l-(4-fhiorophenyl)-4,4a,5,6,7,8-

hexahydro-lH-pyrazolo[3,4-g]isoquinoiin~4a-yi)(pyridin-2-yl)methanone, 

5 Example 11CK. (R)-(6-((2-efhyl-2H-1,23-triazol-4-yl)sulfonyr}-1 -(4-fluorophertyl)-

4>4a,5,6,7,S-bexa]2ydro~lH-pyrazoiof3,4-g3isoqiimoliii-4a-yl)(4-(trifluoromcthyl)pyridin~ 

2-yl)niethanonc, 

Example 11CL. (R)-(6-((l-etbyl-lH-I,23-triazol-5-yl)sulfonyl)-l-(4-fliiorophenyI)-4,4a,5,6,7,8-

hexahydro-1H-pyrazolo[3,4-g]isoquinolin-4a-yI)(4-(trifluoroTi3ethy])pyrid.in-2-

10 y])methanone, 

Example 11 CM. (R}-(6-{( 1 -ethyl- iH-1,23-tr3azol-4-yl)sulfony!)-1 -(4-fluorophenyl)-

4,4aJ5,6J,8-hexahydi,o-lI-!-pyrazo]o[3,4-g]isoquinolin-4a-y!)(4^'trifluoromeShyl)pyridin-

2-yl)methanone, 

Example 11CN, (R)-(l-(4-fluorophcnyl)-6-((2-propyl-2H-l,2,3-triazol-4-yl)sulfonyl)-

15 4,4a55,6,7,8-hexahydro-lH-pyrazolo[3,4-g]isoqumoi!rj-4a-yl)(pyridin-2-y])methaiione5 

Example 11 CO. (R}~{i-{4-fluorophenyl)-6-((l -propyl-IH-l ,23-triazo1~5-yl)sulfonyl)-

4,4a.5,6,7,8-liexahydro-lB-pyrazoio[3,4-g3isoquinolin-4a-yl)(pyridin-2-yl)methanone5 

Example 11 CP. (R)-(l-(4-fluorophenyl)-6-((l-propyl-ltl-l,23-triazol-4-yl)sulfoi'\yl}-

4,4aJ5,6,7,8-hexahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(pyfidin-2-yl)methanonel 

20 Example 1 ICQ. (R}--(l-(4-fluorophenyl)'6-((2-*propyl~2H--l:,2,3"tnazoi-4--yi)siilfonyl}-

4,4a,5,6,7,8-bexahydro-lH-pyrazoio[3,4-g3isoquinolin-4a-yl)(thiazol-4-yi)m.cthanonct 

Example 11CR. (R)-(i-(4-fluorophc^yl)-6-((l-propyI-lH-l,2,3-triazol-5-yI)sulfonyl)-

4,4aJ5,6,7,8-hexahydro-lH-pyra2oio[3,4-g]isoquinolin-4a-yl)(thiazol-4~yl)methanone, 

Example 1 ICS. (R)-(l-(4-fluorophcnyl)-6-((l-propyl-IH~l,2,3-triazol-4-yl)suifoayI)-

25 4,4a,5,6,7,8-hexahydro-lH-pyrazolo[3,4-g3isoquinolin-4a«yl)(thiazol-4-y[)niet'hatione, 

Example J1CT. (RXl~(4-fliK)rophenyl}~6~((2-isopropyl~2B~l 33'triazol-4-yl)sulibRyl)-

4,4a,5,6,7,8-hexahydro-lH-pyrazolo[3,4-g3isoquino!m-4a-y])(pyridin-2-yl.)melhanone, 

Example 1 iCU. (R)-(I-(4-fluorophenyl}-6-((l-isopTopyl-lH-l ,23-triazol-5~yi)sulfonyJ.)-

4>4a,5,6,7,8-hexahydro-lH-pyrazoIo[3,4-g3tsoquino!in-4a-y3)(pyridin-2-yl)methanone, 

30 Example 11CV. (R)-(l -(4-ftuorophe«y 1 -isopropyl-1H-1,2,3-triazol-4-yl)sulfony 1)-

4,4a,5,6,7,8-hexahydro-lH-pyrazolo[3,4-g3i.soquinolin-4a-yi)(pyridin-2-yl)methanone, 

30 
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Example 11CW. (R)-(6-((l-ethyI-lH-pyrazol-5-yI)sulfony!)-1 -(4-fiuorophenyi)-4,4a,5,6,7,8-

"hexahydro-lH-pyrazoio[3,4-g}isoquinofin-4a-yi)(thiazo!-4-yi)methanone, 

Example 11CX. (R)-( 1 ~(4-fluorophenyl)-6-(( 1 -propyl- lH~pyrazol~4~yl)suifonyi)--4,4a;5,6,7,8-

hexahydro-iH-pyrazolo[3,4-g]isoquinoIin-4a-yi)(4-(trifluoromcThyl)pyridiii-2-

5 yl)niethanone, 

Example 11CY. (RMl-(4-fLuorophenyl)-6-((l-mcthyl-lH-pyrazoi-4-yi)suifonyi)-4,4a,5t6,7,8-

.bexahydro-]H-pyrazoIo[3,4-g]isoquinoUn-4a-yi)(thiazol-4-yl)m.etbanone, 

Example \ 1CZ. (R)-(l-(4-fluorophenyl)-6-((l-propyl-lH-pyrazol-4-y!)sulfonyl)-414a,5,6,7,8-

bexahydro-1 H-pyrazolo[3,4-g3isoquinolin-4a-yl)(ihiazol-4-yl)methanone, 

10 Example 12. (R)-(l-(4~fluorophenyl)-6-((3-(trifluoromethyl)phenyl)sulfonyl)-4,4a,5,657,8-

hexaliydro-lH-pyra2:olo[3,4-g]isoquinolin-4a-yl)(thiazol-2-yl)meLhanoTie, 

Example 12A. (R)-(l-(4-fluorophenyl)-6-(m-tolylsulfonyl)-4,4a,5,6,7,8-hexahydro-!H-

pyrazolo[3,4-g]isoquinolin-4a-yf)(thiazoi-2-yl)n)ethaiioiie, 

Example 12B. (R)-(l -(4~fluoroplienyl)-6-((3-meihoxypbenyl)sulfonyl)-4,4a,5,6,7,8-fiexahydro-

15 lH-pyrazolo[394-g]jsoquinolin-4a-yl)(thiazol-2-yl)methanone, 

Example 12C. (R)-(6-((3-fl"aoro-4-methylphenyi)sulfonyl)-i-(4-fluorophenyl)-4,4a,5,6J,8-

hexahydro-lH"pyrazolo[3,4-g]isoquinolin-4a-yr}(thiazoi-2-yl)methanone, 

Example 12D. (R)-(l-(4-fluorophenyl)-6-(phenylsulfbnylH,4a,5,6,7,8-hexahydro-1H-

pyrazolo[3,4-g]isoquinolin-4a-yi)(thiazol-2-yl)methanone, 

20 Example 12E. (R)-(6-((3-chlorophenyl)sulfonyr)-l-(4-fluorophenyl)-4J4a.t5.,6,7>8-hexahydro-lH-

pyrazolo[3,4-g]isoquinolin-4a-yi)(thiazol-2-yl)methanonc, 

Example 12F. (R)~( 1 -(4-fiuorophcnyl)-6'{m-toiylsulfony 1)-4,4a,5,6,7,8-hexahydro-iH-

pyrazolo[3,4-g]isoquinolin-4a-yi)(5-methyipyridin-2-yl)raethanone, 

Example 12G. (R)-(]-(4-fluorophenyl)-6-(m-toiylsulfonyl)-4,4a,5,6,7,8-hexa}iydro-lH-

25 pyrazolo[3,4-g]isoquinottn-4a-yI)(4-inethyipyridin-2-yl)methanonc, 

Example 12H. (R}~(! ~(4~fi;uon)phcnyr}-6"(ra~iolyisw1fonyr}-4;4a,5.:6:7,8'4iexahydro--iH-

pyrazolo[3,4-g]isoquinalin-4a-yl)(6-m.ethyipyridin-2-yl)methanone, 

Example 121. {R)-(6>((4-f1uoro-3-(trifluororael:hyl}phenyl)siilfbnyl)-l-(4-fl«oropbenyl}-

4s4a,5,6,7,8-hexahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(thiazol-2-yl)methanone, 

30 Example 12.L {R)-(l-{4-flyorophenyl)-6-{(3.4,5-trifluorophe!"iy1)salfonyl}-4,4a,5,6,7-8-

hexahydro-1 H-pyrazolo[3,4-g]isoqiimolin-4a-yI)(thiazol-2-y[)methanone, 
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Example 12K. (R)-(6-((3-fluoro-4-(ttifIuorome1ityl)phenyi)sulfonyl)-l-(4-fi'uoropheiwl)-

4,4a,5,6,7,8-hexahydro-lH-pyrazolo[3,4-g]isoquinoliii-4a-yl)(thiazoi-2-yl)methanones 

Example 12L. (R)-(l-(4-f1uorophcriyl)"6-((3-(trifluoromethyl)phenyi)stJlfonyl)-4,4a,5,6,7,8~ 

hexahydro-lH"pyrazoio[3,4-g]isoquinolin-4a-yI)(5-metbylthiazol-2-yl)methanonc, 

5 Example 12M. (R)-(l-(4-fhiorophcnyl)-6-((3-(trifluoroineiliyl)phcnyl)siilfonyl)-4,4a,5,6,718-

hexahydro-lH~pyrazoIo[3,4-g]isoquinolin-4a-yl)(4-methyithiazoI-2-yI)methanonc, 

Exampk. 12N. (R)-(6-((3,'4-dichlorophenyl}sultbT\yl)-i-{4-fluoropbenyl)-4,/4a,5,6,7,B-hexahydro-

lH-pyra2o]o[3,4-g]isoqiiinolirx-4a-yl)(thiaz;ol-2-yl)methanone, 

Example 120. (R)-(6-((3,4-dichlorophenyI)su]fonyl)-I-(4-flu.orapihenyl)-4,4a,5,6,7,8-tiexahydro~ 

JO lH-pyrazolo[3,4-g]isoquitio1in-4a-y!)(5™met.hylthiazol»2-y])niethanoDe, 

Example I.2P. (R)-(6-((3,4-difluorophenyi)suIfonyl)"l-(4-H.uorophenyi)-4,4a,5,6,7,8-hexahydro-

lH-pyra2olo[3,4-g]isoquinolin-4a-y!)({iiiazol-2-yl)methanone, 

Example 12Q. (R)-(6-((3,4-difluoropbenyl)sulfonyl)-!-(4-£hiorophenyi)-4,4a,5,6,7,8-hexabydro-

Ip]-pyrazol.o[3,4-g]isoquinoliri-4a-yi)(5-methylthiazoI-2-yl)mcthanone, 

15 Example 12R, (R.)-(6-((4-chioro-3-tluorophenyI}salfonyl)-l-(4-f]uoropheTiyl)-4,4a,5,6,7,8-

hexahydro-ni-pyrazoioi3,4-g}isoqaiiioIin-4a-yi)(5-metlvylt.hiazol-2-yl)methanone, 

Example 12S. (R)-(l-(4-fluorophenyl)-6-({l-methyl-lH-pyrazoi-3-yl)suifonyl)-4>4a,5s6,7,8-

hcxahydro-lH-pyrazoio(3,4-g]isoquinolin-4a-yl)(5-mcthylthiazoi-2-yl)methanone, 

Example 12T. (RMl-(4-fluorophettyl)-6-((l-methyl-iH-pyrazol-4-y])sulfonyi)-4,4a,5!l6,7J8~ 

20 hexahydro-lH-pyrazoio[3,4-g]isoquinolin-4a-yl)(5-methylthiazol-2-yi)mcthanone, 

Example 12U. (R)-(6-((l,3-dimethyl-lH-pyrazol-5-yl)sulfonyi)-1 -(4-fhjorophenyl)-4,4a,5,6,7,8-

hcxahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(5-mcthylthiazol-2-yl)methanone, 

Example 12V. (R)-(l-(4-fluorophenyl)-6-((l-m.ethyl-lH-pyrazol-5-yl)sulfonyl)-4,4a,5,6,7,8-

hcxahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(5-mcthylthiazol-2-yl)mcthanone, 

25 Example 12W. (R)-(6-((l-ethyi-lH-pyraz»l-5-yl)suifontyl)-l-(4-fluoropheDyl)-4,4a,5,6,7.18-

hexahydro-lH-pyrazolo[3,4-g3isoquinolin-4a-ylXthiazol-2-yl)rr)ethanoneT 

Example 12X. (R)-(6-((l-elhyHH-pyrdzo]-4-yl)sulfonyl)~l-(4-fioorophenyl)-4,4a,5,6,7,8-

bexahydro-]H-pyrazoio[3,4-g]isoquinoli?i-4a-ylXthiazoi-2-yi)methanone, 

Example 12Y. (R)-(J-(4-fluorophenyl)-6~((1-propyl-lH-pyrazol-4-y))sulfony})-4,4a,5,6s7,8~ 

30 hexahydro-!H-pyrazolo[3,4-g]isoquir!oUn-4a-yl)(thiazol-2-yi)metharione1 
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Example 13. (R)-(!-{4-fluoropheny|)-6-tosyl-4,4a,5,6,7,8-hexahydro-lE-pyrazoio[3,4~ 

g]tsoqiiinoiin-4a-yl)(I-mctbyl-lH-imidazol-2-yl)methanone, 

Example 13A. (R)-(I -(4-fluorophenyl)-6~(m-tolyisulfonyl)~4,4a,5,6,7,8-liexahydro- IIH-

pyrazolo[3,4-g]isoquinolin-4a-yl)(l -methyl- lH-imidazol-2-y1)mcthanone , 

5 Example 14. (R)-3-((l-(4-:ftuorophenyl)~4a-picolinoyl-4a.,5 J,8-tetrahydro-lH-pyrazolo[3,4~ 

g]jsoquinolin-6(4H)-yI)sulfonyl)-N,N-dimethyIbenzamide, 

Example 1.5, {R)-{6-{( 1 -ethyl-1H-pyrazol-4-yos^lfonyl)-] -{4-t1uorophenyi)-4.y4a„5,6.1,8-

hexahydro-iH-pyrazolo[3,4-g]isoqum0lin-4a-yl)(4-(trifluoromethyl)pyridm-2-

y!)meihanone, 

10 Example 15A. (R)-pyridin-2~yl(l-{pyridin~3-yl)-6-((3-(trifliiororoelhy])phenyl)su1fonyl)-

4>4a,5/v,8-hexahyxlro-i H~pyrazolo[3,4-g]i.soqumolin~4a-yl)niethanone, 

Example 15B. (R)-{6-((3,4-dicblorophenyl)sulfony])-1 -plienyi-4,4a,5,6,7,8-hexahydro-lH-

pyrazolo[3,4-g]isoquiiiolin-4a-yl)(pyridin-2-y] Jmethatione, 

Example 15C. (R)-(6-((3,4-dicblorophenyl)sulfoTiyl)-l-(3,4-difl.uorophenyl)-4,4a,5,657,8-

15 hexahydro-1H-pyrazolo[3,4-g]isoquinolin-4a-y!)(pyridin-2-yl)meihanone, 

Example 15D. (R)-{6-({3;5-di"fluoTO-4-methosyphenyl.)8"uIfonyl}"l-(4-'fliioroph.enyl}-4,4a?5,6,7,^ 

hexahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridin-2-yI)methanone, 

Example 16. (R)-(6-((6-(dimethylamino)pyridin-3-yl)sulfonyi)-l -(4-fluorophenyl)-4,4a,5,6,7.8-

haxahydro-lH-pyrazolo[3,4-g]isoquinoiin-4a-yl)(pyridi:n-2-y!)methanone, 

20 Example 17. (R)-5-((l-(4-fluoix>phenyl)-4a-picolinoyl-4a,5,7,8-tetrahydro-lljJ-pyrazo[o[3,4-

g3isoquinoiin-6(4H)-yl)suIfonyl)-I-methylpyridin-2(lH)-one, 

Example 18. (R)-( 1 -(4-fluorophenyl)-6-((l -methyl-1 H-pyrazol-4-yl)sutfonyl)-4,4a,5,6,7,8-

hexahydro-iH-pyrazolo[3,4-g]isoqumolm~4a-yl)(4-(trifluoromethyl)pyridin-2-

vl)methanone, 

25 Example 19. (R)-(6-((3,4-dichlorophenyl)sulfonyl)-i-(4-fluorophenyi)-4,4a,5,6,7,8-liexahydro-

lH-pyrazolo[3,4-g]isoqujnolin-4a-yl)(thiazol-4-yl)methanone, 

or salts and isomers thereof. 

In some embodiments, the compound of formula 1 can be 

(R)-(l-(4-fluorophenyl)-6-((2-methyl-2H-l,2,3-triazol-4-yl)sxjlfonyl)-4,4a,5,6,7,8-hexahydrc 

30 lH-pyrazolo[3,4-g3isoqujno1in-4a-y])(thiazol-4-yl)methanone, 
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{RH!-(4-f!uorophenyl)-6-((l-methyl-lH-l,2,3-tr!azoi-5-yi)sulfonyi)-4,4a,5,6,7,8-hexahydro-

lH-pyrazoIo[394-g]isoquinolin-4a-yi)(thiazol-4-yI)methanone, or 

(R)-(l-(4-fluoropbenyI}-6-((i-mcthyl-lH-l,23-triazol-4~yl)sulfonyr)-4,4a,5,6,7,8-hexahydro-

lH-pyrazolo[3,4-g]isoquinoiin-4a-yl)(thiazoi-4-yi)methanone. 

5 I0066] In some embodiments, the compound of formula 1 can be 

(R)-(l-(4-fl.iiO£t>phcnylV6-((2-mcthyl-2H-i,23-triazo3-4-yl)sulfonyl)-4,4a,5,6,7,8"hexahydro-

lH-pyrazolo[3,4-g]3soquinolin-4a-yl)(pyridm-2-yl)methanone, 

(R)-(l-(4-fIuorophenyI)-6-((l -methyl- 1H- l,23-triazol-5-yl)suIfonyl)-4(4a,5,!6,'7,8-hexahydro-

lH-pyrazok>[3,4-g]isoqiaino!in-4a-yl)(pyridiiv2-yl)methanone, or 

10 (R)-(l-(4-fIuorophcny])-6-((l-tnethy1-JH-l(2,3-tnazo1-4-yl)su]fonyl)~4»4a,5,6,7,8-hexabydro-

lH-pyrazoio[3,4-g]isoquinoHn-4a-yi)(pyridin-2-yl)methanone. 

[00671 In some embodiments, the compound of formula I can be 

(R)-(l-(4-f[ooropbenyl)-6-((2-propyl-2H-l>2,3-triazol-4-yl)suIfonyl)-4,4a,5,6,7,8-hexahydro-1H-

pyrazolo[3,4-g]isoqumo]in-4a-yi)(4-(ttifluoromethyl)pyridin-2-y1)methajione, 

15 (R)-(S.-(4-tIuoropbenyI}-6-((l -propyl- lH-l,2,3-triazol-5-yl)sulfonyi)-4,4a^,6,7,8-bexahydro-lH-

pyrazolo[3,4-g]isoquinoHn-4a-yl)(4-(trifluoromethyl)pyridiii-2-y1)mcthanone, or 

(R)-(l-(4-fluorophenyl)-6-((l-propyl-1H-l,23-triazoM~yl)sulfonyl)-454a,5,6,7,8~hexahydro-!H-

pyrazolo[3,4-g]isoquinoJ.in-4a-yl)(4-(trifIuoromethyl)pyridin-2-yl)methanone. 

10068] In some embodiments, the compound of formula I can be 

20 (R)-(I-(4-fluorophenyl)-6-((2-methyl-2H-l32,3-triazol.-4-y!)su]fony!)-4,4a,5,6,7,8-hexahydro-

lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(thiazol~2~yl)methanone, 

(R)-(l-(4-fluorophenyl)-6-((l-niethyI-lH-ls2,3-triazol.-5-yI)sulfony[)-4s4a,5,6,7,8-hexahydro-

IH-pyrazolo[3,4-g]isoquinolin-4a-yi)(thiazol-2-yl)methanone, or 

(R)-(i-(4-fluoropbenyi)-6-((l-methyl-lH-i,23-triazol-4-yl)sulfonyl)-4,4aJ5,6,7,8-hexahydro-

25 iH-pyrazolo[3,4-g]isoquinoiin-4a-yl)(tbiazol-2-y{)mctbanone. 

[0069] In some embodiments, the compound of formula 1 can be 

(R)-(l-(4-fluorophenyl)-6-((2-propyl-2H-l,23-triazol-4-yl)suJfonyI)-4,4a,5J6,7,8-hexahydro-lH-

pyrazoio[3,4-g]isoquinolin-4a*yi)(tbiazo!-2-yi)methanone, 

(R)-(l-(4-flaoropbenyl)-6-((l-pfopyi-lH-l,23-triazoI-5-yl)sulfonyI)-4J4a,5,6,7,8-hexahydro-1H-

30 pyrazolo[3,4-g]isoquinolifl-4a-yl)(tbiazol-2-yI)inethanone, or 
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(R)-(l-(4-fluorophenyl)-6-((]-propyl-lH-I ,2,3~triazol-4-yI)sulfonyI)-4,'4a, 5,6,7,8-hexaliydro-I H-

pyrazolo[3,4-g]isoquinolin-4a-yl)(thiazoI-2-yl)methanone. 

[0070] 1" some embodiments, the compound of formula I can be 

(R)-('l-(4-fiuorophenyl)-6-((4-(trifluoromethyI}phenyl)sulfonyl)-4,4a,5,6,7,8-hexahydro-!H-

5 pyrazolo[3,4-g3isoquinolio-4a-yl)(pyridiii-2-yi)rn.cthanone, 

(R)-(l-{4-fluoFophenyl)~6-((4-(trifluorometliyi)phenyi)sulfoDyl)-4,4a,5,6,7,8-hcxabydro-iH" 

pyrazolo[3,4~g]isoquir;olin-4a-yl)(thiazoI-2--yi)metbanoTie... 

(R)-(6-((3,4-difluorophciiyl)suifoiiyl)-l-(4-f]uorophenyl)-4,4a,5,6/7,8-hexahydro-iH-

pyrazolo[3,4-g]isoquinolin-4a-yI)(pyridin-2-yl)methanorie, 

10 (R)-(6-((3,4-dicb1oropbeny1)su]fonyl)-j-(4-f[uoropbcnyl)-4,4a,5,6,7,8-bexabydro-lH-

pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridin-2-yl)m.etbanone, 

(R)-(l-(4-f!uoropbenyl)-6-((i-metbiyl-iR-pyrazol-4-yl)sulfonyi}-4,4a,5,6,7,8-bexahydro-1 H-

pyrazolo[3,4-g]isoquinolm-4a-yl)(4-(trif1uoromethy])pyridin-2-yl)met1iaiione, 

(RH6-((3,4-dichloropheny1)sulfonyl)~l-(4-f[uorophenyI)-4,4a95,6,7,8-hexahydro-1H-

15 pyrazolo[3,4-g]isoquinolin-4a-v!)(thiazol-2-yi)methanone, 

(R)-(6-((3,4-dtchlorophenyl)suIfonyl)-1 -(4-fluorophenyl)-4,4a,5,6,7,8-hexahydro-1 H-

pyrazolo{3,4-g]isoquinolir)i-4a-yl)(5-methyiibiazol-2-yl)metbatiOTie, 

(R)-(6-{(3-fluoro-4-(trifluoromethyl)phenyl)sulfony])-l-(4-fluoropbenyI}-4,4a,5,6,7,8-

hexahydro-lH-pyrazolo[3,4-g]isoquinoiin-4a-yl)(pyridin-2-yl)methanonc , 

20 (R)-(l-(4-fliiorophenyl)-6-((l-methyI-lH-pyrazoi-3-yl)sulfonyI)-4J4a,5,6,7,8-hexahydro-lH-

pyrazolo[3,4-gjisoquifiolin-4a-yi)(4-(trifluoromcthyl)pyridin-2-yl)inethanone, 

(R)-( 1 -(4-fluoropheny i)-6-(( 1 -methyl -1 H-pyrazol-5-yl)sulfonyl)-4,4a,5,6,7,8-hexahydro-1H-

pyrazo]o[3/4-g]isoqaii].olin--4a-yl)(4-(trifluoroniethyi)pyridin-2'yl)methanone, 

(R)-{6-((l-ethyl-lH-pyrazol-5-yl)sulfonyl)-l-(4-fluorophcnyl)-4,4a,5,6,7»8-hexahydro-lH-

25 pyTazolo[3,4-g]isoquinolin-4a-yl){4-(trifluoromethyl)pyridin-2-yi)mcthanone, or 

(R)-(6-((3,4-dichloropbenyl)s«lfonyl)-l-(4-fiuorophcnyl)»4,4a,5,6,7,8-hexahydro-lH-

pyrazolo[3,4-g]isoquinolin-4a-yl)(thiazol-4-yl)mGthanoiie. 
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j007If The compounds of the present invention can also include compounds of formula 

RI^-OBQ^O 

•-h-

1 'y ? * wherein R , R~, R'. ring j and subscript n are as described above. 

|0072f When R" of formula 11 is 4-F-phenyl, the compounds of formula II can have the 

folio wing structure: 

O O 

N' N 1C HaJn-^-CRZ)^ 

tS 
or 

OHOwO 

N'Sx(CH2)n-0-(R2) 1-4 

Alternatively, the compounds of formula 11 can have the following structure: 

R1. .OH o. .0 OH0 O 

or 
s 

F 

[0073] In some embodiments, the compound of formula II can be 

10 Intermediate 3. (R)-(l-(4-fluorophenyl)-6-((4-(trif1uofomethyl)phenyI)sulfonyl)-4,4aI5>6,7.8-

hexahydro-lH-pyraz»Io[3,4-g]isoquinolin-4a~yI)(pyridin-2-yI)-(R/S)-methanoI, 

Intermediate 4. (R)-(l-(4-f1.uorophenyl)-6-((4-(trifluoromethyl)phenyl)siilfonyi)-4,4a,5,6J,8-

hexahydro'iH-pyrazolo[3,4-g]isoqumolin-4a-yl)(pyridm--3-yi)-(R/S)-methanol, 

Intermediate 5, (R)-(l-(4-fluorophenyl)-6-((4-(trifluoromethyl)phenyl)sulfonyl)-4,4a,5,6,7,8-

15 hexahydro-lH-pyrazolo[3,4"g]isoqumoiin-4a-yL)(l-methyl-lH-imidazoi-2-yl)-(R/''S)-

methanol, 
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Intermediate 6. (R)-(l-(4-fluorophenyl)-6-((4-(trifluoromethyl)phenyi)sulfonyl)-4,4a,556,7,8-

hexahydro-lH-pyrazoIo[3,4-g]isoquinolin-4a-yl)(thiazol-2-yIMR/S)-m.ethanoL 

Intermediate 7. (R)-(l-{4-fluorophenyl)-6-((4-(trifluoromethyl)phenyl)sulfonyI)-4,4a,5>6t7:r8-

hexahydro-lH~pyrazolo[3,4"g]isoquinoiin-4a-yl)(oxazol-4-yl)-(R''S)-methanoi5 

5 Intermediate 8. (R)-(l-(4-fluorophenyl)-6~((4-(trifluoromethyl)phenyl)sulfonyl)-4,4at5,6,7,8-

hexahydro-IH-pyrazolo[3,4"g]isoquinolin-4a-yl)(fiiran-2-yl)-(R/S)-inetlianoI, 

Intermediate 9, (R.K.I -(4-'fl.uorophenyi}~6~((4-(tri:f]iJorornethy!)phenyl)sul(;onyI)-4,4a.,5,6.7,8-

hexahydro-lH-pyrazolo[3.4-g]isoquinolin-4a~yl)(thiophen-2-yl)-(R/S)-methanol, 

Intermediate 15, (R}-(.M.4-fluorophenyl)-6~((4-(trifluoromethyl}phenyl)sulfonyl)-4,4a,5,6,7,8-

10 hexahydro-1 H-pyrazo1o[3,4-g]isoquinolin-4a-yi)(5~methyl-1,3»4-oxadiazoi-2-yl)-(R/S)-

methanol, 

Intermediate 16. (R)~(]~(4-f]uorophenyl)-6-((4-(tnflaoromethyl)phenyl}s"alfony])-4,4a,5i>,7,8-

hexahydro-iH-pyrazoIo[3,4-g]isoquinGlm-4a-yl)(oxazol-2-y!)-(R/S)-methanoU 

Intermediate 17. (R)-{l-(4-fluorophenyl)-6-(m-toiylsulfonyl)-4,4a,5,6,7,8-liexahydro-1H-

15 pyrazo]o[394-g]isoquinolin-4a-yi)(oxazoI-2-y1)-(R/S)-methanol, 

Intermediate 18. (R)-(6-((3,5-difluorophenyi)sulfonyi)-l-(4-fluorophenyl)-4.4a,5,6,7,8-

hexahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(4-methoxypyridin-2-yl)-(R/S)-

methanol, 

Intermediate 19. (R)-(4-ethylpyridin«2-yi)(l-(4-fluorophenyl)-6-((3,4;,5-

20 trifluoropbenyl)suifonyl)-4,4a,5,6,7,8-hexahydro-[H-pyrazolo[3,4-g]isoquinoIin-4a-yi)-

(R/S)-methanoi, 

Intermediate 20. (R)-( 1 -(4-fluorophenyi)-6-((3,4>5-trifIuorophenyl)sulfonyl)-4,4as5»6,7,8-

hexahydro-iH-pyrazoio[3,4-g]isoquinoiin-4a-yi)(4-rnethoxypyridin-2-yi)>(R/S)-

methanol, or 

25 Intermediate 62. (R)"(l-(4-fluoroplienyI)-6-(m~tolylsi3lfonyl)-4,4a>5,6,7,8-hexahydro-IH~ 

pyra2o!o[3,4-g]isoquinoii!i-4a-yiXpyrmiidm~2~y!)-(R/S)-methanoi. 
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°H O Q 

on 
Intermediate j ^ 
Compound j Ria Ring J R2 n R3 

3 | pyridin-2-yl phenyl 4-CFi 0 4-F-phenyl 

4 ! pyridin-3-yl phenyl 4-Cf:i 0 4-F-phenyl 

. j IH-irnidazol-
i 2-yi i -Me phenyl 4-CF;i 0 4-F-phenyl 

6 | ihiazoi-2-yl phenyl 4-CFj 0 4-F-phenyl 

7 j oxazol-4-yl phenyl 4-CFJ 0 4-F-phenyl 

8 j furan-2-yl phenyl 4-CFi 0 4-F-phenyl 

9 thiophen-2-yi phenyl 4-CF;i 0 4-F-phenyl 

15 1,3,4-
oxadiazoi-2-vl 5-Me phenyl 4-CF3 0 4-F-phenyl 

.16 oxa2o)-2-yl phenyl 4-CF., 0 4-F-pheny] 

17 oxazol-2-yl phenyl 3-Me 0 4-F-phenyl 

18 pyridin-2-yl 4-OMe phenyl 3,5-ciifluot'o (5 4-F-phenyl 

19 pyridm-2-yl 4-Et phenyl 3,4,5-iritluoro 0 4-F-phenyl 

20 pyridin-2-yl 4-OMe phenyl 3,4,5-tri.Ouoro 0 4-F-pheny] 

62 pyrimidin-2-yl phenyl 3-Me 0 4-F-phenyi 

[0074J The compounds of the present invention can also be the salts and isomers thereof. En 

5 some embodiments, the compounds of the present invention include the salt forms thereof. 

Examples of applicable salt forms include hydrochlorides, hydrobromidcs, sulfates, 

rnethanesulfonates, nitrates, maleates, acetates, citrates, ramarates, tartrates (e.g. (4j'-tartrates, (-)-

tartrates or mixtures thereof including raeemie mixtures), succinates, benzoatcs and salts with 

amino acids such as glutamic acid. These salts may be prepared by methods known to those 

10 skilled in art. When compounds of the present invention contain relatively basic functionalities, 

acid addition salts can be obtained by contacting the neutral form of such compounds with a 

sufficient amount of the desired acid, cither neat or in a suitable inert solvent. Examples of 

acceptable acid addition salts include those derived from inorganic acids like hydrochloric, 

hydrobromic, nitric, carbonic, monohydrogencarbonic, phosphoric, monohydrogenphosphoric, 
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dihydrogenphosphoric, sulfuric, monohydrogensulfaric, hydriodic, or phosphorous acids and the 

like, as well as die salts derived from organic acids like acetic, propionic, isobutyric, maleic, 

malonie, bcnzoic, succinic, suberic, fronaric, lactic, mandelic, phthalic, benzenesulfonic, p-

tolylsulfonic, citric, tartaric, methanesuifonic, and the like. Also included are salts of amino 

5 acids such as arginate and the like, and salts of organic acids like glucuronic or galactunoric 

acids and the like (see. for example, Berge el at., ''Pharmaceutical Salts", Journal of 

Pharmaceutical Science., 1977, 66.. 1-19). Certain. specific compounds of the present invention 

contain basic acidic functionalities that allow the compounds to be converted into base addition 

salts. Additional information on suitable pharmaccuticaliy acceptable salts can be found in 

10 Remington's Pharmaceutical Sciences, 17th ed., Mack Publishing Company, Easton, Pa., 1985, 

which is incorporated herein by reference. 

[0075] The neutral forms of the compounds are preferably regenerated by contacting the salt 

with a base or acid and isolating the parent compound in the conventional manner. The parent 

form of the compound differs from the various salt forms in certain physical properties, such as 

15 solubility in polar solvents. 

[0076] Certain compounds of the present invention can exist in unsolvated forms as well as 

solvated forms, including hydrated forms. In general, the solvated forms are equivalent to 

unsolvated fontss and are encompassed within the scope of the present invention. Certain 

compounds of the present invention may exist in multiple crystalline or amorphous forms. In 

20 general., all physical forms are equivalent for the uses contemplated by the present invention and 

are intended to be within the scope of the present invention. 

[0077] Certain compounds of the present, invention possess asymmetric carbon atoms (optical 

centers) or double bonds; the enantiomers, racemates, diastereomers, tautomers, geometric 

isomers, stereoisometric forms thai may be defined, in terms of absolute stereochemistry, as (R)-

25 or (S)~ or, as (D)- or (L)- for amino acids, and individual isomers are encompassed within the 

scope of the present invention. The compounds of the present invention do not include those 

which are known in art to be too unstable to synthesize and/or isolate. The present invention is 

meant to include compounds in rac-emic and optically pure forms. Optically active (R.)- and (SK 

or (D)- and (L)-isomers may be prepared using chiral synthons or chira! reagents, or resolved 

30 using conventional techniques. 
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|0078| Isomers include compounds having the same number and kind of atoms, and hence the 

same molecular weight, but differing in respect to the structural arrangement or configuration of 

the atoms. 

[0079| It will be apparent to one skilled in the art that certain compounds of this invention may 

5 exist in tautomeric forms, all such tautomeric forms of the compounds being within the scope of 

the invention. Tautomer refers to one of two or more structural isomers which exist in 

equilibrium and which are readily converted from one isomeric form to another, 

[0080| Unless otherwise stated, structures depicted herein are also meant to include all 

stereochemical forms of the structure; i.e., the R and S configurations for each asymmetric 

10 center. Therefore, single stereochemical isomers as well as enantiomeric and diastcrcomcric 

mixtures of the present compounds are within the scope of the invention. 

[0081] Unless otherwise stated, the compounds of the present invention may also contain 

unnatural proportions of atomic isotopes at one or more of the atoms that constitute such 

compounds. For example, the compounds of the present invention may be radiolabeled with 

15 radioactive isotopes, such as for example deuterium (AH), tritium (3H), iodine-125 (li5I), carbon-

13 (iJC), or carbon-14 (i4C). All. isotopic variations of the compounds of the present invention, 

whether radioactive or not, are encompassed within the scope of the present invention. 

[0082] In addition to salt forms, the present invention provides compounds, which are in a 

prodrug form. Prodrugs of the compounds described herein are those compounds that readily 

20 undergo chemical changes under physiological conditions to provide the compounds of the 

present invention. Additionally, prodrugs can be converted to the compounds of the present 

invention, by chemical or biochemical methods in an ex vivo environment. For example, 

prodrugs can be slowly converted to the compounds of the present invention when placed in a 

transdermal patch reservoir with a suitable enzyme or chemical reagent. 

25 [0083] The compounds of the invention cart be synthesized by a variety of methods known to 

one of skill in the art (see Comprehensive Organic Transformations Richard C. Laroek, 1989) or 

by an appropriate combination of generally well known synthetic methods. Techniques useful in 

synthesizing the compounds of the invention are both readily apparent and accessible to those of 

skill in the relevant art. The discussion below is offered to illustrate certain of the diverse 
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methods available for use in assembling the compounds of the invention. However, the 

discussion is not intended to define the scope of reactions or reaction sequences that are useful in 

preparing the compounds of the present invention. One of skill in the art will appreciate that 

other methods of making the compounds are useful in the present invention. Although some 

5 compounds in Figure 1, Figure 2, and Table 1 may indicate relative stereochemistry, the 

compounds may exist as a racemic mixture or as either enantiomer. 

[0084] Compounds of the present invention can be prepared as shown in Figure I. Starting 

materials can be obtained from commercial sources, by employing known synthetic methods, 

and by employing methods described in U.S. Patent No. 7,928,237, incorporated herein by 

10 reference. Esters I arc converted to ketones IV by reaction with an appropriate organometallic 

reagent such as a Crignard reagent, an orga.nolithium reagent, an organoboron reagent, an 

organocerium reagent or an organozinc reagent in a solvent such as ether or tetrahydrofuran. or a 

similar aprotic solvent. Ketones of formula IV are also prepared by reaction of an aldehyde of 

formula II with an appropriate organometallic reagent followed by oxidation of the resultant 

15 alcohols of formula III with a suitable oxidizing agent, such as the Dess-Mariin pcriodindane 

reagent in an inert solvent such as dichloromethane. The teri'-butoxy carbon yi protecting group is 

removed from IV by treatment with an acid, such as HQ, HBr, trichloroacetic acid, p-

toluenesulfonic acid or methanesulfome acid, preferably HC1 or trifluoroacetic acid, optionally in 

a solvent such as dioxane, ethanol or tetrahydrofuran, preferably dioxane, either under anhydrous 

20 or aqueous conditions. Amines V are converted to the compounds of formula (1) by treatment 

with an appropriate substituted sulfonyl halide, such as the sulfonyl chloride VI, in an inert 

solvent such as dichloromethane, toluene or tetrahydrofuran, preferably dichloromethane, in the 

presence of a base such as ;Y, AW/-isopropylethylamine or tri ethyl amine. It may be convenient to 

carry out the sulfonylation reaction in situ, without isolation of the amine V. Compounds of 

25 formula (1) can also be prepared, from amines of formula V in a two-step sequence beginning 

with reaction of amines V with a halo-substituted sulfonyl chloride, VII, to afford a halo-

substituted sulfonamide derivative exemplified by VIII (in which X represents a halogen). The 

halogen substituent X can be converted in a substitucnt R2 by any standard method known to 

those skilled in the ait. For example, if R~ represents an amino substituent NR'R" (in which 

30 jNfR'R'* can be either an acyclic or cyclic amine), this can be introduced by treating a compound 

of formula VIII with an amine HNR'R" in an inert solvent, such as tetrahydrofuran, toluene or 
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Ar,A~diniethylformamide, in the presence of a palladium catalyst (e.g. BINAiVPd2(dba);;) and a 

base (e.g. sodium or potassium zm-butoxide), optionally under microwave conditions, to afford 

compounds of formula (1). Alternatively, if X represents a fluorine or chlorine and R2 represents 

an amino substituent INR'R", R2 may be introduced by direct nucleophilic displacement of X. 

5 This may be accomplished using any standard method known to those skilled in the art, such as 

by reacting a compound of formula VIII with an amine, optionally at elevated temperature, 

optionally under microwave conditions, optionally in an appropriate solvent such as acetooitrile 

or N-methylpyrrolidirte, 

[0085} Alternatively, compounds of formula (1) are prepared as shown Figure 2. The tert-

10 butoxycarbonyl protecting group is removed from 1 by treatment with an acid, such as HCL HBr, 

trifluoroacetic acid, p-toluenesulfonic acid or methanesulfonic acid, preferably HC1 or 

trifluoroacetic acid, optionally in a solvent such as dioxane, ethanoi or tetrahydrofuran, 

preferably dioxane, either under anhydrous or aqueous conditions. Amines IX are converted to 

the sulfonamides of formula X. as described for the conversion of amines of formula V into 

15 sulfonamides of formula (1). The ester group in compounds of formula X is converted to an 

aldehyde of formula XI by using a reducing agent such as DIBAL-H, LiAlH* or R.ED-AL, 

preferably DIBAL-H in an inert solvent such as dichloromethane, tetrahydrofuran, benzene or 

toluene, preferably dichloromethane. It may be convenient to convert X into XI using a two-step 

process involving reduction of the ester to an alcohol and subsequent oxidation of the alcohol to 

20 an aldehyde of formula X3. The oxidation can be carried out using any suitable procedure, such 

as the Swern reaction, or an oxidizing reagent such as the Dess-Martm periodindane reagent in a 

suitable solvent, such as dichloromethane. Aldehydes of formula XI are converted into alcohols 

of formula XII using a suitable organometallic reagent, such as a Grignard reagent, an 

organolithium reagent, an organoboron reagent, an organocerium reagent or an organozinc 

25 reagent. Alcohols of formula XII are converted into ketones of formula (I) by oxidation. Suitable 

oxidation conditions include the Swern reaction and the use of the Dcss-Martin periodinane 

reagent. Alternatively, esters of formula X are converted directly to ketones of formula (1) using 

an. appropriate organometallic reagent. 
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IV. Pharmaceutical Compositions 

[0086[ In some embodiments, the present invention provides a pharmaceutical composition 

including a pharmaccutically acceptable cxcipient and a compound of the present invention. .In 

some embodiments, the composition also includes an anti-inflammatory glucocorticosteroid. 

5 An ti-1nfiammatorv Glucocorticosteroids 

[O087| Antiinflammatory glucocorticosteroids suitable for use with the present invention 

include those glucocorticosteroids that hind GR and include, but are not limited to, 

alclometasonc, alclometasone dipropioate, beclometasone, beclometasone dipropionate. 

betamethasone, betamethasone bu.tyrate proprionate, betamethasone dipropionate, betamethasone 

10 valerate, budesonide, ciclesonide, clobetasol, elobetasol propionate, ciocortolone, cloeortolone 

pivalatc, corfexolone, Cortisol, corfisporm, cortivazol, deflazacort, deprodonc, deprodone 

propionate, desonide, dexamethasone, dexamethasone acetate,, dexamethasone cipecilate, 

dexamethasone palmitatc, difiuprednatc, fludroxycortide, flunisolide, fluocinolone, fluocinolone 

acetoni.de, fluocinomde., fluocortolonc, fluorometholone, fluticasone, fluticasone propionate, 

15 fluticasone fiiroate, haicinonide, halometasone, halopredone, halopredone acetate, 

hydrocortisone, hydrocortisone 17-butyratc, hydrocortisone aceponate, hydrocortisone acetate, 

hydrocortisone probutate. hydrocortisone sodium succinate, loteprednol, loteprednol etabonate, 

mepredmsone, methylprednisolorie. methy[prednisolone aceponate, methyipredmsoione 

suieptanate, mometasone, mometasone furoate, naflocort, 19-nordeoxycorr.icosterone, 19-

20 norprogesterone, otobiotic, oxazacort, paramethasone, prednicarbate, prednisolone, prednisolone 

farnesvlate, prednisone, prednisone sodium phosphate, prednylidene, proctosedy'L rimexolone, 

tobradex, triamcinolone, triamcinolone hexacetonide, trimsxolone, ulobetasol, ulobetasol 

propionate, 11 p-(4-dimethy laminoethoxypheny I)-17a-propyny 14 7|3-hydroxy-4,9estradien-3-one 

(RU009), 17B-hydroxy-17a-19-(4~methy Ipheny l)androsta~4,9(.1 ])~dien-3-orte (RU044), and the 

25 salt and esters forms thereof. 

[0988] Additional anti-inflammatory glucocorticosteroids suitable for use with the present 

invention include, but are not limited to, a naturally occurring or synthetic steroid glucocorticoid 

which can be derived from cholesterol and is characterized by a hydrogenated 

cyclopentanoperhydrophenanthrene ring system. Suitable glucocorticosteroids also include, but 
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are not limited to, 11 -alpha, 17-alpha,214rihydroxypregn-4-ene-3,20-dione; 11 -beta, 16-

alpha, 17,21 -tetrahydroxypregn-4--ene-3,20-dione; 11 -beta. 16-alpha,l 7,21-tetrahydroxypregn-1 s4-

dienc~3.20"dio!ie; ] 1 -beta,I7~alpha,2l4rihydroxy-6-aipha~metliylpregn-4-eiie-3,20-dione; 11-

dehydrocorticosterone; 1 l-deoxycortisol; 11 -hydroxy-1,4~androstadiene~3,17-dione; 11 -

5 ketofestosterone; 144iydroxyandrost~4~ene-3,6,17-trione; 15,17-dihydroxyprogesterone; 16-

methylhydrocortisone; 17.21 -dihydroxy-16-alpha-methylpregna-1,4,9( 11 )-triene-3,20-dione; 17-

alpha-hydro xypregn.~4~ene~3,20-dione; i 7-alpha-hydroxypregnenolone; i7-hydroxy-16-beta-

mcthyl-5-beta-pregn-9(I i)-ene-3,20-dione; 17-hydroxy-4,6,8(14)-pregnatriene-3,20-dione; 17-

hydroxypregna-4..9(ll )-dicnc-3,20-dionc; 18-hydroxycorticosterone; 18-bydroxycortisone; 18-

10 oxocortisol; 21 -acctoxypregnenolone; 2i-deoxyaldosterone; 21-deoxycortisone; 2-

deoxvecdysone; 2-methylcortisone; 3-dchydroecdysone; 4-prcgiiene- ].7-alpha,20~bela, 21 -triol-

3,11-diortc; 6,17,20-tribydroxypregn-4-cne~3~one; 6-aIpba-bydroxycortisol; 6-

alphafluoropredmsolone; 6-alpha~methylpredniso]one; 6-alpha-methylpredmso1one-21 -acetate; 

6-alpha-meihyIprednisolone 21-hemisuccinaic sodium salt, 6-betahydroxy Cortisol, 6-alpha, 9-

15 alpha-difluoroprednisolone 21 -acetate i 7-butyrate, 6-hydroxycorticosterone; 6-

hydroxydexamethasone; 6-hydroxypredmsolone; 9-fiuorocordsone; alclomeibasone 

dipropionate; algestone; alphaderm; amadinone; amcinonide; anagestone; androstenedione; 

anecortave acetate; beclomethasone; beciometbasone dipropionate; betamethasone 17-valerate; 

betamethasone sodium acetate; betamethasone sodium phosphate; betamethasone valerate; 

20 bolasterone; budesonide; caiusterone; chlormadinone; chloroprednisone; chloroprednisone 

acetate; cholesterol; ciclesonide; clobetasol; clobetasol propionate; clobetasone; clocortolone; 

clocortolone pivalate; clogestone: cloprednoi; corticosterone; Cortisol; Cortisol acetate; Cortisol 

butyrate; Cortisol cypionate; Cortisol octanoate; Cortisol sodium phosphate; Cortisol sodium 

succinate; Cortisol valerate; cortisone; cortisone acetate; cortivazoi; cortodoxone; daturaolone; 

25 deflazacort, 21-deoxycortisoL dchydroepiandrosterone; delmadinone; deoxycorticosterone; 

deprodone; descinolone; desonide; desoximethasonc; dexafen; dexamethasone; dexamethasone 

21 -acetate; dexamethasone acetate; dexamethasone sodium phosphate; dichlorisone: diflorasone; 

diflorasone diacetate; diflucortolone; difiuprednate; dihydroelatericin a; domoprednatc; 

doxibctasoi; ecdysonc; ccdysteronc; cmoxolonc; endrysone; enoxolone; fiuazacort; flncinolone; 

30 fiucloronide; fludrocortisone; fludrocortisone acetate; fiugestone; flumetbasone; flumethasone 

pivalate; fluinoxonide; flunisolide; fluocinolone; fluocinolone acetonide; fluocinomde; fluocortin 
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butyl; 9-fluorocortisone; fluocoitolonc; iluorohydroxyandrosteiiedioue; fluorometholone; 

fluorometholone acetate; fluoxymesterone; fluperolone acetate; fluprednidenc; fluprednisolone; 

flurandrenolide; fluticasone; fluticasone propionate; fonnebolonc; fonnestane; fonnocortal; 

gestonorone; glyderinme; halcinonide; halobetasol propionate; haiometasone; halopredone; 

5 haioprogesterone; hydrocortamate; hydrocortisone eypionate; hydrocortisone; hydrocortisone; 

21-butyrate; hydrocortisone aceponate; hydrocortisone acetate; hydrocortisone buteprafe; 

hydrocortisone butyrate; hydrocortisone eypionate; hydrocortisone hemisuccinate; 

hydrocortisone probutate; hydrocortisone sodium phosphate; hydrocortisone sodium succinate; 

hydrocortisone valerate; hydroxyprogesterone; inokosterone; isoflupredonc; isoflupredonc 

10 acetate; isoprednidene; loteprednol etabonate; meclorisone; mecortolon; medrogesione; 

medroxyprogesterone; medrysone; megestrol; megestrol acetate; melengestrol; meprednisone; 

mcthandrostenolonc; mcthylprednisolone; mefhylprednisokme aceponate; mcthylprednisolonc 

acetate; mefhylprednisolone hemisuccinate; methylprednisolone sodium succinate; 

methyltestosterone; metribolonc; mometasone; mometasone furoate; mometasone furcate 

15 monohvdrate; nisone; nomegestrol; norgestomet; norvmisterone; oxymesterone; paramethasone 

paramethasone acetate; ponasterone; prednicarhate; prednisolamate; prednisolone; prednisolone 

21 -diethylaminoacetate; prednisolone 21 -hemisuccinate; prednisolone acetate; prednisolone 

famesylate; prednisolone hemisuccinate; prednisolone-21 (beta-D-glucuronide); prednisolone 

metasulphobenzoate: prednisolone sodium phosphate; prednisolone steaglate; prednisolone 

20 tehutate; prednisolone tetrahydrophthaiate; prednisone; prednival; prednylidene; pregnenolone; 

procinonide; tralonide; progesterone; promegestone; rhapontisterone; rimexolone; roxibolonc; 

mbrosterone; stizophyllin; tixocoitol; topterone; triamcinolone; triamcinolone acetonide; 

triamcinolone acctonide 21-paJmitate; triamcinolone henetonide; triamcinolone diacetate; 

triamcinolone hexacetonide; triniegestone; turkesteronc; and wortmannin. 

25 [00891 Additional anti-inflammatory glucocorticosteroids suitable for use with the present 

invention include, but are not limited to, alclometasone, beclometasone, betamethasone, 

budesonide, ciclesonide, clobetasol, clocortolone, cortexolone, Cortisol, cortisporin, cortivazol, 

deflazacort, deprodonc, desonidc, dexamethasone, difluprcdnatc, fludroxycortidc, flunisolide, 

fluocinolone, fluocinomde, fluocortolone, fluorometholone, fluticasone, halcinonide, 

30 haiometasone, halopredone, hydrocortisone, loteprednol, meprcdnisone, methylprednisolone, 

mometasone, naflocort. 19-nordeoxycorticostcronc, 19-norprogesterone, otobiotic, oxazacort, 
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paramethasone, prednicarbate, prednisolone, prednisone, prednylidene, proctosedyl, rimexolone, 

tobradex, triamcinolone, trimexoione, ulobetasol I iP-(4-diniethylammoethoxyphenyl.V17a~ 

propynyl-37 (3 -hydro xy-4,9estradien~3~one (RU009)., and i7{34iydroxy-17a-19-(4-

iTiethylphenyl)aridrosta-4,9(l 1 )-dien-3~Qne (RU044). 

5 [0090] The anti-inflammatory glucocorticosteroids of the present invention also include the 

salts, hydrates, solvates and prodrug forms. The anti-inflammatory glucocorticosteroids of the 

present invention also include the isomers and metabolites of those described above. 

[0091] Salts include, but are not limited, to sulfate, citrate, acetate, oxalate, chloride, bromide, 

iodide, nitrate, bisulfatc, phosphate, acid phosphate, phosphonic acid, isonicotinate, lactate, 

1.0 salicylate, citrate, tartrate, oleate, tannatc, pantothenate, hitartrate., ascorbate, succinate, malcatc, 

gentisinate, fumarate, gluconate, glucaronate, saccharate, formate, benzoate, giutamate, 

methanesulfonate, ethanesulfonate, benzenesulfonate, p-toluenesulfonate, and pamoate (i.e., 

l,r-methyIene-bis-(2-hydroxy-3-naphthoaic)) salts. Other salts include, but are not limited to, 

salts with inorganic bases including alkali metal salts such as sodium salts, and potassium salts; 

15 alkaline earth metal salts such as calcium salts, and magnesium salts; aluminum salts; and. 

ammonium salts. Other salts with organic bases include salts with diethyl amine, diethanolamine, 

meglumine, and NJ^'-dibenzylethylenediamine. 

[0092J The neutral forms of the anti-inflammatory glucocorticosteroids can be regenerated by 

contacting the salt with a base or acid and isolating the parent anti-inflammatory 

20 glucocorticosteroid in the conventional manner. The parent form of the antiinflammatory 

glucocorticosteroid differs from the various salt forms in certain physical properties, such as 

solubility in polar solvents, but otherwise the salts are equivalent to the parent form of the 

compound for the purposes of the present invention. 

[0093] Certain anti-inflammatory glucocorticosteroids of the present invention can exist in 

25 unsolvated forms as well as solvated forms, including hvdratcd forms. In general, the solvated 

forms are equivalent, to unsolvated forms and are encompassed within the scope of the present 

invention, Certain anti-inflammatory glucocorticosteroids of the present invention may exist in 

multiple crystalline or amorphous forms. In general, all physical forms are equivalent for the 

uses contemplated by the present invention and are intended to be within the scope of the present 

30 invention. 
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[0094] Certain anti-inflammatory glucocorticosteroids of the present invention possess 

asymmetric carbon atoms (optical centers) or double bonds; the enantiomers, racemates, 

diastereoniers, tautomers, geometric isomers, stereoisomcric forms that may be defined, in terms 

of absolute stereochemistry, as (R)-or (S}~ or, as (D)- or (L)- for amino acids, and individual 

5 isomers are encompassed within the scope of the present invention. The antiinflammatory 

glucocorticosteroids of the present invention do not include those which are known in art to be 

too unstable to synthesize and/or isolate. The present invention is meant to include anti­

inflammatory glucocorticosteroids in raeemic and optically pure forms. Optically active (R)~ 

and (S}"; or (D)- and (L)-isomers may be prepared using chiral synthons or chirai reagents, or 

10 resolved using conventional techniques. 

|0095] The present invention also provides anti-inflammatory glucocorticosteroids which arc 

in a prodrug form.. Prodrugs of the anti-inflammatory glucocorticosteroids described herein, are 

those anti-inflammatory glucocorticosteroids that readily undergo chemical changes under 

physiological conditions to provide the compounds of the present invention. Additionally, 

15 prodrugs can be converted to the antiinflammatory glucocorticosteroids of the present invention 

by chemical or biochemical methods in an ex vivo environment. For example, prodrugs can be 

slowly converted to the antiinflammatory glucocorticosteroids of the present invention when 

placed, in a transdermal patch reservoir with a suitable enzyme or chemical reagent. 

V. Formulation 

20 [0096] The compositions of the present invention can be prepared in a wide variety of oral, 

parenteral and topical dosage forms. Oral preparations include tablets, pills, powder, dragees, 

capsules, liquids, lozenges, cachets, gels, syrups, slurries, suspensions, etc., suitable for ingestion 

by the patient. The compositions of the present invention can also be administered by injection, 

that is, intravenously, intramuscularly, intracutaneously, subcutaneouslv, intraduodenally, or 

25 int.raperitoneal.ly, Also, the compositions described herein can be administered by inhalation, for 

example, mt.ranasa.11y. Additionally, the compositions of the present invention can be 

administered trans derm ally, The compositions of this invention can also be administered by 

intraocular, mtravaginal, and intrarectal routes including suppositories, insufflation, powders and 

aerosol formulations (for examples of steroid inhalants, see Rohatagi, ./„ Clin. Pharmacol. 
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35:1187-1193, 1995; Tjwa, Ann. Allergy Asthma Immunol. 75:107-111, 1995). Accordingly, the 

present invention also provides pharmaceutical compositions including a pharmaceutical^/ 

acceptable carrier or excipient and a compound of the present invention. 

100971 For preparing pharmaceutical compositions from the compounds of the present 

5 invention, pharmaceutically acceptable carriers can be cither solid or liquid. 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, binders, preservatives, tablet disintegrating agents, or an encapsulating 

material. Details on techniques for formulation and administration are well described in the 

10 scientific and patent literature, see, e.g., the latest edition of Remington's Pharmaceutical 

Sciences, Maack Publishing Co, Easton PA ("Remington's"). 

[0098] In powders, the carrier is a finely divided solid, which is in a mixture with the finely 

divided active component. In tablets, the active component is mixed with the carrier having the 

necessary binding properties in suitable proportions and compacted in the shape and size desired. 

15 The powders and tablets preferably contain from 5% or 10% to 70% of the compounds of the 

present invention. 

[0099] Suitable solid excipients include, but are not limited to, magnesium carbonate; 

magnesium stearate; talc; pectin; dextrin; starch; tragacanth; a low melting wax; cocoa butter; 

carbohydrates; sugars including, but not limited to. lactose, sucrose, mannitol, or sorbitol, starch 

20 from corn, wheat, rice, potato, or other plants; cellulose such as methyl cellulose, 

hydroxypropylmethyl-cellulose, or sodium carboxymethyleeUulose; and gums including arabic 

and tragacanth; as well as proteins including, but not limited to, gelatin and collagen. Tf desired., 

disintegrating or soiubilixing agents may be added, such as the cross-linked polyvinyl 

pyrrolidone, agar, alginic acid, or a salt thereof, such as sodium alginate. 

25 [0100] Dragee cores are provided with suitable coatings such as concentrated sugar solutions, 

which, may also contain gum arabic, talc, polyvinylpyrrolidone, carbopol gel. polyethylene 

glycol, and/or titanium dioxide, lacquer solutions, and suitable organic solvents or solvent 

mixtures. Dyestuffs or pigments may be added to the tablets or dragee coatings for product 

identification or to characterize the quantity of active compound (i.e., dosage). Pharmaceutical 

30 preparations of the invention can also be used orally using, for example, push-fit capsules made 
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of gelatin, as well as soft, sealed capsules made of gelatin and a coating such as glycerol or 

sorbitol. Push-fit capsules can contain the compounds of the present invention mixed with a 

filler or binders such as lactose or starches, lubricants such as talc or magnesium stearate, and, 

optionally, stabilizers. In soft capsules, the compounds of the present invention may be 

5 dissolved or suspended, in suitable liquids, such as fatty oils, liquid paraffin, or liquid 

polyethylene glycol with or without stabilizers. 

[0101] For preparing suppositories, a low melting wax, such as a mixture of fatty acid 

glyccrides or cocoa butter, is first melted and. the compounds of the present, invention are 

dispersed homogeneously therein, as by stirring. The molten homogeneous mixture is then 

10 poured into convenient sized molds, allowed to cool, and. thereby to solidify, 

[0102] Liquid form preparations include solutions, suspensions, and emulsions, for example, 

water or water/propylene glycol solutions. For parenteral injection, liquid preparations can be 

formulated in solution in aqueous polyethylene glycol solution. 

[0103] Aqueous solutions suitable for oral use can be prepared by dissolving the compounds of 

15 the present invention in water and adding suitable colorants, flavors, stabilizers, and thickening 

agents as desired. 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, hydroxypropyimetbylceHulosv, 

sodium alginate, polyvinylpyrrolidone, gum tragacanth and gum acacia, and dispersing or 

20 wetting agents such as a naturally occurring phosphatide (e.g., lecithin), a condensation product 

of an alkylene oxide with a fatty acid, (e.g., polyoxyethylene stearate), a condensation product of 

ethylene oxide with a long chain aliphatic alcohol (e.g., heptadecaethylene oxycetanol), a 

condensation product of ethylene oxide with a partial ester derived from a fatty acid and a hexitol 

(e.g., polyoxyethylene sorbitol mono-oleate), or a condensation product of ethylene oxide with a 

25 partial ester derived from fatty acid and a hexitol anhydride (e.g., polyoxyethylene sorbiian 

rnono-oleate). The aqueous suspension can also contain one or more preservatives such as ethyl 

or n-propyl p-hydroxybenzoate, one or more coloring agents, one or more flavoring agents and 

one or more sweetening agents, such as sucrose, aspartame or saccharin. Formulations can be 

adjusted for osmolality. 
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[0104] Also included are solid form preparations, which are intended to be convened, 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, 

5 thickeners, solubilizing agents, and the like. 

[0105| Oil suspensions can be formulated by suspending the compounds of the present 

invention in a vegetable oil, such as arachis oil, olive oil, sesame oil or coconut oil, or in a 

mineral oil such as liquid paraffin; or a mixture of these. The oil suspensions can contain a 

thickening agent, such as beeswax, hard paraffin or cctyl alcohol. Sweetening agents can be 

j. 0 ad-ded to provide a palatable oral preparation, such as glycerol, sorbitol or sucrose. These 

formulations can be preserved by the addition of an antioxidant such as ascorbic acid. As an 

example of an injectable oil vehicle, see Minto. J. Pharmacol. Exp. Ther. 281:93-102, 1997, The 

pharmaceutical formulations of the invention can also be in the form of oil-in-water emulsions. 

The oily phase can be a vegetable oil or a mineral oil described above, or a mixture of these, 

15 Suitable emulsifying agents include naturally-occurring gums, such as gum acacia and gum. 

tragacanth, naturally occurring phosphatides, such as soybean lecithin, esters or partial esters 

derived from fatty acids and hexitol anhydrides, such as sorhitan mono-oleate, and condensation 

products of these partial esters with ethylene oxide, such as polyoxyethylene sorbitan mono-

oleate. The emulsion can a?so contain sweetening agents and flavoring agents, as in the 

20 formulation of syrups and elixirs. Such formulations can also contain a demulcent, a 

preservative, or a coloring agent. 

j0JH)6j The compositions of the present invention can also be delivered as microspheres for 

slow release in the body. For example, microspheres can be formulated for administration via 

intradermal injection of drug-containing microspheres, which slowly release suhcutaneously (see 

25 Rao, J. Biomater Sci. Polym. Ed. 7:623-645, 1995; as biodegradable and injectable gel 

formulations (see, e.g., Gao Pharm. Res. 12:857-863, 1995); or, as microspheres for oral 

administration (sec, e.g., Eyles, J. Pharm. Pharmacol. 49:669-674, 1997). Both transdermal and. 

intradermal routes afford constant delivery for weeks or months. 

[0107] In another embodiment, the compositions of the present invention can be formulated for 

30 parenteral administration, such as intravenous (IV) administration or administration into a body 
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cavity or lumen of an organ. The formulations for administration will commonly comprise a 

solution of the compositions of the present invention dissolved in a pharmaceutical^ acceptable 

carrier. Among the acceptable vehicles and solvents that can be employed are water and. Ringer's 

solution, an isotonic sodium chloride. In addition, sterile fixed oils can conventionally be 

5 employed as a solvent or suspending medium. For this purpose any bland fixed oil can be 

employed including synthetic mono- or diglycerides. In addition, fatty acids such as oleic acid 

can likewise be used in the preparation of injectables. These solutions are sterile and generally 

free of undesirable matter. These formulations may be sterilized by conventional, well known 

sterilization techniques. The formulations may contain pharmaceutical^ acceptable auxiliary 

10 substances as required to approximate physiological conditions such as pH adjusting and 

buffering agents, toxicity adjusting agents, e.g., sodium acetate, sodium, chloride, potassium 

chloride, calcium chloride, sodium lactate and the like. The concentration of the compositions of 

the present invention in these formulations can van/ widely, and will be selected primarily based 

on fluid volumes, viscosities, body weight, and the like, in accordance with the particular mode 

15 of administration selected and the patient's needs. For IV administration, the formulation can be 

a sterile injectable preparation, such as a sterile injectable aqueous or oleaginous suspension. 

This suspension can be formulated according to the known art using those suitable dispersing or 

wetting agents and suspending agents. The sterile injectable preparation can also be a sterile 

injectable solution or suspension in a nontoxic parenteraliv-acceptabie diluent or solvent, such as 

20 a solution of 1,3-butanediol. 

£0108] In another embodiment, the formulations of the compositions of the present invention 

can be delivered by the use of liposomes which fuse with the cellular membrane or are 

endocytoseci i.e., by employing ligands attached to the liposome, or attached directly to the 

oligonucleotide, that bind to surface membrane protein receptors of the cell resulting in 

25 endocytosis. By using liposomes, particularly where the liposome surface carries ligands 

specific for target cells, or are otherwise preferentially directed to a specific organ, one can focus 

the delivery of the compositions of the present invention into the target cells in vivo. (See, e.g., 

Ai-Muhammed,,/. Microencapsul. 13:293-306, 1996; Chomi, Curr. Opin. Biotechnol. 6:698-

708, 1995; Ostro, A.m. J. Hasp, Pharm. 46:1576-1587, 1989). 
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|0109) Lipid-based drug delivery systems include lipid solutions, lipid emulsions, lipid 

dispersions, self-emulsifying drug delivery systems (SEDDS) and self-microemulsifying drug 

delivery systems (SMEDDS). In particular, SEDDS and SMEDDS are isotropic mixtures of 

lipids, surfactants and co-surfactants that can disperse spontaneously in aqueous media and form 

5 fme emulsions (SEDDS) or microemuisions (SMEDDS). Lipids useful in the formulations of 

the present invention include any natural or synthetic lipids including, hut not limited to, sesame 

seed oil, olive oil, castor oil, peanut oil, fatty acid esters, glycerol esters, Labrafil®, Labrasol®, 

Cremophor®, Solutol®, Tween®, Capryol®, CapmuIC-, Captcx®, and Peceol®. 

VI, Administration. 

10 [0110] The compounds and compositions of the present invention can be delivered by any 

suitable means, including oral, parenteral and topical methods. Transdermal administration 

methods, by a topical route, can be formulated as applicator sticks, solutions, suspensions, 

emulsions, gels, creams, ointments, pastes, jellies, paints, powders, and aerosols. 

[0111] The pharmaceutical preparation is preferably in unit dosage form. In such form the 

15 preparation is subdivided into unit doses containing appropriate quantities of the compounds and 

compositions of the present invention. 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. 

20 [0112] The compounds and compositions of the present invention can be co-administered with 

other agents. Co-administration includes administering the compound or composition of the 

present invention within 0.5, 1, 2, 4,6, 8, 10,12, 16,20, or 24 hours of the other agent. Co­

administration also includes administering simultaneously, approximately simultaneously (e.g., 

within about 1, 5, 10, 15, 20, or 30 minutes of each other), or sequentially in any order. 

25 Moreover, the compounds and compositions of the present invention can each be administered 

once a day, or two, three, or more times per day so as to provide the preferred dosage level per 

day. 
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10113] In some embodiments, co-administration can be accomplished by co-formulation, i.e., 

preparing a single pharmaceutical composition including the compounds and compositions of the 

present invention and any other agent. Alternatively, the various components can be formulated 

separately. 

5 |0114] The compounds and compositions of the present invention, and any other agents, can be 

present in any suitable amount, and can depend on various factors including, but not limited to, 

weight and age of the subject, state of the disease, etc. Suitable dosage ranges include from 

about 0.1 xng to about 10,000 mg, or about 1 mg to about 1000 mg, or about 10 mg to about 750 

nig., or about 25 nig to about 500 mg, or about 50 mg to about 250 mg. Suitable dosages also 

10 include about 1 mg, 5, 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 200, 300,400, 500, 600, 700, 800, 

900 or 1000 nig. 

[0115] The composition can also contain other compatible therapeutic agents. The compounds 

described herein can be used in combination with one another, with other active agents known to 

be useful in modulating a glucocorticoid receptor, or with adjunctive agents that may not be 

15 effective alone, but may contribute to the efficacy of the active agent. 

VII. Methods of Modulating a Glucocorticoid Receptor and Treating a Disorder 

1.01161 in some embodiments, the present invention provides a method of modulating a 

glucocorticoid receptor, the method including contacting a glucocorticoid receptor with a 

compound of the present invention, thereby modulating the glucocorticoid receptor. 

20 (0117| In some embodiments, the present invention provides a method, of treating a disorder 

through modulating a glucocorticoid receptor, the method including administering to a subject in 

need of such treatment, a therapeutically effective amount of a compound of the present 

invention, thereby treating the disorder. 

In some other embodiments, the present invention provides a method of treating a 

25 disorder through antagonizing a glucocorticoid rcceptor, the method including administering to a 

subject in need of such treatment, an effective amount of the compound of the present invention, 

thereby treating the disorder. 
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|0119| In another embodiment, the present invention provides methods of modulating 

glucocorticoid receptor activity using the techniques described herein. In an exemplar}'" 

embodiment, the method includes contacting a GR with an effective amount of a compound of 

the present invention, such as the compound of the present invention, and detecting a change in 

5 GR activity. 

|0120] in an exemplary embodiment, the GR modulator is an antagonist of GR activity (also 

referred to herein as "a glucocorticoid receptor antagonist"). A glucocorticoid reccptor 

antagonist, as used herein., refers to any composition or compound which partially or completely 

inhibits (antagonizes) the binding of a glucocorticoid receptor (GR) agonist (e.g. Cortisol and 

10 synthetic or natural Cortisol analog) to a GR thereby inhibiting any biological response 

associated with the binding of a GR to the agonist. 

[0121] In a related embodiment, the GR modulator is a specific glucocorticoid receptor 

antagonist. As used herein, a specific glucocorticoid receptor antagonist refers to a composition 

or compound which inhibits any biological response associated with the binding of a GR to an 

! 5 agonist by preferentially binding to the GR rather than another nuclear receptor (NR). In some 

embodiments, the specific glucocorticoid receptor antagonist binds preferentially to GR rather 

than the rninera]ocorticoid receptor (MR) or progesterone receptor (PR). In an exemplary 

embodiment, the specific glucocorticoid receptor antagonist binds preferentially to GR rather 

than the mineralocorticoid receptor (MR). In another exemplary embodiment, the specific 

20 glucocorticoid receptor antagonist binds preferentially to GR rather than, the progesterone 

receptor (PR), 

[0122] In a related embodiment, the specific glucocorticoid receptor antagonist binds to the 

GR with an association constant (K<j) that is at least 10-fold less than the K,i for other nuclear 

receptor. In another embodiment, the specific glucocorticoid receptor antagonist binds to the GR 

25 with an association constant (K,.} that is at least ! 00-fold less than the K,t for the other nuclear 

receptor. In another embodiment, the specific glucocorticoid receptor antagonist binds to the GR 

with an association constant (K<j) that is at least 1000-fold less than the K<j for the other nuclear 

receptor. 

[0123] Examples of disorders or conditions suitable for use with present invention include, but 

30 are not limited to, obesity., diabetes, cardiovascular disease, hypertension, Syndrome X, 
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depression, anxiety, glaucoma, human immunodeficiency vims (HJV) or acquired 

immunodeficiency syndrome (AIDS), neurodegeneration, Alzheimer's disease, Parkinson's 

disease, cognition enhancement, Cushing's Syndrome, Addison's Disease, osteoporosis, frailty, 

muscle frailty, inflammatory diseases, osteoarthritis, rheumatoid arthritis, asthma and rhinitis, 

5 adrenal function-related ailments, viral infection, immunodeficiency, immunomoduiation, 

autoimmune diseases, allergies, wound healing, compulsive behavior, multi-drug resistance, 

addiction, psychosis, anorexia, cachexia, post-traumatic stress syndrome, post-surgical bone 

fracture, medical cataholism, major psychotic depression, mild cognitive impairment, psychosis, 

dementia, hyperglycemia, stress disorders, antipsychotic induced weight gain, delirium, 

10 cognitive impairment in depressed patients, cognitive deterioration in individuals with Down's 

syndrome, psychosis associated with interferon-alpha therapy, chronic pain, pain associated with 

gastroesophageal reflux disease, postpartum psychosis, postpartum, depression, neurological 

disorders in premature infants, and migraine headaches. In some embodiments, the disorder or 

condition can be major psychotic depression, stress disorders or antipsychotic induced weight 

15 gain. In other embodiments, the disorder or condition can be Cushing's Syndrome. 

A. Binding Assays 

[0124] GR modulators of this invention can be tested for binding activity in a variety of assays. 

For example, by screening for the ability to compete with a GR ligand, such as dexamethasone, 

for binding to the glucocorticoid receptor. Those of skill in the art will recognize that there are a 

20 number of ways to perform such competitive binding assays. In some embodiments, GR is pre-

incubated with a labeled GR ligand and then contacted with a test compound. This type of 

competitive binding assay may also be referred to herein as a binding displacement assay. 

Alteration (e.g., a decrease) of the quantity of ligand bound to GR indicates that the molecule is a 

potential GR modulator. Alternatively, the binding of a test compound to GR can be measured 

25 directly with a labeled test compound. This latter type of assay is called a direct binding assay. 

}G125] Both direct binding assays and competitive binding assays can be used in a variety of 

different formats. The formats may be similar to those used in immunoassays and receptor 

binding assays. For a description of different formats for binding assays, including competitive 

binding assays and direct binding assays, see Basic and Clinical Immunology 7th Edition (D. 

30 Stites and A, Terr ed.) 1991; Enzyme immunoassay, E.T. Maggie, ed., CRC Press, Boca Raton, 
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Florida (1980): and "Practice and Theory of Enzyme Immunoassays," P. Tijssen, Laboratory 

Techniques in Biochemistry and Molecular Biology, Elsevier Science Publishers B.V. 

Amsterdam (1985), each of which is incorporated herein by reference. 

(0126| In solid phase competitive binding assays, for example, the sample compound can 

5 compete with a labeled analyte for specific binding sites on a binding agent bound to a solid 

surface, in this type of format, the labeled analyte can be a GR ligand and. the binding agent can 

be GR bound to a solid phase. Alternatively, the labeled analyte can be labeled GR and the 

binding agent can be a. solid phase GR ligand. The concentration of labeled analyte bound to the 

capture agent is inversely proportional to the ability of a test compound to compete in the 

10 binding assay. 

[0127] Alternatively, the competitive binding assay may be conducted in liquid phase, and any 

of a variety of techniques known in the art may be used to separate the bound labeled protein 

from the unbound labeled protein. For example, several procedures have been developed for 

distinguishing between bound ligand and excess bound ligand or between bound test compound 

15 and the excess unbound test compound. These include identification of the bound complex by 

sedimentation in sucrose gradients, gel electrophoresis, or gel isoelectric focusing; precipitation 

of the receptor-ligand complex with protamine sulfate or adsorption on hydroxylapatite: and the 

removal of unbound compounds or ligands by adsorption on dextran-coated charcoal (DCC) or 

binding to immobilized antibody. Following separation, the amount of bound ligand or lest 

20 compound is determined. 

[0128] Alternatively, a homogenous binding assay may be performed in which a separation 

step is not needed. For example, a label on the GR may be altered by the binding of the GR to its 

ligand or test compound. This alteration in the labeled GR results in a decrease or increase in the 

signal emitted by label, so that measurement of the label at the end of the binding assay allows 

25 for detection or quantitation of the GR in the bound state. A wide variety of labels may be used. 

The component, may be labeled by any one of several methods. Useful radioactive labels include 

those incorporating • H, 125], J>S, i4C, or 2lP. Useful non-radioactive labels include those 

incorporating fluorophores, chemiluminescent agents, phosphorescent agents, 

electrochemilummescent agents, and the like. Fluorescent agents are especially useful in 

30 analytical techniques that are used to detect shifts in protein structure such as fluorescence 
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aiiisoti'opy and/or fluorescence polarization. Tlie choice of label depends on sensitivity required, 

ease of conjugation with the compound, stability requirements, and available instrumentation. 

For a review of various labeling or signal producing systems which may be used, see U.S. Patent 

No. 4,391,904, which is incorporated herein by reference in its entirety for all purposes. The 

5 label may be coupled directly or indirectly to the desired component of the assay according to 

methods well known in the art. 

[0129] High-throughput screening methods may be used to assay a large number of potential 

modulator compounds. Such "compound libraries" are then screened in one or more assays, as 

described herein, to identify those library members (particular chemical species or subclasses) 

10 that display a desired characteristic activity. Preparation and screening of chemical libraries is 

well known to those of skill in the art. Devices for the preparation of chemical libraries are 

commercially available (see, e.g., 357 MPS, 390 MPS, Advanced Chem Tech, Louisville KY, 

Symphony, Rainm, Woburn, MA, 433A Applied Biosystems, Foster City, CA, 9050 Plus, 

Millipore, Bedford, MA), 

15 B. Cell-Based Assays 

[0130] Cell-based assays involve whole cells or cell fractions containing GR to assay for 

binding of modulation of activity of GR by a compound of the present invention. Exemplary ceil 

types that can be used according to the methods of the invention include, e.g., any mammalian 

cells including leukocytes such as neutrophils, monocytes, macrophages, eosinophils, basophils, 

20 mast ceils, and lymphocytes, such as T cells and B cells, leukemias, Burkitt's lymphomas, tumor 

cells (including mouse mammary tumor virus cells), endothelial cells, fibroblasts., cardiac cells, 

muscle cells, breast tumor cells, ovarian cancer carcinomas, cervical carcinomas, glioblastomas, 

liver cells, kidney cells, and neuronal cells, as well as fungal cells, including yeast. Cells can be 

primary cells or tumor cells or other types of immortal cell lines. Of course, GR can be 

25 expressed in cells that do not express an endogenous version of GR. 

[0131] In some cases, fragments of GR, as well as protein fusions, can be used for screening. 

When molecules that compete for binding with GR ligands are desired, the GR fragments used 

are fragments capable of binding the ligands (e.g., dexamethasone). Alternatively, any fragment 

of GR can be used as a target to identify molecules that bind GR. GR fragments can include any 
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fragment of, e.g., at least 20, 30,40, 50 amino acids up to a protein containing all but one amino 

acid of GR. 

|0132| in some embodiments, signaling triggered by GR activation is used to identity GR 

modulators. Signaling activity of GR can be determined in many ways. For example. 

5 downstream molecular events can be monitored to determine signaling activity. Downstream 

events include those activities or manifestations that occur as a result of stimulation of a GR 

receptor. Exemplary downstream events useful in the functional evaluation of transcriptional 

activation and antagonism in unaltered cells include upregulation of a number of glucocorticoid 

response element (GR_E)-dependent genes (PEPCK, tyrosine amino transferase, aromatase). In 

10 addition, specific cell types susceptible to GR activation may be used, such as osteocalcin 

expression in osteoblasts which is downregulated by glucocorticoids; primary kepatocytes which 

exhibit glucocorticoid mediated upregulation of PEPCK and glucose-6-phospahte (G-6-Pase)). 

GRE~mediated gene expression has also been demonstrated in f.ransfected. cell lines using well-

known GRE-regulated sequences (e.g. the mouse mammary tumor virus promoter (MMTV) 

15 transfected upstream of a reporter gene construct). Examples of useful reporter gene constructs 

include iuciferase (luc), alkaline phosphatase (ALP) and chloramphenicol acetyl transferase 

(CAT). The functional evaluation of transcriptional repression can be carried out in cell lines 

such as monocytes or human skin fibroblasts. Useful functional assays include those that 

measure IL-lbeta stimulated IL-6 expression; the downregulation of collagenase, 

20 cyclooxygenase-2 and various chemokines (MCP-I, RANTES); LPS stimulated cytokine 

release, e.g., TNFa; or expression of genes regulated by NFkB or AP-1 transcription factors in 

transfected cell-lines. 

[0133] Typically, compounds thai are tested in whole-cell assays are also tested in a 

cytotoxicity assay. Cytotoxicity assays are used to determine the extent to which a perceived 

25 modulating effect is due to non-GR binding cellular effects. In an exemplary embodiment, the 

cytotoxicity assay includes contacting a constitutively active ceil with the test compound. Any 

decrease in cellular activity indicates a cytotoxic effect. 
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C. Specificity 

[0134| The compounds of the present invention may be subject to a specificity assay (also 

referred to herein as a selectivity assay). Typically., specificity assays include testing a 

compound that binds GR in vitro or in a cell-based assay for the degree of binding to non-GR 

5 proteins. Selectivity assays may be performed in vitro or in ceii based systems, as described 

above. Binding may be tested against any appropriate non-GR protein, including antibodies, 

receptors, enzymes, and the like. In an exemplary embodiment, the non-GR binding protein is a 

cell-surface receptor or nuclear receptor. In another exemplary embodiment, the non-GR protein 

is a steroid receptor, such as estrogen receptor, progesterone receptor, androgen receptor, or 

10 mineraloeorticoid receptor. 

[0135] The terms and expressions which have been employed herein are used as terms of 

description and not of limitation, and there is no intention in the use of such terms and 

expressions of excluding equivalents of the features shown and described, or portions thereof, it 

being recognized that various modifications are possible within the scope of the invention 

15 claimed. Moreover, any one or more features of any embodiment of the invention may be 

combined with any one or more other features of any other embodiment of the invention, without 

departing from the scope of the invention. For example, the features of the GR modulator 

compounds are equally applicable to the methods of treating disease states and/'or the 

pharmaceutical compositions described herein. All publications, patents, and patent applications 

20 cited herein are hereby incorporated by reference in their entirety for all purposes, 

VIII. Methods of Treating Reducing Steroid Side Effects 

[0136] The compounds and compositions of the present invention are useful in a variety of 

methods such as treating a disorder or condition or reducing the side effects of 

glucocorticosteroid treatment. 

25 [0137] In some embodiments, the present invention provides a method of inhibiting 

glucocorticoid receptor (GR) induced transactivation without substantially inhibiting GR-

induced. transrepression, wherein the method includes contacting a GR with a composition 

including an anti-inflammatory glucocorticosteroid able to induce both GR transactivation and 
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GR transrepression, and a GR modulator of the present invention, in an amount sufficient to 

inhibit GR induced transactivation without substantially inhibiting GR-induced transrepression, 

thereby inhibiting GR induced transactivation without substantially inhibiting GR-induced 

transrepression, In some embodiments, the method of inhibiting glucocorticoid receptor (GR) 

5 induced transactivation without substantially inhibiting GR-induced transrepression, includes 

contacting the GR with a composition including the compound (R)-( 1 -(4-fluorophenyi)-6-((4-

(trifluoromcthyl)phcnyl)sulfonyi)-4,4a,5,6,7,8-hcxahydro-lH-pyrazoio[3,4-g]isoquinolin-4a-

yl)(thiazol-2-yi)methanone. 

[0138] For those GR modulators of the present invention that can inhibit transactivation, the 

10 compounds can inhibit transactivation when GR induced transactivation of gene expression is 

reduced by at least about 50%, relative to the level of gene expression observed in the absence of 

the GR modulator. For example, GR induced transactivation can be inhibited by at least about 

50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 96, 97. 98 or 99%. In some embodiments, glucocorticoid 

receptor induced transactivation is inhibited by at least about 50%. In other embodiments, 

15 glucocorticoid receptor induced transactivation is inhibited by at least about 65%. In some other 

embodiments, glucocorticoid receptor induced transactivation is inhibited by at least about 75%. 

In still other embodiments, glucocorticoid receptor induced transactivation is inhibited by at least 

about 85%. In yet other embodiments, glucocorticoid receptor induced transactivation is 

inhibited by at least about 95%. 

20 [0139] For those GR modulators of the present invention that can inhibit transactivation, some 

of the GR modulators may be able do so while not substantially inhibiting GR-induced 

transrepression activity. For example, GR-induced transrepression is considered not 

substantially inhibited when, in the presence of the composition of the present in vention, the GR-

induced transrepression activity is inhibited by less than about 75%, relative to the level of GR-

25 induced transrepression activity in the absence of the GR modulator of the present invention. 

GR-induced transrepression is also considered not substantially inhibited when the GR-induced 

transrepression activity is inhibited by less than about 70, 60, 50, 40, 35, 30, 25, 20, 15, 3.0, 5,4, 

3, 2 or 1%, relative to the level of GR-induced transrepression activity in the absence of the GR 

modulator of the present invention. In some embodiments, GR-induced transrepression activity 

30 is inhibited by less than about 50%. In other embodiments, GR-induced transrepression activity 
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is inhibited by less than about 25%. ID some other embodiments, GR-induced transrepression 

activity is inhibited by less than about 10%. 

10140j in. other embodiments, the ratio of percent inhibition of GR induced transactivation 

inhibition to percent inhibition of GR-induced transrepression inhibition can be from about 1000 

5 to 1. For example, the ratio of percent inhibition of GR induced transactivation inhibition to 

percent inhibition of GR-indiieed transrepression inhibition can be about 1000, 500, 100., 90, 80, 

70, 60, 50, 40, 30, 25, 20, 15,10, 5, 4, 3, 2, or 1. 

[0141] Tn some other embodiments, the GR induced transactivation is caused by the anti­

inflammatory glucocorticosteroid described above. 

10 (0142| in some embodiments, the present invention provides a method of treating a disorder or 

condition, including administering to a subject in need thereof, a therapeutically effective amount 

of a composition including an anti-inflammatory glucocorticosteroid and a GR modulator of the 

present invention. In some other embodiments, the anti-inflammatory glucocorticosteroid and 

GR modulator of the present invention modulate the activity of a GR. The diseases and 

15 conditions include, among other, inflammatory conditions and autoimmune diseases. In some 

embodiments, the disorder or condition can be glaucoma, inflammatory diseases, rheumatoid 

arthritis, asthma and rhinitis, allergies and autoimmune diseases. Representative autoimmune 

disease include, but are not limited to, obstructive airways disease, including conditions such as 

COPD„ asthma (e.g. intrinsic asthma, extrinsic asthma, dust asthma, infantile asthma), bronchitis, 

20 including bronchial asthma, systemic lupus erythematosus (SLE), multiple sclerosis, type 1 

diabetes nieil.ir.us and complications associated therewith, atopic eczema (atopic dermatitis), 

contact dermatitis and further eczematous dermatitis, inflammatory bowel disease (e.g. Crohn's 

disease and ulcerative colitis), atherosclerosis and amyotrophic lateral sclerosis. Other 

autoimmune diseases include tissue and organ transplants, and allergies. 

25 [0143] In some embodiments, the present invention provides a method of reducing the side 

effects of glucocorticosteroid treatment, including administering to a subject in need thereof, a 

therapeutically effective amount of a composition including an anti-inflammatory 

glucocorticosteroid and a GR modulator having the structure of the present invention, in some 

embodiments, the side effects of glucocorticosteroid treatment can be weight gain, glaucoma, 

30 fluid retention, increased blood pressure, mood swings, cataracts, high blood sugar, diabetes, 
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infection, loss of calcium from bones, osteoporosis, or menstrual irregularities. Additional side 

effects include muscle wasting, fat redistribution, growth retardation and cus'hingoid appearance. 

[0144] Other conditions that can be treated using the compounds of the present invention 

include alcohol dependence, symptoms of alcohol withdrawal, and cognitive deficits associated 

5 with excess alcohol consumption. The compounds of the present inventin can also he used to 

treat cancer, such as cancer of the bone, breast prostate, ovary, skin, brain, bladder, cervix, liver, 

lung, etc. Other cancers that can be treated using the compounds of the present invention include 

leukemia, lymphoma, neuroblastoma, among others. When administered for the treatment of 

cancer, the compounds of the present invention can be administered separately or in combination 

10 with, an antineoplastic agent such as taxanes, taxol, doeetaxel, paelitaxei, actinomycin, 

anthraeyclmes, doxorubicin, daunorubicin, valrubicin, bleomycin, ci.spla.tin, among others. 

Assays to identify GR Mochaiafors 

[§145] GR modulators of this invention can be tested for inhibition of GR induced 

transactivation while not substantially inhibiting GR-induced transrepression in a variety of 

15 assays. GR modulators of the present invention that inhibit GR induced transactivation can be 

identified by measuring the amount of tyrosine amino transferase expressed in the presence of 

the GR induced, transactivation in a cell model (human liver hepatocytes). GR modulators useful 

in the present invention can be those that inhibit GR. induced transactivation by at least about 

50%, 

20 [0146] Moreover, for the GR modulators of the present invention thai induce transactivation, 

some may be able to do so while not inhibiting the GR-induced transrepression activity by more 

than about 50%. Specifically, the compositions of the present invention that can induce 

transactivation while not substantially inhibiting the GR-induced transrepression activity of 

dexamethasone with regard to LPS activated TNFa release (NFKB responsive gene), can be 

25 identified using a cell-based model (human peripheral blood mononuclear cells), dexamethasone 

can be administered to the cells and the release of TNFa can be measured. After addition of the 

GR modulator of the present invention, the release of TNFa can be again measured and 

compared to the amount released in the absence of the GR modulator. A GR modulator of the 
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present invention that does not substantially block the effect of dexamethasone, does not 

substantially inhibit GR-induced transrepression. 

IX. Examples 

[0147] Structures are named according to standard TUPAC nomenclature using the 

5 CambridgeSoft ChemDraw naming package, 

[01481 !B NMR spectra were recorded at ambient temperature using a Van an Unity Inova 

spectrometer (400 MHz) with a 5 mm inverse detection triple resonance probe for detection of 

HI, CI3 and P31 or a Broker Avance DRX spectrometer (400 MHz) with a 5 mm inverse 

detection triple resonance TXi probe, or a Bruker Avance III spectrometer (400 MHz). 

10 [0149] Mass spectrometry (LCMS) experiments to determine retention times and associated 

mass ions were performed using the following methods: 

[0150] Method A: experiments were performed using a Waters Platform LC quadrupole mass 

spectrometer with positive and negative ion electrospray and ELS / Diode array detection using a 

Phenomenex Luna 3 micron C18 (2) 30 x 4.6 mm column and a 2 rnL / minute flow rate. The 

15 solvent system was 95% water containing 0.1% formic acid (solvent A) and 5% acetonitrile 

containing 0.1 % formic acid (solvent B) for the first 50 seconds followed by a gradient up to 5% 

solvent A and 95% solvent B over the next 4 minutes. The final solvent system was held constant 

for a further 1 minute. 

1015!] Method B: experiments were performed using a VG Platform SI quadrupole mass 

20 spectrometer with a positive and negative ion electrospray and ELS / Diode array detection using 

a Phenomenex Luna 3 micron C18 (2) 30 x 4.6 mm column and a 2 mL / minute flow rate. The 

initial solvent system was 95% water containing 0.1% formic acid (solvent A) and 5% 

acetonitrile containing 0.1 % formic acid (solvent B) for the first 30 seconds followed by a 

gradient up to 5% solvent A and 95% solvent B over the next 4 minutes. The final solvent 

25 system was held constant for a farther 2 minutes. 

[0152] Method C: experiments were performed using a Waters ZMD quadrupole mass 

spectrometer with, positive and negative ion electrospray and ELS / Diode array detection using a 

Phenomenex Luna 3 micron CIS (2) 30 x 4.6 mm column and a 2 mL / minute flow rate. The 
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solvent system was 95% water containing 0.1% formic acid (solvent A) and 5% acetonitrile 

containing 0.1% formic acid (solvent B) for the first 50 seconds followed by a gradient up to 5% 

solvent A and 95% solvent B over the next 4 minutes. The final solvent system was held constant 

for a further 1 minute. 

5 [0153] Method D: experiments were performed using a Waters Micromass ZQ2000 

quadrupole mass spectrometer linked to a Waters Acquity UPLC system with a. PDA UV 

detector using an Acquity UPLC BEH C18 Umicron 100*2.1mm, maintained at 40°C. The 

spectrometer has an electrospray source operating in positive and negative ion mode. The initial 

solvent system was 95% water containing 0.1 % formic acid (solvent A) and 5% acetonitrile 

10 containing 0.1% formic acid (solvent B) for 0.4 minutes followed by a gradient up to 5% solvent 

A and 95% solvent B over the next 6.4 minutes. 

[0154] Method E: experiments were performed using a Waters Micromass ZQ2000 quadrupole 

mass spectrometer linked to a Hewlett Packard HP 1100 LC system with a DAD UV detector 

using a Higgins Clipeus 5 micron C18 100x3.0mm. maintained at 40°C. The spectrometer has an 

15 electrospray source operating in positive and negative ion mode. The initial solvent system, was 

95% water containing 0.1% formic acid (solvent A) and 5% acetonitrile containing 0. I % formic 

acid (solvent B) for 1.0 minutes followed by a gradient up to 5% solvent A and 95% solvent B 

over the next 15 minutes. The final solvent system was held constant for a further 5 minutes. 

[0155] Method F: experiments were performed, using an Agilent Infinity 1260 LC 6120 

20 quadrupole mass spectrometer with positive and negative ion electrospray and ELS / UV @ 

254nm detection using an Agilent Zorbax Extend C18, Rapid Resolution RT 1.8 micron CI S 30 

x 4.6 mm column and a 2.5 mL / minute flow rate. The initial solvent system was 95% water 

containing 0.1% formic acid (solvent A) and 5% acetonitrile containing 0.1% formic acid 

(solvent B) ramping up to 5% solvent A and 95% solvent B over the next 3.0 minutes, the flow 

25 rate was then increased to 4.5 mL / minute and held for 0.5 minutes at 95% B. Over 0.1 minute 

the gradient was returned to 95% A and 5% B and 3.5 mL / minute and was held at these 

conditions for 0.3 minutes; the final 0.1 minute resulted in the return to the initial starting 

conditions, 95% A 5% B at 2.5 mL /minute. 
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Intermediate I. (R)-1-(4-flisoropheiivi)"6»((4»(tnlliioromethvI)Dheiivi)siiIfoiivl)-4,4a.5.6.7,: 

intermediate 2, fR)-fH4-fluorophenvlV6-<C4-(trifliioromeihyl)phenvI)siiifoiiyl)-4,4a,5u6,7.,i 

faexahvdro-lH-pvrazoIof3»4-glisoaiiinolm-4a-vl)methanol 

F F 

intermediate 1 intermediate 2 
5 

|0!56| A solution of (R)-methyl 1 -(4-fiuorophenyi)-6-((4-(trifluoromethyi)phenyi)sulfbnyi)-

4,4aJ5,6,7,8-hexahydro-iH-pyrazoio[3>4-g]isoquinoline-4a-carboxyiate (2.12 g, 3.96 mmol) was 

dissolved in dry dichloromethane and cooled to -78T under nitrogen. A solution of 

diisobutylaiuminram hydride (1.0 M in dichloromethane, 16 mmol, 16 mL) was added dropwise 

10 maintaining the reaction temperature at <-70°C and the reaction mixture was stirred at -78°C for 

1 hour. The reaction mixture was treated with water (6 mL), stirred at -78°C for 5 minutes then 

warmed to >0!'C over 15 minutes. Solid sodium bicarbonate (5.5 g) was added and the mixture 

stirred vigorously for 5 minutes. Excess sodium sulfate was added (~20 g) and the resultant 

mixture was stirred vigorously for a further 15 minutes. The solid materials were removed, by 

15 filtration and rinsed with a little dichloromethane. The filtrate was concentrated under reduced 

pressure and the residue purified by column chromatography on silica gel eluting with a mixture 

of ethyl acetate and cyclohexane (3:7 by volume) followed by ethyl acetate to afford. (R)-l-(4-

fluorophenyl)-6~((4-(trifSuoromethy1)ph.enyl}sulfonyl)-4,4a,5,6,758-hcxahydro~l.H-pyrazolo[3,4-

g]isoquinoline-4a-carbaldehyde as a white foam (0.62 g). 1H NMR (400 MHz. CDCb): 9.48 (s, 

20 1 H); 7.93 (d, J « 8.2 Hz, 2 H); 7,84 (d, J = 8.3 Hz, 2 H); 7.39-7.40 (m, 3 H); 7.17 (t J = 8.5 Hz, 

2 H); 6.52 (d, J - 2.5 Hz, 1 H); 4.32 (d,J= 12.3 Hz, 1 H); 3.90 (br s, 1 H); 3.14 (d, J - 16.4 Hz, 1 

H); 2,65-2,80 (m, 1H); 2.51-2.52 (m, 4 H) and (R)-( 1 -(4-fluoropheny}.)-6-((4-

(trifluorometby1)phenyl) su]fonvl)-4,4a,5,6,7,8-hexahydro-lH-pyrazoio[3,4-g]isoquinolin-4a-

y1)methanol as a white soHd (1.0 g). 1 FT NMR (400 MHz, CDCL): 5 7.94 (d, J ::: 8.2 Hz, 2 II}; 

25 7.83 (d, J8.3 Hz, 2 1-1); 7.40-7.41 (m, 3 H); 7.14-7.15 (m, 2 H); 6.31 (d, J-2.4 Hz, 1 H);4.11-
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4J2(m, I H); 4.02 (dd, J - 11.4, 5.9 Hz, 1 H); 3.78 (dd, J ~ 11.5, 5.6 Hz, 1 L-I); 3.34 (dd, J ::: 

11.4, 8.1 Hz, 1 H); 3.13 (d, J = 15.8 Hz, 1 H); 2.74-2.76 (m, 1 H); 2.59-2.60 (m, 1 H); 2.41 ("d, J 

- 3 5.5 Hz, 1 H); 2.24-2.25 (m, 2 H); 2.04 (s, 1 H). 

Intermediate 1. (R)-l-(4-fluorophenv{)-6-((4-(trifluoromcthvr)pheiivl)suifonvl)-4.4a>5.6>7.8-

5 hexahydro-lH-pvfazolo[3.4-glisoquinoline-4a-carbaldehvde 

[0157] A solution of oxaiyl chloride (7.35 g, 58.8 mmol) in dry dichloromethane (160 mL) was 

cooled to -60°C under nitrogen and. treated dropwise with dry dimethyl sulfoxide (9.55 g. 122.5 

mmol) such that the temperature did not rise above -50°C. The mixture was stirred at -55°C for 

15 minutes. A solution of (R)-(l~(4'iluorophenyI}-(>((4--(trifiuoromethyi)phenyI)sulfoiiyi)-

10 4,4a,5,6J,8-hexabydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yl)methano] (12.40 g, 24.5 minol) in 

dry dichloromethane (140 mL) was added such that the temperature did not rise above -50'"'C. 

The mixture was stirred for 2 hours allowing the temperature to rise to -1 5°C, Trieihylamine 

(12.64g, 125 mmol) was added dropwise such that the temperature did not rise above -5°C and 

the resultant mixture was stirred until the temperature reached 0°C. Water (100 mL) was added, 

15 the phases were separated, the aqueous phase was extracted with further dichloromethane (x2) 

and the combined organic phases were dried over sodium sulfate. The solids were removed by 

filtration, the filtrate was concentrated under reduced pressure and the residue was purified by 

column chromatography on silica gel eluting with a mixture of ethyl, acetate and 

dichloromethane (1:1 by volume) followed by ethyl acetate to afford {R)- 1 -(4-fluorophenyi)-6-

20 ((4-(trifluoromethyl)pheny])sujfonyl)-4,4a,5,6,7,8-hexahydro-lH-pyrazolo[3,4-g]isoquinoline-

4a-carbaidehydc as a white foam (11.8 g). 1H NMR (400 MHz, CDCb): 5 9,48 (s, 1 H); 7,93 (d, 

j - 8.2 Hz, 2 H); 7.84 (d, J = 8.3 Hz, 2 H); 7.39-7.40 (m, 3 H); 7.15-7.16 (m, 2 H); 6.52 (d, J" -

2.4 Hz, I H); 432 (dd, J = 12.2,2.1 Hz, 1 H); 3.90 (dd, J - 11.0,5.6 Hz, 1 U); 3.14 (d, J - 16,4 

Hz, 1 H); 2.71-2.73 (m, 1 H); 2.60 (d, J - 16.4 Hz, ! H); 2,49-2.51 (m, 3 H). 

25 Intermediate 3. fE)-(1-(4-llBoroi>lie^vI)"6"(f4"(tnfliiarometIi¥l)DlieiivI)s^lfo8nrl)-4,4a»5,6Je8-

hexabvdrO"lH-nvra2olof3.4"glisoquiaoliii-4a-\iKpvridio»2"Vl)''('R/S>-metfaaaol 
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! 
F 

101.581 2 ••Brornopyridme (6.50 g, 40 mmol) was added to isopropvl magnesium chloride (2.0 

M solution in tetrahydrofuran, 20 mL, 40 mmol.) at room temperature. The mixture was stirred 

for 10 minutes then warmed to 30°C and stirred for 105 minutes. The mixture was cooled to -

5 10°C and a solution of (R)-1 -(4-fluorophenyl)-6-((4-(trifluoromethyl)phenyl)sulfony 1)-

4,4at5,6J,84iexahydro-l.H-pyrazolo[3,4-g]isoquinolme-4a-carbaldehyde (5.5g, 10 mmol) in 

tetrahydrofuran (9 mL) was added dropwise. The reaction mixture was stirred for 15 minutes at 

-10°C followed by stirring at room temperature for 1 hour. The reaction mixture was cooled and 

treated with water (20 mL) followed by aqueous hydrochloric acid (1.0 M, 40 mL). The mixture 

10 was stirred for 10 minutes then extracted with dichloromethane (x2) and the combined organic 

phases dried over sodium, sulfate. The solids were removed by filtration., the filtrate was 

concentrated under reduced pressure and the residue purified by column, chromatography on 

silica gel (gradient: 20-80% ethyl acetate in cyclohexane) to afford the diastereoisomcric (2:1) 

mixture (R.)-(l-(4-iluoropher)yl)-6-((4-(trinuoromethyl)phenyl)su1fonyl)-4,4a.5,6,7,8-hexahydro-

15 lH-pyrazolo[3,4-g]isoquinolin-4a~yl)(pyridin-2-yi)-(R/S)-methanol as an off-white foam (3.25 

g). 1H NMR (400 MHz, CDCI3): 5 8.29 (d, J - 4.8 Hz, I H); 8.00 (ci, J - 8.2 Hz, 2 H); 7.84-

7.86 (m, 3 H); 7.44-7.46 (m, 1 H); 7.29-7.30 (m, 1.5 H); 7.09-7.10 (m, 3.5 H); 6,95-6.97 (m, 2.5 

H); 6.41 (s, 0.5 H); 6.18 (s, 1 H); 5.11 (a, 0.5 H); 5.04 (s, 1 H); 4,87 (s, 1 H); 4.50 (d, J = 11.8 

Hz, 1 H); 4.10 (d, J - 13.3 Hz, 2.5 H); 3.80 (d, J = 12.1 Hz, 0.5 H); 3.69 (s, 0.5 H); 3.24 (d, J » 

20 16.6 Hz, i H); 3.09-3.13 (m, 1.5 H); 2.54-2.58 (m, 2.5 B); 2.25-2.27 (m, 1 H); 2.11 (d, J ::: 16.6 

Hz, 1 H); 1.43 (s, 0.5 H), 

[0159] The following Intermediate 4 was similarly prepared from the appropriate starting 

materials: 

Intermediate 4. (RV( l-(4-l]uoror>henvl)-6-t(4-(trifluoromethvl)phenv1)sulfonvl)-4.4a.5.6;7.8-

25 hexahvdro-lH-pvra2olof3.4-glisoa'Uinoiin-4a-vl>favridin-3-vl)-(R/S)-methanol 
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[0160] LCMS (Method C, ESI): RT 2.84 min, m+H - 585.1; 1H NMR (400 MHz, CDCh): 5 

8.33 (d, J" - 2.2 Hz, 1 H); 8.18 (dd, J = 4.8, 1.7 Hz, 1 H); 7.97 (d, J = 8.2 Hz, 2 H); 7.85 (d> J -

8.2 Hz, 2 H); 7.69 (d, J - 8.0 Hz, 1 H); 7.04-7.05 (m, 4 H); 6.92 (dd, J = 7.9,4.8 Hz, 1 H); 6.10 

5 (d, J - 2.3 Hz, 1 H); 5.18 (s, 1 H); 4.34 (dd, J = 12.3, 2.3 Hz, 1 H); 4.15 (d, J=11.2 Hz, 1 H): 

3,42 (d, J - 16.8 Hz, 1 H); 3.25 (s, 1 H); 2.66 (t, J - 12.0 Hz, 1 H); 2.52 (d, J = 15.4 Hz, 1 H); 

2.34 (d, J = 12.3 Hz, 1 H); 2.17 (d, 3 = 16.8 Hz, 1 H). 

iiiteE'mediate 5. fR)H 'oohenvD-6--(M-ftrifluorom< *thvl)DhenvI)s Uifonvl)-* L4a.5.6.7,8-

hexahvdro-lH-ovraa oIo[3,4-g isoauinolm -4a-vi')(l~methv i-lH-imitiazol SV 

methanol 

/ 
F 

[01.61] 2-Bromo-l-methyi-lH-imidazole (47 JJ.L, 0.48 mmol) was dissolved in diethyl ether (2 

mL) and cooled to -75°C under argon. Butyl lithium (2.5 M in hexanes; 192 jiL, 0.48 mmol) 

was added dropwise and the mixture stirred at ~75°C for 1 hour, A solution of (R)-l-(4-

15 fluorophenyl)-6~((4-(trifluoromcthyl)phenyl)sulfonyi)~4>4a:i5,6,7s8-hexahydro-lH-pyrazolo[3,4-

g]isoquittoIine~4a~earbaldehyde (252 mg, 0.5 mmol) in diethyl ether (2 mL) was added dropwise 

The reaction mixture was stirred for 16 hours whilst warming slowly to room temperature. The 

reaction mixture was cooled and treated with water (10 ml,) and the phases separated, The 

organic phase was extracted with further diethyl, ether (x2) followed by dichloromethane (x2). 
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The combined organic phases were dried over sodium sulfate, the solids were removed by 

filtration and the filtrate was concentrated under reduced pressure. The residue was purified by 

column chromatography OR silica gel (gradient: 17.5 to 25% acetone in cyclohexane) to afford 

(R)-( 1 -(4-fluorophenyl)-6-((4-(trifluoromethyl)phenyi)suifonyI}-4,4a,5,6,7,8-hexahydro-1H-

5 pyrazolo[3,4~g]isoquinolin~4a~yl)(l -methyl~lH-imidazoi-2-yl)-(R/'S)-raethanol as a white 

powder (82 mg) LCMS (Method A, ESI): RT 2.74 min, m+H = 588J 

[0162] The following intermediates 6-9 were similarly prepared from the appropriate starting 

material: 

Intermediate 6. (Ryn-(4-fluorophenyl)-6-((4-(trifluoromcthvrtohenyl)sutfonvl)-4,4a.5,6.7,8-

i 0 licxahvdro-lH."pyrazolo[3,4-glisoqumolin--4a"Vl)fthiazol"2-vD-(R'/S)-mcthanoi 

[0163] LCMS (Method C\ ESI): RT 3.83 min, m+H = 591.0; 1H NMR (400 MHz, CDCh): 8 

7.95 (t, J - 9.5 Hz, 4 H); 7.83 (t, J - 8.6 Hz, 4 H); 7.71 (d, 1 - 3.2 Hz, 1 H); 7.39-7.40 (m, 2 H); 

7.35 <s, 1 H); 7.30 (d, J™ 3.2 Hz, I H); 7.21-7.22 (m5 2 H); 7,13-7.15 (m, 4 H); 7.03-7.04 (m, 2 

15 H); 6.43 (s, 1 H); 6.28 (d, I - 2.3 Hz, 1 H); 5.47 (d, J - 5.5 Hz, 1 H); 5.27 (d, I = 5.4 Hz, 1 H); 

4.34 (d, X - 12.2 Hz, 1 H); 4.13 (t, i = 8.8 Hz, 0.5 H); 3.85 (d, J - 5.6 Hz, 1 H); 3.60-3.65 (m, 

1H); 3.40 (s, 0.5 E): 3.37 (d, i - 6.1 Hz, 1 H); 3.15 (d, J" = 16.3 Hz, 1 H); 2.74 (d, J = 12.3 Hz, 1 

H); 2.67 (dd, j" = 11.7,3.8 Hz, 1 H); 2.59 (d, 1 - 16.7 Hz, 1 H); 2.38 (d, J - 1! .8 Hz, 1 H); 2.19 

(4 J-16.8 Hz J H); 1.43 (s, 3 H). 

20 "Intermediate 7. (R)-( l-{4-tluoroDhenyl)-6-{(4~{trifluoromethvl)nhenvl)siilfonvl)-4.4a.5.6.7.8-

hexahvdrQ-lH-pvrazolor3.,4-g]isoqtiino[in-4a-vl)(oxazol-4-vl)-('R./SVmethanol 

F 
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[0164] LCMS (Method A, ESI): RT 3.77 min, m+H - 575.2. 

Intermediate 8. (R)-{]-('4-fl'uorophcnvl)-6-((4-ft.rifluoroniethvrmhcny1)soifonv1)-/:l.4a,5i>J.8-

hexahvdro-lH-pvra2olo[3.4-g1isoqoinolin~4a-vl¥fbran-2-yl)-rRJ/S>-methanol. 

[0165] LCMS (Method A, ESI): RT 4.04 min, m+H - 574.1. 

Intermediate 9. (RH n^liiorophenyiHM^-CtfifluoromethyltohenvnsulfonyrM^a^.^'iJ.B-
hexahvdro-lH-pvTazolorS^-glisoquinoUn^-vflrthiophen^-vlWR/Symethanol 

10 [01661 LCMS (Method A. ESI): RT 4.11 min, m+H - 590.1. 

Intermediate 10. (R>tert--btttvl l-(4-f1noror>lie^yI)'-4a-(R/S)-flrvdrQxv(pvrk1te"2--vDmethvD' 
4a,5.J,8-tetrahvdro--lH-'DwazoIor3,4-glisoquinoline^l4H)-carboxvlate 
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(0167| A solution of 2-bromopyridme (182 ttL, 1.82 mmol) In dry diethyl ether (10 mL) was 

cooled to -78°C and butyl lithium (2.5 M in hexanes. 730 iiL, 1.82 mmol) added dropwise. The 

mixture was stirre-dfor 1 hour at -78°C. A solution of (R)-tert-butyl 1 -(4-fiuoropheny i}-4a-

5 formyl-4a,5,7,8-tetrahydro-lH-pyi*azolo[3>4-g]isoquinoline-6(4H)-carboxylate (800 mg, 2 

mmol) in dry diethyl ether (10 mL) was added dropwise and the reaction mixture was stirred for 

1 hour at -78°C. The reaction mixture was stirred and warmed to 0°C over 1 hour following 

which, the reaction was quenched by the addition of water (10 mL). The resultant mixture was 

stirred for 30 minutes then extracted with dichloromethane (x2) and the combined organic phases 

i 0 were dried over sodium sulfate. The solids were removed by filtration, the filtrate was 

concentrated under reduced, pressure and the residue was purified by column chromatography on 

silica gel (gradient; 30-50% ethyl acetate in cyclohexane) to afford the diastereoisomeric mixture 

(R)-tert-butyl l~(4-fluorophenyl)-4a-(R/S)-(hydroxy(pyridin-2-yl)mcthyl)-4a,5,7,8-tetrahydro-

lH-pyra.zolo[3,4-g3isoqumoIme-6(4H)-carboxyiate as a straw-coloured foam (43 0 mg) . LCMS 

15 (Method C, ESI): RT 2,64/2.81 min, m+H - 4773. 

Intermediate 11. (RMert-bHtvI M4-flu0r0pfaenyiMa-pic0lin0yi-4a,5,7.8--tetrahYdr0''lll-

pvrazoloi3,4-gJisoquinoIine--6(4H)-carboxyIate 

F 
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[0168] A solution of (R)-tert-butyl l-(4-fluorophenyi)-4a-(R/S)-(hydroxy(pyridin-2-

yi)methyl)-4a,5,7,8-tetrahydro-lH-pyrazolo[3,4-g]isoquino{inc-6(4H)-carboxylate (410 mg, 0.86 

mmol) in dry dichloromethane (10 mL) was treated with 11,1 -tnacetoxy-1,1 -dihydro-1,2-

benziodoxol-3(lH)-onc (547 mg, 1.29 mmol; Dess-Martin pcriodinane) and the reaction mixture 

5 was stirred for 1 hour at room, temperature. The reaction mixture was cooled and treated with 

saturated sodium hydrogen carbonate solution (20 mL) followed by dichloromethane (10 mL). 

The mixture was stirred for 10 minutes and the phases were separated. The aqueous phase was 

extracted with further dichloromethane (x2) and the combined organic phases dried over sodium 

sulfate. The solids were removed by filtration, the filtrate was concentrated under reduced 

10 pressure and the residue was purified by column chromatography on silica gel (gradient: 20-40% 

ethyl acetate in cyclohexane) to afford (R)-tert-bulyl I~(4-fiuoropbenyl)-4a-pieoli noyl~4a,5.7,8-

tetrahydro-lH-pyrazolo[3,4-g]isoquinolinc-6(4H)-carboxylatc as a pale yellow foam (185 mg). 

LCMS (Method B, ESI): RT 4.13 min, m+H = 475.5; 1HNM.R (400 MHz, CDCb): 0 8.68 (d, J 

= 4.8 Hz, 2 H); 7.44-7.45 (m, 5 H); 7.15-7,16 (m, 3 H); 6.51 (s, 2 H); 2,83 (br s, 5 H); 2.49 (s, 1 

15 H); 1.43(s, 9 H). 

[0169] Alternative procedure: 2-Rromopyridine (110.0 g, 690 mmole) as a solution in 

diethyl ether (200 mL) was added to a cooled (-65°C) solution of 2.5 M n-BuLi (275 ml,, 690 

mmol) in diethyl ether (200 mL). The mixture was stirred for 1 h at -70°C to -65°C. To this 

solution was then added a suspension of (R)-6~tert-butyl 4a-rn ethyl i-(4-flii(>rophenyl)-4a,5.7,8-

20 tetrahydro-lH-pyrazolo[3,4-g]isoquinoline-4a,6(4H)-dicarboxylate (100.0 g, 230 mmol.) in 

diethyl ether (1.0 L}, keeping the temperature below -65°C. The resulting solution was stirred for 

2 hours at -70°C to -65°C. The reaction mixture was quenched with glacial acetic acid (50 mL) 

and diluted with water (200 mL). The organic layer was washed with 20% aqueous sodium 

chloride solution (250 mL), dried over magnesium sulphate and concentrated to give a yellow 

25 foam. The crude product was purified over silica gel (350 g, 240-400 mesh) by elation with 

heptane/ethyl acetate (8:1 to 2:1) to give (R)-tert-butyl 1 -(4-fluorophenyi)-4a-picoiinoyl-

4a,5,7s8-tetrahydro-lH-pyrazolo[3,4-g]isoqumolme-6(4H)-earboxylate (109.5 g) as a yellow 

foam. 

Intermediate 12. flRHl-f4-flttorophenYlM,4aJM»/7,8"hexahvdro-lH-pvrazoIor3,4-

30 giisoqMmoKii-4a-vMDvridm-2-vI)methaiione 
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[0170] (R'Hert-butyi l-(4-fluorophenyi)-4a-picoIinoyl-4a,5,7,8~tetraliydro-lH-pyrazolo[3,4-

g]isoquincimc-6(4H>carboxylate (180 mg, 0.39 mmol) was dissolved in HCl-dioxan (4 M, 

4mL) and the resultant solution was stirred vigorously at room temperature for 1.5 hours. The 

5 reaction mixture was evaporated to afford (R)-(l-(4~fluorophenyl)-4,4a,5,6,7,8-hcxahydro-lH-

pyrazolo[3,4-g]isoquinoim~4a~yl)(pyridiii~2-yl)methanone as a yellow solid . LCMS (Method B, 

ESI): RT 0.30 and 2.01 min, m+H = 375.2. 

intermediate 13, fRV(<H(6"Chloronvridin-3-Ai)suifoiiYl)-l-(4-fIporQphenvl)-4»4a.5.6,7»8-

hexahydro-lH-pyrazolof3,4-glisoquinoKtt^a-yi'K'pyridiii~2-yl)metfaaiione 

[0171] A solution of (RHl-(4-fluorophenyl)-4,4a,5>6,7,84iexahydro-iH-pyrazo!o[3,4-

g]isoqiimolin-4a-yl)(pyridin-2-yl)methanone in dichloromethane (2,5nxL) (2.7 mL, -0,2 mmol) 

containing diisopropylamine (1 74LIL, Immol) was added to 6-chloro-pyridine--3~sulfonyI 

chloride (53 mg, 0.25 mmol) and diisopropylethylamine (100 jxL, 0.57 mmol) and the mixture 

15 stirred for 16 hours. The reaction mixture was concc-ntrated and the residue was purified by 

column chromatography on silica gel (gradient: 20-30% ethyl acetate in cyclohexane) to afford 

(R)-(6-((6"chloropyridin-3-yI)siilfony[)-l-(4"fluorophenyl)-4-4a,5..6,7,8-hexahydro-lI-J" 

pyrazolo[3,4-g]isoquinoiin-4a-yl}(pyridin-2-yl)meihanone as a white solid (85 mg). LCMS 

(Method B ESI): RT 3.92 min, m+H = 550.0; 1H NMR (400 MHz, CDC13): 8 8.66 (d, J = 2.5 

10 F 
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Hz, 1 H); 8.61 (d, J - 4.7 Hz, 1 H); 7.85-7.86 (m, 3 H); 7.48*7.49 (m, 1 H); 7.42-7.43 (m, 2 H); 

7.35 (d, J — 8.4 Hz, I H); 7.27 (s, 1 H); 7.15-7.16 (m, 2 H); 6.50 (s, 1 H); 5.57 (d, J = 12.4 Hz, 1 

H); 4.23 (d, J = 16.9 Hz, 1 H); 3.85-3.95 (m, IH); 2.86-2.87 (m, 3 H); 2.66 (d,J= 11.9 Hz, 1 H); 

2.53 (d, J - 15.1 Hz, I H). 

5 [0172] The following intermediate 14 was similarly prepared from the appropriate starting 

materials: 

Intermediate 14. (RV(6-((6-chioroT)vridin-3-v['Wfonviy l-(4-fluorophenvlM.4a.5.6,7.8-

hexahvdro-lH-pvrazolor3,4-g1isoquinoIin-4a-yl)(thiazol-2-vl)methanQiie 

10 [0173] LCMS (Method F, ES-API): RT 2.46 min, m+H = 555.8; IH NMR (400 MHz, CDCh): 

6 8.68 (IH, dd, J = 2.6, 0.7 Hz), 8.00 (IH, d, J = 3.0 Hz), 7.89 (IH, dd, J = 8.3, 2.6 Hz), 7.69 

(IH, d, J = 3.0 Hz), 7.46-7.40 (2H, m), 7.37 (IH, dd, J = 8.3, 0.7 Hz), 7.29 (1H, s), 7.20-7.14 

(2H, m), 6.55 (IH, d, J - 2.2 Hz), 5.50 (IH, dd, I = 12.5, 2.0 Hz), 4.17 (IH, d, J = 16.7 Hz), 

3.97-3.91 (IH, m), 2.92-2.83 (3H, m), 2.69-2.63 (IH, m), 2.60-2.54 (IH, m). 

15 Intermediate 15, (RHW4-flMorophenvlV<i^((4-(trtfl»oromethyf)pbenvl)sulfonvrh 

F 

F 
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|0374| 2-Metbyi-[1,3,4 j-oxadiazole (140 mg, 1.67 mmol) in dry tetrahydrofuran (5 mL) was 

cooled to ~78°C and butyl lithium (2.5 M solution in hexanes, 600 uL, 1.5 mmol) was added 

dropwise. The resultant reaction mixture was stirred for 10 minutes at -78°C. Magnesium 

bromide diethyl etherate (400 mg, 1.55 mmol) was added in one portion and the mixture was 

5 warmed to -45"C over 1.5 hours where the temperature was maintained for 20 minutes. The 

reaction was re-cooied to ~78''C and a solution of (R)-l-(4-fluorophenyi)-6-((4-

(ti"ifluoromethyl)phcnyl)sulfonyi)-4,4a,5,6,7,8-hexahydro-lfi-pyrazolo[3,4-g]isoqumoliiie-4a~ 

carbaldehyde (100 mg, 0.4 mmol) in dry tetrahydrofuran (5 mL) was added dropwise and the 

reaction mixture was stirred whilst allowing the reaction mixture to warm to -5°C slowly. The 

iO reaction mixture was treated with saturated ammonium chloride solution (6 mL) and sufficient, 

water to dissolve precipitated salts. The mixture was extracted, with dichloromethane (3 x lOmL) 

and the combined organic phases were dried over sodium sulfate. The solids were removed by 

filtration, the filtrate was concentrated under reduced pressure and the residue was purified by 

column chromatography on silica gel (gradient: 50-100% ethyl, acetate in cyclohexane) to afford, 

15 as a (~2:1) mixture of diastereoisomers, (R.)-(l -(4-f!uorophenyl)-6-((4-

(trifluoromethyl)pheny])su]fonyl)~4.4a,5,6,7,8-hexahydro-iH-pyrazolo[3,4-g]iso<]uinolin~4a-

y|)(5-methyi-1,3>4-oxadiazol-2-y].)-{R/S)-melhanoi as an off-white foam (50 mg). LCMS 

(Method A, ESI.): RT 3.38 min, m+H » 590.4; 1E NMR (400 MHz, CDCh): 5 8.33 (s, 0.5 IT); 

7.96 (d, J - 8.2 Hz, 2 LI); 7.85-7.87 (m, 3 H); 7.42-7.43 (m, I H); 7.30 (s, 1 H); 7.20-7.21 (m, 2 

20 H); 7.12-7.13 (m, 2.5 H); 6.43 (s, 0.4 H); 6.18 (d, J-2.3 Hz, I H); 5.43 (tl j-4.4 Hz, 1 H); 4.99 

(s. 0.4 H); 4.30-4.32 (m, 1 H); 3.68-3.75 (m, 1 H); 3.48 (d, J - 16.7 Hz, 1 H); 3.29 (d. J - 16.2 

Hz, 0.4 H); 3.02-3.05 (m, 1 H); 2.57 (d, J = 12.0 Hz, 3 H); 2.43-2.48 (m, 2 H); 2.35-2.37 (m, 2 

H); 2.20 (s. 2 II). 

Intermediate 16. {R>n-(4-iluorophenyI)-6~((4^trifl«oromethyODhenvrtsuIfonvi>-
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[0175] To a solution of oxazole (99 ,u L, 0.5 mmol) in dry tetrahydrofuran (2.5 ml.) was added 

borane-ietrahydrofuran complex (1.0 M In tetrahydrofuran, 1.65 mmol. 1.65 mL) and the 

mixture was stirred at room temperature for I hour. The mixture was cooled to -78°C and butyl 

5 lithium (1.6 M solution in hexanes, 1.20 mL, 1.95 mmol) was added dropwise. The reaction 

mixture was stirred for 40 minutes at -78°C. A solution of (R)-1 -(4~fluorophenyl)~6-((4-

(trifluororaethyl)phenyl)sulfony!)-4,4a,5,6,7,8-hexahydro-lH-pyrazoio{3,4-g]isoqumoline~4a-

carbaldehyde (250 mg, 0.5 mmol) in dry tetrahydrofuran (3 mL) was added dropwise and the 

reaction mixture was stirred at -78°C for 2 hours. The reaction mixture was warmed to room 

10 temperature and stirred for 2 hours. The reaction mixture was poured into ethanol/acetic acid 

mixture (95:5. v/v; 50 mL) and stirred at room temperature for 18 hours. The solvent was 

evaporated and the residue was dissolved in ethyl acetate (30 mL). The organic phase was 

washed with water (20 mL), saturated sodium bicarbonate (2 x 20 mL) and. brine (20 mL). The 

organic phase was dried over sodium sulfate, the solids were removed by filtration and the 

1.5 filtrate was concentrated under rcduccd pressure. The residue was purified by column 

chromatography on silica gel (gradient: 0-4% methanol in dichloromethanc) to afford, as a 

mixture of diastereoisomers, (R)-(l~(4-fluorophenyi)-6-((4-(trifluoromethyl)phenyl)suifonyl)-

4,4a,5,6,7,8-hexahydro-lH~pyrazoio[3,4~g]isoqumolin-4a-yl)(oxazol-2-yl)-(R/S)-methanol as a 

white foam. (136 mg). LCMS (Method A, ESI): RT 3.68 min, m+H = 575.0, 

20 [0176] The following intermediates 17-20 were similarly prepared from the appropriate 

starting material: 

Intermediate 17. (Rj"(l-(4-fluoropheiivl)-6-(m-toivlsulfoiivl)-4,4a..5,6,.7.8"hexalivdro-lH-

pyrazo1o[3,4"g]isoqumoiin~4a~vl){oxaz.ol"2~vTHR,/S)-methano! 
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,,l^OH0wp 

[0177] LCMS (Method F, ES-API): RT 2.26 min, m+H = 521.1. 

Intermediate .18. (RV(6-((3,5-diffuorophenyl^sulfonvl)-1 -(4-fmorophenvl)-4.4a.5.6.7,8-

he&ahvdro-lH-pvTa2ol.o[3.4-g]isoqvnnoiia-4a-yl)('4"methoxypyridin--2--vl)-(R/SVmcthanoI 

OH o O 
vc* '"V. .•b 3 

[0178] LCMS (Method F, ES-API): RT 1.70, i .76 min, m+H -583.2. 

Intermediate 19. iR)-{4-ethvtovridjn-2-v[){I-(4-fiuoroDhenvl)-6-((3,4.5~ 

tnfluorophenvnsu1foriyl)-4.4a.5„6.7.8-hexalivdro-lH-Twrazo1of3.4-g"{isoaai»olin~4a-yD-{R/S)-

methanol 

-OH o O 
xs' .-fY 

[01.79] 

599.2. 

T 
F 

LCMS (Method F, ES-API): RT 1.97/2.10 min (mixture of diastereoroers), m+H = 
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Intermediate 20. (RH 1 -f4-fiuoroohenvlV-6-((3.4s54rjfluoroohcnvIisujfonvl)-4.4a.5,6,7.8-

hexahydro- lH~Dvrazolo[3,4-£iisoQumoiin-4a-vl¥4-mcthoxvpvridin-2-vl)-(R/SVmethano 

F 

[0180] LCMS (Method F, ES-API): RT i.90 min, m+H = 601.2. 

Intermediate 21, (RVtert-bntyl M4-fluoroDhenyI)-4a-(thiazo1e"2-earbonvI')-4a,5,7,8-

F 
|0I81| 2 -Bromothiazole (0.643 mL, 7.14 mmol) in dry ether (7 mL) was added to n-

hutyllithium (2.5 M in Hexanes) (2.92 ml-, 7.31 mmol) in dry ether (5 mL) at -78 °C. The 

reaction mixture was stirred at -78 °C for 45 minutes. A solution of (R)-6-tert~butyl 4a-methyl 1 

(4-fluorophenyl)-4a.5,7,8-tetrahydro-lH-pyrazolo[3,4-g]isoquinoiine~4a,6(4H)-dicarboxylate 

(1 -0 g, 2.339 mmol) in dry ether (15 mL) was added dropwise and the reaction mixture was 

stirred for 0.5 hour at -78 °C. Water (60 mL) was added and the reaction mixture was stirred at 

room temperature for 10 minutes. The aqueous layer was extracted with dichloromethane (3 x 7 

mL). The combined organic extracts were washed with brine (100 mL), dried over magnesium 

sulfate, filtered and concentrated in vacuo to give a dark orange oil. The crude product was 

purified by column chromatography on silica gel (gradient: 0-40% ethyl acetate in isohexane) to 

afford (R)-tert-butyl l-(4-fluorophenyl)~4a~(thiazole-2-carbonyl)-4a,5J,8-tetrahydro-lH-
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pyrazoio[354-gjisoquinofine-6(4H)-carboxylate as an off-white solid (984 mg). LCMS (Method 

F, ES-API): RT 2.64 min, m+H = 480.9; 1H NMR (400 MHz, CDCU): 5 8.06 (111 d> J = 3.0 

Hz), 7.64 (IH, s), 7.48-7.43 (2H, m), 7.31 (IH, s), 7.20-7.14 (2H, m)t 6.55 (IH, s), 5.60 (1H, br 

s), 4.49 (IH, d, J = 15.0 Hz), 4.21 (IH, br s), 3.28-3.25 (IH, m), 2.86-2.81 (3H, m), 2.49 (IH, d, 

5 J - 14.5 BZ-K 1.55 (9Hj s). 

[0182] The following intermediates 22-30 were similarly prepared starting from the 

appropriate starting material: 

Intermediate 22. (R)-tcrt-butyi 1 -('4~fStioronhenyl)-4a~( 1 -methyl-1H-1 .,2,4-tn'azoic-5-carbony I )-

4a.5.7,8-tetrahvdro-lH-pvrazolo[3.4-g]isoquinolinC"6(4H)-carboxvlate 

/ 
10 F 

[mm LCMS (Method F, ES-API): RT 2.51 min, m+H - 479.3. 

intermediate 23. (RVtert-biitvl l-(4-fluoronhenyri-4a--jDyrazine-2-carbonylV4a.5.7.8-tetrahydro-

lH-p\Tazolor3.4-glisoquinoline-6(4H)-carboxvlate 

F 

15 [0184] LCMS (Method F, ES-API): RT 2.48 min, m+H = 476.3, 

Intermediate 24. {R)-tert-butyi M4~fliiorophenvl.~)-4a~{5-m.ethoxymcolmoyiy4a.5,7,8"tetralivdro-

lH-pyrazolo[3.4-glisoauinoline-6f4H)~earboxvlate 
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F 

|0185| LCMS (Method F, ES-API): RT 2.67 min, m+H - 505.2. 

Intermediate 25. (RVtert-butyl I-(4"fluorophenvn-4a-(4-methyimcolinovlV4a,5,7,8-tetrahvdro-

lH--pvrazoloj"3.4-glisoauinoiinc-6(4H)-cai'boxvlate 

5 F 
[0186] LCMS (Method F, ES-API): RT 2.82 min, m+H - 489.3. 

Intermediate 26. (ll'Hert-hutvl 4a--(4-ethvlpicQ]inGvi)-l--{4-fl'uoroc-henvl)-4a3.7.8--tetrahvdrQ-IH-

pvrazolor3.4-g1iso<winoime-6(4H)-carboxvlate 

F 

10 [0187] LCMS (Method F, ES-API): RT 3.05 min, m+ H = 503.3. 

Intermediate 21. (R)-tert-butvl l-Dherivi-4a-picolinovI-4a>5Jij4etrahvdro-] H-m'Tazoiop^-

gJisoguinolinc^f^HVcarboxvlate 
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LCMS (Method F, ES-API): RT 2.65 min. m+H = 457. 

Intermediate 28, CRVtcrt-butyl l-(4-fiuorophenyl)-4a-(2-{pvn'oIidin-l-v3)isomcotinovD-4a,5-7.8-

t.etra.hvdro-lH-P\'razolol3-4-t3lifioquinoiiDe-6(4HVcarbQxviate 

LCMS (Method F, ES-API): K 

,^XN-BOC 

min. m+H - 544.0, 

Intermediate 29, (R.Vtert-butyl l-f4-cMoroph.enyl)-4a-(4-firifluoromethyl)picolinQv1.)-4a.5.7.8-

tctrahvdro-lH-Pvrazoiof3.4-e1isocHiinoIjrie-6(4IT)-carboxvlatc 

LCMS (Method F, ES-API): RT 3.02 min, m+H - 559.2. 

Intermediate 30. (RVtert-burvI 4a-Dicolinovi-1 -(4-ftrifluarom^thv1)t)henvlV4a.5.7«8-tetralTvdro-

lH-r)vrazoloi'3.4-gIisoquinoline~6(4H>-carboxvIate 
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[0191] LCMS { 

|0i92j A solution of (R)-tert-butyl l~(4-ffuorophenyl)-4a-{thiaz^le-2-carbonyi)~4a,5,/,8-

tctrdhydro-lH-pyrazolo[3,4-g]isoquinoline-6(4H)-carboxylate (1.0 g, 1.56! mmol) in 20% 

trifluoroacetic acid/dichloromethane (100 mL) was stirred at room temperature for 30 minutes. 

The solvent was removed in vacuo then the crude residue azeotroped twice with toluene to give 

10 (R)-(l-(4-fluorophenyl)-4,4a.5,6,7,8-hcxahydro-lH-pyrazolo[3,4-g]isoquinolin-4a~yl)(thiazol-2-

yl)methanone trifluoroacetate as an orange solid (0.5B4 g). LCMS (Method F, ES-API): RT 1.30 

rain, m+H = 381.0; IH NMR (400 MHz, CDCh): 5 8.02 (IH, d, J - 2.7 Hz), 7.78 (1H, d, J - 2.7 

Hz), 7.48 (1H, s), 7.46-7.41 (2H, m), 7.24-7.16 (2H, m), 6.57 (IH, s),4.45 (IH, d, J « 12.5 Hz), 

3.86 (IH, d, J = 16.2 Hz), 3.74-3.65 (2H, m), 3.34 (IH, d, J = 13.2 Hz), 3.12 (IH, brt, J = 10.6 

15 Hz), 2.89 (IH, d, J = 16.2 Hz), 2.82 (IH, d, J = 13.1 Hz), 2.62 (IH, d, J « 15.4 Hz). 

carbonvlMa,5,7,8-tetrahvdro-lH-pvrazoloi3«4-glisoQii 
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IMS 

J 
N 

Boc 

F 

[0193] A solution of 4-bromo-2-(trimethyisilyI)thiazoic (304 ul, 1.784 mmol) in dry ether (2 

mL) was added to a solution of butyilithium (2.5 M in Bex.au.es) (731 ul, 1.828 mmol) in dry 

ether (1 mL) at -78 °C. The reaction mixture was stirred at -78 °C for 30 minutes. A solution of 

5 (R)-6-tert-butyl 4a-methyl I-(4-fluorophenyl)-4a,5>7,8-tetrahydro~lH-pyrazolo[3,4-

g]isoqumoline~4a,6(4H)-dicarboxylate (250 mg, 0.585 mmol) in dry ether (5 mL) was added 

dropwise and the reaction mixture was stirred for 0.5 hour at -78 °C then slowly warmed to -50 

°C over 2 hours. Water (10 ml.) was added and the reaction mixture was stirred at room 

temperature for .10 minutes. The aqueous layer was extracted with ethyl acetate (3x15 mL). The 

10 combined organic extracts were washed with brine (20 mL), dried over magnesium sulfate, 

filtered and. concentrated in vacuo to give a dark orange oil The crude product, was purified by 

column chromatography on silica gel (gradient: 0-40% ethyl acetate in isohexane) to afford (R)-

tert-butyl l-(4-fluorophenyl)-4a-(2-(trimethy1silyl)thiazole-4-carbonyl)-4a,5,7,8-tetrahydro-lH-

pyrazolo[3,4-g]isoquinoline-6(4H)-carboxylate as a pale yellow foamy solid (76 mg). LCMS 

15 (MethodF, ES-API): RT 2.65 min, m+H « 553.3. 

Intermediate 33, (R)-methvI W4-fluorophettvIH^((3-(triflttoromethv1)phettvftsBlfoirylV 

4,4aJ^6^8-hexahvdro-lH»-pvrazolo[3,4-gHsoqiMnoIitte-4a-carboxYlate 

F 

[0194] A solution of (R)~6~tert~buty1 4a-mcthy1 l-(4-fliK>rophenyl)-4a,5 J,8-tetrahydro~lH~ 

20 pyrazolo[3,4-g]isoquinoline-4a,6(4H)-dicarboxylate (2.0 g, 4.68 mmol) in 20% trifluoroacetic 
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aoid'clichloromethaiie (50 mL) was stirred at room temperature for ] hour. The solvent was 

removed in vacuo, azeotroping three times with toluene (~20 mL), to give a dark orange oil. The 

oil was dissolved in dichloromethane (50 mL) and 3-(trifluoromcthyl)benzene-1 -sulfonyl 

chloride (0.900 ml, 5.61 mmol) was added followed by diisopropylethvlamine (4.09 ml, 2339 

5 mmol). The reaction mixture was stirred at room, temperature for 20 minutes., and then solvent 

removed in vacuo to give a dark orange oil. The crude product was purified by chromatography 

on silica gei (gradient: 0-45% ethyl acetate in isohexane) to afford (R)-methyl 1 -(4-

flu.orophcnyl)-6-((3»(tr}fluoromethyl)phenyl)sulfony!)-4,4a,5,6,7,8'hexahydro-lH-pyrazo!of3>4-

g]isoquinolme-4a-carboxylate (931 mg) as a pale yellow solid. LCMS (Method F, ES-API): RT 

10 2.62 min, m+H = 536.2. 

[0195] The following intermediates 34-54 were similarly prepared from the appropriate 

starting material: 

Intermediate 34. (RVmethvl l--(4--fluoror?herivl)-6-(m-toivlsuifoLivrj-4.4a.5.6.7.8-hexa.h.vdro--lH-

pvrazolof3,4-g1isoqumoline-4a-carboxvlate 

[0196] LCMS (Method F, ES-API): RT 2.52 min, m+H = 482.2. 

Intermediate 35. (RVmethyl H4-fIuQrophenvl)-6-((3-methoxvphenvl)sulfonyl)-4,4a,5.6J,8-

hexahvdro-lH-iwrazolof3,,4-glisoqumoime-4a~carhoxviate 

15 F 

F 

20 H)197| LCMS (Method F, ES-API): RT 2.44 min, m+H = 498. 
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Intermediate 36. (RVmethyl 6-('('3-fluoro-4-methvJnheiivl)sulfoiiviV 1 -(4-fihtorophenvlV 

4,4a.5.6.7.8-hexai3vdro-lH-pvrazolo[3.4-glisoquiaoline-4a-carboxvlate 

MeO^O 0N ^ 

[0198] LCMS (Method F, ES-API): RT 2.57 min, m+H - 500. 

5 Intermediate 37. ("RVmethyl 1 -(4-f].uoroohcnv1V6-(/phcrivlsulfonvl)-4.4a.5..6.7.l8-hcxahvdro-iH-

pvrdzolor3.4-g1isoquinoline-4a-carboxvlate 

MeO^O r\ O <xxf 5 
V 
F 

[0199| LCMS (Method F, ES-API): RT 2.40 min, m+H = 468.2. 

Intermediate 38. (R)-methvi 6-f(3HshloroDhenvl)sulfonyl)-l-(4-fluorophenvi)-4t4a.,5<6,7,8-

bexahvdrO'-l H-!wrazojo[3,4-«lisoquinoljnc-4a-carboxviate 

MeO^^O O 

[02001 LCMS (Method F, ES-API): RT 2.58 min, m+H - 502.2. 

Intermediate 39. (RVmethvl I-(4-Huoroohenvr[-6~iosvl-4.4a.5.6.7.8-hexahvdro-1H-y)vrazolo]'3.4-

glisoquinolirie-4a-carbQxvlate 
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i^V"' Me(X o I 1 

LCMS (Method F, ES-API): RT 2.5 i min, m-fH « 482. 

Intermediate 40. (R)-rncthyl 6-((4-fluoro-3-{tJ3T1uoromcth.vI)i3he3wi)suifonYi.)-.l-(4-

fluorophenvlV4.4a.,5.6.7.8'tnex.ahvdro-iH-T>vrazolo[3.4-g1isQqiiinoHne-4a-carboxviate 

MeCL^O o 

Using HCI (4M solution in dioxane) in place of trifluoroacetic acid/dichloromethane. 

LCMS (Method F, ES-APJ): RT 2.66 min, m+H 554. 

intermediate 41. (RVmethvl 1 -(4-fittoroi>hen\n-6-((3 AS-trifluorophenvbsuifottvlM^a.S.ftJ.B-

hexahvdro-IH-nvrazolol'SA-glisoquinoline^a-carboxvlate 

fvleO^O o. .0 

//~ N 

cS 
Using HCI (4M solution in dioxane) in place of trifluoroacetic acid/dichloromethane. 

LCMS (Method F, ES-API): RT 2.59 min, m+H - 522.1. 

Intermediate 42. (R)-methyi 6-f(3-fluoro^(trifluoromethYl)t)henvDsulfonvlVl-(4-

f!uoror>henvlV4.4aJ>.6.7.84hexahvdro-l B-pyrazolof3.4-g]isoquinolme-4a-carboxviate 
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MeO^O o O 

^ // 
I 

F 

[0204] I jsing HCI (4M solution in dioxane) in place of trifluoroacetic acid/dichloromethane. 

LCMS (Method F, ES-API); RT 2.88 min, m+H - 554.2. 

Intermediate 43. (RVmcthvl. 6-ff 1.-cthvl-1 H-pvrazol-4-vl)sulfonylV1 -(4-fluorophcnvlV 

5 4.4a.5,6>7.8-hexahvdro-lH-ovrazolor3.4-g1isoaiiinoline-4a-carbQxvlate 

sVseCt ,.0 qwO 

/TT^VN 

F 

[02051 I Jsing HQ (4JV1 solution in dioxane) in place of trifluoroacetic acid/dichioromethane, 

LCMS (Method F, ES-API): RT 2.38 min, m+H - 486.2. 

intermediate 44. (RVmethvl 6-f'f3.4-dichjorophenvnsulfonvD-l-f4-f>jorot>herivj)-4.4aT5.6.7,8-

! 0 hexahydro-1 H-pyrazolo[3.4-g[isoauinoline-4a-carboxvlate 

r^VCi 
MeO. *0 o i ! 

^ \A,A sr ^ %ci 
Q N il i 

0 
F 

[0206] Using HCI (4M solution in dioxane) in place of trifluoroacetic acid/dichloromethane. 

LCMS (Method F, ES-API): RT 2/71 min, m+H = 536. 

Intermediate 45. (R)-mcthyl l-(i3yridin-3-yl)-6-f(3-(trifiuoroiiiethvl)plicnyDsu1fonvl)-

1.5 4,4a,5.6J.8-hexahvdro-lH-pvrazolor3.4-g1isoquinoline-4a-carboxylate 
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"V yCtrr 
•OOD^ 

[0207] Using HCI (4M solution in dioxane) in place of trifluoroacetic acid/dichloromethane . 

LCMS (Method F, ES-API); RT 2.24 min, m+H - 519. 

Intermediate 46. (R)-mcthyl 6-((3.4-dichiorophenvi)sulfonvlV 1 -phenyl"4.4a.5,6,7J-hexahvdro-

5 JH-pvrazolo[3.4-g1isoquinoline-4a-carboxylate 

^Y0 9 
N I i T O 

[0208] Using HCI (4M solution in dioxane) in place of trifluoroacetic acid/d 1 ch! oromet.h&ne. 

LCMS (Method I\ ES-API); RT 2.68 min, m+H. = 519. 

Intermediate 47. (R)-methvf 6-(0.4-difluorophenvl)sttlfonylVl'(4-fliK)rophenvl)-4.4a..5.6.7.t8-

10 hcxahydro-lH-pyrazolo|'3<4"glisoouinoline-4a"Carboxvlatc 

F 
MeO^O Q ^ 

--V N 

cS yJ 
F 

[0209] Using HCI (4M solution in dioxane) in place of trifluoroacetic acid/dichloromethaiie. 

LCMS (Method F, ES-API); RT 2.48 min, m+H = 504. 

Intermediate 48. (RVmethvl 6-fi3.4-dich1orophen vl)sulfonylV 1 -G.4-difluorophenvr>-

5 4,4a,5.6,7,8-hexahydrO"lH-pvrazolor3.4"g]isoquiQoline-4a-carboxvlate 
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Using HCI (4M solution in dioxane) i.n place of trifluoroacetic acid/dichloromethane. 

LCMS (Method F, ES-API); RT 2.78 min, m+H - 555. 

Intermediate 49, (R)-methvl 6-f(4-chloro-3-fiiioroDhenvI)su1fonvl)- j -(4-i'luorophenvl)-

4,4a,5.6J.8-hexa!ivdro-!H-pyrazoIo[3,4-e1isoquinoline-4a-caibox.v1ate 

MeO^O o O 
lr \V/ 

F 

I0211J Using HCI (4M. solution in dioxane) in place of trifluoroacetic acid/dichloromethane. 

LCMS (Method F, ES-API): RT 2.59 min, m+H = 520.0. 

Intermediate 50. (R)-metbyl l-(4-flu.orophcnvlV6-(( 1 -methyl--3H'DvrazQl--3-vl)suifoiivl)-

4,4a.5,6.7t8-hexahvdro-lH-nvrazolQr3t4-g1isoquinolinc-4a-carboxvlate 

MeO^^O o O 
f 

N 

15 

|0212) Using HCI (4M solution in dioxane) in place of trifluoroacetic acid/dichloromethane. 

LCMS (Method F, ES-API): RT 2.00 min, m+H - 472.0. 

Intermediate 51. fRVmethvl 1 -(4-fhiorophenvl)-6-({l-metl3yl- lH-pyrazoi-4-vDsulfonvl)-

4.4a,5.6.7.8-hexahvdro-lH-pvrazolof3<4-g]isoquinoline-4a"Carboxvlate 
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'r-' 

[0213] Using HCI (4M solution in dioxane) in placc of trifluoroacetic acid/dichloromethane. 

LCMS (Method F, ES-API): RT 1.99 min, m+H = 472, 

intermediate 52. (RVmethyl 6HYi3-dimeth.yl-lH-Dyraz.oi-3-vl)siilfonylVH4"fiuoroplienylV 

5 4,4a,5.6,7.8-hexahYdro-lH-pvrazolor3,4-glisoqiiinoline-4a-carboxvlate 

MeCX^Q owO 

* i i l 

V 

[0214| Using HCI (4M solution in dioxane) in place of trifluoroacetic acid/dieh 1 oromethane. 

LCMS (Method F, ES-API): RT 2.23 min, m+H - 486.2. 

Intermediate 53. (Rj-methyi l-f4-fiuoronhenvl;-6-{{ 1-methyl-l H-»yrazol-5-yQsuifonviy 

4.4a.5.6.7.8-hexahydro-lH-nvrazolo[3.4~g1isQciuinoline-4a-carboxylate 

MeCV sO Q o 
V-""" s'\ h 

CCD. .^N 

\J 
! 

F 

|0215j Using HCI (4M solution in dioxane) in place of trifluoroacetic acid/dichloromethane. 

LCMS (Method F, ES-API): RT 2.15 min, m+H - 472.2. 

intermediate 54. (RVmethvl 6-CCJ -ethyl-1 H-pyrazoK5-vflsulfonvl)-1 -(4-fiuoronhenvll-

15 4.4a,5.6.7.8-hexahvdro-lH-pvrazolor3.4-g)isoquinoline-4a-carboxylate 
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[02! 6] (4M solution in dioxane) in ply.ce oftrifliioroscetic acici/G ichloroniet.han e. 

LCMS (Method F, ES-API): RT 2.26 min, m+H = 486.1. 

fistermertisie 55, (R)-tert-b»ty! !-(4-fluorophenylMa-(thiazQle-5"CarboByl')»4a^7.t8-

5 tetrahvdro-lHHDvra;ffllo[3.4-glisoqmnoliiie-'6{4H)-carboxylate 

F 

!02! 7} 2-(Trimethylsiiy[)thiazole (285 1.784 mmol) in dry ether (2 mL) was added to 

butyllithium (2.5 M in Hexancs) (731 ju.i, 1.828 mmol) in dry ether (1 mL) at -78 °C\ The 

reaction mixture was stirred at -78 °C for 30 minutes. A solution of (R)-6-tert-butyl 4a-methyl 1 -

10 (4-fluorophenyl)-4a,5,7..8-tetrahydro-lH-pyrazoio[3f4-g}isoquinoImc-4a,6(4H)-dicarboxyiate 

(250 mg, 0.585 mmol) in dry ether {6 mL) was added dropwise and the reaction mixture was 

stirred for 0.5 hour at -78 °C. Water (10 mL) was added and. the reaction mixture was stirred at 

room temperature for 10 minutes. The aqueous layer was extracted with ethyl acetate (3x15 

mL). The combined organic extracts were washed, with brine (20 mL), dried over magnesium 

15 sulfate, filtered and concentrated in vacuo to give an orange solid. The crude product was 

purified by chromatography on silica gel (gradient: 0-40% ethyl acetate in isohexane) to afford 

(R)-tert-butyl i-(4-flnorophenyl)-4a-(2"(trimethylsilyi)thiazolc-5-carbonyl)~4a,5,7,8-tctrahydro-

lH-pyrazolo[3.4-g]isoquinolinc-6(4H)-carboxylate (88mg) as a yellow solid. LCMS (Method F, 

ES-API); RT 2.38 min, m+H = 481.2. 
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Intermediate S6» {Ky(l-f4-flttorophenviy6-{m-tolvlsiilfoByl)-4.,4a,5.6..7iS-hexahvdro-lH-

IMI2J 

F 

(0218| Superhydride (1M solution in tetrahydrofuran, 43.2 ml, 43.2 mmol) was added slowly 

5 to a solution of (R)-methyl l-(4-fiuorophenyl)-6-(m-toiylsulfonyl)-4,'4a,5,6,7,8-hexahydro-1B-

pyrazolo[3,4-g]isoqumoline-4a-carboxy!ate (5.2 g, 10.80 mmol) in tetrahydrofuran (100 mL) at 0 

°C and stirred for 2 hours. The reaction was quenched with ammonium chloride solution 

(aqueous, 100 mL) and ethyl acetate (100 mL) was added. The phases were separated and the 

organic phase was washed with brine (100 mL), dried (sodium sulphate) and solvent removed to 

. 0 give a yellow oil. The crude product was purified by chromatography on silica gel (gradient: 0-

80% ethyl acetate in isohexane) To afford (R)-(l-(4-ftuorophenyl)-6-(m-tolylsiilfonyl)-

4,4a,5,6,7,8"hexahydro-lH~pyrazQ!o[3,4-g]isoquinolin-4a-yl)m.ethanoi (4.45 g) as a white solid. 

LCMS (Method F, ES-API): RT 2.36 min, m+H - 454. 

[0219] The following intermediate 5 7 was similarly prepared from the appropriate starting 

L5 materials: 

Intermediate 51. (R)-f6-((3.5-difluorophenvl)sulfonvi)-l-f4-fluorophenvlV4.,4a,5.6,7.8-

hexahydro-lH-pvrazoior3.4-glisoq»inolin-4a-yl)niethanol 

LCMS (Method F, ES-API): RT 2.40 min, m+H - 476.2. 
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Intermediate 58. (R)-l-f4-fSuoropheiivlV6-(m-toh%sijfoiivl)-4,4a^6,7^-liexalivdro-lH-

pvrazoIoj3.4-glisoqmnoiine-4a--carbaldeh'vde 

F 

[0221] (R)-(l-(4-Fluorophenyl)-6-(m-tolylsulfonyl)-4,4a,5,6,7,8-hexahydro-IH-pyrazoIo[3.4-

5 g]isoquino!in-4a-yl)methanol (3.5 g, 7.72 mmol) was dissolved in dichloromethane (80 mL) and 

Dess-Martm Periodinane (5.24 g, 12.35 mmol) was added. The reaction was stirred, at room 

temperature for 1 hour, A saturated solution of sodium hydrogen carbonate (aqueous, 50 ml) was 

added and the mixture was stirred for 10 minutes. The phases were separated and solvent 

removed to give a pale yellow solid. The crude product was purified by chromatography on silica 

10 gel (gradient: 0-80% ethyl acetate in isohcxane) to afford (R> 1 -(4-f!uorophenyl)-6-(m-

to}yisu!fony[)~4,4a,5,6,7,8-hexabydro-iH-pyrazolo[3,4-g]isoqumoliiie-4a-carha]dehyde (2.9 g) 

as a very pale yellow solid. LCMS (Method. F, ES-API): RT 2.46 min, m-tH 452. 

[0222] The following intermediates 59-61 were similarly prepared from the appropriate 

starting material: 

15 Intermediate 59. (R)-6-ff3.5-difiuorophenvl)sulfonvin-(4-fluoronhenviy4.,4a.5.6:7.8-

hex3hvdro-lH-pvrazolor3.4-glisQqnmoline-4a-carbaldehvde 

[0223] LCMS (Method F, ES-API): RT 2.54 min, m+H = 474.2. 

intermediate 60. (RVi-(4-fluorophcnvn-6-((3.4,5-trifluorophenvnsulfon\iV4,4a,5.6.7.8-

20 hexahvmx>-lH"Pvrazo1o[3,4-g]isoquinoliiic-4a-carbaIdehydc 

i-
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•° °w° 

[0224] LCMS (Method F, ES-API): RT 2.85 min, m+H+CH3OH (sample prepared in CH3OH, 

giving methanol hemiacetal)::: 524.2. 

Intermediate 61- (R)-tert-butv) 1-(4~f1uoronhenvl)-4a-{l-methyl-lH~t>wazole-4-carboriv1)-

5 4a,5,7.8-tetrahvdro-ll-l-i:'?Yrazolo?3.4-g:lisoQQmoliDe-6(4HVcarboxvlate 

(0225] LCMS (Method F, ES-API): RT 2.24 min, m+H - 478.2. 

VV0Hcu° 

[0226] To a stirred solution of 2-(tributylstannyl)pyrimidine (428 \ii, 1.351 mmol) in dry 

tetrahydrofuran (5 mL) was added butyllithiuxn (2.5 M in hcxanes) (554 fil i .384 mmol) at -78 

°C. The reaction mixture was stirred at -78 °C for 1,5 hours. A solution of (R)-l-(4-

fluorophenyl)-6"(m~tolylsulfonyl)-4>4a,5,6,7,8-hexahydro~lH-pyrazoio[3>4-g]isoqiunoIine-4a-
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carbaldehyde (200 mg, 0.443 mmol.) in dry tetrahydrofuran (5 mL) was added dropwise and the 

reaction mixture was stirred for 1.5 hours at -78 °C. Water (25 mL) was added and the aqueous 

layer was extracted with ethyl acetate (2 x 30 mL). The combined organic layers were washed 

with brine (30 mL), dried over magnesium sulfate, filtered and concentrated in vacuo. The 

5 residue was partitioned between acetonitrile (25 mL) and hexanes (15 mL). The hexane layer 

was discarded. The acetonitrile layer was concentrated in vacuo to give a pale orange oil. The 

crude product was purified by chromatography on silica, gel (gradient: 0-100% ethyl acetate in 

isohexane) to afford (R)-(l -(4-fluorophenyl)-6-(m-tolylsuifonyl)-4,4a,5,6,'7,8-hexahydro-lH-

p\Tazolo[3,4-g]isoquinoiin-4a~yl)(pyrimidm-2-yl)methanol (75 mg) as a colourless oil LCMS 

10 (Method F, ES-API): RT 2.27 min, m+H = 532.2. 

Intermediate 63. 2-fbenzvIthio)-6-(trifliioromethvi')pyricline 

n 
V N^CF3 u 

10227] To a suspension of sodium hydride (0.170 g, 4.24 mmol) in tetrahydrofuran (10 mL) 

was added pbenyimethaneihio! (0.338 ml, 2.88 mmol) dropwise at. 0 °C. The reaction mixture 

15 was stirred at 0 °C for 15 minutes then 2-fmoro-6-(trifluoromethyl)pyridine (0.365 ml, 3.03 

mmol) was added dropwise. The reaction mixture was stirred at 0 °C for 30 minutes. Methanol 

(1 mL) was added carefully and the reaction mixture was stirred at 0 °C for a further 10 minutes 

then water (5 mL) and dichloromethane (10 mL) were added. The organic layer was recovered 

using a phase separator cartridge then concentrated in vacuo to give 2-(benzylthio)--6-

20 (trifiuoromethyl)pyridine (538 mg) as a colourless oil. LCMS (Method F, ES-API): RT 2.80 min, 

mHl = 270.1. 

Intermediate 64. 6-(triflMoromethvl)pyridine-2-SttlfoRvl chloride 

ClJ? 
rfSYVCF5 

U 
[0228] To a suspension of 2-(benzy]thio)-6-(trifluoromethyl)pyridme (580 mg, 2.154 mmol) in 

25 acetic acid (8 mL) and water (4 mL) was added N-chiorosuccinamide (1438 mg, 10.77 mmol), 

and the mixture was stirred at room temperature for 1 hour. Water (10 mL) was added and the 
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mixture was extracted with dichloromethane (2 x 10 mL). The organic extract was washed with 

saturated aqueous sodium hydrogen carbonate solution (10 mL) and saturated brine (10 mL), 

dried over magnesium sulfate, filtered and concentrated in vacuo to give 6-

(trifluorom.ethyl)pyridinc-2-sulfonyl chloride (436 mg) as a colourless oil LCMS (quenching 

5 with morpholine; Method F, ES-API): RT 1.84 min, (m+H+morpholine-Cl) = 297.1. 

|0229| The following intermediates 65-66 were similarly prepared from, appropriate starting 

materials: 

Intermediate 65. 2-ftrifToor< 

0 
0!—i! 
0 Ti 

LCMS (quenching with morpholine; Method F, ES-API): RT 2.03 min, 

(m+H+morphoiine-CL)297.1. 

Intermediate 66. 4-('ti,ifluoromcthvl)pvridine-2-sulfonvl chloride 

[0231] LCMS (quenching with morpholine; Method F, ES-API): RT 1.85 min, 

15 (m+H+morpholine-CI}:rn 297.1. 

- O Ck » 
O"S-Y-S-F 

[0232| 3-Fluoro-4-(trifluoromethyl)aniline (5 g, 27.9 mmol) was dissolved in acetonitrile (10 

mL). The solution was cooled to 0 °C, and. treated with tetrafluoroboric- acid (48% aqueous 

20 solution, 6.49 ml, 41.9 mmol) and tert-butyl nitrite (4.98 mi, 41.9 mmol). The reaction mixture 

was maintained at 0 °C for 1 hour. In the meantime, a suspension of copper (1) chloride (4.15 g, 

41.9 mmol) in acetonitrile (40 mL) ai 0 °C was saturated with sulfur dioxide gas by bubbling the 

gas through the suspension with vigorous stirring for 30 minutes. When the diazotization 
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reaction was complete after 1 hour, this .solution was added dropwise to fee suspension of copper 

(1) chloride, causing vigorous evolution of gas. The reaction mixture was then allowed to warm 

to room temperature and stirred for 1 hour, after which time it was poured onto 100 mL of an 

ice/water slurry. Diethyl ether (150 mL) was added, causing a precipitate to form, which was 

5 removed by filtration. The filtrate was washed with water (100 mL) and brine (100 mL), dried 

over magnesium sulfate, filtered, and concentrated in vacuo to give 3-fluoro-4~ 

(trifluoromethyObenzene--1 -sulfonyl chloride (6.62 g) as an orange oil. LCMS (quenching with 

morpholine; Method F, ES-API): RT 2.25 min, (m+HH-morpholine-CI) = 314.1. 

Intermediate 68. (R,Z)-2-tert-t>!ityl 8a-methyl 7-{hydroxyMefhyIeiie)~6-oxo-3A6»7,8»8a~ 

10 hexahvdroisoqginoKtte-2,8a('lH)-dicarboxvlate 

[0233] L ithium hexamethyldisilazide (J2.93 ml, 12.93 mmol) was added to diethyl ether (20 

mL) at -78 °C. (R)-2-tert-butyl 8a-methyl 6-oxo-3,4,6 J,8,8a-hexahydroisoquinoIine--2,8a(lE)-

dicarboxyiate (W02005087769) (1.0 g, 3.23 mmol) in ether (5 mL) was added followed by the 

15 addition of 2,2,2-trifluoroethyi formate (2.51 ml, 25.9 mmol) after 20 minutes. The reaction was 

stirred at -78 °C for 2 hours then allowed to slowly warm to room temperature. 1M hydrochloric 

acid (8 mL) was added, followed by water (10 mL) and ethyl acetate (lOmL). The organic phase 

was separated, washed with brine, dried (magnesium sulfate) and solvent removed to give (R,Z)-

2-tert-buty! 8a-methyi. 7-(hydroxymethyiene)-6-oxo-3,4,6,7.8,8a-hexahydroisoquinoline-

20 2,8a(lH)-dicarboxyl.ate (1.09 g) as a yellow oil LCMS (Method F, ES-API): RT 1.99 min, m-H 

Intermediate 69. (R)-6-tert-bntvI 4%-metkyi l-phenYl-4a,5,7,8-tetrahvdro-lB-pvrazolof3.4-

giisoQiiiiioliiie-4a,6(4Il)°dicarboxylate 

336 
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M©Ox. J?,0 

[0234] (RZ)-2-tert-butyl 8a-mctbyl 7-(hydroxymethyiene)-6-oxo-3,4,6,7,8,8a-

hexahydroisoquinoline~2,8a(lH)»dicarboxylate 0-09 g, 3.23 mmol) was suspended in acetic acid 

(20 ml,), and sodium acetate trihydrate (0.265 g, 3.23 mmol) and phenylhydrazine (0.318 ml, 

5 3.23 mmol} were added. The reaction mixture was stirred at room temperature for 30 minutes, 

then water (20 mL) and dichloromethane (20 mL) were added and the phases were separated via 

a phase separator, The solvent was removed to give an orange oil. The crude product was 

purified by chromatography on silica gel (gradient: 0-50% ethy] acetate in isohexane) to afford 

(R)-6-teri-buty] 4a-raet!iy] I -pbenyl-4a,5,7,84etraftydro-1 H~pyrazolo[3»4-g]isoquinolme-

10 4a,6(4H)~dicarboxylate (694 mg) as a pale yellow solid. LCMS (Method F, ES-API): RT 2,48 

min, m+H = 410. 

[0235] The following intermediates 70-73 were similarly prepared from appropriate starting 

materials: 

intermediate 70. (R.V6-tert-butyl 4a~methvl 1 ~fpyridin~3-vn~4a,5.7.8-tetrahvdro-1H-

15 pvrazolof3.4-g]isoqnmolinc-4a.6f4HVdicarboxy1ate 

|0236| LCMS (Method F, ES-API): RT 2.03 min, m+H = 411 

Intermediate 71. {Ri-6-tert-butvl 4a-mcthvl l-(3.4"difluoi'0Dhenvli-4a,5.7,8-tetrahvdro-lH-
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MeO^O car 
y/ 

[0237] LCMS (Method F, ES-API): RT 2.58 min, m+H - 446. 

Intermediate 12. (R)-6-tert-butvi 4a-metbyl I"(4-ehloroDhenvl^-4a.5.7,8-tctrahvdro-l H-

pyrazolor3.4-g1isoquinolinc-4a.6(4l:jn-dicai,boxYlatc 

MeC\ 
„Boc 

5 CI 
[0238] LCMS (Method F, ES-API): RT 2.65 min, m+H - 444.2. 

Intermediate 73. fRV6-iert-btnvl 4a-methvi l-(4-ftrifiuoromethvDp1ienvlV4a.5.7.8-t.etrahvdro-

1H-nvTazolof3,4-g]isoquinoline-4a.6(4H)-dicarboxvlate 

MeCX 
,Boc 

[0239] LCMS (Method F, ES-API): RT 2.76 min, m+H = 478. 

ftvi)pvri 
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[0240] 4-CMoro-2-(trifiuorom.ethyl)pyridine (141 jil, 1.102 mmol), 1,8-

diazabieycio[5.4.0]undec~7-ene (DBU) (199 ^il, 1.322 mmol), and phcnyimethanethiol (129 jxi, 

1.102 mmol) were dissolved in dry dimethylformamide (2 mL). The reaction mixture was heated 

at 100 °C in a microwave for 30 minutes, then partitioned between ether (25 mL) and water (25 

5 nil-). The aqueous layer was extracted with ether (2 x 25 mL) and the combined organic layers 

were dried over magnesium sulfate, filtered and concentrated in vacuo to give a pale yellow oil. 

The crude product was purified by chromatography on silica gel (gradient: 0-30% ethyl acetate 

in isohexane) to afford 4-(bcnzylthio)-2-(trifluoromethyl)pyridine (2.24 mg) as a colourless oil. 

LCMS (Method F, ES-API): RT 2.79 min, m+H = 270.1. 

10 Intermediate 75. {RV{l-e4-flaorophenvl>"6-(Y3.4.S-tTifiiiorophegn1>S8iIfoavI)-4«4a>5»6>7J" 

hexahvdro~lHHffyra2»ior3.4-g|isoq»inoliB-4a-»yi)methanol 

[0241] To a solution of (R)-methyl 1 -(4-fluorophenyl)~6-((3A5-tnf!uorophenyl)suifonyl)-

4,4a>5,6,7,8-hexahydro-lH-pyrazolo[3J4-g]isoquinoIine-4a-carboxylate (1.0 g, 1.918 mmol) in 

15 anhydrous dichloromethane (30 mL) at -78 °C under a. nitrogen atmosphere was added 

diisobutyl aluminium hydride (DIBAL-H) (J M in Heptane) (7.67 ml, 7.67 mmol) dropwise over 

10 minutes. The reaction mixture was stirred at -78 °C for 1 hour. Water (10 mL) was then added 

and the reaction mixture stirred at -78 °C for 5 minutes, then warmed to room temperature over 

15 minutes. The solution was partitioned between ethyl acetate (150 mL) and Rochelle's salt 

20 (150 mL). The organic layer was washed with Rochelle's salt (150 mL), brine (100 mL), dried 

over magnesium sulfate, filtered and concentrated in vacuo to give an off white solid. The crude 

product was purified by chromatography on silica gel (gradient: 0-90% ethyl acetate in 

isohexane) to afford (R)-(l-(4-f].uorophenyl)-6-((3,4,5-trifluorophenyi)su]fonyT)-4,4a,5,6,7,8-

hexahydro-tH-pyrazolo[3,4-gjisoqumoiin-4a-yl)m.ethano! (680 mg) as a white solid. LCMS 

25 (Method F, ES-API): RT 2.58 min, m+H = 494.2. 

F 
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intermediate 76. 2-CbenzvIthio)-4-(triflnorometfavI>pvridine 

[0242] To a solution ofphenylmethanethiol (356 fit, 3.03 mmol) and 2-ffuoro~4~ 

(trifluoromethy!/pyridine (369 jil, 3.03 mmol) in dimethylformamidc (5 mL) was added 

5 potassium carbonate (628 mg, 4,54 mmol). The reaction mixture was stirred at 60 °C for 2 hours, 

then cooled to room temperature, water (10 mL) was added, and the mixture was extracted with 

ethyl acetate (3 x 15 mL). The combined organic layers were washed with saturated aqueous 

sodium hydrogen carbonate solution (20 mL), brine (20 mL), dried over magnesium sulfate, 

filtered and concentrated in vacuo to give a pale yellow oil. The crude product was purified by 

10 chromatography on silica gel (gradient: 0-20% ethyl acetate in isohexane) to afford 2-

(benzylthio)-4-(trifluoromethyI )pyridine (510 mg) as a colourless oil. LCMS (Method F, ES-

API): RT 3.04 mm, m+H = 270.1. 

Intermediate 77, 4>bromo-2-(pvrrolUlm-3-vl')pvridiiie 

15 [0243] 2,4 -Dibromopyridine (1 -0 g, 4.22 mmol) was dissolved in ethanol (40 mL) and 

pyrrolidine (1.733 ml, 21.11 mmol) was added. The reaction mixture was stirred at 70 °C for 20 

hours. The reaction mixture was cooled to room temperature and the solvent was removed in 

vacuo to give a pale yellow solid. The crude product was purified by chromatography on silica 

gel (gradient: 0-80% ethyl acetate in isohexane) to afford 2-bromo-4-(pyrrolidin-l -yl)pyridine 

20 (460 mg) as a white solid, and 4-bromo-2-(pyrrolidin-1 -yl)pyridine (260 mg) as a white solid. 

LCMS (Method F, ES-API): RT 0.79 nun, m+H - 227.1/229.1. 

intermediate 78. (RWl-f4-fluoropheHvi)-4,4a»5«6.t7,S-hei;ahvdro-lH-pvrazolol3,t4-

glisooHiaolin-4a-vl)(4-ftriiliioromethvl)pvridin-2-vl)niethaBOBe 
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CF; '3 

NH 

F 

[0244] (R)-tert-hutyl 1 -(4-fiuorophenyl)-4a-(4-(trifluoromethyl)picolmoyl)-4a,5,7,8-

tetrahydro-.lH-pyrazolo[3,4-g]isoquinolme~6(4H)~carboxylate (2 g, 2.65 mmol) was dissolved in 

a solution of HCI in dioxane (4M) (13.27 ml, 53.1 mmol) and the reaction mixture was stirred at 

5 room temperature for 45 minutes. The solvent was removed in vacuo to give an orange gum, 

This was treated with a mixture of 10% methanol (containing 1 % of ammonia)/dichloromethane 

until complete dissolution of the gum, then the solvent was removed in vacuo to give an orange 

solid. The crude product was purified by chromatography on silica gel (gradient: 0-10% 

methanol (containing 1 % of ammonia) in dichloromethane) to give (R)-(l -(4-fluorophenyl)-

10 4,4a,5,6J7,8-hexahydro-iH-pyrazolo[3,4-g]isoquinolin-4a-yj)(4-(trifluoromethyl)p>,ridin-2-

yl)methanone (810 mg) as a pale orange solid. LCMS (Method F, ES-APT): RT 1.41 min, m+H ~ 

443,2. 

Intermediate 79. 1-methvI-6-oxo-l«6-

15 |0245j Chlorosulphonic acid (2 ml, 30.1 mmol) was added cautiously dropwise by pipette over 

5 minutes to stirred neat l-methylpyridin-2(lH)-one (8.09 ml, 82 mmol) and the resulting 

viscous solution was stirred at 50°C for 40 hours. The cooled solidified reaction mixture was 

then added cautiously to water (100m]}, giving a clear brown, solution. This solution was 

concentrated in vacuo to 40ml, then made basic with concentrated ammonia solution, and 

20 washed with dichloromethane (6x100ml). The aqueous phase was then evaporated to give a 

brown slurry which was triturated in-methanol and filtered. The filtrate was evaporated to give 1-
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methyi-6-oxo-1,6-dihydropyridine-3-sulfonic acid, ammonium salt (3 g) as a brown solid. LCMS 

(Method Fs ES-API): RT 0.46 min, m-H - 188.0. 

intermediate 80. (R)-metSivI 6-(fj»5"ClliIiioro-4-metliox^i>iieiivDsuIfoiivI)~l-{'4° 

[0246] To a solution of (R)-methyl l-(4-f1uoropb.enyl)-6-((3,4,5-trifluoroplienyl)sulfonyl)-

4,4a,5,6,7.8-hexahydTO-lH-pyrazolo[3,4-g]isoquinoline-4a~carboxylate (150 mg, 0,288 mmol) 

in dimethyl sulphoxide (4 mL) was added sodium meth oxide (25% in methanol) (65.8 jxl, 0.288 

10 mmol) dropwise. The reaction mixture was stirred at room temperature for i hour, then allowed 

to stand at room temperature overnight. The crude product was purified by column 

chromatography on silica gel (gradient: 0-50% ethyl acetate m isohexane) to afford ('R')-methyl 

6^(3,5-difluoro-4-methoxyphcnyl)sulfony1)-l-(4-fiuoropheny])-4,4a,5,6,7,8-hcxahydro-1H-

pyrazolo[3.4-gjisoqumoiine-4a-earboxyfate (150 mg) as a pale yellow solid. LCMS (Method F, 

15 ES-API): RT 2.51 min, m+H - 534,2. 

fhiorophenvl)-4»4a.5.6,7.8-hexahvdro-lH-pvrazoiol3.4-g •carboxv 

F 

\ 
N 

S 

F 
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|0247| To a solution of n-butyl lithium (2.5 M in Hexanes) (312 ,ul, 0.780 mmol) in 

tetrahydroforan (2 mL) was added 4-iodo-1 -methyi-1 H-pyrazole (157 mg, 0.755 mmol) in 

tetrahydrofuran (i mL) at -78 °C. The mixture was stirred at this temperature for 1 hour, then a 

solution of (R)-tert-butyl l-(4-fluorophenyl)-4a-foraiyl-4a,5,7,8-tetrahydro-lH-pyrazoio[3,4-

5 gjisoqimioiine~6(4H)-cafhoxyiate (100 mg, 0.252 mmol) in tetrahydrofuran (1 mL) was added 

dropwise to the reaction mixture. The mixture was stirred at this temperature for 30 minutes.. 

Water (6 mL) and dichloroinethanc (8 mL) were added and. the phases were separated using a 

phase separator eartrigde. The solvent was removed in vacuo to give an orange oil. 

[0248] A second reaction was performed with inverse addition of n-butyl lithium. To a 

10 solution of 4-iodo-l-methyMH-pyrazole (157 mg, 0.755 mmol) in tetrahydrofuran (2 mL) was 

added n-butyl lithium (2.5 M in Hexancs) (312 til, 0.780 mmol) at -78 °C. The mixture was 

stirred at this temperature for I hour, then a solution of (R)-tert--buty] 1 ~(4-fluorophenyT}~4a-

formvMa,5 J,8-tetrahydro-1H-pyrazolo[3,4-g]isoquinoline-6(4H)-carboxylate (100 mg, 0.252 

mmol) in teirahydrofuranfj. mL) was added dropwise to the reaction mixture. The mixture was 

15 stirred at this temperature for 30 minutes. Water (6 mL) and dichloromethane (8 mL) were added 

and the phases were separated using a phase separator eartrigde. The solvent was removed in 

vacuo to give an orange oil, with a similar composition to the previous reaction product 

according to LC/MS analysis. 

[0249] Both reaction products were combined and purified by column chromatography on 

20 silica gel (gradient: 0-100% ethyl acetate in isohexane) to afford (R)-tert-butyl l-(4-

fluoropheny])-4a-(hydroxy(l-niethyHH-pyrazol-4-yl)methyl)-4a,5,7,8-tetrahydro-lH-

pyrazolo[3,4-g]isoqumolme-6(4H)~carboxylate (41 mg) as a pale orange gum. LCMS (Method 

F, ES-API): RT 2.21 min, m+H - 480.2. 

Intermediate 82, ((RVtert-butvl l-{4-II«oroi.>heMviV4a-(4-(trillisorometIn1)?>ieoIso.ovi)-

25 4a,5 J,8-tetrahvdro~1.H-pyraaplof3«4-gUsoqMmoiine-6(4HVcarboxvIate')) 
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[0250] A solution of 2-bromo-4-(trifluoromethyl)pyridiiie (2.344 ml, 18.95 mmol) in dry ether 

(15 mL) was added dropwise over 15 minutes to a solution of isopropylmagncsium chloride 

(2M, 9.47 ml, 18.95 mmol) in dry ether (30 mL) at 0 °C, during which the solution darkened to a 

5 brown colour. After stirring at 0 °C for a further 45 minutes a solution of (R)-6-tert-butyl 4a-

methy] 1 -(4~i"moropheny3)-4a,5,7,8--tetrahydro-l H-pyrazolo[3,4~g]isoquinolme-4a„6(4H)~ 

dicarhoxylate (2.7 g, 6.32 mmol) in dry ethentetrahydrofbran (4:1, 30 mL total) was added 

dropwise over 20 minutes at 0 °C, The resulting dark coloured solution was stirred at 0 °C for 20 

minutes, then stirred at room temperature for a further 2 hours. The reaction mixture was diluted 

10 with ice/water (20 mL), acidified with 1M HCI (40 mL) and extracted with ethyl acetate (100 

mL). The organic phase was washed sequentially with water (50 mL), saturated sodium 

hydrogen carbonate solution (50 mL) and brine (30 mL), dried (magnesium sulphate), filtered 

and evaporated in vacuo to give a brown gum. This was dissolved in acetonitrile (50 mL), 13V1 

HQ (10 mL) was added, and the solution stirred for 2 hours at room temperature. Ethyl acetate 

15 (150mL) was added and the organic phase washed sequentially with brine (30 mL), saturated 

aqueous sodium hydrogen carbonate (50 mL) and further brine (30 mL). The organic phase was 

then dried (magnesium sulphate), filtered and evaporated in vacuo. 

[025J} The residual brown gum was purified twice by column chromatography on silica gel 

(gradients: 0-10% ethyl acetate in dichloromethane, and 0-30% ethyl acetate in isohexane) to 

20 give (R)-teri-butyl I-(441uorophenyl)-4a-(4-(irilluoromethyl)picol.inoyl)~4a,5/7,8-tetrahydro-lH~ 

pyrazoio[3,4-g]isoquinoline-6(4H)-carboxyiate (2.65 g) as a light brown foam. LCMS (Method 

F, ES-API): RT 2.91 min, m-H - 543. 

Intermediate 83, ((RVtert-bHtvl l"(4"flnoror)hes!vi)-4a-(thgazoIe"4--carlnorivD°4a»5 

105 



WO 2013/177559 PCT/US2013/042732 

F 

[0252] A suspension of isopropv[magnesium chloride (2M in tetrahydrofuran, 1.755 mi, 3,51 

mmol) in dry ether (4.5 mL) at 0 °C was treated dropwise with a solution of 4-bromo-2-

(trimethylsilyl)thiazole (0.829 g, 3.51 nimoL) in dry ether (2.5 mL) and the resulting suspension 

5 stirred at 0 °C for 1 hour. The suspension was then treated dropwise with a solution of (R)-6-tert-

butyl 4a-methvl l.~(441uoropbenyl)-4a,5 J,84etrahydro-lH-pyrazolo[3,4-g]isoqumo1ine-

4a,6(4H)Hiiearboxylate (0.5 g, 1.17 mmol) in dry ethentelrahydrofuran (4:1, 5 mL total volume) 

and the .resulting suspension stirred at 0 °C for 15 minutes. The reaction mixture was then 

allowed to warm, to room temperature, and the solution stirred for a further 3 hours. The reaction 

10 mixture was cooled to 0 °C, and ice water (50 mL) added, dropwise. The aqueous layer was 

extracted with ethyl acetate (3 x 50 ml,) and the combined organic extracts washed with brine 

(50 ml.) and dried over magnesium, sulphate. Hie solvent was removed to give an orange oil. 

This was dissolved in acetonitrile (12 mL) and treated dropwise with 1M aqueous HCI (117.1 u.L 

1.171 mmol) and the resulting solution stirred at room temperature for 1.5 hours. The reaction 

15 was diluted with ethyl acetate (150 mL) and washed sequentially with brine (50 mL), saturated 

aqueous sodium hydrogen carbonate solution (50 mL), and further brine (50 mL). The organic 

layer was dried over magnesium sulphate and the solvent removed. The crude product was 

purified by column chromatography on silica gel (gradient: 5-95% ethyl acetate in isohexane) to 

afford (R)-tert-butyi l-(4-fl'uorophenyl)-4a-(thiazole-4-carbonyl)-4a55,7!,8-tetrahydro-l H~ 

20 pyrazoio[3?4-g]isoquinoline-6(4H)'-carhoxylate (238 mg) as a pale yellow gum. LCMS (Method 

F, ES-API): RT 2.55 min, m+H - 481.2. 

Intermediate 84. 4-(beazvlthio)-1H-l J!«3-triazote 
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[0253] Benzyl bromide (i 1.79 ml, 99 mmol) was added dropwise to a solution of sodium 1H-

1,2,3-triazole-5-thioiate (12.2 g, 99 mmol) in ethanol (100 mL) at 0 °C. The reaction mixture 

was allowed to warm to room, temperature and stirred, for 20 minutes. The reaction mixture was 

5 diluted with ethyl acetate (100 mL) and washed with water (100 mL), brine (100 mL) and dried 

(sodium sulphate). The solvent was removed to give 4-(benzylthio)-1H-1,2,3-triazole (16.9 g) as 

a white solid LCMS (Method F, ES-API): RT 1,66 min, m+H = 191.9; J.H NMR (400 MHz,, 

CDC13): 8 9.72 (IH, v br s), 7.47 (i.H, s), 7.30-7.21 (5H, m), 4.12 (2H, s). 

Intermediates 85. Methylated! Triazole 

85a 4-(benzylthio)-2-methyl-2H-1.,2,3-triazole OU 
! N__ 

N 

85b 5-(benzylthio)- i. -methyl-1 H-l ,2,3-triazole 2
 

"^
z" 

"z 

J- 1 /
-

>
 \J 

85c 4-(bcnzylthio)~ 1.-methyl-1B-1 ,2,3-triazole X? 
\ 

10 

[0254] lodomethane (2.409 ml 38.7 mmol) was added dropwise to a mixture of 4-

(bcnzylthio)-lH~l,2,3-triazolc (3.7 g, 19.35 mmol) and potassium carbonate (5.88 g, 42.6 mmol) 

in "N.'N-dimcthylformamide (40 mL) at 0 °C. The reaction was then allowed to warm to room 

temperature and stirred for 1 hour. Water (40 mL) and ethyl acetate (40 mL-) were added and the 

15 phases separated. The organic phase was washed with water (2 x 40 mL), brine (40 mL), dried 

(sodium sulphate) and solvent was removed to give a yellow oil. The crude product was purified 

by column chromatography on silica gel (gradient: 0-1.00% ethyl acetate in isohexane) to afford 

three fractions: 
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10255] Fraction 1 (1.61 g) as a colourless oil. LCMS (Method F, ES-API): RT 2.05 min, m+H 

- 206; IH NMR (400 MHz, DMSO-d6): 6 7.68 (IH, s), 7.35 - 7.19 (5H, m), 4.18 (2H, s), 4.11 

(3H, s). 

[0256| Fraction 2 (816 mg) as a pale yellow oil LCMS (Method F, ES-API): RT 1.79 min, 

5 m+H = 206; IH NMR (400 MHz, DMSO-d6): 5 7.71 (IH, s), 7.36 - 7.23 (3H, m), 7.22 - 7.14 

(2H, ra), 4.09 (2H, s), 3.73 (3H, s). 

[0257] fraction 3 (883 mg) as a pale yellow oil. LCMS (Method F, ES-API): RT 1.68 min, 

m+H = 206; 1 HNMR (400 MHz, DMSO-d6): 8 8.02 (IH, s), 7.34-7.19 (5H, m), 4.12 (2H, s), 

4.00 (3H, s). 

10 [0258] The following intermediates 86-88 were similarly prepared from appropriate starting 

materials: 

intermediates 86, Ethylated Triazole 

i 
86a |4-(benz>'lthio)-2-ethyl-2H-i,2,3-triazoie 

j 
i 

v-'v-sv^ / 
N -J 

N 

86b 5-fbenzyithio)~1-ethyl- i 11-1,2.3-triazolc 
o, ^ 

[I ,N 

86c 4-(benzvlthio)-1 -ethyl-1H-1,2,3-tri azole 
kv II 

1 
"N 

\ 
/ 

[0259] Fraction 1: LCMS (Method F, ES-API): RT 2.24 min, m+H = 220; IH NMR (400 

15 MHz, DMSO-d6): 8 7.69 (IH, s), 7.32 - 7.21 (5H, m), 4.39 (2H, q, J = 7.3 Hz), 4.18 (2H, s), 1.40 

(3H, t, j - 7.3 Hz). 
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[02601 Fraction 2: LCMS (Method F, ES-API): RT 1.96 min, m+H - 220; IH NMR (400 

MHz, DMSO-d6): 6 7.74 (IH, s), 7.32 - 7.24 (3H, m), 7.21 - 7.16 (2H, m), 4.13 (2H, q, J - 7.3 

Hz)., 4.12 (2H, s), 1.23 (3H, t, J - 7.3 Hz). 

[0261| Fraction 3: LCMS (Method F, ES-API): RT 1.85 min, m+H « 220; IH NMR (400 

5 MHz, DMSO~d6): § 8.07 (IH, s), 7.31 - 7.19 (5H, m), 4.33 (2H, q, J - 7.3 Hz), 4.11 (2H, s), 1.38 

(3H, t, J ~ 7.3 Hz). 

Intermediates 87. Propylated Triazole 

87a 4-(benzyithio)-2-propyl-2H-l,2,3-triazole v(,^s 
s/ 

\ 
87b 5-(benzylthio)-l-propyl-I.H-1,2,3-tri azote / 

-N 

"N 

cc
 

<
1
 

! 
o
 

i 

4-(benzy lthio)- i -propyl-1H-1,2,3-triazole 
VA, 

'ST -N °N 

J 
1.0 [0262] Fraction I: LCMS (MethodF, ES-API): RT 2.36 min, m+H = 234.2; IH NMR (400 

MHz, DMSO-d.6); 6 7.69 (IH, s), 7.28-7.27 (4H, m), 7.25-7.20 (IB, m), 4.32 (2H, t, J" = 7.0 Hz), 

4.18 (2H, s), 1-83 (2H, sext, J - 7.0 Hz), 0,78 (3H, t, J = 7,0 Hz). 

[0263] Fraction 2: LCMS (Method F, ES-API): RT 2.08 min, m+H = 234.2; IH NMR (400 

MHz, DMSO-d6): 6 7.74 (IH, s), 7,38-7,12 (5H, m), 4,13 (2H„ s), 4.06 (2H, t, J = 7.0 Hz), 1.66 

15 (2H, sext J = 7.0 Hz), 0.74 (3H, t, J = 7.0 Hz). 

[0264] Fraction 3: LCMS (Method F, ES-API): RT 2.01 min, m+H = 234.2; IH NMR (400 

MHz, DMSO-d6): 5 8.04 (IH, s), 7.29-7.19 (5H, m), 4.26 (2H, t, J = 7.0 Hz), 4.10 (2H, s), 1.77 

(2H, sext, J - 7.0 Hz), 0.78 (3H, t, J - 7.0 Hz), 

Intermediates 88. Isopropvlated Triazole 
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88a 4-(benzylthio)-2-isopropyl-2H-l ,2,3-triazole ^-SVN, / 

V1 \ 

88b 5 -(benzy Ithio) -1 -i sopropyl-1H -1,2,3-triazole 
o v 

N 

88c 4-(benzyithio)~ 1 -isopropyl-1H-1,2.3-triazole 

[0265| Fraction 1: LCMS (Method F, ES-API): RT 2.41 mh% m+H = 234; 1H NMR (400 

MHz, DMSO-d6): 5 7.67 (IH, s), 7.31-7.21 (5H, m), 4.76 (IH, sept J - 6.7 Hz), 4.17 (2H, s), 

1.44 (6H, d, J ~ 6.7 Hz). 

5 [0266] Fraction 2: LCMS (Method F, ES-API): RT 2.09 min, m+H « 234; IH NMR (400 

MHz, DMSO-d6): 5 7.77 (IB, s), 7.32-7.12 <5H, m), 4.60 (IH, sept, J - 6.7 Hz), 4.11 (2H, s), 

1.29 (6H, cl J 6.7 Hz). 

[0267] Fraction 3: LCMS (Method F, ES-API): RT 1.99 min, m+H - 234; IH NMR (400 

MHz, DMSO-d6): 6 8.10 (IH, s), 7.30-7.18 (5B, m), 4.76 (IH, sept J - 6.7 Hz), 4.10 (2H, s), 

10 1.43 (6H, d, J = 6.7 Hz). 

Intermediates 89. Preparation of Sulfonyl Chloride 

89a 2-methyl-2H~1,2,3~triazole-4-suifony 1 
chloride 

ClOaS N 

C N— 

89b 1 -methyi-lH-1,2,3-triazoie-5-sulfonyl 
chloride 

CIO,S I 
I> N 

89c 1 -Diethyl-] B-i,2,,34riazole~4-sulfoirv'i 
chloride 

CI02S N 

N 
\ 
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10268] Sulfonyl chlorides of Fractions 1, 2 and 3 from Intermediate 85 were prepared 

according to the following preparations: 

| 0269] Preparation 1, Sulfonyl Chloride of Intermediate 85 Fraction 1: N-chlorosuccinimide 

(3.38 g, 25.3 mmol) was added to a solution of Intermediate 85 Fraction 1 (1.3 g„ 6.33 mmol) in 

5 acetic acid (32 mL) and water (16 mL) and stirred at room temperature for 1 hour. Water (40 

mL) was added and the mixture was extracted with ethyl acetate (40 mL). The organic phase was 

washed with saturated aqueous sodium hydrogen carbonate solution (40 mL), brine (40 mL), 

dried (magnesium sulfate), and solvent removed to give Preparation 1 (1.35 g) as a pale yellow 

oil. LCMS (Method F, ES-API; quenching into morpholine): RT 1.09 min, mH-morpholine-Cl = 

10 233.1: IH NMR (400 MHz, CDC 13): 5 8.11 (IB, s), 4.36 (3H. s). 

[0270] Preparation 2, Sulfonyl Chloride of Intermediate 85 Fraction 2: Chlorine gas was 

bubbled through a solution of Intermediate 85 Fraction 2 (200 mg, 0.974 mmol) in 

dichloromethane (15 mL) and water (3 mL) for 2 minutes at 0 °C then the reaction mixture was 

stirred at 0 °C for a further 5 minutes. Water (10 mL) was added and the mixture was extracted 

15 with dichloromethane (10 mL), The organic phase was dried over magnesium sulfate, filtered 

and concentrated in vacuo to give Preparation 2 (317 rag) as a colourless oil. .LCMS (Method F, 

ES-API; quenching into morpholine): RT 1.17 min, m+morpholine-Cl = 233.1; 1HNMR (400 

MHz, CDC13); 6 8.27 (IH, s), 4,40 (3H, s). 

[0271] Preparation 3, Sulfonyl Chloride of Intermediate 85 Fraction 3: N-chlorosuccinimide 

20 (2.60 g, 19.49 mmol) was added to a solution of Intermediate 85 Fraction 3 (1.0 g, 4.87 mmol) in 

acetic acid (26 mL) and water (13 mL) and stirred at. room temperature for 2 hours. Water (40 

ml.) was added and the mixture was extracted with ethyl acetate (40 mL). The organic phase was 

washed with saturated aqueous sodium hydrogen carbonate solution (3 x 40 mL), brine (40 mL), 

dried (magnesium sulfate), and solvent removed to give Preparation 3 (810 mg) as a colourless 

25 oil. LCMS (Method F. ES-API; quenching into morpholine): RT 0.86 min, m.-tmorphoiine-Cl ::: 

233.1; 1HNMR (400 MHz, CDCI3): S 8.22 (IH, s), 4.25 (3H, s). 

[0272] The following intermediates 90-92 were similarly prepared from appropriate starting 

materials: 

Intermediates 90, Preparation of Sulfonyl Chloride 
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90a 2-ethy I-2H-1,2,3-triazole~4-sulfonyl 
chloride 

CI02SN_N 

I N-/ Si 

90b 1 -ethyl- i H-1,2,3-triazole-5-aulfony1 
chloride 

\ 
C,°2SN^N 

II ,N 

90c 1 -ethyl-1 H-l ,2t3-triazole-4-sulfonyI 
chloride 

ClOoS^ 10 

1 N 

; 

[0273] Preparation 1, Sulfonyl Chloride of Intermediate 86 Fraction 1: LCMS (Method F, ES-

API; quenching into morpholine): RT i ,37 min, m+morphoi.ine-Cl ~ 247; 1H NMR. (400 MHz, 

CDC13): o 8,11 (IH, s), 4.62 (2H, q, J - 7.4 Hz), 1.66 (3H> t J - 7.4 Hz). 

5 [0274] Preparation 2, Sulfonyl Chloride of Intermediate 86 Fraction 2: LCMS (Method F, ES-

API; quenching into morpholine): RT 1.37 min, mH-morpholine-Cl = 247; i.H NMR (400 MHz, 

CDC!3); 6 8.27 (IH, s), 4.75 (2H, q, J - 7.3 Hz), 1.70 (3B, t J = 7.3 Hz). 

[©275] Preparation 3, Sulfonyl Chloride of Intermediate 86 Fraction 3: LCMS (Method F. ES-

API; quenching into morpholine): RT 1,44 min, m+morphoiine-CJ ~ 247; IH NMR (400 MHz, 

J0 CDC13): 5 8.23 (IH, s), 4.56 (2H, q, J = 7.4 Hz), 1.67 (3H, t, J = 7.4 Hz). 

Intermediates 91. Preparation of Sulfonyl Chloride 

91a 2-propyl-2H-1,2,3-triazole-4-suffonyl 
chloride 

CiC^S.^ .— 
L >-y 

H 

91b 1 -propyl" 1 H-l ,2,3-triazoie'-5-suifo!iyl 
chloride 

C,02SNr-N 

N 

91c 1 -propyl-IH-1,2,3-triazole-4-sulfonyl j [1 X,N 
chloride j ^ 
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10276] Preparation 1, Sulfonyl Chloride of Intermediate 87 Fraction 1: LCMS (Method F, ES-

API; quenching into morpholine): RT 1.62 min, m+morphoiine-Cl::: 261.2; IH NMR. (400 MHz, 

CDC13): 8 8.11 (IH, s), 4.53 (2H, t J = 7.1 Hz). 2.08 (2H„ sext, J = 7.1 Hz), 0.98 (3B, t J = 7.1 

Hz). 

5 [0277} Preparation 2, Sulfonyl Chloride of Intermediate 87 Fraction 2: LCMS (Method F, ES-

API; quenching into morpholine): RT 1.58 min, m+morpholinc-Cl = 261.1; IH NMR (400 MHz, 

CDC13): 8 8.27 (IH, s), 4.68-4.64 (2H, m), 2.12 (2H, sext, J = 7.1 Hz), 1.05 (3H, t, J = 7J Hz). 

[0278] Preparation 3, Sulfonyl Chloride of Intermediate 87 Fraction 3: LCMS (Method F, ES-

API; quenching into morpholine): RT 1,38 min, m+morphoiine-Cl = 261.2; IH NMR (400 MHz, 

10 CDC13): 6 8.21 (IH, s), 4.46 (2H, t, J = 7.1 Hz), 2.04 (2H, sext, J = 7.1 Hz), 1.02 (3H, t, J = 7.1 

Hz). 

Intermediates 92. Preparation of Sulfoavi Chloride 

92a 2-isopropyl-2H-l ,2,3-triazole-4-suifonyi 
chloride WK 

92b 1 -isopropyl-1H-1,2,3-£riazole-5-sulforiyi 
chloride 

V ciQjS 

1 > 
N 

92c Lisopropyl~iH-l,2,3-mazoie-4~sulfonyl 
chloride 

cio2s H 

I N 

[0279] Preparation 1, Sulfonyl Chloride of Intermediate 88 Fraction 1: LCMS (Method F, ES-

15 API; quenching into morpholine): RT i .64 rain, ntf-morpholine-Cl =• 261; IE NMR (400 MHz., 

CDC13): 6 7.62 (IH, s), 4.76 (IH, sept, J = 6.7 Hz), 1.46 (6H, d, J - 6.7 Hz). 

|028CI1 Preparation 2, Sulfonyl Chloride of Intermediate 88 Fraction 2; LCMS (Method F, ES-

API; quenching into morpholine): RT 1.57 min, m+morpholine-Cl = 261; 1 PI NMR (400 MHz, 

DMSO-d6): 5 7,60 (iH, s), 5.25 (IH, sept., J = 6.7 Hz), 1.49 (6H, d, J - 6.7 Hz). 
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[0281] Preparation 3, Sulfonyl Chloride of Intermediate 88 Fraction 3: LCMS (Method F, ES-
API; quenching into morpholine): RT 1.47 min, ra+morpholine-Cl~ 261; IH NMR (400 MHz, 
CDC13): 6 8.26 (IH, s), 4.95 (IH, sept, j - 6.7 Hz), 1.68 (6H, d, J = 6.7 Hz). 

intermediate 93. (RVmethyl l-(4-fluoropfeenviV6^(i-prom1-lH-pyrazol-4-vl)snlfonyl)-
5 4.4a.5.6«7*8-hexahvdro-lH-p\Tazolol3.4-giisogiimoIine-4a-carboxvlate 

F 

[02B2] Made by the method of Intermediate 33, using HCI (4M solution in dioxane) in place of 
trifluoroacetic acid/dichloromethane. LCMS (Method F, ES-API): RT 2.22 rain, mH-H - 500. 

Intermediate 94, 

isomer A 

(R)-methyl 1 -(4-fluoropheny [)-6-((2-
methyl-2H-l ,2,3-triazol-4-

yl)sulfonyl)-4,4a,5,6,7,8-hexahydro-
1 H-pyrazolo[ 3,4-g] isoquinoline~4a-

carboxyiate 

MsO. .0 9 
K":N 

9 
F 

Isomer B 

(R)-methyl 1 -(4-fLuorophenyl)-6-(( 1 -
methyl-1 H~ 1,2,3'-triazol-5-

yl)sulfonyl)-4,4a, 5,6,7,8-hcxahydro-
!H-pyrazolo[3,4-g]isoquinoline~4a-

carboxylate 

Mecy° / 
fYArsN'SVN> 

N ! i j P ,N 

c 
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(R}-raethyi ] -(4-fLuorophen.yl)-6-((l-
methy] -] H-l ,2,3 -triazol-4-

yl)sulfonyl)-4,4a,5,6,7t8-hcxahydro-
lH-pyrazolo[3,4-g]isoquinolinc-4a-

carboxvlate 

MeOv 

N fY 
i 

O 0 0 \\/z 
N' 

[0283] Made from Preparation 1 of Intermediate 89 by die method of intermediate 33, using 

HCI (4M solution in dioxane) in place of trifluoroacetic acid/dichloromethane. LCMS (Method 

F, ES-API): RT 2.10 min, m+H - 473,1. 

5 Intermediate 95, 

Isomer 
.4 

(R)-methyi i~(4~ 
f!uorophenyl)-6-((2-propyl-

2H-1,2,3-triazoI-4-
yl')sulfonyl)-4,4a,5,6,7,8-

hexahydro-1H-
pyrazolo[3,4-

g]isoquinolinc-4a-
carboxylate 

MeO^O 0 ^ 
Y 

X'Vx 

F 

isomer 
B 

(R)-mefhy! !-{4» 
fhiorophcnyl)-6-((l-propyl-

1 H-l ,2*3-triazoI-5-' 
yl)sulfonyi)-4,4a,5,6,7,8-

hexahydro-lH-
pyrazo!o[3/4-

g] i soquinoline-4a-
carboxylate 

MeCv° °*P r\ 
H jl ; ji ,N 

F 

Isomer 
c: 

(R.)-methy! l-(4-
f!uoropheny!)-6-(( 1 -propyl-

lH-l,2,3-triazol-4-
yl)sulfonyl)-4,4a,5,6,7,8-

hcxahydro-lH-
pyrazolo['3,4-

g]isoquinoline~4a~ 
carboxylate 

fvleO. .0 C) 0 

N |E I i |N 

p 
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j0284) Made from Preparation 1 of Intermediate 91 by the method of intermediate 33, using 

HCI (4M solution in dioxane) in plaee of trifluoroacetic acid/dichloromethane. LCMS (Method 

F, ES-API): RT 2.40 min, m+H = 501.2. 

Example 1. (RHl-(4-fliiorophenvl)-6-((4-(trifhioromethyl)piieiivl)suIfonvl>4»4a«5..6%7,8-

5 hexahvdro-lH-pvrazoloi3.4-gjisoamnotin^a-vfi(pvridiB-2-vrimetlianoRe 

(0285| A solution of (R)-(l -(4-fluorophenyl)-6-((4-(trifluoromethyl)phenyi)sulfonyl)-

4;,4a,5,6,7,8-hexahydro-lH-pyrazolo[3,4-g3isoquiiiolin-4a-yl)(pyridin-2-yl)-(R/S)-methanol (3.1 

g, 5.3 mmol) in dry dichloromethane (25 mL) was treated with 1,1.1 -triacetoxy-1, 1 -dihydro-1,2-

10 benziodoxol-3(lH)-one (3.2 g, 7.54 mmol; Dess-Martin periodinane) and the reaction mixture 

stirred for 1 hour at room temperature. The reaction mixture was cooled and treated with 

saturated sodium hydrogen carbonate solution (125 mL) followed by dichloromethane (50 mL). 

The mixture was stirred for 10 minutes and the phases separated. The aqueous phase was 

extracted with further dichloromethane (x2) and the combined organic phases dried over sodium 

15 sulfate. The solids were removed by filtration, the filtrate was concentrated under reduced 

pressure and the residue purified by column chromatography on silica gel (gradient: 20-30% 

ethyl acetate in cyclohexane) to afford (R)-( 1 -(4-fluorophenyl)-6-((4-

(trifluoromethyl)phen\d)su1fonyl)-4,4a,5,6,7,8-hexahydro~1H-pyrazolo[3,4-g]isoquinolin-4a-

yl)(pyridin--2--yi)r,oet]ianone as a pale yellow foam (2.20 g). The product was further purified by 

20 preparative Hple (C-1.8 column eluiing with 80% aqueous methanol) to give (R)-(l ~(4~ 

fluorophenyl)-6-((4~(tnf1uoromethy])phenyl) sulfonyl }-4,4a,5,6,7,8-hexahydn>IH~pyrazolo[3,4-

g]isoquinolin-4a-yl)(pyridin-2-yl) methanone as a white solid (1.10 g). LCMS (Method D. ESI): 

RT 5.61 min, m+H = 583.0; 1H NMR (400 MHz, CDCIj): S 8,62 (ddd, J - 4.8, 1.7, 1.0 Hz, 1 

H); 7.85-7.86 (m, 1 H); 7.80-7.81 (m, 3 H); 7.70 (d, J - 8.3 Hz, 2 H>; 7.44-7.45 (m, 3 H); 7.27 (s, 

F 
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I H); 7.16 (t J » 8.5 Hz, 2 R): 6.49 (d, i - 2.2 Hz, 1 H); 5.56 (dd, J - 12.3, 2.1 Hz, 1 H); 4.26 (d, 

S~ 16.9 Hz, 1 H); 3.86-3.89 (m, 1 H); 2.83-2.84 (m, 3 H); 2.54-2.56 (m, 2 H). 

[0286| Alternative preparation of Example 1: (R)-tcrt~butyl l-(4-fluorophenyl)-4a-picolinoy{» 

4a,5,7,8-tetrahydro-lH-pyrazolo[3,4-g]isoquinoline-6(4H)-carboxylate (309.5 g) was suspended 

5 with stirring in a 4 N HCl/dioxane solution (250 mL) at 20-25°C. After deprotection was 

complete (1.5 hours) the solution was concentrated to dryness to give 157.1 g of the 

corresponding HCl salt as an amber oil. The salt was suspended in dichloromethane (1.5 L) and 

Hunig's base (150 g, 1150 mmol) was added. When the suspension had cleared a solution of 4-

(trifUioromethyl)benzenesuifonyl chloride (67.0 g, 275 mmol) in dichloromethane (100 mL} was 

10 added. The reaction mixture was allowed to stir overnight at 20-25°C, then was quenched with 

water (500 mL), The organic layer was washed with 15% aqueous sodium chloride solution (500 

mL) and then concentrated. The crude product, was purified by column chromatography on silica 

gel (300 g), eluting with heptane/ethyl acetate (4:1 to 1:1), to give (R)-(l-(4-fmorophenyl)-6-((4-

(trifluoromethyl)phenyl)sulfonyl)-4,4a,5,6,7,8-hexahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-

i 5 yl)(pyridin-2-yl)raetbanone (78 g) as a pale yellow powder. 

[0287] The following examples were similarly prepared from the appropriate intermediate: 

Example 1A. fRy(l-(4-flHorophenyi)-6-((4-(triflMoromethyi)phettyl)suifonvlV4,4a»5«6»7,8'-

bexahyi1ro-iM-i>vrazoli&[3.4-gUsc>gjiimolm~4a-v^(l-methvi-iR"imida£ol-2-vj[)Bietkaiiorie 

20 [0288] LCMS (method £), Rt = 12.56 min (MH)+ 586.2; 3Ii NMR (400 MHz, CDC13): 8 7.82 

(d, J = 8.2 Hz, 2 B); 7.71 (d, J - 8.3 Hz, 2 H); 7.42-7.43 (ra, 2 H); 7.31 (s, i H); 7.14-7.15 (m, 3 

H); 6,97 (s, 1 H); 6,53 (d, J" = 2.3 Hz, i B): 5.59 (dd, J = 12.5, 2,1 Hz, 1 H); 4.41 (d, J - 16.7 Hz, 

1 H); 3.92-3.95 (m, 1 H); 3.83 (s, 3 H); 2.81-2.82 (m, 3 H); 2.57-2.59 (m, 2 H). 

/ 

F 
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Example IB, 

N 

|0289) LCMS (Method D, ESI): RT 5.17 min, m+H - 583.0; IH NMR (400 MHz, CDCh): 5 

5 8.91 (d, J = 2.2 Hz, 1 H); 8.71 (dd, J = 4.8, 1.7 Hz, 1 H); 8.01 (dt,J = 8.0, 2.0 Hz, I H); 7.94 (d, J 

= 8.2 Hz, 2 H): 7.82. (d, J - 8.3 Hz, 2 H); 7,41-7.42 (m, 3 H); 7.35 (dd, J = 8.0,4.8 Hz, 1 H); 7.18 

(t, J = 8.5 Hz, 2 H); 6.44 (s, 1 H);4.60 (dd, J=U.4,1.9 Hz, I B); 3.89 (dd, 3 - 10.9, 4,9 Hz. 1 

H); 3.38 (d, J = 17.5 Hz, 1 H); 2.80 (d, J = 17.6 Hz, 1 H); 2.55 (0=11.4 Hz, 1 H); 2.48 (td, J = 

11.5, 3.4 Hz, 1 H); 2.26-2.29 (m, 2 H). 

hexafavdro-lH-pvrazolol3,4-gHsoqttiJMliQ^a-vh(thiazol-2-v]')methanone 

[0290] LCMS (Method D, ESI): RT 5.50 min, m+H - 589.0; 1H NMR (400 MHz, CDC-h): 5 

8.00 (d, J = 3.1 Hz, 1 H); 7.83 (d, J - 8.2 Hz, 2 H); 7.68-7.69 (m, 3 H); 7.42-7.43 (m, 2 H); 7.29 

15 (s, 1 H); 7.17 (t J === 8.5 Hz, 2 H); 6.54 (d, J = 2.3 Hz, 1 H); 5.51 (dd, J - 12.5,2.1 Hz, S H); 4.20 

(d, J - 16.8 Hz, 1 H); 3.91-3.95 (ra. 3 H): 2.85-2.86 (m, 3 H); 2.57-2.59 (m, 2 H). 

[0291] Alternative preparation of Example 1c: (R)-tert-butyl l-(4-fiuorophenyl)-4a-(tbiazoie-

2-carbonyl)-4a,5,7,8-tetrahydro~IH-pyrazolo[3,4~g]isoqumoline-6(4H)-carboxylate (76.1 g) was 
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deprotected using 4 N HCL/dioxane solution (400 mL) at 20-25°C. After reaction was complete 

(3 h) the solution was concentrated to dryness to provide 91.4 g of the corresponding l-ICI salt as 

an amber oil. The salt was suspended in dichloromethane (1.0 L) and Hunig's base (85.0 g , 650 

mmol) was added. When the suspension became a clear solution 4-

5 (trifluoromethyl)benzenesulfonyl chloride (37.2 g, 152 mmol) in dichloromethane (1.(50 mL) was 

added. The mixture was stirred overnight at 20-25°C. The reaction mixture was quenched with 

water (250 mL) and the organic layer washed with 15% aqueous sodium chloride solution (500 

mL) then concentrated. The crude product was purified twice by column chromatography on 

silica gel (300 g then 800 g)t eluting with heptane/ethyl acetate (3:1), to give (R)-{l-(4-

S0 fl«oropher3yl)-6-((4-(trifluoromethyl)phenyl)s\ilfonyl)-4/4a,5,6,7,8-^sxahydro-l H-pyrazolo[3/4-

g]isoquiiiolin-4a-yl)(tliiazol-2-yl)metha.none (54.2 g) as a pale yellow powder. 

Example IB, fRMl-(4-fiuorophenviy<l^(f4--(trifhiorometiivI)pheiiyl)sulfoiiyl)--4.4a,5«6«7«8-

hexahydro-lH-pyrazolo[3,4-gHsoquinoliB-4a'-YlK5--methvM,3.i4-oxadiazoI-2-yl)inethanone 

15 |0292] LCMS (Method D, ESI): RT 5.24 min, nxrH - 588.0; IH NMR (400 MHz, CDCij): 5 

7.82-7.84 (m, 4 H); 7.40-7.41 (m, 2 H); 7.33 (s, 1 H); 7.17 (t, J" - 8.5 Hz, 2 H); 6.58 (d, J = 2.4 

Hz, 1 H); 5.27 (dd, J = 12.9, 2.1 Hz, 1 H); 4.14 (d, J = 16.8 Hz, 1 H); 3.97 (t, J - 7.9 Hz, 1 H); 

2.85-2.87 (m, 2 H); 2.75 (d, I = 12.9 Hz, 1 H); 2.65 (s, 3 H); 2.56-2.58 (m, 2 H). 

F 

20 4 •vDmethanone 
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[0293] LCMS (Method D, ESI): RT 5.32 min, m+H - 573.0; IH NMR (400 MHz, CDC13): 6 

7.86 (d, J - 8.2 Hz, 2 H); 7.76-7.78 (m, 3 H); 7.41 (dd, J - 8,6, 4.8 Hz, 2 H); 7,35 (s, 1 H); 7.31 

(s, 1 H); 7.17 (t, J - 8.4 Hz, 2 H); 6.54 (s, 1 H}; 5.38 (d, J - 12.6 Hz, I H); 4.12 (d,J- 16.8 Hz, 

H); 3.91-3.94 (m, 1 H); 2.82-2.84 (m. 3 H); 2.55-2.58 (m, 2 H). 

[0294] LCMS (Method D, ESI): RT 5.35 min, m+H = 572.9: IH NMR (400 MHz, CDCfe): 8 

7.86 (d, J » 8.2 Hz, 2 H); 7.77-7.78 (m, 3 H); 7.40-7.41 (m, 2 H); 7.35 (d. J = 0.7 Hz, 1 H); 7.30 

(s, 1 H); 7.16 (t, J - 8.5 Hz, 2 H); 6.54 (d, J-2.3 Hz, 1 H); 5.38 (dd, J = 12.6,2J Hz, 1 H); 4.12 

(d, 3 = 16.8 Hz, 1 H): 3.91-3.94 (m, 1 H); 2.82-2.83 (m, 3 H); 2.55-2.57 (m, 2 H). 

j 20 
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[0295] LCMS (Method D, ESI): RT 5.38 min, m+H - 571.9; IH NMR (400 MHz, CDCI3): 0 

7.86 (d, J - 8.2 Hz, 2 H); 7.75 (ci J - 8,2 Hz, 2 H); 7.57 (dd, J = 1.7, 0.8 Hz, 1 H); 7.41-7.42 (m, 

2 H); 7,31 (s, 1 H); 7.22 (dd, j = 3,6, 0.8 Hz, 1 H); 7.15-7.16 (m, 2 H); 6.51-6.52 (m, 2 H); 4.96 

5 (dd,} - i 2.3, 2,0 Hz, 1 H); 3.86 (dd, j - 10.8, 5.6 Hz, 1 H); 3.63 (d, 1 - 16.9 Hz, I H); 2.76-2.78 

(m, 3 H); 2,58-2.60 (m, 1 H); 2,47 (d, J - 14.8 Hz, 1 H). 

10 [0296] LCMS (Method D, ESI): RT 5.56 min, m+H = 587.9; IH NMR (400 MHz, CDCI3): 5 

7.92 (d, J- 8.2 Hz, 2 H); 7.76-7.78 (m, 3 H); 7.61 (dd, J = 5.0, 1.1 Hz, 1 H); 7.45 (dd, J = 8.7, 

4.7 Hz, 2 H); 7.36 (s, 1 H); 7.19 (t, J = 8.4 Hz, 2 H); 7.03 (dd, J = 5.0, 3.9 Hz, i H): 6.5i (3, 1 H) 

4.64 (d, J = 11.5 Hz, i H); 3.87 (d, I = 9.1 Hz, I H); 3.41 (d, J - 17.5 Hz, 1 H); 2.82 (d, J - 17.5 

Hz, 1 H); 2,67 (d, J = J 1.5 Hz, 1 H); 2,56-2.60 (m, 1 H); 2.47-2,50 (m, 1 H); 2.39 (d, J = 13.6 

15 Hz, 1 H). 

0 
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w° %? 
J El i 

7] LCMS (Method F, ES-API): RT 2.53 min, m+H - 519.1; J H NMR (400 MHz, 

CDC13): 6 7.82 (IH, d, J = 0.6 Hz), 7.55-7.52 (2H, ra), 7.44-7.38 (5H, m), 7.31 (IH, s), 7.19-

7.13 (2H,m), 6.52 (IH, d, J = 23 Hz), 5.40 (IH, dd, J = 12.5, 2.0 Hz), 4.12 (IH, d,J=I6.9 Hz), 

5 3.91-3.85 (IH, m), 2.92-2.82 (2H, m), 2.68 (IH, d, J = 12.5 Hz), 2.53-2.42 (5HS m). 

r^N 

LCMS (Method F, ES-API): RT 2.38 min, m+H - 530.2; 1H NMR (400 MHz, 

10 CDC13): 5 8.92 (2H, d, J'~ 4.8 Hz), 7.49-7.36 (7H, m), 7.32 (IH, s), 7-19-7.13 (2H, m), 6.47 

(IH. d, J ~ 2.1 Hz), 5.12 (IH, dd.J = 12.1,2.0 Hz), 4.13 (IH, d, J - 16.9 Hz), 3.80-3.76 (IH, m), 

2.95 (IH, d, J = 16.9 Hz}, 2.88-2.79 (IH, m), 2.61 (IB, d, 12.2 Hz), 2.46-2.37 (5H, m). 

idisi-2-Y! 

12: 
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OMe 

r V"° %P 

[0299] LCMS (Method F, ES-API): RT 2.78 mm, m+H = 581.2; 1H NMR (400 MHz, 

CDC13): 6 8.46 (IH, d, J = 4.9 Hz), 7.45-7.39 (3H, m), 7.29 (iH, s), 7.21-7.14 (4H, m), 7.00-

6.95 (2H, m), 6.49 (IH, s), 5.63-5.60 (IH, m), 4.30 (IH, dd, J = 16,9, 2.1 Hz), 3.88-3.83 (4H, m), 

2.89-2,78 (3H, m), 2.63-2,57 (IH, m), 2.53-2.49 (IH, m). 

Example 1L. (RV(4-eth'vIpvridii?-2-vD( !-(4-fli2oroplieiivI)-6-(('3,4,5-

S«6J$~h exahy dro-1 H-pv razolo [3,4-g 

.0 c> O 

N'W 
YS 

F 

10 ]O30O] LCMS (Method F, ES-API): RT 3.19 mm, m+H = 597.2; IH NMR (400 MHz, 

CDC13): 8 8.49 (IH, dd, J = 4.9, 0.6 Hz), 7.70 (IH, m), 7.45-7.41 (2H, m), 7.33-7.30 (4H, m), 

7.19-7.14(2HS m), 6.50 (IH, d, J - 2.0 Hz), 5.58 (IH, dd, I = 12.5, 2.0 Hz), 4.24 (1H, d, J - 16.9 

Hz), 3.91-3.86 (IH, m), 2.92-2.80 (3H, m), 2.73-2.67 (3H, m), 2.56-2.51 (IH, m), 1.27 (3H, t S 
= 7.5 Hz). 

123 



WO 2013/177559 FCT/US2013/042732 

OMe 

F 

[0301] LCMS (Method F, ES-API): RT 2,97 min, m+H » 5992: IH NMR. (400 MHz, 

CDCB): 5 8.42 (IH, d, J = 4,9 Hz), 7.45-7.41 (2Ht m), 7.37 (IH, d, J == 2.5 Hz), 7.33-7.30 (2H, 

m), 7.27 (IH, s), 7.19-7.14 (2H, m), 6.97 (1H, dd, J = 5.8, 2.5 Hz), 6.50 (IH, d, J = 2.0Hz), 5.58 

(IH, dd, J = 12.1, 2.0 Hz), 4.28 (IH, d, 1=16.9 Hz), 3.91-3.85 (4H, m), 2.91-2.78 (3H, m)s 2.70-

2.63 (IH, m), 2.55-2.50 (IH, m). 

Example 2. fRVn-(4-flHorophenvlV6-((4-fluoroplienvI)sulfoavl)^v4a3«6«7.8-hexahvdro--

lHHPvra/o1of3»4-glisoQuinolin^a-AT>fpvridm-2-vl')methan<me 

F 

[0302] A solution of (R)-( I ~(4-fiuoropheny].)-4,4a,5.6,7,8~hexahydro-1 H~pyrazolo[3,4~ 

g]isoqinnohn-4a~yl)(pyridm-2-y!)methanone in dichloromethane (2.5ml) (2.7 mL, -0.2 mmol) 

containing disiopropylethylamine (174j.iL, Immol) was added to 4-fluoro-phenyl sulfonyl 

chloride (48 mg, 0.25 mmol) and diisopropylethylamine (100 iiL, 0.57 mmol) and the mixture 

stirred for j .25 hours. The reaction, mixture was concentrated under reduced pressure and the 

residue was purified by column chromatography on silica, gel (gradient: 20-30% ethyl acetate in 

cyclohexane) to afford (R)-(l-(4~fluorophenyl)-6-((4~fluorophenyI)sulfonyl)-4,4a,5,6,7,8-

hexahydro-iH.-pyrazole[3/f-g]isoqiimo5in-4a-yI)Cpyridin-2-yl)methanone as a white solid (72 

mg). LCMS (Method D, ESI): RT 5.32 min, m+H = 533,0; 1H NMR (400 MHz, CDCh): 5 8.62-
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8.63 (m, 1 H); 7.85-7.86 (m, 2 H); 7.69-7.70 (m, 2 H); 7.44-7.45 (m, 3 H); 7.28 (s, 1 H); 7.14 (. 

J" - 12.9, 8.5 Hz, 4 H); 6.48 (d, J = 2.2 Hz, 1 H); 5.51 (dd, J - 12.2, 2.1 Hz, 3 H); 4.29 (d, J -

16.9 Hz, 1 H); 3.82-3.86 (m, 1 H); 2.84-2.86 (m, 2 H); 2.72 (d, 3 = 12.2 Hz, 1 H); 2.46-2.51 (m 
-> m 

31 The following examples were similarly prepared from the appropriate intermediate: 

LCMS (Method F, F.S-API): RT 2.48 min, m+H - 552.9; IH NMR (400 MHz, CDCh): 

10 $ 8.07 (IH, d, J = 3.1 Hz), 7.68 (IH, d, J = 3.1 Hz), 7.47-7.41 (2H, m), 7.35-7.30 (2B, m), 7.20-

7.14 (2H, m), 7.09-7.04 (3H, m), 6.53 (IH, s), 5.43 (IH, dd, 7.1,2.0 Hz), 4.23 (IH, d, J = 

1.6.8 Hz),4.08 (IH, d, J- 13.8 Hz),4.02 (IH, d, J - 13.8 Hz), 3.61-3.59 (IH,m), 3.07 (IH, d, J 

- 13.1 Hz), 2.85 (IH, d, J = 16.8 Hz), 2.73-2.64 (2H, m), 2.45-2.37 (IH, m). 

15 

A v-p o 

[03051 LCMS (Method F, ES-API): RT 2.28 min, m+H - 528.9; 1H NMR. (400 MHz, CDC1; 

6 8.07-8.06 (IB, m), 7.66 (IH, d, J - 2.9 Hz), 7.48-7.44 (2H, m), 7.33 (IH, s), 7.20-7.14 (2H, 

m), 6.57 (IH, s). 5.47 (1H, add, J = 17.5, 13.1,2.2 Hz), 4.32-4.10 (2H, m), 3.88-3.72 (3H, m), 
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3.25 (IH, dd, J = 43.6, 13.4 Hz), 3.13-2.81 (5H, m), 2.56-2.50 (IH, m), 2.40 (IH, s), 2.13-2.02 

(111 m), 1.91-1.84 (2H, m). 

0 0., ,0 i »;v^ 
LCMS (Method F, ES-API): RT 2.61 min, m+H = 528.8; IH NMR (400 MHz, 

CDC13); 6 8.34 (IH, ddd, J = 4.7, 1.8, 0.8 Hz), 7.85 (IH, dd, J = 7.6, 1.5 Hz), 7.81-7.79 (IH, m), 

7.65 (IH, dt, J= 7.6, 1.8 Hz), 7.46-7.41 (2H, m), 7.32 (IH, ddd, J = 7.6, 4.8, 1.4 Hz), 7.24-7.14 

C5H, m), 6.93-6.91 (IH, m), 6.52 (IH, s), 5.49 (IH, dd, J = 12.8, 2.1 Hz), 4.20 (IH, d, J = 16.9 

10 Hz), 3.98-3.95 (lH,m), 3.08 (IH, d, J= 12.8 Hz), 2.90-2.82 (3H, m), 2.60-2.54 (IH, m), 2.34 

U s). 

N^O owo 
V/ 

// ^IM' 

15 [0307] LCMS (Method F, ES-API): RT 2.75 min, m+H - 542.8; IH NMR (400 MHz, 

CDC13): 5 8.66 (IH, ddd, J = 4.7, 1.7, 0.8 Hz), 7.91-7.89 (IH, m), 7.84 (IH, dt, 1 = 7.5. 1.8 Hz), 

7.61-7.58 (2R m), 7.47 (IH, ddd, J - 7.5, 4.7, 1.4 Hz), 7.44-7.40 (2H, m), 7.27-7.22 (3H, m), 

7.19-7.13 (2HS m). 6.46 (IH, d, J = 2.1 Hz), 5.50 (IH, dd, J" - 12.4, 2.1 Hz), 4.31 (IH, d, J - 16.9 
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Hz), 3.84-3.79 (IH, m), 2.91-2.77 (2H, m), 2.72-2.65 (3H, m), 2.47-2.38 (2H, m), 1.25 (3H, t, J 

= 7.5 Hz). 

5 F 
[0308] LCMS (Method F, ES-API); RT 2,62 min, m+H = 528.8; IH NMR (400 MHz, 

CDC13): 5 8.66 (IH, ddd, J = 4.7, 1.7, 0,8 Hz), 7.91-7.89 (IH, m), 7.84 (IH, dt, J - 7,4,1.7 Hz), 

7.50-7.40 (5H, m), 7.36-7.34 (2H, m), 7.29 (IH, s), 7.19-7.13 (2H, m), 6.47 (IH, d, J = 2.1 Hz), 

5.51 (IH, dd, J - 12.4, 2.1 Hz), 4.31 (IH, d, J - 16.9 Hz), 3.84-3.80 (IH, m), 2.92-2.78 (2H, m), 

10 2.68 (IH, d, J - 12.4 Hz), 2,49-2.40 (5H, m). 

0 
F 

10309} LCMS (Method F, ES-API): RT 2.68 min, m+ H = 548.8; IH NMR (400 MHz, 

15 CDC 13): 6 8.66 (IH, ddd, J -4.7, ) .7, 0.8 Hz), 7.91-7.88 (IB, m), 7.84 (IH, dt, J - 7.5, 1.8 Hz), 

7.66-7.65 (1 Hj m), 7.59-7.56 (IH, m), 7.52-7.47 (2H, m), 7.46-7.41 (3H, m), 7.29 (IH, s), 7.19-

7.13 (2H, m), 6.49 (IH, d, J ••== 2.1 Hz), 5.55 (IH, dd, J -------- 12.2, 2.1 Hz), 4.29 (IH, d, J - 16.9 Hz), 

3.87-3.82 (IH, m), 2.92-2.75 (3H, m), 2.56-2.47 (2H, m). 
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Example 2G. (R)-(l*('4-fliiorophenyl)-6-((3-methoxvphenvl)siilfoiivl)-4,4a,5,6,7.8-

hexahvdro-iH-pvTazolo[3»4-gUsoqiiraoliB-4a-vl)(pvridiii-2-vl>iiiethaiioiie 

F 

[0310] LCMS (Method F, ES-API): RT 2.60 min, m+H = 545.2; IH NMR (400 MHz, 

5 CDC13): 5 8.65 (JH, ddd, J -4,7, 1.7, 0.8 Hz), 7.91-7.88 (IH, m), 7.83 (IH, dt, J - 7.5, 1.8 Hz}, 

7.49-7.36 (411 m), 7.29 (2H, ra), 7.1.9-7.13 (3H, m), 7.05 (IH, ddd, J = 8.3, 2.5, 0.9 Hz), 6.47 

(111 d, J = 2.1 Hz), 5.50 (IH, dd, J = 12,2, 2.1 Hz), 4.30 (IH, d, I - 16.9 Hz), 3.85-3.80 (4H, m), 

2.91-2.78 (2H, m), 2.72 (IH, d, J = 12.2 Hz), 2.51-2.44 (2H, m). 

Example 2H. (RV(6-((4--cIi1onv3-.fl"HoroBhei8.vjjsoIfosn1)--l~(4-fl»QroplRimT?-4,4a,5,6a7J-

10 hexabvdro-3 II-f•vvra^0k>^3^4-glis^HllJifrii0lil1"4a-vl){r)vncIi8-2-vI)metlm?i00e 

F 

|03111 LCMS (Method F, ES-API): RT 2.78 min, m+H - 567.1; IH NMR (400 MHz, 

CDC13): 8 8.63-8.61 (iH, m), 7.89-7.82 (2H, m), 7.50-7.41 (6H, m), 7.28 (IH, s), 7.19-7.13 (211 

m),6.50(lH,d,J-2.1 Hz), 5-54 (IH, dd, J = 12.2,2.1 Hz), 4.27 (IH, d, J 16.9 Hz), 3.89-3.85 

15 (IH, m), 2.90-2.79 (3H, m), 2.61 -2.49 (2H, m). 

Example 2L fRWl-{4-fliiorophenvlV6-('('4-metStoxvpheirvns'uIfonv'0-4,4a«5..6«7.8-hexafevdro-

lll-i>vrazolol3.4"^H^ooiiiiioIia-4a-vI)(Dvridiii~2-vl)8nethaiiOTie 
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if^ 
OwG 

'OMe 

F 

[031.2] LCMS (Method F, ES-API): RT 2,57 min, ra+H = 545.2; IH NMR (400 MHz, 

CDCB): 6 8.63 (IH, ddd, J = 4.7, 1.7, 0,8 Hz), 7.91-7.88 (IH, m), 7.83 (IH, dt, 1 = 7.6, 1.8 Hz), 

7.64-7.60 (2H, m), 7.48-7.40 (3H, m), 7.29 (iH, s), 7.19-7.13 (2H, ra), 6.93-6.89 (2H, ra), 6.47 

5 (IH, d, 1-2.1 Hz), 5.48 (HI, dd, J = 12.2, 2.1 Hz), 4.30 (IH, d, J = 16.9 Hz), 3.85-3.79 (4H, m), 

2.90-2.77 (2H, m), 2.65 (IH, d, J = 12.2 Hz), 2.48-2.39 (2H, m). 

Example 2J. (RV{6-{(3-fliioro-4-mef.livlt>beByl)s»lfo;ivIVl-(4-jS1moroohe?avI)--4>4a,5,6J,8-

hexabydro-1 H-pvrazolo[3«4-glisoa«moIin^a-vWp'VTidiii--2--vl)methaiioiie 

10 [0313] LCMS (Method F, ES-API): RT 2.74 min, m+H - 547.2; IH NMR (400 MHz, 

CDCB): S 8.65 (IK ddd, J = 4.7, 1.7, 0.8 Hz), 7.91-7.88 (IH. m), 7.84 (IH, dt J - 7.6, 1.8 Hz), 

7.49-7.40 (3H, m), 7.37 (IH, dd, J - 8.1, 2.1 Hz), 7.33-7.26 (3H, m), 7.19-7.13 (2H, m), 6.48 

(IH, d, J= 2.1 Hz), 5.52 (IH, dd, J ~ 12.2, 2.1 Hz), 4.30 (IH, d,J = 16.9 Hz), 3.85-3.80 (IH, m), 

2.91-2.77 (2HS m), 2.71 (IH, d, J = 12.2 Hz), 2.51-2.44 (2H, m), 2.31 (3H, d, J » 1.7 Hz). 

15 Example 2K. (RHl-(4-fluorophegiyi)-6-fi>lseiiyIs^lfoiiyl)~44aJ$.6.7,8"tiexahvdre-lH-

pwazolof3,4-g1isoqiiiiiolin-4a-vI)(PYridin-2-vr)niethanone 

F 
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LCMS (Method F, ES-API): RT 2,57 mm, m+H = 515.2: IH NMR (400 MHz, 

CDCB): o 8.66 (IH, ddd, J - 4.7, 1.7, 0.8 Hz), 7.92-7.89 (IH, m), 7.84 (IH, dt, J = 7.6, 1.8 Hz), 

7.71 -7.68 (2H, m), 7.58-7.53 (IH, m), 7.50-7.40 (5H, m), 7,29 (1H, s), 7.19-7.13 (2H, ro), 6.47 

5 (IH, d, J = 2.1 Hz), 5.53 (iH, dd, J = 12.2,2.1 Hz), 4.31 (1H,d,J= 16.9 Hz), 3.85-3.81 (IH, m), 

2.91-2.78 (2H, m), 2,67 (IH, d, I - 12.2 Hz), 2.48-2.40 (2H, ra). 

10 [03151 LCMS (Method F, ES-API): RT 2.57 mill, m+H - 533.2; IH NMR (400 MHz, 

CDC13): S 8.64 (IH, ddd, J = 4.7, 1.7, 0.8 Hz), 7.85-7.82 (IH, m), 7.80 (IH, dt J - 7.6, 1.8 Hz), 

7.73-7.68 (IH, m), 7.52-7.41 (4H, in), 7.28 (IH, s), 7.19-7.30 (4H, m), 6.50 (IH, d, J - 2.3 Hz), 

5.60 (IH, dd, J - 12.2, 2.1 Hz), 4.29 (IH, d, J = 16.9 Hz), 3.97-3.93 (IH, m), 3.01 (IH, dd, J -

12.8. 1.2 Hz), 2.91-2.72 (3H; m), 2.52-2.48 (1H, ra). 

15 
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F 

(03161 LCMS (Method F, ES-API): RT 2.17 min, m+H = 519.1; IH NMR (400 MHz, 

CDCB): 8 8.66 (IH, ddd, J = 4.7, 1.7, 0.8 Hz), 7.91-7.89 (IH, m), 7.84 (IH, dt,J = 7.6, 1.8 Hz), 

7.68-7.65 (2H, m), 7.49-7.42 (3H, ra), 7,30 (IH, s), 7.20-7.14 (2H, ra), 6.49 (IH, d, J = 2.1 Hz), 

5 5.46 (IH, dd, J - 12,2, 2.1 Hz), 4.31 (J H, d, J - 16.9 Hz), 3.91 (3H, s), 3.80-3.76 (111 m), 2.91 

(IH, d, J = 16.9 Hz), 2.88-2.79 (Hi, m), 2.68 (1H, d, J = 12.2 Hz), 2.50-2.41 (2H, m). 

10 1.03171 LCMS (Method F, ES-APi): RT 2.65 min, m+H = 584.1; iH NMR (400 MHz, 

CDCB): S 8.97 (IH, d, J - 2.2 Hz), 8.63-8.61 (IH, m), 8.14 (IH, dd, J - 8.3, 2.2 Hz), 7.85-7.82 

(2H, m\ 7.73 (IH, d, J =• 8.3 Hz), 7.51-7.46 (IH, m), 7.44-7.40 (2H, m), 7.27 (IH, s), 7.20-7.14 

(2H„ m), 6.50 (IH, d, I - 2.1 Hz), 5.62 (IH, dd, J = 12.2, 2.1 Hz), 4.22 (IH, d, J - 16.9 Hz). 

3.96-3.92 (IH, m), 2.93 (IH, d, J = 12.6 Hz), 2.90-2.80 (2H, m), 2.73-2.66 (1H, na), 2.56-2.53 

15 (IH, ra). 

Example 2Q. (RHW4-fluoropheBvI)-6-tosvM,4a3«6«7.8-hexahvdro-f H-pvrazolo(3.4-

7 

F 
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F 

[0318] LCMS (Method F, ES-API): RT 2.68 min, m+H = 529.2; IH NMR (400 MHz, 

CDCB): 6 8.65 (IH,, ddd, J - 4.7, i .7, 0.8 Hz), 7.91-7.88 (IH, m), 7.83 (IH, dt, I - 7.6, i .8 Hz), 

7.58-7.56 (211 m), 7.49-7.40 (3H, m), 7.29 (III, s), 7.26-7.24 (2H, m), 7.19-7.13 (2H, ra), 6.46 

5 (IH, d, J - 2.1 Hz), 5.49 (IH, dd, J - 12,2, 2.1 Hz), 4.31 (IH, d, J = 16.9 Hz), 3.84-3.79 (HI, m), 

2.90-2.77 (2H, m), 2.65 (IH, dd, J « 12.8. 1.2 Hz), 2.47-2.38 (511, m). 

Example 2P. (RH6^(4-fiaoro-3-(triflttoromethvl)pheny1)sMlfoiiyrM.-(4-fliiorophenvI)-

4»4a.5,6JJ8-hexahvdre-1 H-*>vrazolor3»4^|isoQHino1in-4a-viypyririin-2--vi)methanofie 

10 [03191 . LCMS (Method F, ES-API): RT 2.78 min, m+H - 601.1; IH NMR (400 MHz, 

CDCB): 6 8.62-8.60 (IH, m), 7.94 (1H, dd, 3 - 6.6,2.2 Hz), 7.90-7.80 (3H, m), 7.49-7.39 (iH, 

m), 7.44-7.40 (2H, m), 7.27 (IH, s), 7.26-7.22 (IH, m), 7.20-7.13 <2H, m), 6.50 (IH, d, J - 2.1 

Hz), 5.55 (IH, dd, J = 12.2, 2.1 Hz), 4.24 (IH, d„ J = 16.9 Hz), 3.91-3.87 (IH, m), 2.90-2.80 (3H, 

m), 2.65-2.59 (IH, m), 2.55-2.50 (IH, m). 

g]isoqumoiin-6(4'H)-v 

F 
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.CN 

F 

[0320] LCMS (Method F, ES-API): RT 2.49 min, m+H = 540.0; IH NMR (400 MHz, 

CDCB): o 8.63 - 8.61 (IH, ra), 7.87 - 7.83 (2T-I, m), 7.82 - 7.77 (2H, m), 7.73 - 7.70 (2H, m)> 

7.49 (IH, ddd, J = 6.2,4,8, 2.7 Hz), 7.44 - 7.39 (2H, m), 7.27 (iH, m), 7.18 - 7.12 (2H, m), 6.49 

5 (IH, d, J - 2.0 Hz), 5.56 (IH, dd, I = 12.3, 2.0 Hz), 4.24 (iH, d, 1-16.9 Hz), 3.89 - 3.85 (IH, 

m), 2.88 - 2.79 (3H, m), 2.61 - 2.49 (21L m). 

10 |03211 LCMS (Method F, ES-API): RT 2.52 min, m+H - 546.0; IH NMR (400 MHz, 

CDCB): 6 8.61 (IH, ddd, J - 4.7, 1.7,0.9 Hz), 8,49 (IH, dd, J = 2.5, 0.6 Hz), 7.89 - 7.79 (2H, 

ra), 7.76 (IH, dd, J - 8.8, 2.5 Hz), 7.47 - 7.41 (3H, m), 7.28 (IH, s), 7.18 - 7.13 (2H, m), 6.71 

(1H. dd, J - 8.8, 0.6 Hz), 6.49 (1H, d, J - 2.1 Hz), 5.52 (1H, dd, J = 12.2. 2.1 Hz), 4.27 (1R d, J 

- 36.9 Hz), 3.98 (3H, s), 3.90 - 3.82 (IH, m), 2.90 - 2.75 (3H, m), 2.58 - 2.48 (2H, m). 

F 
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if^N 

F 

[0322] LCMS (Method F, ES-API): RT 2.21 min, m+H = 523.2; IH NMR (400 MHz, 

CDCB): 5 8.69-8.68 (IH, m)> 7.90-7.88 (IH, ra), 7.84 (IH, dt„ J = 7.4,1.8 Hz), 7.52-7.42 (3H, 

m), 7.29 (IH, s), 7.21-7.15 (2H, m)> 6.52 (IH, d, J = 2.1 Hz), 5.60 (IH, dd, J = 12.2, 2.1 Hz), 

5 4.20 (IH, d, I - 16,9 Hz), 4.00-3.83 (4H, m), 3.2.8 (IH, d, J = 12.9 Hz), 3.15 (IH, dt, I - II.9, 

2.5 Hz), 3.05-2.98 (2H, m), 2.91 (IH, d, J = 16.9 Hz), 2.84-2.74 (IH, m), 2.55-2.51 (IH, m), 

1.84-1.65 (4H,m). 

[03231 LCMS (Method F, ES-API): RT 2.65 min, m+H - 521.1; 1H NMR (400 MHz, 

CDCB): 5 8.68 (1H, ddd, J = 4.7, 1.7, 0.9 Hz), 7.90(1 H, dt, J - 7.8, 1.2 Hz), 7.84 (1H, td, J -

7.5, 1.8 Hz), 7.50-7.43 (3H, m), 7.29 (IH, s), 7.21-7.15 (2H, m), 6.53 (IH, d, j - 2.1 Hz), 5.59 

(IH, dd, J « 13.1, 1.9 Hz), 4.26 (IH, d, J - 16.9 Hz), 3.86-3.80 (IH, m)5 3.26 (IH, d, J - 13.2 

15 Hz), 2.98 (1H, td, J - 12.4, 3.2 Hz), 2.92 (IH, d j « 16.9 Hz), 2.78 (1H, tdd, J - 14.8, 5.8, 2.1 

Hz), 2.64 (IH, tt, J ~ 12.3, 3.3 Hz), 2.51 (IB, dt, j - 14.7,2.3 Hz), 2.02-1.95 (IH, m), 1.84-0.85 

(9H, m). 

10 F 
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Example 211. (RW6-({l-ethvMH-pvrazol-5-vl)sttlfoiivl)-l-f4-fhiorophenvi)-4«4a,5»6.7.i 

liexativdro-l.H-pyrazolo(3.4-g1isoqiiisioMo.-4a-vI)f4-('trifliiorometSivBpvridm-2-

F 

5 [0324] LCMS (Method F, ES-API); RT 2.67 min, m+H = 601.2; iH NMR (400 MHz, 

CDCB): 5 8.81 (IH, d, J - 4.9 Hz), 8.13 (IH, m), 7.71-7.69 (IH, m), 7.47-7.42 (2H, m), 7.40 

(IH, d, J = 2.0 Hz), 7.28 (iH, s), 7.21-7.15 (2H, m), 6,59 (IH, d, J = 2.0 Hz), 6.55 (iH, d, J = 1.6 

Hz), 5.52 (IH, dd, J - 12.6, 2.0 Hz), 4.35-4.23 (2H, m), 4.18 (IH, d, J = 16.9 Hz), 3.92-3.87 (IH, 

m), 3.02 (IH, d, J = 12.8 Hz), 2.92 (IH, d, J = 16.9 Hz), 2,89-2.74 (2H, m), 2,59-2.55 (UL m)„ 

10 L40(3H,t, J-7.3 Hz). 

Example 2V. (RVf6-i(3,,5HHmethvl-1HHavra;raM-vI)salfowviyi-(4-flMorophenvri-

F 

15 [03251 LCMS (Method F, ES-API); RT 2.37 min, m+H = 601.3; 1.H NMR (400 MHz, 

CDCB): 5 8.79 (IH, d, J = 4.9 Hz), 8.12 (IH, m), 7.67 (IH, dd, J = 4.9, 1.0 Hz), 7.47-7.42 (2H, 

m), 7.27 (IH, s), 7.21-7.15 (2H, m), 6.53 (IH, d, J -2.1 Hz), 5.42 (IH, dd, J - 12.3, 2.0 Hz), 
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4.19 (IH, d, J = 16.9 Hz), 3.87-3.83 (IH, m), 2.93 (IH, d, I = 16.9 Hz), 2.91 (IH, d, J= 12.8 

Hz), 2.85-2,80 (IH, m), 2.72-2.76 (IH, m), 2.56-2.52 (IH, m), 2.32 (6H,s). 

Example 2W. (RH6-(<lH-imi<iazol-4-vlteMifony|)-l-(4-fliioropIieBYft-4,4a.5,6.7.,8-

hexahvdro-lH-Hpyrazoio(3,4-gHsoqumoMn^a-Yi)(4-ftr»fhiQromethyl)pvridin-2-

5 vDmethanone 

CFi 

F 

[0326] LCMS (Method F, ES-API): RT 2.18 min, m+H = 573.2; IH NMR (400 MHz, 

CDCB): 6 10.27 (IH, br s), 8.84 (IH, d, J = 4.9 Hz), 8.13 (1H, m), 7.67 (IH, dd, J = 4.9,1.0 Hz), 

7.64 (IH, s), 7.49 (IH, s), 7.46-7.41 (2H, m), 7.30 (IH, a), 7.20-7.14 (2H, m), 6.51 (IH, d, J = 

10 2.0 Hz), 5.55 (IH, dd, J - 12.6, 2.0 Hz), 4.22 (IH, d, J = 16.9 Hz), 3.88-3.84 (IH, m), 3.01 (IH, 

d, J - 12.7 Hz), 2.94 (IH, d, i = 16.9 Hz), 2.86-2.77 (IH, m), 2.71-2.64 (IH, m), 2.50-2.47 (IH, 

m). 

Example 3. ffi)-fl-(4~fittorophenylV6-((6~morpholinopvridin-3-vl)suIfonyrM»4a.5,6.J.8--

hexahvdro-lHHavra;goio[3«4-gIisoauinoIin^a»vD(pvridin-2-vI)methafloiie 

[0327] A solution of (R^-^-chioropyridin-S-yOsulfonylH-^-fluorophenyiM^a^^S-

hexahydro-lH-pyrazolop^-gjisoquinoim^a-ylXpyridm^-yntnethanone (80 mg, 0.14 mmol) 

and morpholine (150 jiL, 1.73 mmol) in acetonitrile (2.5 mL) was heated, at 100°C for 70 
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minutes in a microwave reactor. The reaction mixture was concentrated and the residue purified 

by column chromatography on silica gel (gradient: 30-60% ethyl acetate in cyclohexane) to 

afford (RMl-(4-fluorophcnyl)-6~((6~morpholmopyridin-3-yl)sulfonyl)-4,4a*5,6,7,8-hexahydro-

lH-pyrazolo[3,4-g3isoquinoiin-4a-yl)(p\Tidin-2-yl)mcthanone as a colourless glass (70 mg). 

5 LCMS (Method D„ ESI): RT 4.94 min, m+H = 601.0; 1H NMR (400 MHz, CDCI3): 5 8.63 (ddd, 

J = 4.8, 1.7, 0.9 Hz, 1 H); 8.44 (d, J = 2.5 Hz, 1 B); 7.84-7.85 (in, 2 H); 7,66 (dd, J = 9.1,2.5 Hz, 

1 H); 7.44-7.45 (m, 3 H); 7.29 (s, 1 H); 7.16 (t, J = 8.5 Hz, 2 H); 6.49-6.50 fm, 2 H); 5.49 (dd, J 

= 12.1, 2.1 Hz, 1 H); 4.28 (d, J = 16.9 Hz, 1 H); 3.80 (t, J = 4.8 Hz, 5 H); 3.63 (f, J = 4.8 Hz, 4 

H); 2.83-2.85 (m, 2 H): 2.71 (d, J = 12.1 Hz, 1 H); 2.47-2.50 (m, 2 H). 

10 Example 4. (R)-(l-(4-fltiaroBheovi)-6-((6-(i?vrro.lidm-l-vI>0yridiii-3-yl)snlfoEvD-

4.,4a<5.6<7>8-hesafaydr0-iH-pvraz0l0j'3,4-gjis0qiiin0llii--4a-yI)(fIihiz0l-2-vl)metfoaii0Be 

[0328] A mixture of (RM6-((6-chloropyridm-3-yl)suIfonyl)-l-(4-f!uorophenyl)-4,4a,5,6,7,8-

hexahydro-lH~pyrazol.o[3,4-g]isoquinolm-4a-yl)(thiazol-2-yl)methanone (100 mg, 0.180 mmol) 

15 and pyrrolidine (37.5 LIL, 0.450 mmol) in acetonitrile (2 mL) was stirred at 40 °C for 0.Shear. 

The reaction mixture was cooled to room temperature and concentrated in vacuo to give a yellow 

oil. The crude product was purified by column chromatography on silica gel (gradient: 0-100% 

ethyl acetate in isohexane) to give a white solid. This was further purified by preparative HPLC 

(Gilson, Acidic (0.1% Formic acid), Agilent Prep CMS, 5 p.m, 21.2x50 mm column, 30-95% 

20 acetonitrile in water) to afford (R)-(l -(4-fluorophenyl)-6-((6-(pyrrolidin-l-yl)pyridin-3~ 

yl)sulfonyl)-4,4a,5,6,7,8-hexahydro-lH-pyrazo[o[3.4-g]isoquinolin-4a-yl)(thiazoi-2-

yl)m.ethanone as a white solid (51 mg). LCMS (Method F„ ES-API): RT 2.43 min, m+H~ 590.9; 

IH NMR (400 MHz, CDCI3): 5 8.45 (IH, dd, j = 2.0, 0.5 Hz), 8.01 (IH, d, J = 3.1 Hz), 7.63-7.59 

(2H, m), 7.46-7.41 (2H, m), 7.29 (IH, s), 7.19-7.13 <2H, m), 6.51 (IH, d, J - 2.1 Hz), 6.27 (IH, 

25 d, J - 9.1 Hz), 5.47 (IH, dd, J - 12.2, 2.1 Hz), 4.20 (Hi, d, J - 16.8 Hz), 3.87-3.83 (IH, m), 

F 
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2.91-2.82 (2H, m), 2.71 (IH, d, J - 12.3 Hz), 2.53-2.46 (2H, m), 2.06-2.04 (4H, m), 1.33-1.24 

(2H, m), 1.17-1. .07 (2H, m). 

Example 5. tRKl-f4-fIuorophenvi)-»6-('(4-fliioronlieiivrtettlfonvl)-4«4a.5.6«7.8-hexahv(iro-

lH-pvrazQio{3.4-glisoqHraolin-4a-Yi)(thiazol-2-vl)inethanone 

5 F 

[03291 A solution of (RVtert-butyl l-(4-fluorophenyl)-4a-(thiazoie-2-carbonyl)-4a,5,7,8-

tetrahydro-iH-pyraz.olo[3,4-g]isoqumoiine-6(4H)-carboxylate (0.25 g, 0.520 mmol) in 

dichloromethane (8 mL) and trifluoroacetic acid (2 ml.) was stirred at room temperature for 90 

minutes, then evaporated, azeotroping twice with toluene to give a brown oil. This material was 

10 re-dissolved in dichloromethane (8 mL), and diisopropylethyiamine (0.454 mL, 2.60 mmol) was 

added, followed by 4-fluorobenzene-1 -sulfonyl chloride (0.121 g, 0.624 mmol), and the reaction 

mixture stirred at room temperature for 48 hours. The reaction mixture was then evaporated in 

vacuo and the residue purified by column chromatography on silica gel (gradient: 0 to 40% ethyl 

acetate- in isohexane) to give a white solid (204 mg). 80mg of this sample was purified by 

15 preparative HPLC (Varian, Acidic (0.1% Formic acid), Waters X-Select Prep-CI 8, 5 jxm, 19x50 

mm column, 25-80% acetonitrile in water) to afford (R)-(1-(4-fluoropheny])-6-((4-

t1uorophenyl)su!fonyl)-4,4a,5,6,7,8-hexahydfo-l.H.-pyrazolo[3,4-gjisoquinolin-4a-y].')(thiazol-2-

yl)methanone as a pale yellow solid (45 mg). LCMS (Method F, ES-API): RT 2.58 min, m+H ™ 

538.9; IH NMR (400 MHz, CDCL): 5 8.02 (d, IH, J - 3.1 Hz), 7.75-7.70 (m, 2H), 7.68 (d, IH, J 

20 = 3.1 Hz), 7.45-7.40 (m, 2B), 7.29 (s, t H), 7.20-7.11 (m, 4H), 6.53 (d, IH, J = 2.2 Hz), 5.49 (dd, 

IH, J = 12.3,2.0 Hz), 4.20 (d, IH, J = 16.8 Hz), 3.93-3.86 (m, IH), 2.94-2.83 (m, 2H), 2.74 (d, 

IH, J - 12.4 Hz), 2.57-2.47 (m, 2H). 

[0330] The following examples were similarly prepared from the appropriate intermediates: 
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Example 5 A. (RMl-(4-fluorophenvl)-6-((3-fhioropiieii.vi)siilfonvI)-4«4a,5.i6«7,8-hexah'ydro-

lH-pvrazoio[3«4-gHsoqiiinoIin-4a-vi)fthiazoi-2-vi)niethaiione 

[0331] LCMS (Method F, ES-API): RT 2.59 min, m+H = 539,0; IH NMR (400 MHz, CDCh): 

5 5 8.06 (d, IH, j - 3.2 Hz), 7.67 (d,lH, J = 3.1 Hz), 7.53-7.45 (m, 2H), 7.45-7.39 (m, 3H), 7.30 (s, 

IB), 7.29-7.23 (m, IB), 7.19-7.13 (m, 2H),6.53 (d,IH, J = 2.1 Hz), 5.53 (dd, IH, J = 12.2, 1.7 

Hz), 4.22 (d, IH, J - 17.1 Hz), 3.92-3.86 (m, IB), 2.94-2.81 (m, 2B), 2.76 (d, IH, J - 12.2 Hz). 

2.58-2.49 (m, 2H). 

Example 5B, (RM-ffft ~(4-flMoropheRvl)-4a~(thiazole~2--carbonvI')--4a»5%7.8-tetrahvdro~1 W-

10 pvrazoio[3,4-glisofminoHn-6(4H)-vI)sulfoB.v1)iiiethv]')bensoniitriIe 

[0332| LCMS (Method F, ES-API): RT 2.36 min, m+H - 560; IH NMR (400 MHz, CDCb): 6 

8.07 (d, IH, J - 3.1 Hz), 7,66 (d, IH, J == 3.1 Hz) 7.45-7.43 (m, 2B), 7.46-7.41 (m, 5H), 7.32 (s, 

IB), 7.20-7.16 (m, 2B), 6.55 (s, IB), 5.47 (dd, IB, J - 13.5, 2.0 Hz), 4.20 (d, IH, J - 20 Hz), 

15 4.13-4.06 (m, 2H), 3.12 id, 1H, i = 16 Hz), 2.86 (d, IB, J - 20 Hz), 2.70-2.50 (m, 2H), 2.44 (m, 

IB), 

Example SC. fRVn-(4-ffaoropheDv1V6-((3^trifiuorometIivi)phenvl)sulfonvl)-4.4a,,5.6«7.,8-

faexahvdro-lH-i)vrazoIo[3%4-g|isoquiaoliH-4a-vI){pvridia"2-vl)inethanoae 
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rWF3 u 

[0333] LCMS (Method F, ES-API): RT 2.73 min, m+H = 583.2; IH NMR (400 MHz, CDCb): 

8.65-8.64 (IH, m), 7.94 (1H, m), 7.89-7.78 (4H, m), 7.63-7.59 (IH, m), 7.47 (i.H, ddd, I = 7.3, 

4.8, 1.5 Hz), 7.44-7.40 (2H, m), 7.28 (i.H, s), 7.19-7.13 (2H, m), 6.48 (IH, d, J - 2.2 Hz), 5.56 

(IH, dd, J - 1.2.4, 2.2 Hz), 4.26 (IH, d, J~ 16.9 Hz), 3.89-3.85 (iH, m), 2.91-2.79 (3H, m), 2.58-

2.48 (2H, m). 

o 00 

[0334] LCMS (Method F, ES-API): RT 2.60 min, m+H = 587.2; IH NMR (400 MHz, CDCh) 

6 7.99 (IH, d, J = 1.3 Hz), 7.83-7.81 (2H, m), 7.78-7.76 (2H, m), 7.44-7.41 (2H, m). 7.33 (IH, 

s), 7.19-7.15 (2H, m), 6.56 (IH, s), 5.36 (IH, d, J = 12.8 Hz), 4.32 (IH, d, J = 17.1 Hz), 4.09 

(3H, s), 3.96-3.92 (IH, m), 2.89-2.79 (2H, m), 2.71 (IH, d, J - 12.8 Hz), 2.57-2.50 (2H, m). 

15 £i£ i-4a-v 
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[0335] LCMS (Method F, ES-API): RT 2.59 min, m+H = 583.8; IH NMR (400 MHz, CDCb): 

6 9,10 (IH, d, J = 1.7 Hz), 8.79 (IH, d J - 2.3 Hz), 8.62 (IH, dd, J = 2.3, 1.7 Hz), 7.83-7.81 (2H, 

m), 7.77-7.75 (2H, m), 7.44-7.41 (2H, m), 7.29 (IH, s), 7.20-7.15 (2H, m), 6.51 (IH, d, J = 2.i 

5 Hz), 5.39 (IH, dd, J = 12.4, 2.3 Hz), 4.12 (IH, d, J - 16.9 Hz), 3.90-3.85 (IH, m), 2.92-2.88 (2H, 

m), 2.72 (IH, d, J = 12.4 Hz), 2.52-2.45 (2H, m). 

10 [0336] LCMS (Method F, ES-API): RT 2.35 min, m+ H - 534.2; IH N MR (400 MHz, 

CDC13): 5 8.73 (1H, m), 8.67-8.65 (1H, m), 8.60 (1H, d, J == 2.8 Hz), 7.89-7.82 (2R m), 7.65 

(IH, ddd, i - 7.6, 2.8, 1.8 Hz), 7.49 (IH, ddd, J = 6.8,4.8, 1.8 Hz), 7.45-7.40 (2H, m), 7.29 (IH, 

s), 7.19-7.13 (2H, m), 6.51 (1H, d, J - 2.1 Hz), 5.60 (IH, dd, 1- 12.4, 2.1 Hz), 4.26 (IH, d, J = 

16.9 Hz), 3.92-3.88 (IH, m), 2.91-2.79 (3H,m), 2.67-2.61 (IH, m), 2.55-2.50 (IH, m). 

f5-flttoropvridin-3-vl)sulfonvl)-4,4a.5«6»7,.8-

hexahydro-1H-pvrazoIof3«4^1isoqufaoIin-4a-yl)fovridin-2-vI)methanone 

F 

141 



WO 2013/177559 PCT/US2013/042732 

7] LCMS (Method F, ES-API): RT 2,56 min, m+H = 532,8; IH NMR. (400 MHz, 

CDCB): 6 8.67 (IH, ddd, J - 4 J, 1.7, 0.8 Hz), 7.91-7.88 (IH, m), 7.85 (1H, dt, J - 7.4,1.7 Hz), 

7.50-7.36 (6H, m), 7.29 (iH, s), 7.27-7.22 (IH, m), 7.19-7.13 (2H, m), 6,48 (IH, d, J = 2.1 Hz), 

5.55 (IH, dd, J= 12.4, 2.1 Hz), 4.30 (IH, d, J = 16.9 Hz), 3,86-3.81 (IH, m), 2.91-2.73 (3H, m), 

2.54-2.' 

MeC 

\A CF, 

F 

10 - [0338] LCMS (Method F, ES-API): RT 2,76 min, m+H = 613.2; 

CDCB): 6 8.72 (IH, dd, J = 2,5, 0.6 Hz), 8.06 (IH, dd, J - 8.8,2,5 Hz), 7.95-7,93 (2H, m), 7.81 -

7.79 (2H, ra), 7.47-7.42 (2H, m), 7.41 (IH, s), 7.22-7.16 (2Hf m), 6.72 (IH, dd, J = 8.8, 0.6 Hz), 

6.44 (IH, s), 4.59 (IH,dd, J= i J. . I , 1.7 Hz), 3.96 (3H, s), 3.90-3.86 (1H,m), 3.73 (IH, d, J = 

17.8 Hz), 2.79 (IH, d,.! - 17.8 Hz), 2.56 (IH, d, J - 11.1 Hz), 2.53-2.46 (IH, m), 2.31-2.?" 

15 m). 
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[0339] LCMS (Method F, ES-API): RT 2,56 min, m+H - 589,1; IH NMR (400 MHz, 
CDCB): 8 8.95 (IH, d, J = 0.5 Hz), 8.48 (IH, d, J = 0.5 Hz), 7.94-7.92 (2H, m), 7.81-7.79 (2H, 
m), 7.47-7.42 (2H, m), 7.37 (1R s), 7.23-7.17 (2H, m), 6.55 (iH, s), 4.62 (I.H, dd, J = 11 -5, 1.9 

5 Hz), 3.93-3.88 (IH, ra), 3.34 (1H, d, I = 17.6 Hz.), 2.83 (IH, d, J — 17.6 Hz), 2.61 (IH, d, J -
11.5 Hz), 2.58-2.42 <3H, m). 

10 [0340] LCMS (Method F, ES-API): RT 2.35 min, m+H - 540. 

Example 6. (RV(M4-flmorophenvl)-6-((4-<p,vrroiidm-t-yI)phen;vrtepifcnv])~4.4a,5«6«7,8-
hexahydro-»1.Hrpyrazo1ol3>4--gUsoqMinQlin"4a~yl)(thiazol~2"Vl)methanone 
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j'0341| A solution of pyrrolidine (0.046 mL, 0.557 mmol) and (R)-( 1 -(4-fluorophenyi)-6-((4-

fluorophenyl)sulfonyl)-4,4a,5,6,7.8-hexahydro-lH-pyrazo!o[3,4-g]isoquinolm~4a-yl)(thiazol-2-

yl)methanone (0.1 g, 0.186 mniol) in N-methylpyrrolidine (2mL) was stirred at 50°C in a sealed 

vial for 6 hours, then allowed to stand at room temperature for 72 hours. The reaction mixture 

5 was then stirred at 100°C for an additional 5 hours, cooled to room temperature, and purified 

directly by preparative HPLC (Varian, Acidic (0.1% Formic acid). Waters X-Select Prep-C18, 5 

,11m, 19x50 mm column, 50-70% acetonitrile in water) to afford (R)-(l-(4~fluorophenyl)-6-((4-

(pyrrolidin-I-yI)phenyl)sulfonyl)-4,4a,5,6,7,8-hexabydro-lH-pyrazo]o[3,4-g]isoqiiinoJin-4a-

yl)(thiazol-2-yl)methanone as a pale yellow solid (58 mg). LCMS (Method F, ES-API): RT 2.81 

10 mm, m+H = 590.0; 1HNMR (400MHz, CDC13): 6 8.02 (d, IH, J = 3. i Hz), 7.62 (d, IH, J = 3.1 

Hz), 7.54-7.50 (m, 2H), 7.45-7.40 (m, 2H), 7,28 (s, IH), 7.219-7.12 (m, 2H), 6.50-6.45 (m, 3H), 

5.46 (dd, IH, J= 12.1, 2.0 Hz), 4.21 (d, IH,J = J6.8 Hz), 3.86-3.80 (m, IH), 3.35-3.30 (m, 4H), 

2.92-2.81 (m, 2H), 2.64 (d, IH, J = 12.2 Hz), 2.52-2.36 (m, 2H), 2.07-2.01 (m, 4H). 

[0342] The following examples were similarly prepared from the appropriate intermediate: 

15 Example 6A. (RHl-(4-fluoropheiw1)-6-((3-(pyrroUdin-I-vl)phettvl)sMlfoiiYl>-4«4a,5»6,7.,8-

hexahydro-lH-pvTazolof3,4-glisoquinoKa^a-yl)(thiazo1-2-yI)methanone 

[0343] LCMS (Method F, ES-API): RT 2.88 min, m+H - 590.1; IH NMR(400 MHz, CDCh): 

5 8.04 (d, IH, J ==• 2.8 Hz), 7.63 (d,lH, I - 3.2 Hz), 7.45-7.40 (ra, 2H), 7.33-7.24 (m, 3H), 7.19-

20 7.10 (m, 2H), 6.99-6.94 (m, 1H), 6.65 (dt, 1H, J - 8.0, 2.3 Hz), 6.50 (d, 1IL J - 2.4 Hz), 5.46 

(dd, IH, j = 1.2.7, 2.1 Hz), 4.22 (d, IH, J = 16.6 Hz), 3.91-3.81 (m, IH), 3.33-3.23 (m, 4H), 2.94-

2.83 (m, 2H), 2.76 (d, IH, J = 12.4 Hz), 2.54-2.46 (m, 2H), 2.06-2.01 (m, 4H). 

F 
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[0344] A mixture of (R)-(i-(4-fluorophenyl)-6~((5-f1uoropyridin-3-yl)suIfonyl)-4,4a,5,6,7,8-

hcxahydro-I H-pyrazolo[3,4-g]isoquinolin-4a-yl)(thiazol-2-yl)mcthanonc (100 mg, 0.185 mmol) 

and piperidine (47 mg, 0.56 mmol.) in N-methylpyrrol.idine (I mL) was healed at 100 °C for 6 

5 hours. The mixture was cooled and the reaction mixture was purified by preparative HPLC 

(Gilson, Acidic (0J.% Formic acid). Waters X-Select Prq>C!8. 5 pin, 19x50 mm column, 5-

95% acetonitrile in water) to give (R)-(l -(4-fluorophenyl)-6-((5-(piperidin-l -yl)pyridin-3-

y1)su3fonyl)-4,4a,5,6,7,84iexahydro-lH-pyrazolo[3,4-g3jsoquinolin-4a-yi)(tliiazo1-2-

yl)mcthanone as a white solid (35 mg). LCMS (Method F, ES-API): RT 2.64 min, m+H = 605; 

10 .IH NMR (400 MHz, CDCI3): 5 8.39 (d, IH, J= 3.0 Hz), 8.27 (d, IH, J = 2.0 Hz), 8.05 (d, IH, J 

- 3.0 Hz), 7.65 (d, IH, j - 3.0 Hz), 7.54-7.41 (m, 2H), 7.31-7.30 (m, 2B). 7.19-7.14 (m, 2B), 

6.53 (d, IH, J = 2.0 Hz), 5.51 (dd, IH, j - 12.0, 2.0 Hz), 4.21 (d, 1H,J= 17.0 Hz), 3.90-3.86 (m, 

IH), 3.27-3.25 (ra, 4H), 2.91-2.81 (m, 3H), 2.61-2.52 (m, 2H), 1.75-1.56 (m, 6H). 

[03451 The following examples, were similarly prepared from the appropriate intermediate; 

15 Example 7A. (Ryn-(4-flMorophenvlV6-<(3-(pvrroKdm-1-vI)pvridia-3~yl)sMl:fonvlV 

44a»5«6J,8-hfcxahvdro-lH-pvra;goio[3.4-glisoqiimoiiii-4a-vl)(l:hiazo1-2-v1%)methanone 

[0346| LCMS (Method F, ES-API): RT 2.49 min, m+H - 591: IH NMR (400 MHz, CDCS3): 8 

8.18 (IH, d, J - 2.0 Hz), 8.06 (I.H, d. J = 3.0 Hz), 8.04 (IH, d, j - 3.0Hz), 7.65 (IH, d, J = 3.0 

20 Hz), 7.43 (2H, dd, J - 9.0, 5.0 Hz), 7.29 (IH, s), 7.19-7.14 (2H, m), 6.95-6.93 (IH, m), 6.53 (IH, 

N 

F 
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d j - 2.0 Hz), 5.50 (IB, dd, J - 12.0, 2.0 Hz), 4.2 (IH, d, J - 17.0 Hz), 3.92-3.88 (IH, m), 3.33 

3.28 (4H, m), 2.90-2.82 (3H, m), 2.62-2.51 (2H, in), 2.09-2.04 (4H, m). 

Example 8. (R)-ri-f4-flMorophenvl)^((<^(pvrroKdin-l-vI)pvridin-3-yI)sBifoiivl)-

4,4a.5.6»7.,8-hexahvdro-lH-pvrazoloi3,4-glisoqiimoliii-4a-vDlpviidin-2-yl)methaiioiie 

[0347] A solution of (R)-(6-((6-chloropyridin-3-y!)suLfonyl)-l-(4-fluorophenyi)-4,4a,5,6,7,8-

hexahydro-J H-pyrazoio[3,4-g}isoquraolin~4a-yl)(pyridin-2~yl)methanone (100 mg, 0.182 mmol) 

and pyrrolidine (37.9 ,uJ, 0.455 mmol) in acetonitrile (2 mL) was stirred, in a sealed vial at 40 °C 

for i. hour. The cooled reaction mixture was then purified directly by preparative HPLC (Waters, 

10 Acidic (0.1% Formic acid). Waters X-Select Prep-Cl 8, 5 fim, 19x50 mm column, 5-95% 

acetonitrile in water) to afford (R>(l-(4-f1\s.orophenyr)-6-{(6-{pyrrolidiii- l-yl)pyridin-3-

yl)suIfonyl)-4,4a,5,6,7,8-hexahydro-1H-pyrazolo[3s4-g]isoquinolin-4a-yl)(pyridin-2-

y!)methanone as a white solid (29 mg). LCMS (Method F, ES-API): RT 2.48 min, m+H = 585.3; 

IH NMR (400 MHz, CDCl3): 6 8.63-8.61 (IH, m), 8.43 (IH, d, J - 2.4 Hz), 7.89-7.87 (IB, m), 

15 7.80 (IH, dt, J - 7.6, 1.8 Hz), 7.58 (IH, dd, J = 9.0, 2.4 Hz), 7.45-7.41 (3H, m), 7.28 (IH, s), 

7.19-7.13 (2R m), 6.47 (IH, d, J - 2.1 Hz), 6.22 (IH, d, J = 9.0 Hz), 5.46 (IH, dd, J = 12.2, 2.1 

Hz), 4.27 (1H, d, J = 16.9 Hz), 3.83-3.79 (IH, m), 3.52-3.45 {4H, m), 2.90-2.76 (2H, m), 2.68 

(IH, d, J= 12.3 Hz), 2.51-2.45 (2H, m), 2.06-2.04 (4H, m). 

5 F 

.0 ,4- •2. 

vDmethanoae 
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[0348] A mixture of (R)-(6-((6-chI.oropyridin~3-yl)sulfonyl)-1-(4-ftuoropheny])«4s4a,5(6,7,8-

hexahydro-iH-pyrazolo[3,4-g}isoquinolm-4a-yl)(thiazol-2-yl)methanone (92 mg, 0.165 mmol) 

and (R)-3-fluoropyrrolidine.HCl (41.6 mg, 0.331 mmol) in N,N-dimethylformamidc (2 ml,) was 

5 stirred in a sealed vial at 40 °C for 1 hour, then at 55 °C for a further 2 hours. The cooled 

reaction mixture was then purified directly by preparative HPLC (Waters, A.cidic (0.1% Formic 

acid). Waters X-Select Prep-Cl 8, 5 JJIB, 19X50 mm column, 5-95% acetonitrile in water) to 

afford ((R.)-l -(4-fluoropheny1)-6-((6-((R)-3-fluoropyrrolidin-1 -y] )pyridin-3-yl)sulfonyl)-

4,4as5,6,7,8-hexahydro-1 H-pyrazolo[3,4-g]isoquinolin-4a-yl)(thiazol-2-y])methanone as a white 

10 solid (17 mg). LCMS (Method F, ES-API); RT 2.39 min, m+H - 609,2; IB NMR (400 MHz, 

CDCls): S 8.46 (IH, d, J = 2.6 Hz), 7.95 (IH, d, J™ 3.1 Hz), 7.64 (IH, dd, J - 9.0, 2.4 Hz), 7.61 

(IH, d, J - 3.1 Hz), 7.45-7.40 (2H, m), 7.28 (IH, s), 7.19-7.13 (2H, m), 6.52 (IH, d, J -2.3 Hz), 

6.27 (IH, d, J ------ 9.1 Hz), 5.48-5.35 (2H, m), 4.17 (IH, d, J - 16.8 Hz), 3.92-3.59 (6H, m), 2.92-

2.82 (2H, m). 2.77 (IH, d, J = 12.3 Hz), 2.59-2.42 (3H, m). 

15 Example 10. (Ryn-(4-flMorophenvl)-(y((4-fovrrolidiii-l-vi>phen'vrl)sulfonvl)-4,4a.5»6..7,8-

hexahvdro»1 HHPwazolof3»4-g]is€Hramofin^a-\iKpvridin--2-vl)methancme 

[0349] A solution of pyrrolidine (0.065 mL, 0.783 mmol) and (R)-(l-(4-fluorophenyl)-6-((4-

fluorophenyl)sulfonyl)-4,4a,5,6,7,8-hcxahydro~lH-pyrazolo[3.,4-g]isoquinolin-4a-yJ)(pyridin-2-

20 yl)methanone (183 mg, 0.261 mmol) in N-methylpyrrolidine (2 mL) was stirred in a sealed vial 

F 
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at 100°C for 22 hours. The cooled reaction mixture was then purified directly by preparative 

HPLC (Waters, Acidic (0.1% Formic acid). Waters X-Select Prep-Cl 8, 5 [im, 19x50 mm 

column, 5-95% acetonitrile in water) to afford (RMl-(4-fluorophenyl)-6-((4-(pyrrQiidin-l-

yl)phenyi)sidfonyl)-4,4a,5,6,7,8~hexahydro~lH~pyrazok>[3,4~g]isoquinoIiii-4a-yl)(pyridin~2--

yi)methaiione as an off-white solid (52 mg). LCMS (Method F, ES-API): RT 2.78 min, m+H = 

584.3; IB NMR (400 MHz, CDCh): 8 8.63-8.62. (IH, m), 7.89 (IB, dt, J = 8.0, 1.2 Hz), 7.81 

(IH, td, J = 7.5, 1.8 Hz), 7.51-7.47 (2H, m), 7.46-7.41 (3R m), 7.28 (IH, s), 7.18-7.12 (2H, m), 

6.48-6.45 (3H, m), 5.41 (IH, dd, J' = 12,2, 2.1 Hz), 4.31 (IH, d, J - 16.9 Hz), 3.80-3.76 (IH, m), 

333-3.30 (4H, m), 2.88 (IH, d, J = 16.9 Hz), 2.85-2.76 (IH, m)„ 2.61 (IH, d, J = 12.3 Hz), 2.45-

2.35 (2H, m), 2.07-2.01 (4H, m). 

[0350] The following examples were similarly prepared from the appropriate intermediate: 

Example 10A, (R)-fl^4-fiHorophenyl)-(H(5^piperidin-l--yI)pyridin--3-yl)siilfonyl)'-

4«4a,5.6J.8-faexahydro-lH-pvTazolof3<(4--g'lisoqtiiiioIiii-4a-'yI)(pvridiii--2-vi)methanoiie 

[0351] LCMS (Method F, ES-APT): RT 2.56 min, m+H = 532.8; i.H NMR (400 MHz, 

CDCB): S 8.65 (IH, ddd, J = 4.7, 1.7, 0.8 Hz), 8.36 (IH, d, J= 2.8 Hz), 8.25 (IH, d, J= 1.7 Hz), 

7.90-7.87 (IH, m), 7.83 (IH, dt, J = 7.4, 1.7 Hz), 7.49-7.41 (3H, m), 7.29-7.28 (2H, m), 7.19-

7.13 (2H, m), 6.49 (IH, d, I - 2.1 Hz), 5.52 (IH, dd, i - 12.4, 2.1 Hz), 4.28 (IH, d, J = 16.9 Hz), 

3.86-3.82 (IH, m), 3.25-3.23 (4H, m), 2.92-2.78 (3H, m), 2.59-2.48 (2H, m), 1.74-1.6] (6B, m). 

Example 10B. (IO-n-f4-fl»orophenvlHv((5^'pvrroIidffl-1.~vI)pvridm-3~vI)sulfoiiy8y 

4,4a^,6^8-hexahvdro-lH-pvrazolof3«4'-glisoqmnoHtt-4a-vl)(pyridin-2-vi)methaiiofie 

F 
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[0352] LCMS (Method F, ES-API): RT 2.42 min, m+H = 585,3; IH NMR (400 MHz, 

CDCB): d 8.63 (IH, ddd, J - 4.7, 1.8, 0.9 Hz), 8.16 (IH, d, J = 1.8 Hz), 8.02 (1H, d, J = 3.0 Hz), 

7,89-7.86 (IH, m), 7,81 (iH, td, J = 7.5, 1.8 Hz), 7.48-7.40 (3H, m), 7.28 (IH, s), 7.19-7.13 (2H, 

5 m), 6.91 (IH, dd, J = 2.6, 2.1 Hz), 6.48 (IH, d, J - 2.1 Hz), 5.50 (IH, dd, J - 12.2,2.1 Hz), 4.27 

(IH, d, J = 17.0 Hz), 3.87-3.83 (IH, m), 3.32-3.26 (4H, m), 2.91-2.79 (3H, m), 2.59-2.49 (2H, 

m), 2.08-2.04 (4H, m). 

Example 11. (RMW4-fluorophenvl)-6-((4-(trifluoromethvl)phenvI)sulfoiiy1)--4»4a<5,6.J«8-' 

hexahydro-lH-pyrazolo[3s4-glisoqainolm-4a-yI)(thiazol-4-y1)iiiethaiione 

{0353| A solution of (R)-tert-butyl l-(4-fLiiorophenyl)-4a~(2-(inmethylsi!yl)thiazole-4-

carbonyl)-4a,5,7,8-tetrahydro-lH-pyrazolo[3,4-g]isoquinolinc-6(4H)-carboxylatc (76 mg, 0.103 

mmol) in 4 M HGAlioxane (3 mL) was stirred at room temperature for 1 hour. The solvent was 

removed in vacuo (azeotroping twice with toluene (-4 mL)) to give a dark orange oil. This was 

15 dissolved in dichloromethane (3 mL) and 4-(trifiuoi,omethy!)benzene-l-sulfonyl chloride (30.3 

mg, 0.124 mmol) was added followed by diisopropylcthylamine (90 til, 0.516 mmol). The 

reaction mixture was stirred at room temperature for 0.5 hour. The solvent was removed in vacuo 

to give a dark orange oil. The crude product was purified by column chromatography on silica, 

gel (gradient:0-40% ethyl acetate in isohexane) to afford (R)-(l -(4-fluorophenyl)-6-((4-

20 (trifluoromcthyi)phenyl)sulfonyi)-4,4a,5,6,7,8-hexahydro-lH-pyrazoio[3,4-g]isoquinolin-4a-

/5?N 

10 F 
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yl)(thiazol-4~yl)methaiione as a white solid (44 rag). LCMS (Method F, ES-API): RT 2.65 min, 

m+H = 589.2; IH NMR (400 MHz, CDCk): 5 8.86 (IH, d, J » 2.1 Hz), 8.23 (IH, d, J = 2.1 Hz), 

7.84-7.82 (2H, m), 7.74-7.72 (2H, m), 7.45-7.40 (2H, m), 7.28 (1H, s), 7.19-7.13 (2H, m), 6.51 

(IH, d, J = 2.1 Hz), 5.48 (IH, dd, I = 12.5, 2.1 Hz), 4.15 (iR d, J = 16.6 Hz), 3.92-3.87 (IH, m), 

5 2.93-2.85 (2H, m), 2.72 (IH, d, J" - 12.6 Hz), 2.56-2.49 (2.R m). 

{0354| T he following examples were similarly prepared from the appropriate intermediates: 

10 )0355) LCMS (Method F, ES-API): RT 2.74 min, m+H = 548.9; IH NMR (400 MHz, 

CDCB): 5 8.61 (IH, ddd, J « 4.7, 1.7, 0.9 Hz), 7.88 - 7.81 (2H, m), 7.62 - 7.58 (2H, m), 7.51 -

7.37 (5H, m), 7.28 (IH, s), 7.20 - 7.12 (2H, m), 6.49 (IH, d, J" - 2.1 Hz), 5.51 (IH, dd, J = 12.2, 

2.1 Hz), 4.28 (IH, d, J = 16.9 Hz), 3.89 - 3.80 (IH, m), 2.92 - 2.77 (2H, m), 2.74 (IH, d, J = 12.2 

Hz), 2.54 - 2.46 (2H, m). 

15 Example 11R. (RMW4-flMorophenyl)^((4-methoxy--3'»methvIphenyl)siilf'oii,vlHMa,5«6,,7.8-

faexahydro-lH"pyrazolor3«4-gfisoquinoIin^a-yr)(pyridiii-2-yl)methanoiie 

F 

F 
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10356} LCMS (Method F, ES-API): RT 2.69 min, m+H - 559.0; IH NMR (400 MHz, 

CDC13): 8 8.62 (IR ddd, j - 4.7, 1.7, 0.9 Hz), 7.89 - 7.86 (IH, m), 7.85 - 7.79 (IH, m), 7.52 

(IH, dd, 3 = 8.6, 2.1 Hz), 7.45 - 7.41 (4H, m), 7.28 (IH, m), 7.19 - 7.12 (2H, m), 6,8! (IH, d, I = 

8.6 Hz), 6.47 (1H, d, J = 2.1 Hz), 5.47 (IH, dd, J = 12.1, 2.1 Hz), 4.30 (IH, d, J » 17.0 Hz), 3.88 

5 ~ 3.79 (4R m), 2..90 - 2.77 (2R m), 2.67 (iH, d, J = 12 J Hz), 2.51 - 2.38 (2R m), 2.19 (3H, s). 

F 
[0357] LCMS (Method F, ES-API): RT 2.67 min. m+H = 578.9; IH NMR (400 MHz, 

10 CDCB): 8 8.63 (IH, ddd, J - 4.7, I. .7, 0.9 Hz), 7.89 - 7.78 (2H, m), 7.67 (IH, d, J - 2.2 Hz), 7.57 

(IH, dd, J - 8.7, 2.2 Hz), 7.48 - 7.41 (3H, m), 7.28 (IH, ml 7.1 8 - 7.13 (2H, m), 6.91. (IH, d, j = 

8.7 Hz), 6.48 (IH, d, J — 2.1 Hz), 5.50 (IH, dd, J = 12.2, 2.1 Hz), 4.28 (IH, d, J = 16.9 Hz), 3.94 

(3H, m), 3,87 - 3.79 (IH, m), 2.91 - 2.78 (2H, m),2.74 (IH, d, J = 12.2 Hz), 2.54 - 2.47 (2H, m). 

F 

[0358] LCMS (Method F, ES-API): RT 2.57 mm, m+H - 563.2; IH NMR (400 MHz, 

CDCB); 6 8.64 (1H, ddd, J - 4.8, 1.7, 0.8 Hz), 7.90-7.87 (IH, m), 7.83 (1H, dt, 3 - 7.5, 1.7 Hz), 

7.48-7.41 (4H, m), 7.37 (Hi, dd, J - 10.3, 2.3 Hz), 7.28 (IH, s), 7.19-7.13 (2H, m), 6.99-6.95 
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(IH, m), 6.48 (ill d, J == 2.1 Hz), 5.49 (IH, del J - 12.L 2.1 Hz), 4.29 (IH, d, J « 16.9 Hz), 3.93 

(3H„ s), 3.85-3.80 (IH, m), 2.91-2.77 (211 m), 2.72 (IR d, J - 12.2 Hz), 2.53-2.46 (2H, m). 

Example 11E. fRK6-({241aorQ~4-meth¥liphenvI)sirifonviV!~f4-flijQroDi*eayi')-4..4a,lS,,6,t7.8-

r^N 

10 

[0359] LCMS (Method F, ES-API): RT 2.67 min, m+H = 547.2; 1H NMR (400 MHz, 

CDCB): S 8.63 (IH, ddd, J = 4.7, 1.6, 1,0 Hz), 7.85-7.82 (IH, m), 7.80 (IH, dt, J = 7.3, 1.8 Hz), 

7.59-7.55 (IH, m), 7.46-7.41 (3H, m), 7,28 (IH, s), 7.19-7.13 (2H, m), 6.95-6.90 (2H, m), 6.50 

(iH, d, J= 2,2 Hz), 5.57 (IH, dd, J = 12.8, 1.8 Hz), 4.29 (IH, d,J= 16.9 Hz), 3.95-3.91 (lH,m), 

2.97 (IH, dd, 12.9,1.1 Hz), 2.91-2.79 (2H, m), 2.74-2.68 (IH, m), 2,51-2.47 (IH, m), 237 

s). 

Example 11F. (RWl-(4-fliiorophenYl)-6-(m-tolvlsulfottvl)-4«4a.5.6,J«8-hexaliYdro-lH" 

pvrazolor3.4-glisoqMinoIm^a-Yl)(thia;gol-4-vl)methan<me 

y^N 
-.0 

N 
v'V., 

.0 
^N'Sv 

/ 
3 

r-
K ' 

15 [0360] LCMS (Method F, ES-API): RT 2.57 min, m+H = 535.1; IH NMR (400 MHz, 

CDCB): 6 8.88 (IH, d, J - 2.4 Hz), 8.25 (IH, d, J = 2.4 Hz), 7.52-7.50 (2H, m), 7.45-7.40 (2H, 

m), 7.37-7.36 (2H, m), 7.28 (IH, s), 7.19-7.13 (2H, m), 6.49 (IH, d, J - 2.3 Hz), 5.45 (IH, dd, J 

- 12.1, 23 Hz), 4.18 (IH, d, J" = 16.9 Hz), 3.87-3.83 (IH, m), 2.92-2.82 (2H, m), 2.63 (IB, d, J" » 

12.4 Hz), 2.50-2.39 <5H, tn). 
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Example 11G. (R)-3-(fl-f4-fluorophenvl)-4a-picolinovl-4a3,7«8-i 

CN 

r 

[0361] LCMS (Method F, ES-API): RT 2.48 min, m+H = 540.0; IH NMR (400 MHz, 

5 CDCB): 6 8.68 - 8,66 (IH, m), 7.93 - 7.78 (5H, m), 7.60 (IH, td, J = 7.8, 0.6 Hz), 7.50 (IH, ddd, 

J = 6.8, 4.8, 2.2 Hz), 7.45 - 7.39 (2H, m), 7.28 (IH, m), 7.19 - 7.13 (2B, m), 6.50 (IH, d, J = 2.1 

Hz), 5.60 (IH, dd, J= 12.4, 2.1 Hz), 4.26 (IH, d, J - 16.9 Hz), 3.92 - 3.83 (IH, m), 2.90 - 2.78 

(3H, in), 2.58 - 2.49 (2H, m). 

Example. 11H. (RW<jH((4-(difliioromethoxv)phenvl)siilfonvl)-l-(4-fluorophenvl)-4«4a.5,6.7,8-

10 faexahydrcHlH-pvrazoioi3.4-glisoqMnoKn^a-vlKpyridm-2-vl)inethanoiie 

[0362] LCMS (.Method F, ES-APT): RT 2.62 min. m+H - 581.2; iH. NMR (400 MHz, 

CDCB); 5 8.62 (IH, ddd, I = 4.8, 1.7, 0.8 Hz), 7.89-7.87 (IH, m), 7.83 (IH, dt, J = 7.5, 1.7 Hz), 

7.71 -7.68 (2H, m), 7.49-7.40 <3H, m), 7.28 (IH, s), 7.19-7.13 (4H, m), 6.57 (IH, t, J - 72.4 Hz), 

5 6.48 (IH, d, J - 2.3 Hz), 5.52 (IH, dd, J - 12.2, 2.1 Hz}, 4.28 (1H, d, J - 16.9 Hz), 3.86-3.82 

(IH, m), 2.90-2.78 (2H, m), 2.74 (IH, d, J - 12.2 Hz), 2.54-2.46 (2H, m). 

F 

Dsulfon .6. i .8-

hexahvdr0-lH-pvrayx)l0i3.4^1is0amn0liB^a-viWpvridin-2-vflmethaH0»e 
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-OCF3 

F 

[0363] LCMS (Method F, ES-API): RT 2,79 min, m+H = 599.2; IH NMR (400 MHz, 

CDCB): 8 8.67 (IE, ddd, J - 4.8, 1.7, 0.8 Hz), 7.91-7.88 (IH, m), 7.84 (IH, dt, J - 7.5, 1.7 Hz), 

7.64-7.62 (IH, m), 7.54-7.47 (3H, m), 7.45-7.38 (3H, m), 7.29 (IH, s), 7.19-7.13 (2H, m), 6.49 

5 (IH, d, J = 2.3 Hz), 5.55 (IH, dd, I = 12.4, 2.2 Hz), 4.29 (I H, d, J= 16.9 Hz), 3.86-3.81 (IH, m), 

10 [0364] LCMS (Method F, ES-API): RT 2.67 min, m+H - 551.2; IH NMR (400 MHz, 

CDCB): 6 8.67 (1H ddd, J - 4.7,1.7, 0.8 Hz), 7.88 (IH, ddd, J - 7.9, i.5, 1.0 Hz), 7.84 (1H, dt, 

j - 7.3,1.7 Hz), 7.48 (IH, ddd, J™ 7.4, 4.7, L5Hz), 7.46-7.41 (2H, m), 7.29 (IH, s), 7.22-7.13 

(4R m), 6.98 (IH, tt, J = 8.5, 2.3 Hz), 6.49 (IH, d, J = 2.1 Hz), 5.56 (IR dd, J - 12.3, 2.1 Hz), 

4.28 (IH, d, J = 16.9 Hz), 3.87-3.82 (IH, m), 2.92-2.78 (3H, m), 2.62-2.55 (IB, in), 2.53-2.48 

15 (IH, m). 

2.9.1-2.74 (3H, m). 2.54-2.47 (2H, m). 

hexahvdro-lH-pvra;golo[3«4-gHsoquinoIin^a--yl)(pvridm-2-\T)roethanone 

F 
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[0365] LCMS (Method F, ES-API): RT 2,56 min, m+H - 535.0; !H NMR (400 MHz, 

CDCB): 8 8.86 (IH, d, J = 2.2 Hz), 8.24 (IH, d, J = 2.2 Hz), 7.59 - 7.55 (2H, m), 7.47 - 7.39 

(2H„ m), 7.27 - 7.25 (3H, m), 7.19 - 7.12 (2H, m), 6.49 (IH, d, J - 2.0 Hz), 5.43 (IH, dd, J = 

5 12.3, 2.0 Hz), 4.17 (IH, d, J == 1,6.9 Hz), 3.84 (IH, ddt, J - 8.5, 4.4, 2.0 Hz), 2.91 - 2.80 (2H, m), 

2.61 (IH, d, I - 12.3 Hz), 2.49 - 2.37 (5H, m). 

10 10366} LCMS (Method F, ES-AP'I): RT 2.63 min, m+H - 581.2; iH NMR (400 MHz, 

CDCB): 5 8.65 (IH, ddd, J = 4.8, 1.7, 0.8 Hz), 7.89-7.87 (IH, m), 7.83 (IR dt J - 7.5, 1.7 Hz), 

7.56-7.53 (IH, m), 7.49-7.40 (5R m), 7.31-7.28 (2H, m), 7.19-7.13 (2H, m), 6.55 (IH, t, J -

72.7 Hz}, 6.48 (IH, d, I- 2.3 Hz), 5.52 (IH, dd, J = 12.2, 2.1 Hz), 4.28 (IH, d, I - 16.9 Hz), 

3.86-3.81 (IH, m), 2.90-2.75 (3H, m), 2.55-2.46 (2H, m). 

h.exahvdro-lH-pvrazolor3«4-g]isoqHmolm-4a-vWDvridra--2-vfltnethattOB.e 

F 
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[0367] LCMS (Method F, ES-API): R'I 2.76 min, m+H = 543.0; IH NMR (400 MHz, 

CDCB): o 8.64 (IH, ddd, J = 4.8, 1.7, 0.9 Hz), 7.92 - 7,80 (2H, m), 7.49 - 7.39 (5H, m), 7.28 

(IH, s), 7.20 - 7.13 (3H, m), 6.46 (HI, d, J - 2.1 Hz), 5.47 (IH, dd, J = 12.2, 2,1 Hz), 4.30 (IH, 

5 d, J - 17.0 Hz), 3.83 - 3.79 (IH, m), 2.91 - 2.71 (2H, m), 2.67 (IH, d, J - 12.2 Hz), 2.50 - 2.38 

(2H„ m), 2.28 (6H, s). 

Example UN. CKU6~((3£- J$~ 

10 10368) LCMS (Method F, ES-API): SIT 2.78 min, m+H - 543.0; IH NMR (400 MHz, 

CDCB): S 8.65 (IH, ddd, J - 4.8, 1.7, 0.9 Hz), 7.90-7.88 (IH, m), 7.83 (IH, dt, J « 7.5, 1.7 Hz), 

7.49-7.40 (3H, m), 7.28 (3H, m), 7.19-7.13 (3H, m), 6.47 (IH, d, .1 - 2.3 Hz), 5.48 (1H, dd, j -

12.2, 2.1 Hz), 4.30 (IH, d, J = 16.9 Hz), 3.83-3.79 (IH, m), 2.90 (IH, d, J = 16.9 Hz), 2.87-2.78 

(IH, m), 2.70 (111, d, J - 12.3 Hz), 2.50-2.42 (2H, m), 2.34 (611 m). 

15 Example 11 (X : 

F 
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[0369] LCMS (Method F, ES-API): RT 2.46 min, m+H = 530.1; IH NMR (400 MHz, 

CDC13): 6 8.65 (IH, ddd, J = 4.7, 1.6, 1,0 Hz), 7.85-7.78 (2H, m), 7.69-7.65 (lH,m), 7.59-7.57 

(IH, m), 7.48-7.42 (3H, m), 7.29 (IH, s), 7.27-7.25 (IH, m), 7.19-7,13 (2H, m), 6.51 (IH, d,J = 

5 1.4 Hz), 5.62 (IH, dd, J - 12.9, 2.0 Hz), 4.31 (IH, d, J - 16.9 Hz), 4.00-3.96 (IH, m), 3.19 (IH, 

d, J = 13.0 Hz), 2.95-2,91 (3H, m), 2.59 (3H, s), 2.50-2.46 (IH, m). 

Example IIP. (RM6-((3«4HHjnuorophenvl)sulfonvl)-l-(4-f]uorophenvl>-4«4a«5.>6<7«8-

hexahvdro-1HHffvraarolo[3«4^HsoqainoIin-4a-yri(pvridin-2-vI)methaii(ffle 

10 [0370] LCMS (Method F, ES-API): RT 2.65 min, m+H - 551.1; IH NMR (400 MHz, 

CDCB): 5 8.63 (1H, ddd, J = 4.8,1.7, 1.0 Hz), 7.88 (IH, ddd, J -7.9, 1.7, 1.0 Hz), 7.84 (IH, dt, 

J - 7.3,1.7 Hz), 7.52-7.40 (511, m), 7.28 (IH, s), 7.24-7.22 (IH, ra), 7.20-7.13 (2H, m), 6.49 

(IH. d, J = 2.1 Hz), 5.53 (IH, dd, J = 12.2, 2.0 Hz), 4.28 (IB, d, J = 16.9 Hz), 3.88-3.83 (IH, ra), 

2.91 -2.78 (3H, m), 2.59-2.48 (2H, m). 

F 

15 
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F 

[0371J LCMS {Method F, ES-API); RT 2,72 min, m+H = 569.1; IH NMR (400 MHz, 

CDCB): 6 8.63 (IH, ddd, J = 4.7, 1.5, i.l Hz), 7.89-7.83 (2H, m), 7.49 (IH, ddd, J = 6.6, 4.7, 1.7 

Hz), 7.46-7,41 (2H, m), 7.34-7.31 (2H, m), 7.28 (IH, s), 7.20-7.14 (2H, m), 6.50 (IH, d, J = 2.1 

m), 2.66-2.60 (IH, m), 2,54-2.51 (IH, m). 

Example 11R, njO-(6-((3^hioro-4-fluQrophenvI)sulfonvi>-l-(4-flttoropfaeiivl)-4.,4a«5,6.7,8-

10 [0372] LCMS (MethodF, ES-AP.f); RT 2.75 min. m+H - 567.0; i.H NMR (400 MHz, 

CDCB): 5 8.61 (IH, dt, J = 4,7, 1.3 Hz), 7.86 - 7.79 (2H, m), 7.73 (IH, dd, I = 6.7,2.3 Hz), 7.57 

(IH, ddd, J = 8.6, 4.3, 2.3 Hz), 7.47 - 7.40 (3H, m), 7.27 (IH, s), 7.18 - 7.13 (3H, m), 6.48 (IH, 

d, I- 2.0 Hz), 5.50 (1H, br. dd, J - 12.5, 1.4 Hz), 4.24 (1K d, J - 16.9 Hz), 3.86 (IH, dtd, I -

8.5, 3.9,1.9 Hz), 2.91 - 2.79 (311 m), 2.61 <1H, td, J =-11.6, 3.4 Hz), 2.55 - 2.46 (IH, m). 

15 Example 11S, (R)-3-(n-(4-flMorophenvIMa-(4Hnr>ethv1picoli)iov^a^7«8-tetrahvdro-lH-

pvrazolo[3,4-gH8oqHinoM-6(4H)-yDsttlfoovr)beairamtrile 

5 Hz), 5.55 (IH, dd, J ~ 12.2 2.0 Hz), 4.26 (IH, d, J= 16.9 Hz), 3.89-3.84 (IH, m), 2,91-2.79 (3H, 

F 
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LCMS (Method F, ES-API): RT 2.57 rain, m+H = 554.0; i H NMR (400 MHz, CDCB): 5 8.50 

(1H, br. d. J = 4.9 Hz), 7.93 - 7.91 (2H, m), 7.79 (IH, dt, J = 7.8, 1.3 Hz), 7.69 - 7.68 (IH, m), 

7.63 - 7.58 (IH, m), 7.44 - 7.41 (2H, m), 7.30 (IH, ddd, J - 4.9, 1.7, 0.7 Hz), 7.27 (IH, s), 7.19 -

5 7.13 (2H, m), 6.49 (IH, d, J" - 2.0 Hz), 5.64 (IH, dd, J - 12.4,2.0 Hz), 4.25 (IH, d, J = 16.9 Hz), 

3.89 (IH, ddt, J - 8.5, 3.9, 2.0 Hz), 2.85 - 2.79 (3H, m), 2.63 - 2.50 (2H, m), 2.41 (3H, s). 

Example 11T. (R)~('l"f"4"iligor6»henyl)-6-((l-m.ethvl-lH-0yrazo6-4-vI)saiIfoBvI)~4,4a»S,687,8-

hexahydro-lHHDvrazolo[3v4-giisoqiiinoMn^a-vi){4-meth'vIpvridin-2-vl)metfaaiione 

10 [0373] LCMS (Method F, ES-API): RT 2.25 min, m+H = 533.2; IH NMR (400 MHz, 

CDCB): 6 8,49 (IH, dd, J - 5.0, 0.5 Hz), 7.71 (IH, m), 7.67-7.65 (2H, m)> 7.46-7.4J, (2H. m)s 

7.29-7,26 (2H, m), 7. [9-7.13 (2H, m.}, 6.48 (IH, d, J = 2.1 Hz), 5.47 (IH, dd, J = 12.1, 2.1 Hz), 

12.0 Hz), 2,50-2.42 (2H, m), 2,40 (3H, s). 

15 Example 11U. (RH6^(3.4-difittoropheiivr)siilfonyI)-l-(4-fhiorophenyIM,4a,5»6«7«8-

hexahvdro-lH-pYrazolof3.4-gHsoquinoKB-4a-vitf4-methvipvridin-2-vi)niethanoiie 

F 

4.29 (1.H, d, J = 16.9 Hz), 3.91 (3H, s), 3.80-3.75 (IH, m), 2.92-2.78 (2H, m), 2,68 (IH, d, J = 
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[0374] LCMS (Method F, ES-API): RT 2.74 min, m+H = 565.2; IH NMR (400 MHz, 

CDCB): 5 8.46 (1H, dd, J = 5.0, 0.5 Hz), 7.68 (IH, m), 7.50-7.40 (4H, in), 7.29-7.26 (2H, m), 

7.24-7.13 (3H, m), 6.48 (IH, d, J = 2 J Hz), 5.55 (1H, dd, J = 12.4, 2.1 Hz), 4.27 (IH, d, J = 16.9 

5 Hz), 3.89-3.84 (IH, m), 2.88-2.78 (3H, in), 2.62-2.56 (1H, m), 2.53-2.48 (IH, m), 2.40 (3H, s). 

Example 1IV. (RVfl-f4-fiuorophenyl)~6^(l~methvl-lH4midazoM~vl)sulfonvl)-4.4 
hexahvdro-1 H-pyra zoio(3»4-gliso€iiiiao!iii-4a-vl K4-methylpyridiii~2~vl')ntethaiioiie 

[0375] LCMS (Method F, ES-API): RT 2.13 min, m+H = 533.2; IH NMR (400 MHz, 

10 CDCB): 6 8.50 (IH, dd, J « 4.8, 0.5 Hz), 7.71-7.70 (IH, m), 7.47-7.42 (3H, m), 7.35 (iH, d, J 

=1.4 Hz), 7.29 (IH, s), 7.26-7.25 (1H, m), 7.19-7.13 (2H, m), 6.48'(IH, d, J - 2.1 Hz), 5.56 (IH, 

dd, J= 12.5, 2.1 Hz), 4.32 (IH, d, J = 16.9 Hz), 3.90-3.85 (I.H, m), 3.72 (3H, s), 2.96 (IH, d, J = 

12.5 Hz), 2.91 (IH, d, J - 16.9 Hz), 2.87-2.78 (IH, m), 2.74-2.68 (IH, in), 2.49-2.44 (ill, m), 

2.39 (3H, s). 

15 Example 11W. flRV(6^(3«5~diflttorophenvi)suIfonYlVt-(4-ffiiioropheifcvIV4«4a.5U>«7«8-

hexahvdro-lH--pvrazolof3.4~glisoaiiiBOliii~4a"Vl)(4~giethvIpyri(litt'-2'-vl)methaiiOTie 

F 
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[0376) LCMS (Method F, ES-APJ): RT 2.76 min, m+H - 565.0; IH NMR (400 MHz, 

CDCB): 5 8.51 (IH, br. d, J = 4.9 Hz), 7.72 - 7.69 (IH, m), 7.46 - 7.41 (2B, m), 7.32 - 7.27 (2H, 

m), 7.20 - 7.13 (4H, m), 6,97 (IH, ft, J = 8.5, 2.3 Hz), 6.49 (IH, d, 1 = 2.1 Hz), 5.61 (IH, dd, J = 

5 12.3,2.1 Hz), 4.29 (IH, d, J = 16.9 Hz), 3.85 (IH, ddt, J = 8.4, 3.9, 2.1 Hz), 2.90 - 2.77 (3H, in), 

2.63 - 2.57 (IH, m), 2.50 (IH, br. dt, J=J4.9, 2.0 Hz), 2.41 (3H, s). 

Example 1IX. (RVCl -(4-fliioropheiivi)-6-((3,4.5-trifliiorophenvftsiilfonvD-4.,4a«5,6.,7H8-

hexahvdro-lH-pvi^oiof3.4-glisoqirinoKn-4a"Viy4-niethvlpvridin-2-vihmethaiioiie 

F 

10 (0377] LCMS (Method F, ES-API): RT 2.82 min, m+H = 583.0; iH NMR (400 MHz, 

CDCB): 6 8.48 - 8.47 (IH, m), 7.69 - 7.68 (IH, m), 7.47 - 7.39 (2H, m), 7.36 - 7.29 (3H, m), 

(IH, d, J = 16.9 Hz), 3.88 (IH, dtd, J = 7.9, 4.0, 2.1 Hz), 2.91 - 2.76 (3H, m), 2.72 - 2.62 (IH, 

m), 2.56 - 2.50 (IH, m), 2.41 (3H, s). 

15 

hexahvdro-lH-pvrazoiQ[3«4-gHsoqiiinoliii--4a-'Vl)(pvridin-2-vl)methanoiie 

7.27 (IH, s), 7.20 - 7.13 (2H, m), 6.50 (IH, d, J = 2.1 Hz), 5.58 (IH, dd, J = 12.5, 2.1 Hz), 4.26 
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[6378] LCMS (Method F, ES-API): RT 2.32 min, m+H = 593,2; IH NMR (400 MHz, 

CDCB): 5 8.65 (IH, ddd, J = 4.7, 1.7, 0.8 Hz), 8.27-8.26 (IH, m), 8.09 (IH, ddd, J = 7.9, 1.7, 1.2 

Hz), 7,96 (Hi, ddd, J = 7.9, 1.7, 1,2 Hz), 7.87-7.80 (2H, ra), 7.70-7.66 (IH, m), 7.48 (1H, ddd, J 

= 6.6,4.7, 1.7 Hz), 7.45-7.40 (2H, m), 7.28 (iH, s), 7.19-7.13 (2H, m), 6.48 (IH, d, J - 2.1 Hz), 

5.56 (IH, dd, J = 12.3, 2.1 Hz), 4.23 (IH, d, J = ]6.9 Hz), 3.91-3.87 (IH, ra), 3.08 (3H, s), 2.91-

2.79 (3H, m), 2.62-2.48 (2H, m). 

Example liZ. (R)-3-(fl-(4-fiiiorooheovI')-4a-picoMiiOvj[-4a>5.7,8-tetraiivclro-iH-

pvrazolof3»4-glisoqHinoIjn»6(4HVvI)sulfottyI)benzoic acid 

4»4a%5i6,7>8-*hexahydro~3H'*pyra»)lo[3,4~glisooamolitt.~4a--ylKpyridiii~2"-yl)methanoBe 

F 

[03791 LCMS (Method F, ES-API): RT 2.38 min, m+H - 559. 

DsulfonvlY 
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[03801 LCMS (Method F, ES-API): RT 2.54 min, m+H = 559.3; IH NMR (400 MHz, 

CDCB): o 8.67 (IH, ddd, J = 4.7, 1.4, 0.8 Hz), 7.91-7-89 (111 m), 7.83 (IH, dt, J = 7.5, 1.5 Hz), 

7.65 (IH, m.), 7.62-7.59 (IH, m), 7.54-7.52 (IH, m), 7.49-7,40 (4H, m), 7.29 (IH, s), 7.18-7.13 

5 (2H, m), 6.46 (IH, d, J = 2.1 Hz), 5.50 (IH, dd, J - 12.4, 2.1 Hz), 4.48 (2H, s), 4.30 (IH, d, J = 

16.9 Hz), 3.84-3.79 (IH, m), 3.42 (3H, s), 2.91 -2.77 (2H, m), 2.69 (1H, d, J = i.2.1 Hz), 2.47-

2.41 (2H,m). 

bljl.41oxa;iB»-7-vF)salfonvI)^v4aJ>U?«7»8-hexahvdro-lH-p:yrazoIo[3v4-gjisoQqi»wlin"4a-

[0381] LCMS (Method F, ES-API): RT 2.40 min, m+H - 587.0; 1H NMR (400 MHz, 

CDCB): 5 8.65 (IH, ddd, J" - 4.7, 1.7, 0.9 Hz), 8.06 (1H, d, 1 - 2.1 Hz), 7.89 (1H, dt, J = 7.8, 1.2 

Hz), 7.82 (IH, td, J - 7.8, 1.8 Hz), 7.47 - 7.41 (3H, m), 7.29 (IH, s), 7.19 - 7.13 (2H, m), 7.04 

15 (IH, d, J - 2.1 Hz), 6.48 (IH, d, J = 2.1 Hz), 5.47 (IH, dd, J - 12.2, 2.1 Hz), 4.30 (IH, d, J -

17.0 Hz), 4.25 - 4.20 (2H, m), 3.82 - 3.77 (IH, m), 3.54 - 3.52 (2HS m), 3.19 (3H, a), 2.90 (IH, d, 

J ~ 11.5 Hz), 2.85 - 2.75 (IH, m)5 2.70 (IH, d, J - 12.2 Hz), 2.52 - 2.45 (2H, m). 

0 

F 
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10382] LCMS (Method F, ES-API): RT 2.69 min, m+H = 569.0; IH NMR (400 MHz, 

CDCB): 5 8.62 - 8.59 (IH, m), 7.86 - 7.78 (2H, m), 7.49 - 7.40 (4H, m), 7.27 (IH, s), 7.19 •• 7.13 

(2H, m), 6.97 - 6.91 (IH, m), 6.52 (1H, s), 5.57 (IH, del J = 12.8, 1.8 Hz), 4.24 (iH, d, J = 16.9 

5 Hz), 4.02 - 3.95 (IH, m), 3.09 (1H, d, J - 12.3 Hz), 2.87 - 2.80 (3H, m), 2.57 - 2.49 (IH, m). 

/ 
F 

[0383] LCMS (Method F, ES-API): RT 2.66 min, m+H - 584.2; ! H NMR (400 MHz, 

10 CDCB): 5 8.66-8,64 (iH, m), 8.07-8.03 (Hi, m), 7.97 (IB, d, .1 - 7.6 Hz), 7.85-7.79 (3H, m). 

7.48-7.43 (3H, m), 7.30 (IH, s), 7.21-7.15 (2R m), 6.54 (IR d, J - 2.1 Hz), 5.64 (IH, dd, j ~ 

13.2, 2,0 Hz), 4.30 (IB, d, J = 16.9 Hz), 4.06-4.01 (IH, m), 3.32 (IH, d, J ------- 13.0 Hz), 3,07 (iH, 

dd, j" - 12.6, 3.5 Hz), 2.91 (IH, d, j - 16.9 Hz), 2.89-2.80 (1H, m), 2.54-2.50 (IH, m). 
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1.0384} LCMS (Method F, ES-API): RT 2,77 min, m+H = 598.2; IH NMR (400 MHz, 

CDCB): 5 8-49 (IH, d, J = 4.9 Hz), 8.07-8.03 (IH, m), 7.98 (IH, d:, J = 7.7 Hz), 7.82 (IH, dd, 

7.7, LI Hz), 7.65 (IH, s), 7.48-7.43 (2H, m), 7.29 (IH, s), 7.27-7.26 (1H, m), 7.20-7.14 (2H, m), 

5 6.53 (IH, d, J = 2.0 Hz), 5.67 (IH, dd, J = 12.8, 1.7 Hz), 4.29 (IH, d,J = 16.9 Hz), 4.06-4.02 

(IH, 3.31 (iH, d, J - 13.0 Hz), 3.08 (IH, dd, J = 12.6, 3.5 Hz), 2.92-2.80 (2H, m), 2.55-2.50 

(IH, m), 2.39 (3H, s). 

Example 11AF. (RW6~(f3,4Hlklilorophefivl)siilfoiivI)~l-<441mros3heinlM*48.5,6,7,8~ 

hexahvdro-1B~i>vrazoloi3<4-dtso{iiimoihi-4a-vi){Dvrklm-2~v^methanone 

[0385] . LCMS (Method F, ES-API): RT 2.88 min, m+H - 582.9; IH NMR (400 MHz, 

CDCB): 5 8.61 (IH, ddd, j" = 4.7, 1.7, 1.0 Hz), 7.89 - 7.81 (2H, m), 7.74 (IH, dd, J = 1.7, 0.5 

Hz), 7.49 - 7.38 (5K m), 7.28 (IH, s), 7.20 - 7.12 (2H, m), 6.50 (IH, d, S « 2.0 Hz), 5.54 (IH, 

dd, J » 12.4, 2.0 Hz), 4.26 (IB, d, J - 16.9 Hz), 3.88 (IH, ddt J - 8.4, 3.9, 2.0 Hz), 2.93 - 2.79 

5 (3H, m), 2.65 -2.50 (2H, m). 

Example 11AG. fRWl"(4-fli8orophenvl:)-6-((3-ftrif3uorometlivI)plienyOsiilfQiivIV 

4»4a.5.6.7.84hexahvdro-HJ-pvragoIo(3.4-gHsoQumoKn-4a-vlK4-metfevlpvtidiii-2-» 

10 F 
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[03861 LCMS (Method F, ES-API): RT 2,83 min, m+H - 597.0; IH NMR (400 MHz, 

CDCB): 5 8.49 (IH, dd, J = 4.9, 0.38 Hz), 8.00 - 7.88 (2H, m), 7.80 - 7.78 (IH, m), 7.71 - 7.68 

(3H, m), 7.61 (IH, t, J - 7.8 Hz), 7.46 - 7.39 <2H, m), 7.29 - 7.27 (2H, m), 7.19 - 7.13 (2H, m), 

5 6.48 (IH, d, J - 2.0 Hz), 5.61 (IH, dd, J = 12.3, 2.0 Hz), 4.27 (IH, d, J = 16.9 Hz), 3.91 - 3.81 

(IH, m), 2.92 - 2.78 (3H, m), 2.62 - 2.49 (2H, m), 2.40 (3H, s). 

Example 11.A.B- (K)-(6"((l-ethyl-lH-pvrazoI-'4-vli)gaIf'onvl)-l-('4-ilhiorophenvl)'-4v4a«5*6,7,8-

hexabvdro-lH--Pvrazolo)"3«4'-glfsoq«iaolift-4a-vl)(4-methvlpvridia-2-Yi)methaBOBe 

10 [0387] LCMS (Method F, ES-API): RT 2.39 min, m+H = 547.0; i.H NMR (400 MHz, 

CDCB): 8 8.51 (IH, d, J - 4.9 Hz), 7.71 (2H, s), 7.66 (IH, d, J = 0.6 Hz), 7.47 - 7.40 (2H, m), 

7.30 - 7.27 (2H, m), 7.20-7.13 (2H, m), 6.48 (IH, d, J = 2.0 Hz), 5.49 (IH, dd, 1 = J2.0, 2.0 

Hz), 4.30 (IH, d, J = 16.9 Hz), 4.17 (2H, q, J - 7.3 Hz), 3.82 - 3.71 (IH, m), 2.94 - 2.79 (2H, m), 

2.69 (IH, d, J - 12.0 Hz), 2.52 - 2.41 (2H, m), 2.40 (3H, s), 1.50 (31L t, I == 7.3 Hz). 

15 Example 11AL fRWd-^fl-^-dimethvHH-pyrazoM-vnsulfottYfl-l-ftS-flaorophenvl)-

4,4a«5,6.J,8-hexahvdro-lH-pvrazolof3«4-glisoqaittoIffl-4a-vI')('4--methvIpvridia-2-

vljmetliaBowe 

F 
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[0388] LCMS (Method F, ES-API): RT 2.33 min, m+H = 54? .0; 1H NMR (400 MHz, 

CDCB): 5 8.46 (iH, d, J = 4.9 Hz), 7.71 - 7.68 (IH, m), 7.61 (IH, s), 7.46 - 7.41 (2H, m), 7.27 -

7.25 (2H, m), 7.20 - 7.13 (2H, m), 6.49 (IH, d; J - 2.0 Hz), 5.52 (IH, dd, J = 12.1,2.0 Hz), 4.24 

5 (IH, d, J= 16.9 Hz), 3.84 - 3.80 (iH, m), 3.69 (3H, m), 2.90 - 2.77 (3H, m), 2.61 - 2.48 (2H, m), 

2.40 (3H, s), 2.34 (3B, s). 

Example 11AJ. (T£W(l-(4-fi«orophenyi)^((l-4nethvl-lH-nyrazol-5-yI)siiIfloiiyrHMa.5,6»7»8-

hexahydro-lHHpvrazolol3,4-gHsoauino]in-4a-vi¥4-inetIrvipvridm-2-yl)metlianoiie 

10 [0389] LCMS (Method F, ES-API): RT 2.49 min, m+H = 533.2; IH NMR (400 MHz, 

CDCB): 8 8.43 (i.H, d, J = 5.0 Hz), 7.68 (ill m), 7.47-7.41 (2H, m), 7.32 (Hi, d, J = 2.0 Hz), 

7.27-7.25 (2H, m), 7.20-7.14 (2H, m), 6.64 (IH, d, J = 2.0 Hz), 6.52 (IB, br s), 5.59 (IH, dd, J = 

12.4, 2.2 Hz), 4.27 (iH, d, J = .16.9 Hz), 3.92-3.89 (4H, m), 3.03 (IH, d, J - 12.5 Hz), 2.90-2.76 

(3B, m), 2.59-2.55 (IH, m), 2.40 (3H, s). 

15 Example 11AK. fl3Wl-f4-fluorophenviy(Hn.-roethyl-lHHPvrazo1-3~vl)!mlf'oBtvlV 

4,4a<>5«6J,8~hexahvdro-lH-ttyrazoIo[3«4-glisoqmBoiin-4a~vI)(4-methvlpvridiB~2--

F 
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[0390] LCMS (Method F, ES-API): RT 2,36 min, m+H = 533.2; IH NMR (400 MHz, 

CDCB): 5 8.5! (IH, dd, J - 5.0, 0.5 Hz), 7.71 ("IH, m), 7.47-7.42 (2H, m), 7.38 (IH, d, J = 2.2 

Hz), 7.30 (iH, s), 7.27-7.25 (IH, m), 7.19-7.13 (2H, m), 6.58 (IH, d, J = 2.2 Hz), 6,49 (iH, d, J 

5 = 2.1 Hz), 5.55 (IH, dd, J = 12.4,2.0 Hz), 4,33 (IH, d„ J = 16.9 Hz), 3.95 (3R, s), 3.88-3.83 (IH, 

m), 2.92 (IH, d, J = 16,9 Hz), 2.91 (IB, 12.4 Hz), 2.88-2.79 (Hi, m), 2.68-2.61 (IH, m), 

2.49-2,44 (Hi, m), 2.39 (3H, s). 

Example HAL. (R)-(6--{{4-ftooro-3-metlivl0heiiyl)sMlfonviVl-(4-fS£ioroT>heEvI)-4,4a,5..6,7,8-

kexahydro-lH-g>yrazo!o[3,4-gHsoaiimoMi?-4a~yl){4-methylDyndm-2-vl)metlian.one 

[0391] LCMS (Method F, ES-API): RT 2.90 min, m+H - 561.2; IH NMR (400 MHz, 

CDCB): 6 8.50 (IH, dd, J = 5.0, 0.4 Hz), 7.69-7.68 (IH, m), 7.53-7.49 (2H, m), 7.45-7.40 (2H, 

m), 7.28-7.26 (2H, m), 7.19-7.13 (2H, m), 7.05-7.00 (IH, m), 6.47 (HI, d, J = 2.1 Hz), 5.52 (IH, 

dd, J= 12.4, 2,3 Hz), 4.28 (IH, d, J = 16.9 Hz), 3.86-3.81 (IH, m), 2.89-2.78 (2H, m), 2.74 (IH, 

15 d, J = 12.3 Hz), 2.54-2.46 (2H, m), 2.40 (3H, s), 2.28 (3H, d, J - 1.7 Hz). 
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[0392] LCMS (Method F, ES-API): RT 2.58 min, m+H = 601.3; IH NMR (400 MHz, 

CDCB): 5 8.49 (IH, d, J = 4.9 Hz), 8.06 (IH, d, J = 2.0 Hz), 7.71 (Hi, m), 7.46-7.41 (2H, m), 

7.28 (IH, s), 7.25 (iH, m), 7.19-7.12 (2H, m), 7.04 (IH, d, J = 2.0 Hz), 6.46 (IH, d, J = 2.1 Hz), 

5 5.50 (IH, dd, J = 12.3,2.1 Hz), 4.29 (IH, d, J = 16.9 Hz), 4,22-4.20 (2H, m), 3,80-3.76 (IH, m), 

3.54-3.52 (2H, m), 3.19 (3H, s), 2.88 (IH, d, J = 16.9 Hz), 2.84-2.75 (IH, m), 2.69 (IH, d, J = 

.12.3 Hz), 2,52-2.44 (2H, m), 2.40 (3H, s). 

Example 11AN. (K)4i^ff2^"dihvdrobeiizQf«ran"5^yI)stilfoiivi)-l-(4-flworopfaenvl)-

4.,4a»5«6J.8-hexahvdro-lH-pvrazolol,3«4--glisoqiiiiioIin»4a-vl')('4-methvlpvridin--2-

10 vDmethanone 

F 

[0393] LCMS (Method F, ES-API): RT 2.73 min, m+H = 571.2; IH NMR (400 MHz, 

CDCI3): S 8.47 (IFT, d, J = 4.9 Hz), 7.71-7.70 (IH, m), 7.49-7.41 (4H, m), 7.27-7.26 (2H, m), 

7.19-7.13 (2T-I, m), 6.78-6.75 (IH, m), 6.47 (IH, d, J = 2.0 Hz), 5.51 (IH, dd, J = 12.3, 2.1 Hz), 

15 4.67-4.63 (2H, m), 4.30 (IH, d, J - 16.9 Hz), 3.84-3.79 (IH, m), 3.24-3.20 (2H, m), 2,90-2.78 

(2H, m), 2.67 (IH, d, J= 12.3 Hz), 2.48-2.40 (5H, m). 

Example \ 1 AO. (RV5-((l-(4-flaorophewvlY4a-(4--methylpicolinoyl)-4a,5.,7,8-tetrahvdro-lH-

pvrazQlor3.>4-gHsoqumolin»6(4H)~vl')smlfoB[v!')-l"methvImdoIip-2"Oii€ 
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=0 

F 

[0394] LCMS (Method F, ES-API): RT 2.44 min, m+H = 598.3; IH NMR (400 MHz, 

CDCB): S 8.44 (1H, d, J = 4.9 Hz), 7.70-7.68 (2H, m), 7.52 (1H, d, J = 0.9 Hz), 7.45-7.40 (2H, 

m), 7.26 (IH, s), 7.24-7.23 (IH, m), 7.19-7.13 (2H, m), 6.82 (IH, d, J = 8.3 Hz), 6.47 (IH, d, J -

5 2.0 Hz), 5.53 (IH, dd, J = 12.3, 2.0 Hz), 4.25 (IH, d, i « 16.9 Hz), 3.88-3.84 (IH, m), 3.53, 3.47 

(2H, AB system, J - 22.4 Hz), 3.22 (3H, s), 2.89-2.79 (2H, m), 2.72 (IH, d, J = 12.3 Hz), 2.53-

2.46 (2H, m), 2.39 (3H, s). 

Example 11AF. (RWl-(4-flttorophenyl)-6^(3-(methyisuIfoiiyi)phenyl)siilfoiivrM«4a.is6<.7,8«-

hexahydro-lH~pyrazo'lQf3<4-glko€iiiiB.oIiii-4a-yI)(4-methyl0yriidm-2-yl)oiethanone 

[0395] LCMS (Method F, ES-API): RT 2.52 min, m+H = 607.2; IH NMR (400 MHz, 

CDCB): 5 8.49 (IH, d, J = 4.9 Hz), 8.26-8.25 (IH, m), 8.09 (IH, ddd, J = 7.9, 1.7, i .2 Hz), 7.97 

(IH, ddd, J = 7.9, 1.7, 1.2 Hz), 7.69-7.66 (IH, m), 7.45-7.40 (2H, m), 7.29-7.26 (2H, m)„ 7.19-

7.13 (2H, m), 6.48 (J.H, d, J = 2.1. Hz), 5.60 (IH, dd, J = 12.3, 2.1 Hz), 4.23 (IH, d, J - 16.9 Hz), 

15 3.92-3.87 (IH, m), 3.08 (3H, s), 2.88-2.79 (3H, m), 2.63-2.49 (2H, m), 2,40 (3H, s). 

Example 11 AO, (TtW<Mll3-dimethYl-tH-pYrazoI-4-Yl)sulfonY])-l-(4-fittorophenvr)-

4.,4a<5<6J^8"hexahydrQ'»lH-pvrazoio[3,4~glisoqamoIitt-4a~vl)(4-methy1pvridip-2'' 

yDmethanone 

10 F 
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F 

[0396] LCMS (Method F, ES-API): RT 2,33 min, m+H = 547.0; IH NMR (400 MHz, 

CDCB): 5 8.44 (IH, d, J = 4.9 Hz), 7.71 - 7.69 (iH, m), 7.59 (1H:, m), 7.46 - 7.41 (2H, m), 7.28 -

7.26 (2.H, m), 7.20 - 7.13 (2H, m), 6.50 (IH, d, J = 2.0 Hz), 5.49 (iH, dd, J = 12.1,2.0 Hz), 4.28 

5 C1H, d, J = 16.9 Hz), 3.85 - 3.76 (4H, ml 2.92 - 2.78 (3H, m), 2.63 - 2.48 (2H, m), 2.40 (3H, s), 

2.27 (3H, s). 

Example 11AR. (R)^6-((2<,3"dlhvdrobeB2o[b)[1.4idioxin-6-'yl)sttlfonyIVl-(4"flttorophenvlV 

4,4a,S»6J.8-hexahydro-iH-mTazoIo[3»4"g|isociiiia.oIi!i-4a-yl)(4-methyIpvridisi-2-

[0397] LCMS (Method F, ES-API): RT 2.60 min, m+H - 587.0; 1T:I NMR (400 MHz, 

CDCB): 5 8.50 (IH, d, J « 4.9 Hz), 7.71 (IH, s), 7.45 - 7.41 (2H, m), 7.28 - 7.26 (2H, m), 7.22 • 

7.13 (4H, m), 6.89 (IH, d, J = 8.5 Hz), 6.46 (IH, d, J = 1.9 Hz), 5.49 (IH, dd, J = 12.2. 1.9 Hz), 

4.31 - 4.25 (5H, m), 3.81 - 3.73 (IH, m), 2.92 - 2.77 (2H, m), 2.68 (IH, d, J = 12.2 Hz), 2.50 -

15 2.39 (5H, m). 

Example HAS. (RW64(3-flMoro^-ftriflttoromethvI)pheftyl)siii{'ot*vI)--1.-(4-fhioroDheaviy 
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F 

F 

[0398] LCMS (Method F, ES-API): RT 3,03 min, m+H = 615.2: IH NMR (400 MHz, 

CDCB): 5 8.4? (11T dd, J = 4.9, 0.3 Hz), 7.69-7.65 (2H, m), 7.58-7.56 (IH, m), 7.48 (IH, br d, J 

= 9.4 Hz), 7.45-7.40 (2H, m), 7.28 (iH„ ddd, J = 4.9, 1.6, 0.7 Hz), 7.26 (IH, s), 7.19-7.13 (2H, 

5 m), 6.49 (IH, d, J = 2.0 Hz), 5.64 (iH, dd, J = 12.5,2.0 Hz), 4.23 (IH, d, J = 16.9 Hz), 3.92-3.88 

(iH, m), 2.91-2.80 (3H, m), 2.69-2.63 (IH, m), 2.55-2,50 (IH, m), 2.39 (3H, s). 

10 [0399] LCMS (Method F, ES-API); RT 2.93 rain, ntf-H - 601.2; IH NMR (400 MHz, 

CDCB): 5 8.64 (I.H, add, J - 4.9, 1.5, 1.1 Hz), 7.87-7.81 (2R m), 7.71-7.67 (IH, m), 7.57 (IH, 

br d, 1 = 8.2 Hz), 7.51-7.47 (2H, m), 7.45-7.40 (2H, m), 7.28 (IH, s), 7.19-7.13 (2H, m), 6.50 

(IH, d, J = 2.0 Hz), 5.59 (IH, dd, J - 12.4, 2.0 Hz), 4.25 (1H, d, J - 16.9 Hz), 3.92-3.87 (IH, m), 

2.91-2.80 (3BL m), 2.67-2.61 (IH, m), 2.55-2.51 (IH, m). 

15 Example 1 1 All. (RV3-((4a^4-ethvlpicolmovD-l-('4-fliiorophejavl)-4a..5»7.8-tetrahydrO"lH-

pvrazoio[3«4-g1isoqmnojBn-6(4H)-vl)suifottyI)beiteonitrile 

F 
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[mm] LCMS (Method F, ES-API): RT 2.79 min, m+H = 568.2; IH NMR (400 MHz, 

CDCB): 6 8.53 (IH, dd, J - 4.9, 0.5 Hz), 7.95 (IH, m), 7.91 (IH, ddd, J = 7.9, 1.9, 1.2 Hz), 7.78 

(1H, ddd, J - 7.9, 1.2, 0.3 Hz), 7.71 -7.70 (1H, m), 7.59 (IH, dt, J - 7.9, 0.5 Hz), 7.45-7.40 (2H, 

5 m),7.33-7.32 (IH, m), 7.27 (III s), 7.19-7.13 (2H, m), 6.49 (IH, d, J - 2.0 Hz), 5.64 (IH, dd, J « 

12.3, 2.0 Hz), 4.25 (IH, d, J - 16.9 Hz), 3.91-3.86 (IB, mk 2,88-2.80 (3H, m), 2.71 (2M, q, j = 

7.7 Hz), 2.63-2.50 (2H, m), 1.27 (3H, t, I == 7.7 Hz). 

F 

[0401] LCMS (Method F, ES-API): RT 2.93 min, m+H = 612.2; IH NMR (400 MHz, 

CDCB): 6 8.51 (IH, dd, J - 4.9, 0.5 Hz), 8.06-8.02 (IH, m), 7.99-7.97 (IH, m), 7.81 (IH, dd, J = 

7.9, 1.2 Hz), 7.67 (I.H, m), 7.48-7.43 (2H, m). 7.29 (IH, s), 7.28-7.27 (IH, m), 7.20-7.14 (2H, 

15 m), 6,53 (IH, d, J = 2.0 Hz), 5.67 (IH, dd, J = 12.3, 2.0 Hz), 4.28 (IH, d, J = 16.9 Hz), 4.06-4.02 

(IH, ra), 3.31 (IH, d, J = 13.0 Hz), 3.12-3.05 (IH, ra), 2.91-2.81 (2H, m), 2.69 (211, q, J = 7.7 

Hz), 2.54-2.50 (IB, ra), 1.26 (3B, t, J = 7.7 Hz). 
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Example HAW. (R)-3-{{l-(4-tlnoropIiegivD-4a-(4-methYlpicoiiiiovl)"4a«S>7«8-fetral?vdro-

ll:I-pyrazoIo['3»4-g|isoaiiiiioIin-6{4M)-vl)siiIfoiivi)beazoic acid 

F 

[0402] LCMS (Method F, ES-API): RT 2.47 min, m+H « 573.0; IH NMR (400 MHz, 

5 CDCB): 8 8.55 (IH., d, J = 5.0 Hz), 8.17 (IH, dt, J = 7.9, 1.2 Hz), 8.07 (IH, t, J == 1.7 Hz), 7.88 

(IH, dt, J - 8.2, 1.2 Hz), 7.70 (IH, 1 J = 7.9 Hz), 7.60 (IH, m), 7.51-7.45 (3H, m), 7.41-7.35 

(3H„ m), 6.63 (IH, s), 5.39 (IH, d, J = 12.2 Hz), 4.13 (IH, d, J = 17.0 Hz), 3.77-3.71 (IH, m), 

2.92-2.84 (2H, m), 2,69-2.44 (3H, m), 2.38 (3H, s). 

Example 11 AX, {E.V(6-((3.5-dimetlByftso^8zoS-4-yl)siilfonvl)-l-f4-fliioroplHasiyi)-4s4a>5,6JJ 

10 faexahydrcHlH-pyrazolof3*4-gKsoqMnoIiB^a~yI)(4-meth>ipyridin-2-'vl)metfaaiione 

/ 
F 

[0463] LCMS (Method F, ES-API): RT 2.79 min, m+H = 548.2; IH NMR (400 MHz, 

CDCB): 8 8.38 (IH, d, J = 4.9 Hz), 7.65-7.64 (IH, m), 7.46-7.41 (2H, m), 7.28-7.26 (IH, m), 

7.25 (IH, s), 7.20-7.14 (2H, m), 6.52 (IH, s), 5.49 (IH, dd, J == 12.6, 2.1 Hz), 4.24 (IH, d, J = 

15 16.9 Hz), 3.95-3.92 (IH, m), 3.04 (IH, d, J= 12.6 Hz), 2.90-2.79 (3H, m), 2.62-2.55 (Hi, m), 

2.53 (3H, s), 2.39 (3H, s), 2.21 (3H, s). 
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s 11 AY. (R )-{6-{Y!-efliv2-l H-pvi *azoI-4-vl)suifonvJ)-l-< 4-fIuorophenvn-4. 4a,5,6.7,8 
hexahvd ro-lH-pvr azolo (3,4-el isoa uino iin-4a-y!){pyridin-2-vl methaiione 

|0404] LCMS (Method F, ES-API): RT 2.28 mm, m+H = 533.0; IH NMR (400 MHz, 

5 CDCB): 6 8.66 (1H, ddd, J - 4.7, 1.7, 0.9 Hz), 7.92 - 7.87 (IH, m), 7.83 (iH, td, I = 7.5, 1.7 Hz), 

7.71 (IH, s), 7.66 (IH, s), 7,48 - 7.41 (3H, m), 7,30 (IH, s), 7.2! - 7.13 (2H, ra), 6.49 (IH, d, J = 

2.0 Hz), 5.46 (IH, dd, J - 12.0, 2.0 Hz), 4.31 (IH, d, J - 16.9 Hz), 4.i7(2H, q, J - 7.3 Hz), 3.80 

- 3.75 (IH, m), 2.95 - 2.77 (2H, m), 2,69 (IH, d, J - 12.0 Hz), 2.52 - 2.40 (2B. m), 1.50 (3H, U 

------ 13 Hz). 

^0 Example 1J AZ. (RH1 -phenvl-6-(Y3-(triflitoromcthvDpheirvl)s«Ifonviy»4.4a«5,6,7«8-

C NJO> q f^jj 

J'0405] LCMS (Method F, ES-API): RT 2.72 min, m+H - 565.0; IH NMR (400 MHz, 

CDCB): 5 8.64 (IH, ddd, J = 4.7, 1.7, 0.9 Hz), 7.94 - 7.78 (5H, m), 7.61 (IH, t, J - 7.8 Hz), 7.50 

5 - 7.45 (5H, m), 7.39 - 7.33 (IH, m), 7.29 (IH, s), 6.56 (IH, d, J - 2.1 Hz), 5.56 (IH, dd, J = J2.3, 

2.1 Hz), 4.25 (IH, d, J - 16.9 Hz), 3.90 - 3.84 (IH, m), 2.92 - 2.78 (3H, m>, 2.58 - 2.48 (2H, m). 

175 



WO 2013/177559 PCT/US2013/042732 

o J \ 
fh \ 

I ji 

[0406] LCMS (Method F, ES-API): RT 2.54 min, m+H - 547.1; IH NMR (400 MHz, 

CDCB): a 8,42 (IH, ci J = 4.9 Hz), 7.70 - 7.68 (IH, m), 7.48 - 7.41 (2H, m), 7.26 - 7.24 (2H, m), 

7.21 - 7.14 (2H, m), 6.52 (IH, d, J - 1.9 Hz), 6.40 (iH, d, J = 0.39 Hz), 5.58 (IH, dd, J = 12.5, 

1.9 Hz), 4.28 (IH, d, 3 = 16.8 Hz), 3.94 - 3.87 (IH, m), 3.84 (3H, s), 3.02 (IH, d, J == 12.5 Hz), 

2.91 - 2.75 (3H, m), 2.60 - 2.53 (IH, m), 2.39 (3H, s), 2.17 (3H, s). 

Example 1IBB. (K)-(M4-flttorophenyI)-6-f(2-(trifluoromethyI)pvridiB-4-vI>sulfonyl)-

4«4a^.6J«8"hexahvdro-lH»pvrazolo[3v4^lisoqttinoKii^a-yl)(4-methylp:vridin-»2-

10 
[0407] LCMS (Method F, ES-API): RT 2.99 min, m+H == 598.2; IH NMR. (400 MHz, 

CDCB): 6 8.83 (IH, d, J « 5.0 Hz), 8.46 (IH, dd, I = 5.0, 0.4 Hz), 7.86 (IH, m), 7.71 (IH, dd, J 

- 5.0, 1.3 Hz), 7.63-7.62 (IH, m), 7.45-7.40 (2H, m), 7.29-7.26 (2H, m), 7.19-7.13 (2H, tn), 6.50 

(IH, d, J = 2,0 Hz), 5,64 (IH, dd, J= 12.6, 2.0 Hz.), 4.20 (IH, d, J= 16.9 Hz), 3.95-3.90 (IH, m), 

2.97 (IH, d, J = 12.6 Hz), 2.88-2.80 (2H, m), 2.77-2.70 (IH, m), 2.57-2.53 (IH, m), 2.39 (3H, s). 

Example UBC. (R)-(i--(4-flMoroohern,I)-'6-((4-{'£nflssorometfsvl)g)vndi?i-2-'yg)sgilfo^vIi-

4<4a3.6Ji^hexahydro-1H-pvrazoioF3,4-glisoQKiiioKn-4a-yi)(4-methy8pvridiHr2-» 
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F 

[0408] LCMS (Method F, ES-API): RT 3,13 min, m+H = 598.2; iH NMR (400 MHz, 

CDCB): 5 8.82 (IH, d, J = 4.9 Hz), 8,50 (iH, dd, J = 4.9, 0.9 Hz), 7.98 (IR m), 7.65-7.62 (2H, 

m), 7.47-7.42 (2H, m), 127-1.26 (2H, m), 7.20-7.14 (2H, m), 6.51 (iH, d, J = 2.0 Hz), 5.78 (IH, 

5 dd, J - 12.9, 2,0 Hz), 4.25 (iH, d, J= 16.9 Hz), 4.07-4.02 (i.H, m), 3.28 (1H, d, J = 12.9 Hz), 

3.02-2.96 (IH, m), 2.92-2.83 (2H, m), 2,54-2.49 (IH, m), 2.38 (3H, s). 

Example 11BI). fR)-fl-(4~&imrGpfaeHyiy6"(Y5"methyMH"pyraz;ol-4~yI)stiIfonyI)-4,4a3,6.7,8" 

hexahYdro-1.B-p¥fa;goioi3,4-gjisocmmoIm-4a~vi){4~metfavimrndm-2-vPii*etjiaftOfte 

i 0 [0409] LCMS (Method F, ES-API): RT 2.54 min, m+H = 533.2; I.H NMR (400 MHz, 

CDCB): 8 8.45 (IH, d, J = 4.9 Hz), 7.74 (IH, s), 7.71-7.70 (IH, m), 7.46-7.41 (2H, m), 7.28 

(IH, s) 7.26-7.25 (2H, m), 7.20-7.i 4 (2H, m), 6.49 (iH, d, J = 2.0 Hz), 5.52 (1H, dd, J = 12.0, 

2.0 Hz), 4.27 (1H, d, J - 16.9 Hz), 3.84-3,81 (IH, ra), 2.91-2.78 (3H, ra), 2.60-2.49 (2H, m), 

2.39 (6H, s). 

15 Example 11 EE. QR)~n-(4»f8aorophenvI)"6"('(2"(trifl«oromethYl)pvridia«4~yI)sii1fonv!IV 

4<4a^5<6>7<8-hexaf8vdro-lH--pvrazolof3s4~glisoqiiiwoliit-4a"Vl')('pvridia"2"Vl)melhanoiie 

F 
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F 
104101 LCMS (Method F, ES-APi): RT 3.07 min, m+H - 584.2; IH NMR (400 MHz, 

CDCB): 5 8.86 (IH, d, J = 5.0 Hz), 8.64 (IH, dt, J" = 5.0, 1.6 Hz), 7.87 (IH, m), 7.85-7.83 (2H, 

m), 7.72 (IH, dd, J « 5.0- 1.3 Hz), 7.52-7.46 (IH, m), 7.45-7.40 (2H, m), 7.28 (IH, s), 7.20-7.14 

5 (2H, m), 6.51 (1H, d, J -2.0 Hz), 5.61 (lH,dd,J = 12.5,2.1 Hz), 4.22 (IH, d,J= 16.9 Hz), 

3.94-3.90 (IH, m), 2.94 (IH, d, J « 12.5 Hz), 2.90-2.80 (2H, m), 2.73-2.66 (IH, m), 2.57-2.53 

(IH, m). 

[041.1] LCMS (Method F, ES-API): RT 3.39 min, m+H 616.8; IH NMR (400 MHz, CDCB): 

8 8.60-8.58 (IH, m), 7.97 (IH, d, J - 2.1 Hz), 7.85-7.80 (2H, m), 7.76 (IH, dd, J" = 8.4,2.1 Hz). 

7.52 (IH, d, J - 8.5 Hz), 7.48-7.40 (3H,m), 7.27 (IH, m), 7.19-7.13 (2H, m), 6.50(IB, d, J - 2.1 

Hz), 5.54 (IH, dd, J = 12.6,2.0 Hz), 4.22 (IH, d, J - 16.9 Hz), 3,93-3.88 (IH, m), 2.90-2.80 (3H, 

15 m), 2.68-2.61 (IH, m), 2.56-2.51 (IH, m). 

10 F 

mdin-2~vI>methanone 
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[0412] LCMS (Method F, ES-API): RT 2.81 min, m+H 563.0; IH NMR (400 MHz, CDCB): 6 

8.64 (IB, ddd, J - 4.7, 1.8, 0.9 Hz), 7.91 - 7.87 (IH, m), 7.83 (IH, td, J - 7,4, 1.7 Hz), 7.64 (IH, 

d, J- 1.8 Hz), 7.50- 7.40 (4H, in), 7.31 (IH, s), 7.29 (1H, s), 7.20 - 7.12 (2H, m), 6.48 (IH, d, J 

5 - 2.1 Hz), 5.52 (IH, dd, J - 12.2, 2.1 Hz), 4.29 (1H, d, I - 16.9 Hz), 3.86 - 3,82 (IH, m), 2.92 -

2.70 (3H, m), 2.54 - 2.47 (2H, m), 2.40 (3H, s). 

10 [0413| LCMS (Method F, ES-API): RT 2.11 min, m+H - 619.9; IH NMR (400 MHz, 

CDCB): 5 8.14 (IH, d, J - 5.0 Hz), 7.69-7.59 (2H, m), 7.46 (IH, s), 7.40-7.35 (3H, m), 7.21-

7.15 (2H,m), 6.50(IH, dd, J = 5.2, 1.2 Hz), 6.39 (2H. d,J- 14.0 Hz), 4.56 (IH, dd, J = 11.4, 1.6 

Hz), 3.88-3.87 (IH, m), 3.36-3.30 (5H, m), 2.70 (IH, d, J - 16.9 Hz), 2.48-2.36 (4H, m), 1.97-

1.89 (4H, m). 
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nV %? 
N-

LCMS (Method F, ES-API): RT 2,42 min, m+H = 587.0; IH NMR. (400 MHz, 

CDCB): 8 8.89 (IH, d, J = 5.0 Hz), 8.14 (Hi, m), 7.70-7.68 (iH, m), 7.47-7.42 (2H, m), 7.39 

(IH, d,J = 2.3 Hz), 7.31 (IH, s), 7.21-7.15 (2H, m), 6.57 (IH, d, J = 2.2 Hz), 6.52 (IH, d, J - 2,1 

5 Hz), 5.56 (IH, dd, J = 12.6, 2,1 Hz), 4.24 (IH, d, J = 16.9 Hz), 3.96 (3H, s), 3.89-3.85 (IH, m), 

2.96 (IH, d, J = 16.9 Hz), 2.93 (IH, d, J = 12.4 Hz), 2.88-2.79 (iH, m), 2.68-2.61 (IH, m), 2.51-

2.47 (IE m). 

yl)foyridin-2-yI)methanone 

15 

i ij 

o O 

115] LCMS (Method F, ES-API): RT 2.15 min, m+H = 519.0; IH NMR (400 MHz, 

CDCB): 8 8.67 (IH, ddd, S- 4.7, 1.7, 0.9 Hz), 7.91-7.88 (IR m), 7.85-7.81 (IH, m), 7.48-7.42 

(3H, m), 7.38 (IH, d, J" = 2.2 Hz), 7.31 (IH, s), 7.20-7.14 (2H, m), 6.58 (IR d, J = 2.2 Hz), 6.50 

(IH, d, J = 2.1 Hz), 5.54 (IH, dd, J" = 12.5,2.0 Hz), 4.34 (iH, d, J = 16.9 Hz), 3.95 (3H, s), 3.88-

3.84 (IH, m)„ 2.94 (IH, d, J = 16.9 Hz), 2.91 (IH, d, J = 12.4 Hz), 2.88-2.79 (IH, m), 2.67-2.60 

(IH, m), 2.50-2.45 (IH, m). 
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Example 11BK. (Ryfl-f4-flaorophenyl)-6-((5-methvMH-pvrazol^v0siitfonvI> 

5 [0416] LCMS (Method F, ES-API): RT 236 min, m+H = 587.0; IH NMR (400 MHz, 

CDCB): 6 8.83 (IH, d, J = 4.9 Hz), 8.1.4-8.13 (IH, m), 7.73 (IH, s), 7.68(1 FT, 4d,J = 4.9, 1.1 

Hz), 7.46-7.41 (2H, m), 7.29 (IH, s), 7.20-7.14 (2H, m), 6.51 (IH, d, J = 2.1 Hz), 5.45 (IH, dd, J 

- 12.3, 2.0 Hz), 4.19 (IH, d, J = 16.9 Hz), 3.85-3.80 (IH, m), 2.93 (IH, d, J = 16.9 Hz), 2.86-

2.78 (21::!, m), 2,59-2.50 (2H, m), 238 (3H, s). 

10 Example 11BL. fR)-3~((l-(4-f1iH>ror>hem,i)~4a~f4-(tnflijoromerhyl)picoli?H>yl)-4a^5w'J-

tetrahvdro-lH-pvrazolor3«4-g]isoq«inolin-(K4Hyv1)suifottvl)benzoni£rile 

[0417] LCMS (Method F, ES-API): RT 2.68 min, m+H == 608.0; IH NMR (400 MHz, 

CDCB): 5 8.90 (IH, d, J « 5.0 Hz), 8.13 (IH, m), 7.98 (IH, m), 7.91-7.89 (IH, m), 7.84-7.83 

15 (IH, m), 7.74 (IH, dd, J~ 5.0, 0.9 Hz), 7.65-7.61 (IH, m), 7.45-7.40 (2H, m), 7.29 (IH, s), 7.20-

7.14 (2H, m), 6.51 (IH, d, j - 2.0 Hz), 5.53 (IH, dd, J - 12.3, 2.0 Hz), 4.18 (IH, d, J « 16.9 Hz), 

3.91-3.87 (IH, m), 2.90 (IH, d, j - 16.9 Hz), 2.88-2.77 (2H, ra), 2.58-2.51 (2H, m). 

F 

F 
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Example 11BM. 

[0418] LCMS (Method F, ES-API): RT 2.55 min, m+H = 587,0; iH NMR (400 MHz, 

CDCB): 6 8.81 (IH, d, J = 4.9 Hz), 8.12 (IH, m), 7,70-7.69 (1H, m), 7.47-7.41 (2Ht m), 7.35 

(IH, ci J- 2,1 Hz), 7.28 (IH, s), 7.21-7.15 (2H, m). 6.62 (IH, d, J = 2.1 Hz), 6.54 (iH, d, J = 2.0 

Hz), 5.50 (IH, dd, J - 12.4, 2.0 Hz), 4.18 (IH, d, J = 16.9 Hz), 3.95 (3H, s), 3.94-3.90 (1H. m), 

3.02 (IH, d, J = 12,6 Hz), 2.92 (1H, d, J = 16.9 Hz), 2.86-2,74 (2H, m), 2.60-2.55 (IH, m). 

0 Example 11BN. •azoM-vi 

jisoqmnos a~y 

10419) LCMS (Method F, ES-APi): RT 2.44 min, m+H - 601.2; iH NMR (400 MHz, 

CDCI3): 8 8.84 (1H, d, J = 4.9 Hz), 8.13 (iH, br s), 7.69 (IH, dd, J" •= 4.9, 1.0 Hz), 7.6! (1H, s), 

7.47-7.4! (2H, m), 7.28 (IH, s), 7.20-7.14 (2H, m), 6.51 (IH, d, J = 2.0 Hz), 5.46 (IH, dd, J -
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12.3, 1.9 Hz), 4.16 (1H, d, J - 16.9 Hz), 3.85-3.79 (IH, m), 3.71 (3H, s), 2.92 (IH, d, J - 16.9 

Hz), 2.87-2.76 (2H, m), 2.58-2.50 (2H, m), 2.34 (3H, s). 

Example 11BO. {llH6^(iH-PYrazQl-4-vI)8ttlfoiivl)-l-(4-fhioroplienvl)-4%4a«5,6.7«8-

F 

[0420] LCMS (Method F, ES-API): RT 2.28 min, m+H = 573.2; IH NMR (400 MHz, 

CDCB); 5 11,0 (IH, br s), 8.86 (IH, d, J - 4.9 Hz), 8,15 (iH, m), 7.83 (2H, s), 7.71-7.69 (IH, 

m\ 7.46-7,41 (2H, m), 7.3! (IH, s), 7.20-7.14 (2H, m), 6.50 (iH, d, .1 - 2.0 Hz). 5.44 (IH, dd, J 

10 -12.1,2.0 Hz), 4.20 (IH, d, J = 16.9 Hz), 3.82-3.78 (lH,m), 2.92 (IH, d, J= 16.9 Hz), 2.87-

2.78 (IH, m), 2.67 (IH, d, J- 12.2 Hz), 2.52-2.40 (2R m). 

Example I IBP, (R)-d-f4~fl«oropfaenvD~6~(n-»mcthvt-3~(trifi,aoromethvI)-tH~ovra5gog-4-

yl)sttifonylM«4a,5»6<7JM>exahydro-lH-pvra;i!»lo[3,4-gjisoqaiaoKn-4a-yl)(pyridifl-2-

15 F 
[0421] LCMS (Method F, ES-API): RT 2.47 min, m+H 587.0; IH NMR (400 MHz, CDC13): 5 

8.61 (i H, ddd, J = 4.8, i .7, 0.9 Hz), 7.90 - 7.80 (2H, m), 7.74 (IB, s), 7.48 - 7.42 (3H, m), 7.28 

(IH, s), 7.21 - 7.14 (2H, ra), 6.5 J. (IH, d, J = 2.0 Hz). 5.50 (IH, dd, J = 12.6, 2.0 Hz), 4.26 (IH, 
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d, J - 16.8 Hz), 3.92 (3H, s)? 3.89 - 3.85 (IH, m), 2.98 (111 d, J « 12.6 Hz), 2.90 (IH, d, J - 16.8 

Hz), 2.86 - 2.68 (2H, ra), 2.56 - 2.46 (IH, m). 

Example 11BO. (RH'l-f4-ilisoroi>iieBvI)-6-f(3,4»5-trifliiorQi>lieiivI)siiifonvI}-4.4a,§,6J,8-

hesahvdro-4HHPYrazolol3.,4-gIisoqiiinolin-4a-yl)(4-(trifliioromethvI)pvridin-2-

5 vt)metlianone 

F 

[0422] LCMS (Method F, ES-API): RT 2.85 mm, m+H = 637.2; I.H NMR (400 MHz, 

CDCB): 6 8.87 (IH, d, J = 4,9 Hz), 8.14 (IH, br s), 7.72 (iH, dd, J = 4.9, 1.0 Hz), 7.46-7.41 (2H, 

m), 7.37-7.31 (2H, m), 7.29 (IH, s), 7.20-7.15 (2H, ra), 6.52 (IH, d, J = 2.1 Hz), 5.50 (IH, dd, J 

0 =12.3, 2.1 Hz), 4.17 (I.H, d, J = 16.9 Hz), 3.88-3.83 (lH,m),2.91 (IH, d,J= 16.9 Hz), 2,88-

2.78 (2am), 2.61-2.51 (2H, m). 

Example 11 BR, (R)«(j-(4~chloropbeiivf)"6"('(1-methvI"1H-»pvrazol-3-vl)s«1fonv1')" 

4,4a3<6w*8~he%a§mlr®~lH~f>yra2o]io[3,4~g1iso<im8ieIigM3~yi)(4-<tnfls8erome£foyl)pyridiii-2-

15 CI 
[0423} . LCMS (Method F, ES-API): RT 2.60 mill, m+H = 603.2; IH NMR (400 MHz, 

CDCB): 6 8.88 (IH, d, J = 4.9 Hz), 8,14 (IH, br s), 7.68 (1H, dd, 1 = 4.9, 1.0 Hz), 7.47-7.41 (4H, 
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m), 738 (IH, d, J - 2.3 Hz), 732 (IH, s), 6.56 (1H, d, J - 2.3 Hz), 6.55 (IH, d, J - 2.0 Hz), 5.55 

(IH, dd, J - 12.5, 2.0 Hz), 4.23 (IH, d, J = 16.9 Hz), 3.96 (31:1, s), 3.89-3.85 (IH, ra), 2.95 (IH, 

d, J = 16.9 Hz), 2.94 (IH, d, J = 12.5 Hz), 2.89-2.80 (IH, m), 2.69-2.63 (IH, m), 2.51-2.47 (IH, 

m). 

F 

[0424] LCMS (Method F, ES-API): RT 2.25 min, m+H = 505.0; 1H NMR (400 MHz, 

CDCB): S 11.12 (IH, hr. s), 8.65 (IH, ddd, J = 4.7, 1.6, 1.0 Hz), 8.36 (IH, d, J = 0.6 Hz), 7.88 -

10 7.81 (2H, m), 7.78 (IH, d, J -0.6 Hz), 7.5? - 7.39 (3H, ra), 731 (IB, s), 7.20 - 7.13 <2H, m), 

6.50 (IH, d, J - 2.0Hz), 5.50 (1H, dd, I = 12.i, 2.0 Hz), 4.24 (IR d, J = 17.0 Hz), 3.86 - 3.78 

(IH, ra), 2.91 (IB, d, 1 - 17.0 Hz), 2,86 - 2.74 (2H, ra), 2.64 - 2.45 (2H, m). 

i 

F3C 

[0425] LCMS (Method F, ES-API); RT 2.48 min, m+H « 569.0; IH "NMR (400 MHz, 

CDCB): 5 8.67 (IH, ddd, j = 4.8,1.8, 0.9 Hz), 7.89 (IH, dt J = 7.9,1.4 Hz), 7.83 (IH, td, J = 

7.6, 1.8 Hz), 7.74 (2H, d, J = 8.4 Hz), 7,63 (2H, d, J-8.4 Hz), 7.46 (IH, ddd, J = 7.6, 4.8, I A 

Hz), 738 (IH, d, J = 2.3 Hz), 7.37 (IH, s), 6.59 (iH, br. d, J = 2.3 Hz), 6.58 (IH, br. d, J = 2.3 
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Hz), 5.53 (IH, dd, J - 12.5,2.0 Hz), 4.37 (IH, d, J « 17.1 Hz), 3.96 (3H, s), 3.87 (IH, ddt, J -

8.5, 4.1,2.0 Hz), 2.98 - 2.80 (3H, m), 2.66 (IH, ddd, J = 12.6,11.1, 3.5 Hz), 2.53 - 2.44 (IH, m). 

10 -

10426] LCMS {Method F, ES-API): RT 2.76 min, m+H. - 556.9; IH NMR (400 MHz, 

CDCB): 5 8.87 (IH, 4 J - 2.2 Hz), 8.24 (IH, d, J - 2.2 Hz), 7.56 - 7.46 (2H, m), 7.46 - 7.39 

(2H, m), 7.29 - 7.23 (2H, m), 7.19 - 7.12 (2H, m), 6.52 (IH, d, J - 2.1 Hz), 5.45 (IH, dd, J = 

12.4, 2.1 Hz), 4.15 (1H, d, J = 17.0 Hz), 3.89 - 3.84 (IH, m), 2.92 - 2.80 (2B, m), 2.73 (IH, d, J 

12.5 Hz), 2.57 - 2.50 (2H, m). 

(4-fliiorophenvl)-

15 [0427] LCMS (Method F, ES-API): RT 2.28 min, m+H = 601.1; III NMR (400 MHz, 

CDCB); 8 8.87 (IH, d, 1 - 5.0 Hz), 8.15-8.11 (IH, m), 7.70 - 7.65 (IH, m), 7.49 - 7.40 (2H, m), 

7.30 (IH, s), 7.21 - 7,14 (2H, m), 6.51. (IH, d, 1 = 2,1 Hz), 5.54 (IH, dd, J = 12,6, 2.1 Hz), 4.23 

(IH, d, J= 17.2 Hz), 3.83 (IH, ddt, J - 8.5, 4.0, 2,1 Hz), 3.58 (3H, s), 2.99 (IH, d, J = 12.6 Hz), 
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2.97 (IH, d, J = 17.2 Hz), 2.82 (IH, tdd, J = 14.8, 5.9,2.4 Hz), 2.70 2.61 (IH, m), 2.47 - 2.43 

(IH, m), 2.37 (3H, s). 

Example 11BW. fRH6-(fl,2^imethvl-lH4midazol-5-yi)sutfoiivlM-(4-fluoropheirvl)-

/ 
F 

[0428] LCMS (Method F, ES-API): RT 2.20 min, m+H = 601.0; iH NMR (400 MHz, 

CDCB): § 8.76 (IH, d, J = 5.0 Hz), 8.04 (iH, s), 7.72 - 7.65 (IH, m), 7.45 - 7.41 (3H, m), 7.24 

(IH, s), 7.22 - 7.13 (2H, m):, 6.55 (iH, s), 5.60 (iH, dd, 1 - 12.9, 2.0 Hz), 4.08 (IH, <1,3 = 16.9 

iO Hz), 4.0i - 3.96 (1H„ m), 3.40 (3H, s), 3.12 (IH, d, S= 13.0 Hz), 2.96 - 2.82 (3HS m), 2.69 - 2.59 

(lH,m), 2.12 (3H„ s). 

Example HEX. (RHl-(4-fliiorophenyl)-6^(l-methvMH-imidazol-2-vr)siilfoi3yiy 

4v4a,5.6J.8-hexahydro-lH-pvrazoIo[3,4-glisoqHmoIiii-4a--yI)(4-('trifhioromethyl)pyridin-2--

[0429] LCMS (Method F, ES-API): RT 2.49 min, m+H = 587.0; I.H NMR (400 MHz, 

CDCB): 5 8.83 (IH, d, J = 5.0 Hz), 8.15 - 8.13 (IH, m), 7.70 - 7.64 (IH, m), 7.51 - 7.42 (2.R m), 
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730 (IH, s), 7.23 - 7.14 (2H, m), 7.00 (1H, d, J = 1.1 Hz), 6.90 (IB, d, J = 1.1 Hz), 6.57 (iH, d, J 

= 2.1 Hz), 5.60 (IH, dd, J = 13.0,2.1 Hz), 4.24(111 d,J = 17.0 Hz), 3.93 (IH, ddt, J" - 9.2, 4.2, 

2.1 Hz), 3.80 (3H, s), 3.57 (IH, d, J = 13.1 Hz), 3.28 - 3.15 (IH, m), 3.01 (IH, d, J = 17,0 Hz), 

2.87 (IH, dddd, J - 15.1, 12.6, 6.1, 2.4 Hz), 2.58 - 2.51 (IB, m). 

vBrnefisasioae 

[0430] LCMS (Method F, ES-API): RT 2.34 min, m+H-601.1; IH NMR (400 MHz, 

CDCB): 5 8.87 (IH, d, J = 4.9 Hz), 8.14 (IH, m), 7.67 (IH, dd, J == 4.9, 1.0 Hz), 7.49 (IH, d, J = 

1.4 Hz), 7.47-7.42 (2H, m), 7,40 (IH, d, j = 1.4 Hz), 7.30 (IH, s), 7.20-7.14 (2H, m), 6.51 (IH, 

d, J = 2.1 Hz), 5.58 (IH, dd, J = 12.4, 2.1 Hz), 4.24 (IH, d, J = 16.9 Hz), 4.02 (2H, q, J = 7.4 Hz), 

3.88-3,83 (IH, m), 3.03 (IH, d, J = 12.4 Hz), 2.96 (IH, d, J « 16.9 Hz), 2.87-2.78 (IH, m), 2.72-

2.65 (IH, m), 2.50-2.46 (IH, m), 1.49 (3H, t, J = 7.4 Hz). 
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S-

N 

F 

[0431J LCMS (Method F, ES-API): RT 2.34 min, m+H = 539.0; IH NMR (400 MHz, 

CDCB): 5 8.89 (IH, d, J = 2.2 Hz), 8.26 (iH, d, J = 2.2 Hz), 7.73 (IH, s), 7.67 (IH, d, J = 0.7 

Hz), 7.48 - 7.39 (2H, m), 7.30 (IH, s), 7.21 - 7.12 (2H, m), 6.52 (IH, d, J = 2.2 Hz), 5.42 (IH, 

5 dd, J= 12.1, 2.2 Hz), 4.25-4.13 (3H, m), 3.80 (IH, ddt, J = 10.5,6.4, 2.0 Hz), 2.94- 2.81 (2H, 

m), 2.63 (IH, dj= 12.1 Hz), 2.55 - 2.38 (2H, ni), 1.52 (3H, t, j = 7.3 Hz). 

Example 11.CA, (RV(l-(4-flttorophepvIHMTl-propyI-lH--p\Tazol--4--vl)siiIfoiivrM«4a.5«6..7J 

faexahvdro-lM-pyTazolof3*4--giisoqiiinolm-4a-vI)('pvridin-2--vl)iiietbaBone 

10 [0432[ LCMS (Method F, ES-API): RT 2.36 mm, m+H - 547.2; IH NMR (400 MHz, 

CDCB): 5 8.66 (IH, dq, J = 4.8, 0.8 Hz), 7.90 (IH, dt, J = 8.0,1.2 Hz), 7.84 (IH, td, J = 7.6, ! .6 

Hz), 7.68 (2H, dd, J = 14.0, 0.8), 7.49-7.42 (3H, m), 7.30 (IH, s), 7.19-7.14 (2H, m), 6.49 (IH, d, 

J = 2.0 Hz), 5.46 (IH, dd, J = 12.0,2.0 Hz), 4.32 (IH, d, J = 16.8 Hz), 4.07 (2H, t, J = 7.0 Hz), 

3.79-3.75 (iH, m), 2.91 (IH, d, j « 16.8 Hz), 2.88-2.80 (IH, m), 2.67 (IH, d, j = 12.0 Hz), 2.50-

1.5 2.39 (2H, m), 1.89 (2H, sex, J = 7.6 Hz), 0.91 (3H, t, J - 7.6 Hz). 

Example 11CB. {T£)-(l-(4-fliiorophenyl)^!M(I<2-metiioxvethy])-lH-pyrazol-4-yl)sulfoByi)-

4,4a3*6/7»8-hexahydro-lH--pvrazoIor3,4--g'|isoqiimollin-4a--yl)(pyridiii-2-yI)metlianone 

F 
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F 

1.0433) LCMS (Method F, ES-API): RT 2.19 min, m+H - 563.3; IH NMR (400 MHz, 

CDCB): 5 8.67 (1H. d, J = 4.9, 1.7, 0.9 Hz), 7.92-7.89 (IH, m), 7.84 (IH, dt, J - 7.5,1.7 Hz), 

7.81 (IH, s), 7.66 (iH, d,J = 0.5 Hz), 7.49-7.42 (3H, ra), 7.31 (IH, s), 7.19-7.13 (2H, m), 6.49 

5 (IH, d, J = 2.1 Hz), 5.46 (IH, dd, J = 12.1,2.1 Hz), 4.32 (IH, d, J = 16.9 Hz), 4.28 (2H, dd, J = 

4.9 Hz), 3.79-3.75 (IH, m), 3.71 (2H, dd, J -4.9 Hz), 3.32 (3H, s), 2.91 (IH, d, J = 16.9 Hz), 

2.88-2.78 (IB, m), 2.66 (IH, d, J = 12.0 Hz), 2.51-2.39 (2H, m). 

Example llCC. fllH6-<(3,4-dichlorophenvl)siilfoiiviM-(4-guoropheiivlM»4a.t5.6.7..8-

10434] LCMS (Method F, ES-API): RT 2.52 min, m+H = 586.1; IH NMR (400 MHz, 

CDCB): 6 7.88 (IH, s), 7.87 (IH, d, J = 1.8 Hz), 7.84 (IH, d, J = 0.5 Hz), 7.63-7.58 (2H, m), 

7.46-7.41 (2H, m), 7.35 (IH, s), 7.22-7.16 (2H, m), 6.50 (IH, s), 4.55 (IH, dd, J =11.4,1.7 Hz), 

3.89 (3H, s), 3.89-3.82 (IH, m), 3.29 (IH, d, I =17.2 Hz), 2.76 (IH, d, J = 17.2 Hz), 2.62-2.45 

15 (3H,m), 2.42-2.37 (IH,m). 

Example 11 CP. (R)-{"1-(4-fli!oropIieiivi)"6-({'l-isoi}ropvi-lB-pyrazol-4-y1)suIfoiivl)-

\ 

10 F 
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[0435} LCMS (Method F, ES-APi): RT 2.41 min, m+H = 547.1; IH NMR (400 MHz, 

CDCB): 8 8.67 (IH, ddd, J - 4.8, 1.8, 0.9 Hz), 7.90 (IH, ddd, J - 7.9, 1.3, 0.9 Hz), 7.84 (IH, td, 

J - 7.5, 1.8 Hz), 7.73 (IH, s). 7.66 (IH, d, J - 0.7 Hz), 7.52 - 7.41 (3H, m), 7.30 (I H, s), 7.21 -

7.12 (2H, m), 6.50 (IH, d, J = 2.1 Hz), 5.47 (lH,dd,J"= 12.0,2.1 Hz), 4.49 (IH, hept, J -6.9 

Hz), 4.32 (1H, d, J - 17.0 Hz), 3.80 - 3.74 (1H, m), 2.93 (IH, d, J = 17.0 Hz), 2.88 - 2.79 (IH, 

in). ,d,J= 12.0 Hz), 2.58- l, m), 1.52 (6R, d, J - 6.9 Hz). 

(R)-(l -(4-fluorophenyl)~6- | 
((2-methyl-2H-1,2,3-triazol-1 
4-yl)sulfonyl)-4,4a,5,6,7,8- j 

hexahydro-lH- | 
pyrazoJo[3,4-g]isoquinolin-1 

4a-yl)(4- | _J 
(trifluoromethyl)pyridin-2- j 

yl)methanonc 

N' Y° I-'0 M 

r>sr 
V; 3 

(R)-(l-(4-fluorophenyi)-6~ 
((1-mefhy 1-1H-1,2 j4riazo!~ 
5-yl )s'ulfonyl )-4,4a,5,6,7,8-

hexahydro-lH-
pyrazolo[3,4-g]isoquinoim-

4a»yl)(4-
(trifluoromethyl)pyridin-2-

yl)methanone 

Os P ' r \w> / 

191 



WO 2013/177559 PCT/US2013/042732 

OF-

11CG 

(R)-(l -(4-fruorophenyl)-6-
((1 -methyl-1H- i ,2.>triazo1-
4-yl)su! fonyl)-4,4a,5,6,7,8-

hexahydro-1 H-
pyrazolo[3,4-g]isoqumolin~ 

4a~yl)(4-
(trifluoromethyl )pyridin-2-

yl)methanone 

N 

F 

[0436| Prepared from Preparation 1 of Intermediate 89. LCMS (Method F, ES-API): RT 2.55 

min, m-M-I - 588.0; IH NMR (400 MHz, CDCB): 5 8.89 (IH, dt, J - 5.0, 0.8 Hz), 8.15- 8.13 

(IH, m), 7.81 (IH, s), 7.70 (IH, ddd, J - 5.1, 1.7, 0.8 Hz), 7.48 - 7.42 (2H, ra), 7.30 (IH, s), 7.22 

5 - 7.13 (2H, m), 6.54 (IH, d, J - 2.2 Hz), 5.59 (IH, dd, I- 12.7, 2.2 Hz), 4.25 (3H, s), 4.22 (IH, 

d, I- 17.0 Hz), 3.90 (Hi ddt, J - 10.6, 6.0, 2.0 Hz), 2.99 (IH, d, J - 12.7 Hz), 2.95 (IH, d, J -

17.0 Hz), 2.84 (IH, tdd, J - 12.7, 5.9, 3.0 Hz), 2.74 - 2.67 (1H, m), 2.52 (1H, br. dt, J - 14.6, 2.7 

[0437) Prepared from Preparation 2 of Intermediate 89. LCMS (Method F, ES-API): RT 2.50 

10 min, m+H -588.2; IH NMR (400 MHz, CDCB); 6 8.80 (IH, (13------ 4,9 Hz), 8.11 (IB, m), 7.91 

(IH, s), 7.73-7.71 (IH, m), 7.47-7.41 (2H, m), 7.28 (IB, s), 7.21-7.16 (2H, m), 6.56 (IH, a), 5.51 

(IK dd, J = 12.7, 2.1 Hz), 4.13 (IH, d, J = 16.9 Hz), 4.11 (3H, s), 4.01-3.93 (IH, m), 3.09 (IH, 

d, I - 12.7 Hz), 2.92 (IH, d, J - 16.9 Hz), 2.87-2.81 (2H, m), 2.65-2.60 (IH, m). 

[0438| Prepared from Preparation 3 of Intermediate 89. LCMS (Method F, ES-API): RT 2.41 

15 min, m+H = 588.2; IH NMR (400 MHz, CDCB): 5 8.87 (IH, d, J = 4.9 Hz), 8.15 (IH, m), 7.89 

(IH, s), 7.70-7.69 (IH, m), 7.48-7.43 (2H, m), 7.31 (IH, s), 7.21-7.15 (2H, m), 6.54 (IH, s), 5.61 

(IH, dd, J" = 12.5, 2.0 Hz), 4.23 (IH, d, J - 16.9 Hz), 4.15 (3H, s), 3.95-3.87 (IH, m), 3.14 (IH, 

d, J - 12.5 Hz), 2.96 (IH, d, J - 16.9 Hz), 2.88-2.78 (2K m), 2.57-2.48 (IH, m). 

Examples 11CM, ilCI &ml 11CJ. 
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nee 

(R)-(6-((2-ethyl-2H-l ,2,3-
triazol-4-yl)suifonyl)-! -(4-
fluorophenyl)-4,4a,5.6,7,8-

hexahydro-lH-
pyrazok)[3,4-g]isoquinoiin-

4a~vl)(pyridm-2-
yj)methanone 

sV %o 
Ssl X 

0 J 
r 

11CS 

(R)-(6~(( 1 -ethyl-1H-1,2,3-
triazol-5-yi)sulfonyl)-1 -(4-
fluorophenyl)-4,4a,5,6,7,8-

hexahydro-1 H-
py razolo [ 3,4-g] isoquino lin-

4a-yl)(pyridin-2-
yi)methanone 

n X /O o o \ 

N |i j 1 ,N 
U 

0 
F 

UCJ 

(R)-(6-((1 -ethyl- 3.H-1,2,3-
triazo]-4-y1.)su].fonyi)-l-(4~ 
f]uorophenyl)-4,4a,5,6,7,8-

hexahydro-IH-
pyrazo lo [ 3,4- gjisoquinolin-

4a-yl)(pyridin-2-
yl)methanone 

n VV 
cT I j T> 

k-|\j 

r\ > 
V 
F 

[0439] Prepared from Preparation i of Intermediate 90. LCMS (Method F, ES-API): RT 2.44 

min, m+H = 534.0; IH NMR (400 MHz, CDCB): 8 8.68 (1H, ddd, J = 4.8, 1.7, 0.9 Hz), 7.88 

(IH, ddd, J = 7.9, 1.7, 0.9 Hz), 7.84 (IH, td, J = 7.4, 1.7 Hz), 7.80 (IH, s), 7.51 - 7.40 (3H, m), 

5 7.31 (J.H, s), 7.22 - 7.12 (2H, m), 6.51 (1H, d, J = 2.1 Hz), 5.61 (iH, dd, J - 12.7, 2.1 Hz), 4.51 

(2H, q, J - 7.3 Hz),4.32 (iH, d, J = 17.0 Hz), 3.90(I.H, ddt J=ii.0, 6.0, 2.0Hz), 3.00 - 2.90 

(2H, ml 2.84 (IH, tdd, J - 12,7, 6.0, 3.0 Hz), 2.70 (IH, ddd, .1 === 12.7, 11.0, 3.3 Hz), 2.50 (IH, 

dt J = 14.3, 3.0 Hz), 1. .59 (3H, t J = 7.3 Hz). 

[0440] Prepared from Preparation 2 of Intermediate 90. LCMS (Method F, ES-API): RT 2.42 

10 min, m+H = 534.1; IH NMR (400 MHz, CDCB): 5 8.61 - 8.55 (IH, m), 7.88 (IH, s), 7.86 - 7.79 

(2H, m), 7.52 - 7.40 (3H, m), 7.27 (lH,br. s), 7.22 - 7.13 (2H, m), 6.54(iH,br. s), 5.62 (IH, dd, 
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J - 12.6, 2.0 Hz), 4.50 - 436 (2H, m), 4.21 (IH, d, J - 16.9 Hz), 3.98 - 3.89 (IH, m), 3.13 (IH, 

d, J » 12.7 Hz), 2.96 - 2.76 (3H, m), 2.64 - 2.56 (IH, m), 1.51 (3H, t J - 7.3 Hz). 

[0441] Prepared from Preparation 3 of Intermediate 90. LCMS (Method F, ES-API): RT 2.32 

min, m+H - 534.1; IH NMR (400 MHz, CDC13): 8 8.66 (IH, ddd, J = 4.8, 1.8, 0.9 Hz), 7.92 -

5 7.87 (2H, m), 7.83 (IH, td, J = 7.7, 1.8 Hz), 7.49 - 7.40 (3H, m), 7.30 (IH, s), 7.21 - 7.12 (2H, 

m), 6.51 (IH, br. s), 5.59 (IR dd J = 12.6,2.1 Hz), 4.45 (2H, q, J = 7.4 Hz), 4.31 (IH, d, J -

16.9 Hz), 3.98 - 3.87 (IH, m), 3.14 (IH, d, J - 12.6 Hz), 2.94 (IH, d, J - 16.9 Hz), 2.87 - 2.78 

(2H, m), 2.56 - 2.44 (IH, m), L59 (3H, t J = 7.4 Hz). 

Examples 11CIC liCL a»d 11CM. 

11CK 

(R)-(6-((2-cthyl-2H-1,2,3-
triazol-4-yl)sulfonyl)-1 ~(4~ 
fluorophenyl)-4,4a,5,6,7,8-

hexakydro-lH-
pyrazolo[3,4-g]isoquinolin-

4a-yl)(4-
(trifluoromethyl)pyridin-2-

yijmethanone 

CF3 

W %o 
N i A \ u 

0 
F 

11. CX-

j 

(RV(6-((l-ethyl-lH-l,2,3-
triazol-5-y!)sulfonyl)-l-(4-
fluorophcnyI)-4,4a,5,6,7,8-

hexahydro-lH-
pyrazolo[3,4-g]isoquinolin-

4a-yJ)(4-
(trifluoromethyl)pyridin-2-

yi)methaDonc 

CF3 

Vv° V* ^ 
H ij j | ,N 

F 
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CF3 

(R)-(6-((l-ethyI-lH-i,2,3- I^S triazol-4-yl)sulfonyi)-1 -(4- w v 
H H J J i ,N 

fluorophenyI)-4,4a,5,6,7,8- w v 
H H J J i ,N hexahydro-lH-
w v 

H H J J i ,N 1 lv./iVJ[ py razo io[3,4-g] isoquinolin-

w v 
H H J J i ,N 

4a-yl)(4-
(trifluorom.ethyi)pyridin-2- C n yl)niethanone 

F 

[0442] Prepared from Preparation 1 of Intermediate 90. LCMS (Method F, ES-API): RT 2.67 

mm, m+H = 602.0; iH NMR (400 MHz, CDCB): 8 8.89 (IH, d,J = 5.1 Hz), 8.16-8.12 (iH, 

ra), 7.81 (IH, s), 7.71 (iH, ddd, J = 5.0, i.8, 0.7 Hz), 7.49 - 7.40 (2H, m), 7.30 (IH, s), 7.23 ~ 

5 7.15 (2H, ra), 6.54 (iH, d, J = 2.1 Hz), 5.59 (iH, dd, J = 12.7, 2.1 Hz), 4.51 (2H, q, J = 7.3 Hz), 

4,22 (IH, d, J = 17.0Hz), 3.95 - 3.84 (Hi, ra.), 2.97 (iH, d, J = 12.7 Hz), 2.95 (iH, d,J=l7.0 

Hz), 2.89 - 2,78 (IH, m), 2.73 - 2.66 (IH, m), 2.58 - 2.47 (IH, m), 1.59 (3H, t, J = 7.3 Hz). 

[0443] Prepared from Preparation 2 of Intermediate 90. LCMS (Method F, ES-API): RT 2.62 

mia, m+H « 602.1; IH NMR (400 MHz, CDCB): 6 8.81 (IH, d,J = 5.1 Hz), 8.12-8.11 (1H, 

10 m), 7.89 (iH, s), 7.72 (1H, ddd, J = 5.i,l.8, 0.7 Hz), 7.48 - 7.39 (2H, m), 7.28 (IH, s), 7.24 -

7.13 (2H, m), 6.57 (IH, br. s), 5.54 (IH, dd, J = i.2.8,2.i Hz), 4.53 - 4.40 (2H, m), 4.14 (iH, d, J 

- 16.9 Hz), 4.01 -3.90(1 H, m), 3.11 (IH, d, J - 12.8 Hz), 2.92(1 R d, J - 16.9 Hz), 2.86 - 2.79 

(2H, m), 2.68 - 2.55 (iH, ro), 1.52 (3H, t, J » 7.2 Hz). 

j$444| Prepared from Preparation 3 of Intermediate 90. LCMS (Method F, ES-API): RT 2.53 

15 min, m+H - 602.1; 1HNMR (400 MHz, CDCB): 8 8.88 (IH, br. d, J - 5.1 Hz), 8.15 - 8.14 (IH, 

m), 7.91 (IH, s), 7.69 (IH, ddd, J - 5.1, 1.8, 0.8 Hz), 7.49 - 7.41 (2H, m), 7.31 (IH, s), 7.23 -

7.13 (2H,m), 6.54 (IH, br. s), 5.62 (IH, dd, J = 12.8, 2.1 Hz), 4.46 (2H, q, J = 7.4 Hz), 4.23 (IH, 

d, J - 17.0 Hz), 3.94 - 3.88 (IH, m), 3.17 (111 d, J - 12.8 Hz), 2.97 (IH, d, J = 17.0 Hz), 2.89 -

2.80 (2H, mk 2.57 - 2.46 (1H, m), 1.60 (3FL t, J - 7.4 Hz). 

20 Examples 11CN, ttCO and 11CP. 
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I1CN 

CRM 1 -{"4-f1uorophenyl)-6-
((2-propyI"2H-l ,2,3-
iriazoI-4-yS.)sulfonyl.)-

4,4a,5,6,7,8-hexahydro-
.1 H-pyrazolo[3,4-
g]isoquinolin~4a-

yl)(pyridm-2-
yl)methanone 

O O 

'< II A 1 L <N~V_ 

0 
F 

ttco 

(R)-(l -(4-fhiorophenyl)-6-
((1 -propyl -I H-L 2,3-
triazol-5-yl)suifonyi)-

4,4ay5,6,7,8-hexahydro-
lH-pyrazolo[3,4-
g]isoquino1in~4a-

yl)(pyridin-2-
y!)methanone 

n ( S'V° %p ) 
N _!i J ! H „N 

N 

F 

ncp 

(R)-( 1 -(4-fluor ophenyl)-6-
((1 -propyl- ] H -1,23-
triazoJ-4-yI)sulfonyl)-

4,4a,5,6,7,8-hexahydro-
lH-pyrazolo[3,4-
g]isoquinoiin-4a-

yl)(pyridin-2-
yl)methanone 

%-jv° %p 
fsf l! ! '[ X SN 

Hi' 

F 

[0445] Prepared from Preparation I of Intermediate 91. LCMS (Method F, ES-API): RT 2.54 

min, m+H - 548.2; IH NMR. (400 MHz, CDCB): 8 8.68 (IH, ddd, J = 4.9, 1,6, 0.9 Hz), 7,88 

(1H, ddd, J - 7.9, 1.4, 0.9 Hz), 7.83 (IH, dt, J - 7.4, 1.6 Hz), 7.80 (IH, s), 7.49-7.42 (3H, m), 

5 7.30 (IH, s), 7.20-7.14 (2R m), 6.51 (IH, d, J - 2.1 Hz), 5.60 (IH, dd, J = 12.5, 2.0 Hz), 4.42 

(2H, 1, J - 7.1 Hz), 4.32 (IH, d, J - 16.9 Hz), 3.92-3.87 {'IH, m), 2.95 (IH, d, J = 12.5 Hz), 2.92 

(IH, d,J- 16.9 Hz), 2.89-2.80 (IH, m), 2.71-2.64 (IH, m), 2.52-2.47 (IH, m), 2.00 (2H, sext, J 

- 7.1 Hz), 0.93 (3H, t,J- 7.1Hz). 

[0446] Prepared from Preparation 2 of Intermediate 91, LCMS (Method F, ES-API): RT 2.47 

10 min, m+H = 548.2; 1H NMR (400 MHz, CDCB): S8.59(1H, ddd, J ------ 4.9, 1.6, 0.9 Hz), 7.88 

(IH, s), 7.87-7.81 (2H, m), 7.48 (IH, ddd, .1 - 6.8, 4.9, 2.1 Hz), 7.46-7.41 (2H, m), 7.27 (IH, s), 

7.20-7,14 (2H, m), 6.54 (IH, br s), 5,61 (IH, dd, J - 12.7, 2.0 Hz), 4.40-4.29 (2H, m), 4.22 (IH, 
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d, J - 16.9 Hz), 3.97-3.89 (IH, m), 3.12 (IH, d, J - 12.7 Hz), 2.91-2.81 (3H, m), 2.64-2.56 (IH, 

m), 1.92 (211 dsext, J = 7.1, 0.7 Hz), 0.93 <3H, t J = 7.1 Hz). 

|0447| Prepared from Preparation 3 of intermediate 91. LCMS (Method F, ES-API): RT 2,37 

min, m+H - 548.2; IH NMR (400 MHz, CDC13): 8 8.66 (IH, ddd, J - 4.7, 1.6, 0.9 Hz), 7.91-

5 7.88 (2H, m), 7.83 (IH, dt, J = 7.5, 1.6 Hz), 7.48-7.42 (3H, m), 7.30 (IH, s), 7.19-7.14 (2H, m), 

6.51 (IH, s), 5.60 (IH, dd, J = 12.5,2.0 Hz), 4.35 (2H, t, J = 7.1 Hz), 4.32 (IH, d, J = 16.9 Hz), 

3.97-3.88 (IH, m)# 3.12 (IH, d, J - 12.5 Hz), 2.94 (IH, d, J = 16.9 Hz), 2.88-2.79 (2H, m), 2.55-

2.46 (IH, m), 1.96 (2H, sext, J" - 7.1 Hz), 0.97 (3H, t, J = 7.1 Hz). 

Examples 11CO. 11CR aaid 11CS. 

10 

1 ICQ 

(R>(l-(4-fhiorophenyI)-6-
((2-propyl~2H~1,2,3-
iriazoI-4-yl)saifonyl)-

4,4a,5,6,7,8-hexahydro-
I H-pyrazolo[3,4~ 
g]isoqumojin~4a-

yl)(thiazol-4-yl)methanone 

O ^ N ir n-0 

vOC Xr^~ 
F 

1ICR 

(R)-(l-(4-fluorophenyI)-6-
((1-propyl-lH-l,2,3-
triazol-5-yl)sulfony].)-

4,4a,5,6,7,8-bexahydro-
lH-pyrazolo[3,4-
g]isoq'uino]in-4a-

yl)(t.hiazol-4-yl)niethanor!e 

^N^f0 °w° 
^N -'s •^ N 

Jl A J 1 "N 

6 / 
F 

lies 

(R)-( 1 -(4-fluorophenyD"6-
{(1 -propyl-1 H-l,23-
triazol-4-yl)sulfonyl)-

4,4a,5,6,7,8-hexahydro-
lH-pyrazo!o[3,4-
g]isoqtiiiiolin~4a-

y!)(thiazol~4-yl)methanonc 

S—. 

Vv° °„p 
N II | j 1 XN 

6 t 
/ 

F 
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[0448} Prepared from Preparation I of Intermediate 91. LCMS (Method F, ES-API): RT 2.45 

min. m+H - 554.2; IH NMR(400 MHz, CDCB): 8 8.90 (IH, d, J - 2.1 Hz), 8.25 (IH, d, J = 2.1 

Hz), 7,82 (IH, s), 7.47-7.42 (2H, in), 7.30 (IH, s), 7.20-7.14 (2H, m), 6.54 (IH, d, J = 2.1 Hz), 

5.55 (IH, dd, J = 12.7, 2.0 Hz), 4.43 (2H,t, J - 7.1 Hz), 4.21 (IH, d, J = 16.9 Hz), 3.95-3.90 (IH, 

5 m), 2.93-2,85 (3H, m), 2.69-2.63 (IH, m), 2.53-2.49 (IH, m), 2.01 (2H, sext, J = 7.1 Hz), 0.94 

(3H, U-7.1 Hz). 

[0449] Prepared from Preparation. 2 of Intermediate 91. LCMS (Method. F, ES-API): RT 2.38 

min, m+H = 554.2; IH NMR (400 MHz, CDCB): 0 8.81 (IH, d, J = 2.2 Hz), 8.22 (IH, d, J = 2.2 

Hz), 7.89 (IH, s), 7.47-7.42 (2H, m), 7.28 (iH, s), 7.21-7.15 (2H, m), 6.57 (IH, br s), 5.48 (IH, 

10 dd, J - 12.8, 2.0 Hz), 4.39-4.28 (2H, m), 4.12 (IH, d, j = 16.9 Hz), 4.01-3.93 (IH, m), 3.06 (IH, 

d, J = 12.8 Hz), 2.92-2.83 (3H, m), 2.66-2.57 (IH, m), 1.93 (2H, dscxt, J = 7.1, 0.6 Hz), 0.94 

(3H, t, J = 7.1 Hz). 

[0450] Prepared from Preparation 3 of Intermediate 91. LCMS (Method F, ES-API): RT 2.29 

rain, m+H = 554.2; IH NMR (400 MHz, CDCB): 5 : 8.88 (IH, d, J = 2,1 Hz), 8.26 (IH, d, I = 

15 2.1 Hz), 7.90 (IH, s), 7.48-7.42 (2H, m), 7.30 (IH, s), 7.20-7.14 (2T-I, m), 6.54 (IH, d, J - 1.4 

Hz), 5.55 (IH, dd, J - 12.7, 2.0 Hz), 4.37 (2H, t, J = 7.1 Hz), 4.2J (lH,dtJ= 1.6.9 Hz), 3.96-3,91 

(IH, m), 3.06 (IH, d, J - 12.7 Hz), 2.94-2.80 (3Hf m), 2.57-2.48 (IH, m), 1.97 (2H, sext, J = 7.1 

Hz), 0.98 (3H, t, J - 7.1 Hz). 

Examples 11CT. 11CU srnd 11. CV. 

py razo lo[ 3,4- g] isoq uino lin-
4a-yl)(pyridin-2-

vl)niethanone 

(R)-( 1 -(4-tluorophenyl)-6 
((2-isopropyl-2H-l ,2,3-
triazol-4-yl}suifony! )-
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11CU 

(R)-(1 -(4-fluoropheny l)-6-
((l~isopropyl~lH-l,2,3-
triazol-5-yl)sulfonyl)-

4,4a,5,6,7,8-hexahydro-l H-
pyrazolo[3,4-g]isoquinolin-

4a-yl)(pyridiri-2-
y!)methanone 

%XY° V 
11 ! • [i ' 

6 
i 

F 

tiev 

(R)-( 1 -(4-fluoropheny l)-6-
((1 -isopropyl- 1H-1,2,3-
triazol-4-yl)sulfonyl)-

4,4a,5,6,7,8-hexahydro-1H-
pyrazoio[3,4-g]isoquinolin-

4a-yl)(pyridin-2-
yl)methanone 

rii 
< ^ -N 

F' 

[0451] Prepared from Preparation I of Intermediate 92. LCMS (Method F, ES-API): RT 2.56 

min, m+H - 548; IH NMR ("400 MHz, CDCB): 5 8.68 (ddd, j -4.7, 1.8, 1.0 Hz, IH), 7.92 -

7.81 (ra. 2H), 7.79 (s, IH), 7.52 - 7.39 (m, 3H), 7.30 (d, J = 0.8 Hz, 1H),7.22 - 7.11 (m,2H), 

5 6.52 (d, J = 2.2 Hz, 1H)s 5.61 (dd, i - 12.7, 2.0 Hz, 1H), 4.86 (hept, J = 6.7 Hz, IH), 4.33 (d, J « 

17.0 Hz, IH), 3.91 (ddt, J - 10.8,6.1,2.1 Hz, IB), 3.00 - 2.78 (m,3B),2.69 (ddd, J - 12.6, 11.0, 

3.3 Hz, IH), 2.50 (dt, J - 14.8, 2.7 Hz, IH), 1.6 (d, J - 6.6 Hz, 6H ). 

[0452] Prepared from. Preparation 2 of intermediate 92. LCMS (Method F, ES-API): RT 2.49 

min, m+H - 548; IH NMR (400 MHz, CDCB): 3 8.64 - 8.59 (ra, IB), 7.86 (s, IB), 7.85 - 7.82 

10 (m, 2H), 7.54 - 7.47 (m, I H), 7.46 - 7.41 (m, 2H), 7.29 - 7.27 (m, IH), 7.21 - 7.13 (m, 2H), 6.55 

(d, J = 1.5 Hz, IH), 5.67 (dd, J - 12.7, 2.1 Hz, IH), 4.95 (hept S - 6.7 Hz, 1H), 4.21 (d, j = 16.8 

Hz, IH), 3.96 - 3.84 (m, IH), 3.14 (d, J = 12.7 Hz, iH), 2.95 - 2.84 (m, 3H), 2.6i (m, IH), 1.56 

(d, J = 6.7 Hz, 3H), 1.53 (d, J = 6.7 Hz, 3H). 

[0453] Prepared from Preparation 3 of Intermediate 92. LCMS (Method F, ES-API): RT 2.43 

15 min, m+H = 548.1; IH NMR (400 MHz, CDCB): 6 8.67 (IH, ddd, J = 4.8, 1.8, 0.9 Hz), 7.91 -

7.86 (2H, m), 7.83 (IH, td, J = 7.7, 1.8 Hz), 7.50 - 7.41 (3H„ ni), 7.31 (iH, s), 7.21 - 7.13 (2H, 

m), 6.52 (IH, br. s), 5.63 (IH, dd, J = 12.6,2.1 Hz), 4.86 (IH, hept, j = 6.7 Hz), 4.32 (IH, d„ J = 
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10 

16.9 Hz), 3.97 - 3.89 (IH, m), 3.15 (IH, d, J - 12.6 Hz), 2.94 (IH, d, J - 16.9 Hz), 2.91 - 2.78 

(2H„ ra), 2.58 - 2.44 (IH, m), 1.61 (3H, d, J = 6.7 Hz), 1.60 (3H, d, J = 6.7 

Example 11CW. (R)-(6-flI-ethyMH-pyrazol-5-vl)siiIfonvI)-l-(4-fhiorophemi)-4.4a..5»6,7.8-

vdro-lH-pvi 

[0454] LCMS (Method F, ES-API): RT 2.32 min, m+H = 539.2; IH NMR (400 MHz, 

CDCB): 8 8.81 (IH, d, J = 2.1 Hz), 8.22 (IH, d, J = 2.2 Hz), 7.47-7.42 (2H, m), 7.39 (IH, < 

2.0 Hz), 7.28 (IH, s), 7.20-7.14 (2H, m), 6.63 (IH, d, J = 2.0 Hz), 6.55 (IH, d, J = 2J Hz), 

(IH, dd, J - 12.7, 2.0 Hz), 4.34-4.17 (2tt, m), 4.16 (IH, d, 3" - 16.9 Hz), 3.94-3.89 (IH, m). 

(1H, d, J= 12.9 Hz), 2.92-2.75 (3H, m), 2.60-2.56 (IH, m}, 1.41 (3H, t, J - 7.2 Hz). 

i, I -

5.46 

2.98 

yllmethanone 

15 |0455| LCMS (Method F, ES-API): RT 2.58 min, m+H = 615.2; IH NMR (400 MHz, 

CDCB): a 8.88 (1H, d, J" = 5.0 Hz), 8.17 - 8.13 (IH, m), 7.73 - 7.66 (3H, m), 7.47 - 7.40 (2H, m), 

7.30 (IH, s), 7.22-7.12 (2H,m), 6.51 (IH, d, J = 2.1 Hz), 5.45 (IH, dd, J = 12,1, 2.1 Hz), 4.21 

, d, J = 17.0 Hz), 4.09 (2H, t,J=11.3 Hz), 3.78 (IH, ddd, J = 10.6, 5.3, 3.1 Hz), 2.93 (IH, d, 
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J = 17.0 Hz), 2.83 (iH, ddcki J = 14.9, 12.5, 6.0, 2.4 Hz-), 2.65 (IH, ci, J = 12.1 Hz), 2.50 (IH, br. 

d, i = 15.6 Hz), 2.41 (IH, ddd, J = 12.8, 10.8, 3.5 Hz), 1.90 (2H, sextet, J = 7.4 Hz), 0.91 (30, t, 

j-7.4Hz). 

5 4,4a,5,6,7.8-hexahvdro-lH-pvrazo]ol3,4-g1isoqiiiiioIiii-4a-yi)(thiazoM-vi)methaiione 

F 

(0456} LCMS (Method F, ES-API): RT 2.02 min, m+H - 525.2: IH NMR (400 MHz, 

CDCB): S 8.88 (IH, d, J - 2.2 Hz), 8.26 (IH, d, J" = 2.2 Hz), 7.69 (IH, s), 7.66 (IH, d, J = 0.6 

Hz), 7.47 - 7.40 (2H, m), 7.30 (IH, s), 7.21 - 7.12 (2H, m), 6.52 (IH, d, J = 2.2 Hz), 5.41 (IH, 

10 dd, J = 12.2, 2.2 Hz), 4.18 (IH, d, J - 16.9 Hz), 3.93 (s, 3H), 3.80 (IH, ddt, J = 8.5, 4.4, 1.9 Hz), 

2.94 - 2.80 (2H, m), 2.63 (IH, d, J == 12.2 Hz), 2.56 - 2.38 (2H, m). 

Example 11CZ. (R.)-(l"i'4"flBoror>hegiyB)"6"((l-projH7J-lH-j}vrazoI"4-vi')sMlfoiivD-4,4a,S.6»7»8-

hexahvdro-lH-pvrazoiof3.4-'gHsoqttmoiia-4a-vi)fthiazoi-4-vI)methaftone 

F 

15 [0457J LCMS (Method F, ES-APi): RT 2.31 min, m+H = 553.2; IH NMR (400 MHz, 

CDCB): 5 8.90 (IH, d, J = 1.6 Hz), 8.27 (IH, d,J = 2.0 Hz), 7.72 (IH, s), 7.68 (IH, d, J = 0.5 

Hz), 7.46-7.42 (2H, m), 7.30 (IH, s), 7.20-7.15 (2H, m), 6.52 (IH, d, J = 2.0 Hz), 5.43 (IH, dd, J 

= 12.4, 2.0 Hz), 4.19 (IH, d, J = 16.8 Hz), 4.09 (2IL, t, J= 7.1 Hz), 3.82-3.78 (IH, m), 2.94-2.81 
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(2H, m), 2.61 (IR d J - 12.4 Hz), 2.53-2.48 (IH, ra), 2.44-2.37 (IH, ra), 1.9! (2H, sext., i - 7.2 

Hz), 0.92 (3H, t, J - 7.2 Hz). 

Isomer A 

(R)-( i -{4-fl uoropheny 1)-
6-((2-raethyl-2H-J,2",3-
triazoI-4-yl)sulfonyI)-

4,4a,5,6,7,8-hexalvydro-
lH-pyrazolo[3,4-
g]isoquinoiin-4a-

yl)(thiazoi-4-
yl)met',hanone 

S-^ 
4\ - o 

N i j I N— 

6 
i 

F 

Isomer E 

(R)-(i-(4-fIuorophenyl)-
(>-(( I -methyl- 3 H- 1,2,3-
triazol-5-yl)sulfonyi)-

4,4a,5,6,7,8-hexahydro-
!H-pyrazolo[3,4-
g]isoquinolin-4a-

yI)(thiazol-4-
yl)methanone 

S--, 

SI-^Y0 V ! 
N II | 1 |i ,N 

0 
F 1 

Isomer € 

(R)-(l-(4-fluoropheny 1)-
6- ((1-m cthy I1H--1,2,3 •-
triazol-4-yl)sulfonyt)-

4,4a,5,6,7,8-hexahydro-
1 H-pyrazoio[3,4-
g]isoquino!in-4a-

yl)(thiazol-4-
yl)methanone 

s~ 
RWP 

^-~-4^N'SVN 
H ;! I j h N 

0 
F 

5 [0458] Prepared from Preparation 1 of Intermediate 89. LCMS (Method?, ES-API): RT 2,16 

min, m+H - 526.2; 1TI NMR (400 MHz, CDCB): 5 8.90 (IH, d, J - 2.2 Hz), 8.25 (IH, d, J - 2.2 

Hz), 7.82 (IH, s), 7.47-7.42 (2H, m), 7.30 (IH, s), 7.20-7.14 (2H, m), 6.54 (IH, d, J - 2.1 Hz), 

5.55 (IH, dd, J = 12.7, 2.1 Hz), 4.25 (3H, s), 4.20 (IH, d, J - 16.9 Hz), 3.96-3.90 (IH, m), 2.93-

2.85 (3H, ra), 2.73-2.66 (iH, ra), 2.54-2.49 (IH, ra). 

10 Example 11DB. 
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Isomer 
A 

(R)-( 1 -(4-fiuorophenyl)-6-
((2-mcthyl-2H-l,2,3-triazol-
4-yl)suUbnyl)-4,4a,5,6,7,8-

hexahydro-lH-
py razolo[3,4-gj isoquinol in-

4a-yl)(pyridin-2-
yl)methanone 

W io 

F 

Isomer 
E 

(R)-(l-(4-fluorophenyI)-6-
((I -in.ethyl -1 H- 12,3 •-triazol -
5-yl)sulforjyi)-4,4a,5,6,7,8~ 

hexahydro-1H-
py razoio[3,4-g] isoquinoim-

4a-y!)(pyridin-2-
yl)methanone 

O O ; 
S 

N' 1! 1 j1 T„N 

6 
! 

F 

Isomer 
C 

(R)"(l"(4-fliK>rophenyl)"6-
((I -methyl-1H-123-triazol-
4-yl)sulfonyl)-4,4aJ5,6,7,8-

hexahydro-lH-
pyrazolo[3,4-g|isoquinolin-

4a-yl)(pyridin-2-
yl)methanone 

VV° %? 
N |l ! I j N 

0 
r 

[0459] Prepared from Preparation i of Intermediate 89. LCMS (Method F, ES-API): RT 2.26 

min., m+H = 520.0; IB NMR (400 MHz, CDCB): 6 8.67 (IH, ddd, J = 4.9, 1.6, 1.0 Hz), 7.88 

(M, ddd, J =--- 8.0, 1.6, 1.0 Hz), 7.83 (IH, dt, J - 7.4, 1.6 Hz), 7.80 (IH, s), 7.49-7.42 (3H, m), 

7.30 (IH, s), 7.20-7.14 (2H, m), 6.5! (IH, d, J = 2.1 Hz), 5.60 (IH, dd, j = 12.4, 2.0 Hz), 4.31. 

(IH, d, J™ 16.9 Hz), 4.24 (3H, s), 3.92-3.87 (IH, m), 2.98 (IH, d, ,F-~ 12.6 Hz), 2.93 (1H, d, J = 

16.9 Hz), 2.89-2.80 (IH, m), 2.74-2.68 (IH, m), 2.53-2.48 (IB, m). 
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Isomer 
A 

(R}-( 1 -(4-fluoropheiiyl)-6-
((2-propyl-2H-.l ,2,3-triazol-
4-yl)siilfonyl)-4,4a,5,6,7,8-

hexahydro-lH-
pyrazolo[3,4-g]isoquinolin-

4a~yl)(4-
(trifluoromethyl)pyridin-2-

yl)methanone 

CF3 

S) ) 

O 
J 

Isomer 
B 

(R}-( 1 -(4-fluorophenyl)-6-
((1 -propyl-1H-1,2,3-triazo l-
5-y!)sii lfony!.)-4,4a,5,6,7,8~ 

hexahydro-1B-
pyrazolo [ 3,4- g] isoquinolin-

4a-yi)(4-
(trifluoromethyl)pyridin-2-

yi)methanone 

l-'r3 

^ ( %V %p ) 
f/r'N N !i I j ll ,N 

% J 
F 

; 
[ : 

I Isomer 
<: 

(R)-( 1 -(4-fmoropheny] )-6-
((1 -propyl-1 H-l ,2,3-lriazol-
4-yl)sulfonyl)-4,4a,5,6,7,8-

hexahydro-IH-
py razolo [ 3,4- g] isoquino 1 in-

4a-yl)(4-
(trif!iioroniethy].}pyridin-2-

yi)methanone 

CF3 

o.p N Y 
N || 1 1 j| N 

N'' 

F 

[0460| Prepared from Preparation 1 of Intermediate 91. LCMS (Method F, ES-API): RT 2.75 

min, m+H = 616.2; IH NMR (400 MHz, CDC13): 8 8.89 (IH, d, J = 4.9 Hz), 8.14 (IH, m), 7.82 

(IH, s), 7.71-7.70 (IH, m), 7.47-7.42 (2H, m), 7.30 (IH, s), 7.21-7.15 (2H, m), 6.53 (IH, d, J = 

5 2.1 Hz), 5.58 (IH, dd, J - 12.5, 2.0 Hz), 4.42 (2H, t, J = 7,1 Hz), 4,22 (IH, d, J == 16.9 Hz), 3.92-

3.87 (IH, m), 2.96 (IH, br s), 2.93-2.92 (IH, m), 2.88-2.79 (IH, m), 2.70-2.64 (IH, m), 2.54-

2.50 (IH, m), 2.01 (2H, sext, J = 7.1 Hz), 0.93 (3H, t, I « 7.1 Hz). 

Example .12, fR)-n-f4-fluorophenvl)--6-(Y3-ftrifluoroRaethv])phePvl)syJfoiivl)-4,4a.5,6,7,8-

hexahvdro-lH-pvrazolol3.4--g|isoqirinolin»4a->i)(thiazoi-2-,vl)methaaoiie 
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F 

[0461] 2 -Bromothiazole (18/ mg, 1.139 mmol) in dry ether (2 mL) was added to 

butyl] itbium(1.6M in hexanes) (729 fiL 1.167 mmol) in dry ether (4 ml,) at -78 °C. The reaction 

mixture was stirred at-78 °C for 45 minutes. A solution of (R)-mcthyf l-(4-f].uorophcnyI)-6-((3-

5 (trifluoromet]iyI}pheny1)su]fonyl}-4,4a,5,6,7,8-liexahydro-iH-pyrazolo[3,4-g]isoqumoline-4a-

carboxylase (200 mg, 0.373 mmol) in dry ether (4 mL) was added dropwise and the reaction 

mixture was stirred for 30 minutes at -78 °C. Water (20 mL) was added and the reaction mixture 

was stirred at room temperature for 10 minutes. The aqueous layer was extracted with ethyl 

acetate (3 x 30 mL). The combined organic extracts were washed with brine (30 mL), dried 

10 (magnesium sulfate), and solvent removed to give a yellow oil. The crude product was purified 

first by chromatography on silica gel (gradient: 0 to 40% isohexane in ethyl acetate) followed by 

preparative HPLC (Waters, Acidic (0.1% Formic acid), Waters X-Select Prep-C18, 5 jim, 19x50 

mm column, 40-65% acetonitrile in water) to afford (R)-(l-(4-fluorophenyl)-6-((3-

(trifluoromethyl)phenyi)sulfonyl)-4s4a,5,6,7,8-hexahydro-1 tJ-pyrazolo[3,4-g]isoquinolin-4a-

15 yl)(thiazol-2-yl)methanone (127 mg) as a pale yellow solid. LCMS (Method F, ES-API): RT 

2.73 min, m+H = 589.0; IH NMR (400 MHz, CDCB): 8 8.04 (IH, d, J - 3.1 Hz), 7.97 (IH, s), 

7.90 (1H, d, J" - 7.9 Hz), 7.81 (IH, d, J"- 7.9 Hz), 7.70 - 7.59 (2H, rn), 7.46 - 7.39 (2H, m), 7.30 

(IH, s)s 7.13 •• 7.19 (2H, m), 6.53 (IH, d, J - 2.2 Hz), 5.54 (IH, dd, J = 12.4,2.0 Hz), 4.21 (IH, 

d, j - 16.8 Hz), 3.93 - 3.89 (IB, m), 2.95 - 2.84 (2H, m)s 2.80 (IH, d, J == 12.5 Hz), 2.61 - 2.52 

20 (2H, m). 

|0462] 1'he following examples were similarly prepared from the appropriate intermediates: 

Example 12A. (RWl-(4-flaorophenvlV6-(m-tolvisiilfonviy-4.4a,5.6J.8-hexahvdro-lH-

pvrazolof3H4-glLsoqttinoiin«4a-yl)(thiazQl-2-vl)mettiaBone 
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F 

[0463] LCMS (Method F, ES-API): RT 2.65 min, m+H = 535.0; IH NMR (400 MHz, 

CDCB): 6 8.05 (IH, d, J = 3.1 Hz), 7.66 (IH, d, J = 3.1 Hz)., 7.54 - 7.47 (2H, m), 7,44 - 7,40 

(2Hf m), 7.36 - 7.34 (2H, ra), 7.29 (IH, s), 7.19 - 7.13 (2H, m), 6.51 (IH, d, J = 2.3 Hz), 5.52 

5 (1H, dd, J « 12.3, 2.1 Hz), 4.22 (IH, d, J - 16.8 Hz), 3.89 - 3.84 (1H, m), 2.93 - 2.84 (2H, m), 

2.71 (IH, d, J - 12.3 Hz), 2.56 - 2.43 (2B, m), 2.41 (3H, s). 

F 

10 10464} LCMS (Method F, ES-API): RT 2.57 min, m+H - 551.0; IH NMR (400 MHz, 

CDCB): 5 8.04 (IH, d, J :::: 3.1 Hz,), 7.66 (iH, d, S - 3.1 Hz)s 7.44-7.35 (3H,m), 7.31 -7.27 

(2H» m), 7.21 -7.14 (3H, m), 7.07 (IH. ddd, J = 8.2, 2.6, 1.0 Hz), 6.52 (IH, d,J = 2.1 Hz), 5.50 

(1H, dd, J = 12.4, 2.J Hz), 4.22 (iH, d, J = 16.8 Hz), 3.89 - 3.83 (4H, m), 2.93 - 2.82 (2R m), 

2.74 (I H, d, J = 12.4 Hz), 2.53 - 2,47 (2H, m). 

15 Example 12C. (Ry(6-((3-flaoro^methvipheByl)sulfonvI)-l"(4-fliioropheBvl')-4,4a,5<i6..7.8-

hexahvdro-lH-pvrazoloi'3«4-g|isoqiiinoliB-4a-vI)(thiazol-2-vl)methaiioiie 
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[0465] LCMS (Method F, ES-API): RT 2.70 min, m+H = 552.9; IH NMR (400 MHz, 

CDCB): 6 8.04 (IH, d, J - 3.1 Hz), 7.67 (iH, d, J = 3.1 Hz), 7.43 - 7.38 (311 m), 7.34 - 7.26 

(3H, m), 7.19 - 7.13 (2H, in), 6.52 (1H, d, J - 2.2 Hz), 5.50 (IH, dd, J - 12.4, 2.2 Hz), 4.21 (IH, 

5 d, J - 16.8 Hz), 3.87 (IR ddt, J - 8,5, 4.3, 1.9 Hz), 2.93 - 2.83 (2H, m), 2.74 (IH, d, 1 - 12.4 

Hz), 2.54 - 2.48 (211 ra), 2.32 (311 d, J - i .8 Hz). 

Example 1.2IX (RWt^4-flttorophenvI)^fphen>1sttlfottvlM,4a^5.,6<7..8-he:^hydrQ-lHr 

10 [0466] LCMS (Method F, ES-API): RT 2.54 min, m+H = 521.2; IH NMR (400 MHz, 

CDCB): 5 8.05 (IH, d, J - 3.1 Hz), 7.74-7.71 (2H, m), 7.67 (IH, d, J = 3.1 Hz), 7.59-7.55 (IH, 

ra), 7.51-7.47 (2H, ra}, 7.45-7.40 (2Hf m), 7.29 (IH, s), 7.19-7.13 (2H, m), 6.51 (IH, d, J = 2.5 

Hz), 5.53 (IH. dd, J = 12.3,2.2 Hz), 4.22 (IH, d, J = 16.7 Hz), 3.91-3.85 (IH, m), 2.93-2.84 <2H. 

m), 2.70 (IH, d, J = 12.4 Hz), 2.53-2.43 (2H, m). 

F 
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F 

[0467] LCMS (Method F, ES-API): RT 2.71 min, m+H = 555.2; IHNMR (400 MHz, 

CDCB); 5 8.05 (IH, d, J = 3.2 Hz), 7.69-7.67 (2H, m), 7.61-7.58 (IH, m), 7.54-7.51 (IH, ra), 

7.45-7.40 (3B, m), 7.30 (iH, s), 7.20-7.14 (2PT, m), 6.53 (IH, d, J = 2.5 Hz), 5.52 (IH, dd, J = 

5 12.6, 1.5 Hz), 4.21 (IH, d, J - 1.6.8 Hz), 3.91-3.87 (iH, ra), 2.93-2.83 (2H, m), 2.78 (IH, d, J = 

12.4 Hz), 2.58-2.52 (2H, ra). 

Example 12F. (RHl~(4-f1isoror>heiivJ')-6~(m~toIvIsiilfoiiyl)-4,4a„5.6,7,8~liexaljyclro-1.H-

pvrazolo[3e4~gHsociiimoIm-4a-vI)(g-methvli>vndm-2-vr{methajione 

10 |0468] LCMS (Method F, ES-API): RT 2.77 min, m+H - 543.2; IH NMR (400 MHz, 

CDCB): 5 8.46 (IH, m), 7.82 (IH, d, J = 8.0 Hz), 7.61 (IH, ddd, J - 8.0, 2.3, 0.9 Hz), 7.51-7.48 

(2H, m), 7.45-7.40 (2H, m)5 7.35-7.33 (2H, m), 7.27 (IH, s), 7.18-7.12 (2B, m), 6.46 (IH, d5 J -

2.1 Hz), 5.57 (IH, dd, J - 12.2, 2.1 Hz), 4.29 (IH, d, J - 16.9 Hz), 3.84-3.79 (IH, m), 2.90-2.78 

(2H, m), 2.70 (IH, d, J - 12.0 Hz), 2.48-2.39 (8H, m). 

15 Example 12G. (RH.M4-fluorophenyl>^m-tolvlsulfottvl)-4.4at5.>6,7«8-faexahydro-lH-

pyrazolof3,4-gTisoquinolin-4a-viy-4-methytoyridiB-2-Yi)methanoiie 

F 
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" ~Y'° 
N j u 

F 

[0469} LCMS (Method F, ES-API): RT 2,75 min, m+H = 543.2; IH NMR (400 MHz, 

CDCB): 5 8.50 (IH, dd, J - 3.9, 0.4 Hz), 7.71 (IH, m), 7.51-7.48 (2H, m), 7.45-7.40 (2H, m), 

735-7.33 (2H, m), 7.28-7.26 (2H, m), 7.18-7.12 (2H, m), 6.46 (IH, d, J- 2,1 Hz), 5.53 (IH, dd, 

5 J = 12.2, 2.1 Hz), 4.30 (IH, d„ J = 16.9 Hz), 3.84-3.80 (IH, m), 2.90-2.77 (2H, in), 2.69 (IH, d, J 

= 12.3 Hz), 2.48-2.42 (2H, m), 2.40 (3H, s), 2.39 (3H, s). 

Example 12H. (R>fl~C4-PsiQrophenyI)-6~fm~toiytsiiifoo.viy4,4a<§.6J<8~hexafaydfQ-ljB-

10 [0470} LCMS (Method F, ES-API): RT 2.77 min, m+H - 543.0; IH NMR (400 MHz, 

CDCB): 6 7.72 - 7.68 (2B, m), 7.42 - 7.36 (4R m), 7.34 - 7.30 (4H, m\ 7.18 - 7.13 (2H, m), 

6.45 (IH, d, J = 2.0 Hz), 5.55 (IH, dd, .F~ 12.2, 2.0 Hz), 4.19 (IH, d, J = 17.0 Hz), 3.84 - 3.80 

(IH, m), 2.87 (IH, d, J- 17.0 Hz), 2.83 - 2.73 (IH, m), 2.71 (IH, d, J - 12.2 Hz), 2.62 <3H, s), 

2.54 - 2.42 (2H, m), 2.39 (3H, s). 

15 Examnle 121. fRV(,6-f(4-flaoro-3-(triflttoromethYDphe»Yl')SttlfonyIV1-i4-fhiorophenYiy 

F 
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[0471] LCMS (Method F, ES-API): RT 2.77 mm, m+H = 606.9; IH NMR (400 MHz, 

CDCB): 8 8.00 (iH, d, J = 3.0 Hz), 7.98 (iH, dd, J = 6.4, 2.3 Hz), 7.90 (IH, ddd, J = 8.5,4.3, 2.3 

Hz), 7,68 (iH, d, J - 3.1 Hz), 7.47 - 7.40 (2H, m), 7.29 (IH, s), 7.27 - 7.25 (1H, m), 7.20 -7.14 

5 (2H, m), 6.55 (IH, d, J = 2.1 Hz), 5.49 (IH, dd, 1 - 12.5, 2.1 Hz), 4.18 (iH, ds j - 16.8 Hz), 3.94 

(IH, ddd, J - 8.9, 5.1, 2.1 Hz), 2.93 - 2.84 (3H, m), 2.66 - 2.55 (2H, ra). 

F 

10 [0472] LCMS (Method F, ES-API): RT 2.75 min, m+H = 575.1; iH NMR (400 MHz, 

CDCB): 5 8.04 (IH, d, J = 3.0 Hz), 7.70 (IH, d, I = 3.0 Hz), 7.47-7.41 (2H, m), 7.37-7.34 (2H, 

m), 7.30 (IH, s), 7.20-7.14 (2H, m), 6.55 (IH, d; J - 2.1 Hz), 5.49 (IH, dd, 1 - 12.5, 2.0 Hz), 

4.20 (IH, d, i = 16.8 Hz), 3.93-3.88 (IH, m), 2.92-2.83 (3H, m), 2.67-2.55 (2H, m). 
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/n \-KY° 0 
vV P -'bxrr^v^i" 

'SCF, 

F 

[0473] LCMS (Method F, ES-API): RT 2.94 min, m+H = 607.1; IH NMR (400 MHz, 

CDC13): 6 8.02 (IH, d, J = 3.0 Hz), 7.73-7.69 (I.H, m), 7.68 (ill, d, J - 3.0 Hz), 7.59 (IH, br d, J 

= 8.2 Hz), 7.53 (IH, brd, J- 9.4 Hz), 7.45-7.40 (2H, m), 7.30 (IH, s), 7.20-7.14 (2H, m), 6.55 

(IH, d, J" = 2.2 Hz), 5.52 (iH, dd, J - 12.4, 2.0 Hz), 4.20 (IH, d, J == 16.9 Hz), 3.96-3.92 {IH, ra), 

2.93-2.84 (3H, TO), 2.67-2.62 (IH, m), 2.59-255 (IH, m). 

•° 9 o 
N'SV^VCF3 

[0474| LCMS (Method F, ES-API): RT 2.83 min, m+H - 603; IH NMR (400 MHz, CDCB): 5 

7.98 (IH, s), 7.91 (IH, br. d, J « 7.9 Hz), 7.84 - 7.80 (IH, ra), 7.68 - 7.61 (2H, m), 7.46 - 7.39 

(2H, ra), 7.29 (1H, s), 7.20 -• 7.12 (2H, m), 6.51 (IH, d, J = 2.1 Hz), 5.54 (IH, dd, j" - 12.4. 2.1 

Hz), 4.17 (IH, d, i - 16.7 Hz), 3.93 - 3.89 (IH, m), 2.95 - 2.77 (3H, m), 2.60 - 2.49 (5H, m). 

15 hexahvdro-lH-p\Tazo1ol3«4-g|isoquiBoliB-4a-vDf4-methvIthiazol-2-vl)methanone 
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/ 
F 

[0475| LCMS (MethodF, ES-API): RT 2.80 min, m+H - 603.0: IH NMR (400 MHz, 

CDCB): 6 7.96 (!H, s), 7.88 (IH, d, J = 7.9 Hz), 7.80 (IR d5 J = 7.9Hz), 7.62 (IH, t, J - 7.9 

Hz), 7.42 (2R ddt, J - 8.1, 5.6, 2.8 Hz), 7.30 (1H, s), 7.21 (IH, d, J - 0.9 Hz), 7.20 - 7.12 (2H, 

5 m), 6.52 (IH, d, J - 2.2 Hz), 5.56 (IR, dd, J - 12.4, 2.2 Hz), 4.18 (IH, d, J - 16.8 Hz), 3.95 -

3.88 (IH, m), 2.91 - 2.80 (3H, m), 2.63 - 2.50 (5H, m). 

Example 12N. (RW6^(3,4-dichloFQpheiivrteiiifonvl)-l-(4-»fluoroplienvl)-4,4a.5.6.7«8--

hexahvdro-lH-pvrazolol3.,4-gHsoqmnolin-4a-vI)(thiazol-2-vi)mettianoiie 

10 [0476] LCMS (Method F, ES-API): RT 3.34 min, m+H == 589.1; IH NMR (400 MHz, 

CDC33): S 8.00 (1H, d, J = 3,0 Hz), 7.77 (IR dd, J - 1.8, 0.9 Hz), 7.67 (IH, d, J - 3.0 Hz), 7.54-

7.48 (2H, m), 7.45-7.40 (2H, m), 7.29 (IR s), 7.20-7,14 (2H, m), 6.54 (IH, d, J - 2.1 Hz), 5.46 

(IH, dd, J — 12.6, 2.0 Hz), 4.18 (IH, d, J = 16.9 Hz), 3.94-3.90 (IR m), 2.92-2.84 (3H, m), 2.66-

2.54 (2H, m). 

15 Example 1.2CX (RH6-(Ov4-dicMoixrofaenvl)sttIfoi[ivl)--l-f4-flttorophenYlM,4a.5«6.7»8-

F 
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hi N -i^o 

F 

[04771 LCMS (Method F, ES-API): RT 2.92 min, m+H = 603.9; Hi NMR (400 MHz, 

CDCB): 8 7.77 (IH. d, J= 1.9 Hz), 7.60(IH, d,J= 1.0 Hz), 7.56 - 7.48 (2H, m), 7.45 - 7.40 

(2H, m), 7.28 (IH, s), 7.21 - 7.13 (2H, m), 6.53 (1H, d, J - 2.1 Hz), 5.45 (IH, dd, j - 12.5, 2.1 

5 Hz), 4,13 (Hi, d, I - 16.6 Hz), 3.94 (IH, ddt, J - 8,5,3.9, 2.0 Hz), 2.93 - 2.84 (3H, m), 2.68 -

2.61 (IB, m), 2.57 (3H, d, J - 1.0 Hz), 2.58 - 2.52 (IH, m). 

10 [0478J LCMS (Method F, ES-API): RT 2.62 min, m+H - 556.9: IH NMR (400 MHz, 

CDCB): 5 8.02 (IH, d, 1 = 3.1 Hz), 7.68 (IH, d, J - 3.1 Hz), 7.55-7.47 (2H, m), 7.45-7.40 (2H, 

m), 7.29 (IH, s), 7.27-7.21 (IH, m), 7.20-7.13 (2B, m), 6.54 (IH, d, j - 2.2 Hz), 5.47 (IH, del J 

- 12.4, 2.0 Hz), 4.19 (IB, d, J = 16.8 Hz), 3.93-3.86 (IH, ra}, 2.93-2.79 (3H, m), 2.63-2.52 (2H, 

m). 

Iiexalhvc1ro-lH-m"razolo(3,4-g1isoqumQlin-4a-y|)f5°metfaYltMazoi-2-vPjmetlhanoiie 

F 
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[0479] LCMS (Method F, ES-API): RT 2.67 mm. m+H = 571.1; IH NMR (400 MHz, 

CDCB): 6 7.63 (IR m), 7.54-7,49 (2H, ml 7.45-7,40 (2H, m), 7.29 (IH, s), 7.27-7,21 (IR m), 

7.19-7.13 (2R m), 6.52 (IH, d,J = 2.0 Hz), 5.44 (IH, dd, J ~ 12.4, 2.0 Hz), 4.15 (IH, d, J - 16.9 

5 Hz), 3.93-3.89 (IH, m), 2.91-2,80 (3H, ra), 2.64-2.52 (5H, m). 

Example 12R. fRW6^(4H:hioro-3-fluorophenvl)sulfoiiviM--(4-fl,uoropheniYl)--4,4a.5,6.7,8--

Isexahvdro-1H"Pvrago1ol34-sli§oci«h8olin-4a-vI)($-metlnitkia^ol-2-^l>metha^ogie 

[0480f Using tetrahydrofuran as the reaction solvent in place of diethyl ether. LCMS (Method 

10 F, ES-API): RT 2.78 min, m+H = 587.1; IB NMR (400 MHz, CDCB): 6 7.62 (IH, m), 7.50-

7.40 (5H, m), 7.28 (IH, s), 7,19-7.13 (2H, m), 6.52 (IB, d, J - 2.0 Hz), 5.45 (IH, dd, J" = 12.4, 

2.0 Hz), 4.14 (1H, d, J - 16.9 Hz), 3.94-3.90 (IH, m), 2.91-2.82 (3H, m), 2.67-2.53 (5H, m). 

Example 12S. (RWl-(4-fliiorophenvl)-6-(n-methvi-lH"pyrazol-3-Yl)siilfQnvrM,t4a«5.t6.7,8-

hexahydro°ll:I"DvrazoSoi'3-4"ggisoiiiiiiioliii-4a-vI){5-methyltltiazol-2-yl)aie.tli8RQiie 
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[0481] LCMS (Method F, ES-API): RT 2.27 min, m+H = 539.2; IH. NMR (400 MHz, 

CDCB): 5 7.71 (IH, m), 7.46-7.41 (2H, m), 7.39 (IH, d, J - 2,3 Hz), 7.30 (IH, s), 7.19-7.13 

(2H, m), 6.60 (IH, 4 J - 2.3 Hz), 6.52 (1H, d, J == 2.0 Hz), 5.59 (1H, dd, J - 1.2.5, ! .9 Hz), 4.22 

5 (IH, d, J - 16.9 Hz), 3.96 (3H, s), 3.92-3.88 (1H, m), 2.94-2.86 (3H, m), 2.69-2.62 (IH, m), 2.55 

(3H, d, I- 0.9 Hz), 2.52-2.48 (IH, m). 

Example 12T. (KHl-(4"flworopheBvfl-^(1-methvI-1.H"PYra:goM-yflsttlf<fflvIM<4a*5»6*7,8-

hexahvdr(HlHHDvray^lQr3.4^1isoauinoIm^a-vIW5Htnethvlthiazol--2-vftmethanone 

/ 
F 

10 [0482] LCMS (Method F, ES-API): RT 2.25 min, m+H - 539.0; IH NMR (400 MHz, 

CDCB): 5 7.72 - 7.65 (3H, m), 7.43 (2H, ddl, J = 8.2, 5.6, 2.8 Hz), 7.30 (IH, s), 7.20 - 7.13 (2H, 

m), 6.51 (IH, d, J - 2.0 Hz), 5.48 (IH, dd, 3 - 12.1, 2.0 Hz), 4.19 (IH, d, J - 16.7 Hz), 3.93 (3H, 

s), 3,84 - 3.79 (iH, m), 2.95 - 2.83 (2H, m), 2.68 (IH, d, i = 12.1 Hz), 2.56 - 2.43 (5H, m). 

Example 121.1 (RW6^(13-dimethvI-lH-pvrazol-5-vl)siilfonvi)-i-(4-flttoropheitvl)-

15 4.4a^«6J«84»exahvdro-lHHp^Tazolof3..4-gHsoqmiioliD-4a--vh(5-methvltfaiazol-2-

vDmethanone 
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[0483] Using tetrahydrofuran as the reaction solvent in place of diethyl ether, LCMS (Method 

F, ES-API): RT 2.46 min, m+H = 553.2; iH NMR (400 MHz, CDCB): 8 7.61-7.60 (iH, m), 

7.46-7,41 (2H, m), 7.29 (IH, s), 7.20-7.14 (2H, m), 6.55 (IH, d, J - 2.0 Hz), 6.46 (IH, s), 5.42 

5 (IH, dd, J - 12.5, 2.0 Hz), 4.20 (1H, d, J - 16.9 Hz), 3.96-3.92 (IH, m), 3.84 (3H, s), 3.01 (IH, 

d, J - 12.7 Hz), 2.92-2.76 (3H, m), 2.61-2.56 (4H, m), 2.20 (3H, s). 

F 

10 104841 LCMS (Method F, ES-API): RT 2.40 min, m+H - 539.2; IH NMR (400 MHz, 

CDCB): 5 7.61 (IH, ni), 7.46-7.41 (2H, m), 7.35 (IH, d, j = 2.0 Hz), 7.29 (IH, s), 7.20-7.14 

(2H, m), 6.68 (IH, d, J = 2.0 Hz), 6.55 (IH, d, J - 1.9 Hz), 5.45 (IH, dd, J = 12.5, 2.0 Hz), 4.20 

(JH, d, J = 16.9 Hz), 3.97-3.93 (4H, m), 3.02 (IH, d, J = 12.7 Hz), 2.92-2.76 (3H, m), 2.61-2.55 

(4H, ra). 

15 Example 12W. (R)-(6-(n-ethYl-lH-nvrazol-5-vI)sHlfoiivl)-l-(4-fliioroi)henvi)-4,4a,5..6«7,8-

hexahydro-lH-pvrazolol'3.4-g|iso(minolin-4a-vl)(tliiazoi-2-vr)metiiaiiOiie 
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(0485| LCMS (Method F, ES-API): RT 2.40 mm, m+H - 539.1; IH NMR (400 MHz, 

CDCB): 5 7.98 (IH, d, J = 3.1 Hz), 7.65 (ill d, J = 3.1 Hz), 7.47-7.41 (2H, m), 7.39 (IH, d, J = 

2.0 Hz), 7.30 (IH, s), 7.20-7.14 (2H, m), 6.64(IH, d, J = 2.0 Hz), 6.57 (IH, d,J = L8 Hz), 5.48 

5 (1H, dd, J = 12.7, 2.1 Hz), 4.33-4.16 (3H, m), 3-96-3.91 (iH,m), 3.04 (IH, d,J = 12.7 Hz), 2.92-

2.77 (3H, m)„ 2.62-2.58 (IH, m), 1.40 (3H, t, J = 7.2 Hz). 

Example 12X. (R)-(6-{{l-etlivl-lH~pvrazol-4-y|)siilfGii.vI)-l-(4-fliioroplieiivI)-4.4a,5.6«7>8" 

hexalivd.ro-lH"-pyrazolof3,4-g}isoqiimoMn-4a-yD(thiazoI-2-yl)metliaiioiie 

10 [0486] LCMS (Method F, ES-API): RT 2.24 min, m+H = 539.1; IH NMR (400 MHz, 

CDCB): 8 8.06 (IH, d, J=3.1 Hz), 7.73 (IH, s), 7.68-7.67 (2H, m), 7.46-7.41 (2H, m), 7.31 

(IH, s), 7.20-7.14 (2H, m), 6.53 (IH, d, J - 2.2 Hz). 5.49 (IH, dd, J = 12.2, 2.0 Hz), 4.23 (IH, d, 

J = 16,9 Hz), 4.19 (2H, q, J = 7.3 Hz), 3.85-3.80 (IH, m), 2.95-2.86 (2R m), 2.70 (IH, d, J = 

12.2 Hz), 2.55-2.44 (2H>m), 1.52 (3H, t, J = 7.3 Hz), 

15 Example 12Y, (RVfl^4-fluorophienyI)-6HYl-propvl-lH-Dyrazol-4-vl)sulfonYl)"4..4a«5»6,7<8-

hexahydro-lH-pYrazoIo(3,4-glisoqmnoHn^a-yi)(thia;gol--2-Yl)iiiethaiione 

F 
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|0487| LCMS (Method F, ES-API): RT 2.45 min, m+H - 553; IH NMR (400 MHz, CDCB); 5 

8.07 (d, J = 3.1 Hz, iH), 7,72 (d, J = 0.7 Hz, IH), 7.70 •• 7.65 (in, 2H), 7.49 - 7.39 (m, 2H), 731 

(s, IH), 7.22-7.11 (m, 2H), 6.54 (d, J = 2.3 Hzs IH),5.50 (dd, J = 12.1, 2.1 Hz, 1H),4.23 (d,J = 

16.8 Hz, IH), 4.09 (t, J= 7.1 Hz, 2H), 3.87 - 3.78 (m, 1H), 2.97 - 2.84 (m, 2H), 2.68 (d,J=12.2 

Hz, IH), 2.57 - 2.39 (m, 2H), 1.91 (sext, J = 7.3 Hz, 2H)t 0.92 (t, J = 7.4 Hz, 3H). 

isomer 
A 

(R)-(l~(4-fluorophcnyI)-6-
((2-methyi-2H-1,2,3-triazol-
4-yl)sulfonyI)-4!l4a,5,6,7,8-

hexahydro-lH-
pyrazolo[3,4-g3isoquinolin~ 

4a-yl)(thiazol-2-
y])roethanone 

/r~s 
VV3 °-0 

N' if 1 N— 

F 

isomer 
B 

(R)-(]-(4-fhiorophcnyl)-6-
((1 -methyl-1H-1,2,3-triazol-
5~yl)siilfonyl)-4,4a,5,6,7,8-

hexahydro- 1H-
pyrazolo[3,4-g]isoquinolin-

4a-yl)(thiazoj-2-
yl)methanone 

/=s 

VV q,,p / 
^ I J j X „N 

F 
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Isomer hexahydro-IH- | 
C | pyrazolo[3,4-g]isoquinolin- j 

(R)-(l -(4-fluorophcnyI)-6-
{(1 -methyl-1 IT 1,23-triazol-
4-yl)suifonyl)-4,4a,5,6,7,8-

4a-yl)(thiazol-2-
yl)methanone 

N 

F 

[0488J Prepared from Intermediate 94. LCMS (Method F, ES-API): RT 2.26 ruin, m+H = 

526,1; IH NMR (400 MHz, CDCB): 6 8.07 (IH, d J = 3.1 Hz), 7.81 (1H, s),7.67 (iH, d, J = 3.1 

Hz), 7.47-7.42 (2H, m), 7.31 (IH, s), 7.20-7.14 (2H, m), 6.56 (1H, d, J - 2.3 Hz), 5.63 (IH, dd, J 

5 = 12.6, 2.1 Hz), 4.25 (3H, s), 4.24 (IH, d, J = 16.9 Hz), 3.97-3.93 (IB, m), 2.99 (IH, d, j" = 12.7 

Hz), 2.99-2.86 (2R m), 2.77-2.70 (IH, ni), 2.57-2.52. (IH, m). 

Example 12AA. 

(R)-( 1 -(4-fluoropheny l)-6-
((2-propyl-2H-1,2,3-triazol-
4~yl)sulfonyl)-4,4a, 5,6,7,8-

rs> 
9 

Isomer j hexahydro-iH-
A j pyrazolo[3,4-g]isoquinolin-

4a-yl){thiazol-2 
yl)methanone 

Isomer j hexahydro-1 H-
B ! pyrazolo[3.4-g]isoquinoiin-

j 4a-yl)(tliiazoI-2-
| y))methanone 

(R)-(1 - (4-fluoropheny i)-6-
((1 -propyl- IH-! ,2,3-triazol-
5-yl)sulfonyi)-4,4a, 5,6,7,8-

F 
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(R)-{ I-(4~fmorophenyj.)-6-
((1 -propyl-! H~l,2,3~tnazol~ 
4-yI)sulfonyl)-4,4a,5,6,7,8-

hexahydro-lH-
pyrazolo[3,4-g]isoqtmioiin-

4a-yl)(thiazoi-2-
yi)methanone 

[0489] Prepared from Intermediate 95. LCMS (Method F. ES-API): RT 2.54 min, m+H = 

554.2; IH NMR (400 MHz, CDCB): o 8.08 (IH, d, 1 = 3.1 Hz), 7.82 (IH, s), 7.68 (iH, d, J = 3.1 

Hz), 7.47-7.42 (2H, m), 7.31 (1H. s), 7.20-7.14 (2H, ni), 6.55 (IH, d, J = 2.2 Hz), 5.64 (IR dd, J 

5 = 12.6, 2.0 Hz), 4.43 (2H, t J « 7.1 Hz), 4.25 (IH, d, J = 16.9 Hz), 3.97-3.92 (IR ra), 2.96 (IH, 

d, I - 12.9 Hz), 2.94-2.86 (2H„ m), 2.74-2.67 (IH, m), 2.56-2.52 (IH, m), 2.01 (2H, sext, J • 7.1 

Hz), 0.94 (3H, t, J ~ 7.1 Hz). 

Example 33. (.R)-(1-(4-fl.siorogilienvI)-6-tQsvl-4s4an5,6^7 J-hexaIivclro-lH"Oyrazo1of3,4-

gUsoqmnoKn^a-vlWl-metfavMH-imidazol"2-vl)methanone 

10 F 
[0490] i-Methyl-1 H-imidazole (104 mg, i .267 mmol) in dry ether (5 mL) was added to 

butyl lithium (2.5M in hexanes) (519 al, 1.298 mmol) in dry ether (2 ml,) at -78 °C. The reaction 

mixture was stirred at -78 °C for 45 minutes, A solution of (Rj-roethyi 1 ~(4~f[uoropbenyl.j-6-

fcosy3-4,4a,5,6,7,8-hexahydro-l H-pyrazolo[3,4-g]isoquinoline-4a-carboxylate (200 mg, 0.415 

15 mmol) in dry ether (5 mL) was added dropwise and the reaction mixture was stirred for 45 

minutes at -78 °C, then allowed to warm to room temperature over 2 hours. Water (20 mL) was 

added, and the reaction mixture was stirred at room temperature for 10 minutes. The aqueous 

phase "was extracted with ethyl acetate (3 x 20 mL), the combined organic phases were washed 

with brine (20 mL), dried (magnesium sulfate), and solvent removed to give a yellow oil. The 
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crude product was purified by chromatography on silica gel (gradient: 0-60% ethyl, acetate in. 

isohexane) to afford (R)-(I-(4-fluoropheny!)-6-tosyl-4,4a,5,6,7,8-hexahydro-!H-pyrazoio[3,4-

g]isoquinolin-4a-yl)(l-methyMH-imidazol-2-yi)methanciie (22 mg) as a pale yellow solid. 

LCMS (Method F, ES-API): RT 2.52 min, m+H - 532.0; IH NMR (400 MHz, CDCB): 5 7.61 -

5 7.58 (2H, in), 7.46 - 7.40 (2H, m), 7.31 (iH, s), 7.29 - 7.27 (2H„ m), 7.18 (IH, d, J - 0.9 Hz), 

7.17 - 7.12 (2H, m), 6.99 (IH, br. s), 6.50 (IH, d, J" - 2.2 Hz), 5.53 (IR dd, J - 12.2, 2.2 Hz), 

4.45 (IH, d, J - 16.7 Hz), 3.88 - 3.84 (4H, m), 2.92 - 2,78 (2.H, m), 2.60 (IH, d, J = 12.2 Hz), 

2.50 - 2.37 (5H, m). 

[0491] The following examples were similarly prepared from the appropriate starting 

10 materials: 

Example 13A. (RHM4-fltt0r0phenvl)-6-'(m-t0lvIsiilf<mvl)-4v4a,t5,6.,7,8-'iiexahydr0"lH-

pvrazo]or3»4-glisoqnmoKn^a-vIXl-methvMH-imidazol-2-yI)methanone 

|0492] LCMS (Method F, ES-API): RT 2.52 min, m+H = 532.2; IH NMR (400 MHz, 

15 CDCB): 6 7.52-7.49 (2H, m), 7.46-7.36 (4H, m), 7.32 (IH, s), 7.20 (IH, d, J - 0,9 Hz), 7.18-

7.12 (2H, m), 7.00 (IH, d, J « 0.4 Hz), 6.51 (IH, d, J - 2.2 Hz), 5.55 (IH, dd, j « .12.2, 2.1 Hz.), 

4.46 (IH, d, J = 16.7 Hz), 3.89-3.85 (4H, m.), 2.91-2.80 (2H, m), 2.62 (IH, d, J = 12.4 Hz), 2.51-

2.40 (5H, m.). 

Example 14, (RV3^(l-(4-fluorophenyI>»4a--picoliiiovMa,5<,7,8-tetraiiydro-lH--pvrazoiof3,4-

20 g|isoqirinoHn-6(4H)-yI)sulfonvl)-N.,N--dimethvlbenzaniide 

F 



WO 2013/177559 PCT/US2013/042732 

i 
F 

[0493] 2-(IH-7-Azabciizotriazol-i-yi}—1,1,3,3-tetramethyl uronium hexafiuorophosphatc 

Methanaminium (HATU) (42.7 mg, 0.112 mmol) was added to a solution of (R)-3-((l-(4-

fhiorophenyl)-4a-picolinoyl~4a,5J,84etrahydro-iH-pyrazolo[3,4-g]isoquinolin~6(4H)-

5 yl)sulfonyl)benzoic acid (57 mg, 0.102 mmol), dimethylamine (51.0 p.L 0.102 mmol) and 

trielhyiamine (28.4 p.L 0.204 mmol) in dichloromethane (3 mL). The resultant mixture was 

stirred at room temperature for 1 hour. The reaction was diluted with dichloromethane (5 mL) 

and washed with a saturated solution of sodium hydrogen carbonate (aqueous, 5 mL). The 

organic phase was passed through a phase separator and solvent removed to give a yellow solid. 

10 The crude product was purified by chromatography on silica gel (gradient: 0-100% ethyl acetate 

in isohexane) to afford (R)-3-((l-(4-fluorophenyl)-4a-picolinoyl-4a,5,7,8-tetrahydro-lH-

pyrazolo[3?4~g]isoqviinoiin-6(4B)-yl)surfonyi)-N,N-dimethy}benzamide (7 mg) as a white solid. 

LCMS (Method F, ES-API): RT 2.24 min, m+H =• 586.1; 1H NMR (400 MHz, CDCB): 5 8.68 

(1R ddd, J « 4.7, 1.7, 0.9 Hz), 7.90 (IH, dt, J - 7.9, 1.2 Hz), 7.84 (IH, td, J - 7.7, 1.7 Hz), 7.74 -

15 7.71 (2H, m), 7.61 (IH, dt J = 7.7,1.4 Hz), 7.57 - 7.39 (4H, m), 7.28 (IH, s), 7.20-7.13 (2H, 

m), 6.47 (IH, d, J - 2.0 Hz), 5.52 (1H, dd, J = 12.1, 2.0 Hz), 4.27 (IH, d, J - 16.9 Hz), 3.86 -

3.77 (IH, m), 3.14 (3H, s), 2.94 - 2.76 (5H, m), 2.70(IH, d, I - 12.1 Hz), 2.50 - 2.43 (2H, ra). 

. Example 3 5. fRH6-(n-ethvl-lH-pvrazol-4-vDsulfoB-C4"fl«orophenvlV4,4a>5,6,7,8-

•vn 
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F 

[0494] 2-Bromo-4-(trifluoromethyi)pyridme (171 pi, 1382 ramol) in dry tetrahydrofuran (1 

mL) was added to butyllithium (2.5 M in Hexanes) (885 ul, 1.416 mmol) in dry tetrahydrofuran 

(2 mL) at -78 °C. The reaction mixture was stirred at -78 °C for 45 minutes, then a solution of 

5 (Rj-methyl 6-({!.-ethyd~iH-pyrazol~4~yl)sulfoiiyl)-]-(4-.fiuoropheny])-4,4a,5,6,7,8~bexahydro-

lH-pyrazolo[3,4-g3isoquinoiine-4a-carboxylate ( 220 mg, 0,453 mmol) in dry tetrahydrofuran (2 

ml,) was added dropwise and the reaction mixture stirred for 1 hour at -78 °C. Water (10 mL) 

was added and the reaction mixture was stirred at room temperature for 10 minutes. The aqueous 

phase was extracted with ethyl acetate (2 x 15 mL), and the combined organic layers were 

10 washed with brine (20 mL), dried over magnesium sulfate, filtered and concentrated in vacuo to 

give an orange oil. The crude product was purified by chromatography on silica gel (gradient: 0-

80% ethyl acetate in isohexane) and preparative HPLC (Waters, Acidic (0.1% Formic acid). 

Waters X-Select Prep-Cl8, 5 itm, 19x50 mm column, 35-70% acetonitrile in water) to afford 

(R)-(6-((L-ethyl-lH-pyfazol-4-yl)su[fonyl)-I-(4-fluorophenyl)-4:,4a,5,6,7J8-hexahydro-lH-

15 pyrazolo[3l4-g]isoquinoiin-4a-yl)(4-(trifluoromethyl)pyridin-2-yl)methatione (23 mg) as a white 

solid LCMS (Method i\ ES-API): RT 3.00 min, m+H - 601.2; IH NMR (400 MHz, CDCB): 5 

8.88-8.87 (1H, m), 8.15 (IH, m), 7.71-7,69 (2H, m), 7.67 (IH, d, J = 0.6 Hz), 7.47-7.42 (2H, m), 

7.30 (IH, s), 7.20-7.14 (2H, m), 6.51 (IH, d5 J"~ 2.0 Hz), 5.44 (IH, dd, J - 12.0, 2.0 Hz), 4.22-

4.16 (3H, in), 3.80-3.76 (iH, m), 2.94 (IH, d, J = 16.9 Hz), 2.88-2.79 (iH, m), 2.67 (IH, d, j = 

20 12.3 Hz), 2.52-2.40 <2H, m), 1.51 (3H, t J = 7.3 Hz). 

|0495) The following examples were similarly prepared from appropriate intermediates: 
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NV 
/-•v ! ,/Ov 

VN 

/fffYV 

[0496] LCMS (Method F, ES-API): RT 2.33 min, m+H = 566.0; IH NMR (400 MHz, 

CDCB): 6 8.78 - 8.76 (IH, m), 8.66 (jR ddd, J = 4.7, J..6, 0.9 Hz), 8.61 (IR dd, J = 4.7, 1.6 

Hz), 7.94 (IR s), 7.90 - 7.79 (5H, m), 7.62 (IH, t,J = 7.9 Hz), 7.48 (IR ddd, J - 8.8, 6.2, 1.5 

5 Hz), 7.44 (iR ddd, J - 8.8, 4.8, 0.7 Hz), 7.36 (IH, s), 6.56 (IR d, J = 2.0 Hz), 5.57 (IH, dd, J = 

12.3, 2.0 Hz), 4,30 (IH, d, J = 17.0 Hz), 3.92 - 3.85 (IH, m), 2.93 - 2.78 (3R m), 2.62 - 2.50 

(2H. ra). 

Example 15B. fRW6-f(3.4-dicMorophen\l)siiifonvlVl-pheiivM.4a«5.6«7.8-hexahvdro--lH--

Dvrazoio[3,4-glisoqninoIki-4a-vl)(i3yridiiii-2"Vl)methanor8e 

[0497] Quenching the reaction with acetic acid in place of water. LCMS (Method F, ES-API): 

RT 2.83 min, m+H - 565.0; IH NMR (400 MHz, CDCB): 8 8.62-8.60 (IR m), 7.88-7.81 (2R 

m), 7.74 (1R dd, J - 1.8, 0.4 Hz), 7.52-7.44 (7R m), 7.38-7.34 (iR m), 7.29 (3 R s), 6.57 (IR 

d, J - 2,1 Hz), 5.54 (IR dd, J = 12.3,1.9 Hz), 4.26 (IR d, J - 16.8 Hz), 3.91-3.85 (IH, ra), 

15 2.92-2.75 (3R m), 2,64-2.49 (2R m). 

Example 15C. (RV(6"((3,4"CliciiIoror>he'evl)sMlfoEYl)-'j-f3.4-clit1yoror>heiivI'M»4a^5»6,7,8-

hexahvdro-1H-pvrazolof3«4^1isoqMinolin^a-'vi)(pvridiii-2--vl)methanone 

10 
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F F 

[0498| Quenching the reaction with acetic acid in place of water. LCM S (Method F, ES-API): 

RT 2.93 min, m-fH = 600.9; iH NMR (400 MHz, CDCB): 6 8.59 (IH, dt, J = 4.7,1.4 Hz), 7.86 -

7.79 (2H, m), 7.73 (IH, d, J = 1.9 Hz), 7.52 - 7.43 (3H, m), 7.34 (IH, ddd, J = 10.7, 6.9, 2.5 Hz), 

5 7.29 - 7.24 (211 m), 7.22-7.18 (IH, m), 6.51 (IH, d, J = 2.2 Hz), 5.50 (IH, d, I = 12.5 Hz), 4.23 

(IH, d, J= 16.9 Hz), 3.90 - 3.84 (IH, m), 2.93 - 2.80 (3H, m), 2.64 (IH, td, J - 11.7, 3.4 Hz), 

2.53 (IH, dt, J = 14,8, 2.3 Hz). 

Example 151). {RM6-{f3,f^difluoro^methoxvpheirvi)siiIfonyI>-l-{4-fhioropheiivl>-

4.4a,5.6J.8-faexahydro-lH-pyrazolof3,4-g1isoquinoIin-4a-vI)(pyridiii-2-yniiiethanoiie 

[0499] LCMS (Method F, ES-API): RT 2.65 min, m+H = 581.2; IH NMR (400 MHz, DMSO-

d6): 6 8.72 (IH, ddd, J = 4.7,1.7, 0.9 Hz), 8.00 (IH, dt, J = 7.7, 1.7 Hz), 7.76 (1H, dt, 7.7, 0.9 

Hz), 7.66 (IH, ddd, J = 7.7,4.7, 1.2 Hz), 7.51-7.47 (2H, m), 7.44-7.42 (2H, m), 7.40-7.36 (3H, 

m), 6.65 (IH, s), 5.30 (IH, dd, j" - 12.5,1.7 Hz), 4.09 (IH, d, J = 16.9 Hz), 4.04 (3B, m), 3.75-

15 3.73 (IH, m)„ 2.97-2.90 (2H, m), 2.64-2.54 (3H, m). 

Example 16. (R)"(6-'('(6-(dimethYlamino)pvridin~3~vl)sttlfonyl)-l»(4-fluoropheiivi>-

4.4a>5.6.7,8"hexahvdrO"lH"pyra2olof3%4"glisoqttiaoliB-4a"yl)('pvridin-2"'yl)methanone 

10 F 
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f^N 

J05001 (R)-(6"((6-chioropyridin-3-*yl)sulfonyi)-l-(4-fluoropheiiyi)~4,4a,5,6J,8-hexahyd]-o-lH-

pyrazo!o(3,4-g]isoquinoiin-4a-y[)(pyridin--2--y[)rnethanorie (30 mg, 0.055 mmol) was dissolved in 

a solution of dimethylamine in tetrahydrofuran (2M, 545 ul 1.091 mmol), and the reaction 

5 mixture stirred at room temperature overnight. The solvent was removed in vacuo to give a 

yellow oil, which was purified by chromatography on silica gel (gradient: 10-100% ethyl acetate 

in isohexane) to afford (R)-(6-((6-(dimethylaiiiino)pyridin-3-yl)surfonyi)-l-(4-fluorophenyl)-

4,4a*5j.6,7,8-hcxahy<ko-iH-pyrazolo[3,4-g]isoquinolm-4a-yl)(pyridin-2-yI)methanone (25 mg) 

as a pale yellow solid. LCMS (Method F, ES-API): RT 2.38 min, m+H = 559.3; IH NMR (400 

10 MHz, CDCB): 5 8.62 (IH, ddd, J = 4.8, 1.8, 0.9 Hz), 8.43 (IH, d, J = 2.5 Hz), 7.88 (1H, dt, J = 

8.0, 1.1 Hz), 7.81 (IH, td, J = 7.7, 1.8 Hz), 7.60 (IH, dd, J = 9.1,2.5 Hz), 7.46 - 7.40 (3H, m), 

7.28 (IH, s), 7.20 - 7.12 (2H, m), 6.47 (IH, d, J - 2.2 Hz). 6.39 (IH, dd, 1 = 9.1, 0.8 Hz), 5.47 

(IR dd, J = 12.0, 2.2 Hz), 4.29 (IH, d, J = 16.9 Hz), 3.84 - 3.79 (IH, m), 3.14 (6H, s), 2.92 -

2.75 (2H, m), 2.70 (IH, d, J - 12.0 Hz), 2.51 - 2.44 (2H, m). 

15 Example 17. (R)-5^fl-(4-fluorophenyI)^a-picoHnoyMa,5J4Metrahydro-lH--pyrazoIo|"3.4-

glisoquinoKn-6(4Hyvl)siiifoiivi)-l-inethvipvridiii-2flH)'-one 

[05011 i-Metbyl-6-oxo-l,6-dihydropyridine-3~sulfonic acid, ammonium sail (I g, 4.85 mmol) 

was suspended in N,N-dimethy Iformarriide (8 ml), and thionyl chloride (2.1 ml) was added. The 

20 reaction mixture was stirred at room temperature for 3 hours, giving a clear brown solution, 

F 
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before evaporation in vacuo to give crude sulphonyl chloride as a pale brown viscous oil. (R)-

tcrt-butyi l-(4-fluorophenyl)-4a-picolinoy!-4a,5J,8-teirahydro-iH~pyrazo!o(3,4-g]isoqumoline-

6(4H)-carboxylate (0.2 g, 0.421 mmol) was dissolved in HCI (4M in dioxane) (2,107 nil, 8.43 

mmol), and the reaction mixture stirred at room temperature for 45 minutes, then evaporated to 

5 give a yellow solid. This intermediate was dissolved in dichloromethane (8 mL) and 

triethyi.am.ine (1.175 ml, 8.43 mmol), and 25% of the crude sulphonyl chloride added. The 

reaction mixture was stirred at room temperature for 72 hours, then diluted with dichloromethane 

(100ml) and washed with 2M hydrochloric acid (2x50ml), and the organic phase dried 

(magnesium sulfate), filtered and evaporated to give a brown gum. The crude product was 

10 purified first by chromatography on silica gel (gradient: 50-100% ethyl acetate in isohexane), 

followed by preparative HPLC (Gilson, Acidic (0.1% Formic acid), Agilent Prep C-18, 5 jim, 

21.2x50 mm. column, 25-40% acetonitrile in. water) to afford (R)-5-((l-(4-jIuorophenyl)~4a-

picolmoyl-4a,5,7,8-tetrahydro-lH-pyrazolo[3,4-g]isoquinolm-6(4H)-yl)sulfonyl)-l-

methylpyridm~2(1.H)~one (5 mg) as a white solid. LCMS (Method F, ES-API): RT 2.08 min, 

15 m+H = 546.2; 1H NMR (400 MHz, CDCB): o 8,56 (IH, d, J = 3.3 Hz), 7.88-7.79 (3H, m), 7.50-

7.40 (3H, m), 7.33 (iH, d, J = 9.2 Hz), 7.29-7.27 (IH, m), 7.17 (2H, t, J = 8.3 Hz), 6.52 (IH, s), 

6.35 (IH, d; J - 9.6 Hz), 5.52 (IH, d, J - 12.5 Hz). 4.23 (IR d, J - 16,7 Hz), 3.91-3.84 ("IH, m), 

3.51 (3H, s), 3.02-2.70 (4H, m), 2.55 (IH, d, 1= 14.4 Hz). 

Example 18, <T*Ht-f4-fluorophettvI)-(M'n-metkvI-1H-pvrazo1-4-y])suIfonviV4«4a.5,6/7,8" 

20 hexahvdro-lH-pvra2oM34-gl!SOfluiflolitt^a-vltt4-rtrifluororoethvl)pvridfa-2--

yi)methanone 

CF3 

\ 

F 

[0502] HCl/Dioxane (4M) (25.3 mi, 101 mmol) was added to (R)-tert-butyl 1 -(4-

fluorophenyl)-4a-(4-(trifluorome.thyl)picoIinoyl)-4a,5,7,8-tetrahydro-lH-pyrazolo[3,4-

227 
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g]isoquinoiine-6(4H)-carboxylate (2.75 g, 5.07 mmol) and the reaction mixture was stirred at 

room temperature for 2 h. The solvent was removed in vacuo to give an orange gum. This was 

dissolved in dichloromethane (75 mL) and Hun.ig's base (4.43 ml, 25.3 mmol) was added 

followed by I -methyl- 1H-pyrazole-4-sulfony i chloride (1.099 g> 6.08 mmol). The reaction 

5 mixture was stirred at room temperature for 1 h. The solvent was removed in vacuo to give an 

orange oil. The crude product was purified twice by chromatography on silica gel (gradient: 0-

70% ethyl acetate in isohexane, followed by 0-60% ethyl acetate in dichloromethane}, to give 

(R)-( 1 -(4~fluorophenyl)~6~(( 1 -methyl- {H-pyrazol~4~yl}suifonyI)-4,4a,5,6,7,8-hexahydro-l B~ 

pyrazolo[3,4"g]isoqtimolin~4a~yl}(4-(trifluoroniethyi)pyridin-2-yl)inethanone (1.89 g) as a pale 

10 yellow solid. LCMS (Method F, ES-API): RT 2.39 min, m+H = 587.2.; IH NMR (400 MHz, 

CDCB): 8 8.87 (IH, d, J = 5.0 Hz), 8.16-8.15 (1H, m), 7.72-7.70 (IH, m), 7.69-7.66 (2H, m), 

7.47-7.42 (2H, m), 7.30 (IH, s), 7.21-7.14 (2H, m), 6.51 (IH, d, J = 2.1 Hz), 5.44 (IH, dd, J = 

12.0, 2.1 Hz), 4.21 (IH, d, J = 16.9 Hz), 3.93 (3H, s), 3.80-3.76 (IH, m), 2,94 (IH, J - 16.9 Hz), 

2.88-2.79 (iH, m), 2.66 (IH, d, J = 12.1 Hz), 2.53-2.48 (iH, m), 2.43 (IH, ddd, J= 12.6, 10.5, 

15 3.5 Hz). 

Example 19, (T*W6-((3.4-dichlorophenYl)sulfon¥lM-44-fluoropheavI'HU4gL5»6,7.8-

[0503] To HCI 2M in ether (2809 ill, 5.62 mmol) was added (R)-tert-butyl l-(4-fiuorophenyl)~ 

20 4a-(thiazolc-4-carbonyl)-4a,5>7,8-tetrahydro-lH-pyrazolo[3,4-g]isoquinoline-6(4H)-earboxyiate 

(135 mg, 0.281 mmol) as a solution in ether (1 mL). The resulting suspension was stirred at room 

temperature for 1 h. The solvent was removed to give a white solid. This was dissolved in 

dichloromethane (1.4 mL) and Hunig"s base (245 u.1,1.405 mmol), and 3,4-dichlorobenzene-l-

sulfonyi chloride (76 mg, 0.309 mmol) was added to the solution. The resulting solution was 

25 stirred at room temperature for 18 h. The crude product was purified by chromatography on 

4 

F 
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silica gel (gradient: 5-95% ethyl acetate in isohexane to afford (R)-(6-((3,4-

dichloropheny!)siilfonyl)-l-(4-fluorophenyl)-4,4a,5,6!7.8-hexahydro-lH-pyrazolo[3,4-

g]isoquinolin-4a-yl)(thiazoi-4-yl)methanone (111 mg) as a pale yellow solid. LCMS (Method F, 

ES-API): RT 2.76 min, m+H = 588.8: 1H NMR (400 MHz, CDCB): 8 8.85 (IH, d, J = 2.2 Hz), 

5 8.22 (IH, d, J = 2.2 Hz), 7.77 (IH, t,J==1.2 Hz), 7.52 (2H, d, J = 1.2 Hz), 7.45 - 7.40 (2B, m), 

7.28 (IH, s), 7.20 - 7.13 (2H, m), 6.52 (IH, d, J = 2.2 Hz), 5.44 (IH, dd, J = 12.6, 2.2 Hz), 4.13 

(IH, d, J = 16.8 Hz), 3.90 - 3.87 (IH, m), 2.92 - 2.81 (2H, m), 2.78 (IH, d, J = 12.6 Hz), 2.62 -

2.50 (2H, m). 

Example 20. Human Glucocorticoid Receptor (GR) Fluorescence Polarisation (FP) Bidding 

10 Assay 

[0504] The following is a description of a FP assay for measuring compound inhibition of 

labelled glucocorticoid binding to the human recombinant GR. 

[0505] The binding affinity of test compounds was determined using a FP binding assay using 

human recombinant GR (PanVcraP2812) and a fluorescent labelled glucocorticoid ligand 

15 (Fluoromc GS Red.) (Pan Vera P2894). The presence of inhibitors prevents the formation of a GS 

Red/GR complex resulting in a decrease in the measured polarisation value. The change in 

polarisation value in the presence of test compounds is used to calculate the binding affinity of 

the compound for GR. 

[0506] This assay was performed in. 384 well, black, round-bottom, polypropylene micro litre 

20 plates in a final volume of 20^1. The assay contained 5ul InM GR (final concentration), 5ul 

0„5nM Fluorome GS Red (final concentration) in the presence of i Oiil test compounds. Positive 

control wells (high polarisation) receive, 1 Qui 2% (v:v) DMSO vehicle (1 % (v/v) final 

concentration) + 5a! InM GR and 5ui 0.5nM Fluorome GS Red. Negative control wells (low 

polarisation) receive 1 Oul 2uM dexamethasone (IjiM final concentration) + 5u.l InM GR and 

25 5,ul 0.5nM Fluorome GS Red. Assay blank background wells (used for normalisation) receive 

15,ul I x GS screening buffer + 5jil GR. 

[0507] For the IC50 determination (concentration of compound that displaces 50% of the bound 

GS Red), compounds were tested at eight different concentrations in duplicate in two 

independently performed experiments. Compounds were prepared as soluhilised solids at I Om.M 
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in DMSO. On the day of assay, an 8 point half-log serial dilution (55,ul DMSO + 25p.l compound 

solution) was prepared. A 1:50 dilution (l,iii compound solution + 49,ul Ix GR screening buffer) 

was prepared for each compound. The compounds were prepared at 2x final assay concentration. 

[0508] The reagents were added to the 384 well micro titre plates in the following order: 1 Ofii 

5 test compound/vchicte/1 jiM dexamethasone, 5p.l Fluorome GS Red and 5jil GR. The plates were 

mixed and incubated for 4 hour at room temperature. FP was measured using an Envision Excite 

plate reader with 535 am excitation and 590 nm. emission interference filters. 

(0509[ Miili-polansation (mP) values were calculated using the below equation: 

mP = 1000 * (S-G*P) / (S+G*P) 

10 where S and P are assay blank background subtracted fluorescence units, G:::: G-factor (1.07). 

{0510! Compound IC50 values were calculated by plotting a [compound] v. % inhibition curve 

and fitting the data to a 4-parameter logistic fit equation. Compound Kj (equilibrium dissociation 

constant) values were determined from the experimental ICso values using a ligand depletion 

correction equation (see below) assuming the antagonists were competitive inhibitors with 

15 respect to dexamethasone (Pharmacologic Analysis of Drug Receptor Interactions, 2nd Ed., p385-

410, 1993, Raven Press, New York). 

K, (Lb)*qC50)* (Kd) 

(Lo)*(Ro) + Lb*(R0 - U + U - Kd) 

Equilibrium dissociation constant of GS red ligand (Kd) 0.3nM 

Bound tracer concentration (Lb) 0.3nM 

Total tracer concentration (L0) 0.5nM 

20 Total receptor concentration (RQ) 1 .OrsM 

Reagents: 

[0511] lOx GR screening buffer (lOOmM potassium phosphate pH 7.4, 200mM Na2IVlo04s 

IrnM EDTA, 20% (v/v) DMSO). To prepare Ix GR screening buffer, combine I ml I Ox GR 

screening buffer (PanVera P2814) + 1ml stabilising peptide (PanVe-ra P28I5) + 7,95ml 4°C MQ 

25 water. Add 50iij IM DTT, vortex and place on ice until use. 

Example 21. HeoG2 Tyrosine Aminotransferase (TAT) Assay 
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10512} Glucocorticoid mediated activation of TAT occurs by transactivation of glucocorticoid 

response elements in the TAT promoter by glucocorticoid receptor-agonist complex. The 

following protocol describes an assay for measuring induction of TAT by dexamethasone in 

HepG2 cells (a human liver hepatocellular carcinoma cell line; ECACC, UK). 

5 [0513] TAT activity was measured as outlined m the literature by A. Ali el al., J. Med. Chem., 

2004,47, 2441-2452. Dexamethasone induced TAT production with an average EC50 value 

(half-maximal effect) of 20nM. 

[0514] HepG2 ceils were cultured using MEME media supplemented with 10% (v/v) foetal 

bovine serum; 2niM L-glutamine and 1% (v/v) NEAA at 37°C, 5%/95% (v/v) CCVair. The 

10 HepG2 cells were counted and adjusted to yield a density of 0.125 x 106 cells/ml in RPMI 1640 

without phenol red, 10% (v/v) charcoal stripped FBS, 2mM L-glutamine and seeded at 25,000 

ceils/well in 200iil into 96 well, sterile., tissue culture micro titre plates, and incubated at 37°C, 

5% C02 for 24 hours 

[0515] Growth media was removed and replaced with assay media {RPMI 1640 without 

15 phenol red, 2niM L-glutamine + iOjiM forskolin}. Test compounds were screened against a 

challenge of lOOnM dexamethasone. Compounds were serially half log diluted in 100% (v/v) 

dimethyisupfoxide from a lOmM stock. Then an 8-point half-log dilution curve was generated 

followed by a 1:100 dilution into assay media to give a lOx final assay [compound]: this resulted 

in final assay [compound] that ranged 10 to 0.003juM in 0.1% (v/v) dimethylsulfoxide. 

20 [0516] Test compounds were pre-incubated with ceils in micro-titre plates for SOminutes at 

37°C, 5/95 (v/v) CCVair, before the addition of lOOnM dexamethasone and then subsequently for 

20 hours to allow optimal TAT induction. 

[0517] HepG2 cells were then lysed with 30fxl of cell lysis buffer containing a protease 

inhibitor cocktail for 15 minutes at 4°C. 155ul of substrate mixture was then added containing 

25 5.4mM Tyrosine sodium salt j 0.8mM alpha ketoglutarate and 0.06mM pyridoxa! 5' phosphate 

in 0.1M potassium phosphate buffer (pH 7.4). After 2 hours incubation at 37°C the reaction was 

terminated by the addition of 15j.it of 10M aqueous potassium hydroxide solution, and the plates 

incubated for a further 30 minutes at 37°C. The TAT activity product was measured by 

absorbance at X 340nm. 
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10518] IC50 values were calculated by plotting % inhibition (normalised to lOOnM 

dexamethasone TAT stimulation) v. [compound] and fitting the data to a 4 parameter logistic 

equation. IC50 values were converted to Ki (equilibrium dissociation constant) using the Cheng 

and Prusoff equation, assuming the antagonists were competitive inhibitors with respect to 

dexamethasone. 

Table 1. Activity Data 

Rl ^.0 owO 

R3 
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Example R1 RiH Ring J R2 a R3 GR 
binding TAT 

1L pyridin-2-yl 4-Et phenyl 3,4,5-trifluoro 0 4-F-phenyl +++ 4-4-4- j 

1M pyridin-2-yl 4-OMe phenyl 3,4,5-trifluoro 0 4-F-phenyi 4-4-4- +4-4- 1 

2 py.ridix:-2-yl phenyl 4-F 0 4-F-phenyl +4-+ ++, 

2A thiazo!-2~y] phenyl 3-F 4-P-pheny! •-HH- ^ 1 

2B thiazoi-2-yl teirahydrofuran-
2-yi 

\ 4-F-pb.enyl 4.4 4. 1 
2C pyridin-2-yl phenyl 2-Me 0 4-F-phenyl +++ 4-4-4-

2D pyridin-2-yl phenyl 4-Et 0 4-F-phenyi 4.4.4. 4.4-4. 

2E pyridin-2-yl phenyl 3-Me 0 4-F-phenyl 4-4-4- 4-4-4-

2F pyridm-2-yl phenyl 3--C1 0 4-F-phcnyl •H-+ 

2G pyridin-2-yl | phenyl 3-OMe 0 4-F-phenyi 4-4-4- 4-4-4-

2H 
| 

pyridin-2-yl j phenyl 3-F> 4-Q 0 4-F-pheayi 4-4-4- 4-4-4-

21 pyridin-2-yi jj phenyl 4-OMe 0 4-F-phenyi 4.4.4. 4-4-4. 

2J pyridiu-2-yi | 
» 

phenyl 3-F, 4-Me 0 4-F-phenyl -4-4- +++ 

2K. pyridm-2-yl j phenyl j 0 4-F-phony! H-4- -H-+ 

2L pyridin-2-yl 
i 

phenyl 2-F 0 4-F-phenyl 4.4-4. 4-4-4-

2M pvridin-2-y] 
" 

]H-pyrazol~4~3'! I-Me 0 4-F-phenyi 4.4.4. 4--f 

2N 
1 

pyridin-2-y) \ pyridin-3-yl 6-CF3 {) 4-F-phenyi -r-++ 4-4- -s~ 

20 
I 

pyridm-2-yi \ phenyl 4-Me 0 4-F-phenyl J +++ +4-4-

2p py«dm-2--yi 
\ 

phenyl I 3-CFJ.., 4-F 0 4-F-phenyl [ +4-
\ 

4-4-4-

1 2Q : pyridin-2~y! 
: i 

; phenyl [ 4-CN 0 4-F'-phenyl 4-4-4- : ++ 

2R 
: 

: pyridtn-2-y! 
[ 

pyridin-3-y] ! 6-OMe 0 4-F-phenyi 4-4-4- I 4-4-+-

2S : pyridm-2-v] : i ! 
1. 

!:eirahydro-2H-
[ pyran-4-yl 0 

: 
4-F-phenyl 4- | 4. 
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Example R1 | Ri« Riog J" R2 u R3 GR |TAT 

binding | 

2T pvridiii-2-yl 1 cyclohexyl | o 4-F-phenyl 4- J 4-

2U pyridm-2-y3 4-CF, lH-pyrazol-5-yl i -Et 0 4-F-phenyl 4- 4-4-4-

2V pyridiii-2-yI ; 4-CFj lB-pyrazol-4-yi 3.5-diiXiethyi 0 4-F-phenyl 4- 4-4-

2\V pyri.dm»2»yi ; 4-CFB iH-irmdazol-4-y] 0 4-F-pheny! •f 4-4-

3 pyridm-2-yl \ pyrid.m-3-yl 6-riio;pholii!e 0 4-F-phenyi 4-4-4- 4-4-

4 thiazoi-2-vi pyridin-3-yl 6-pyrroiidm-
1 -yl 0 4-F-phenyi 4-4-4- 4-

5 thiazo'i-2-y'i phenyl 4-F 0 4-F-phenyl 4-4-4- 4-4-

5A 
i 

thiazol-2-yl 1 phenyl 3-F 0 4-F-phenyl -r-h-f •H-4-

5B ihiazol-2-y] phenyl 4-C:N 4-F-pheriyl -H~i- 4-

5C pyridin-2-yl phenyl 3~CF? 0 4-F-phenyl 4-4-4- 4-4-4-

5D 1H-I.2.4-
triazol-5-yl 1 -Me phenyl 4-CF, 0 4-F-phenyi .i._| ^ 4-

5E pyrazin-2-yi phenyl 4-CF3 0 4-F-phenyi 4-4-4- -H-

5F pyridin-2-yl pyridia-3-yl ?~F o 4-F-pheny! -[—r 

SO pyrkihi-2-yl phenyl 3-F 0 4-F-phenyl -i-f-i- 4-4-4-

5H pyridin-2-yl 5-OMe phenyl 4-CF, 0 4-F-phenyi -i~L 4-4-4-

51 thiazoi-5-yi phenyl 4-CF, 0 4-F-phenyi 4-4-4- 4-

5,1 thiazol-2-yl pyridin-3-yi 5-F 0 4-F-pheny! 

6 thiazol-2-yi phenyl : 4-pyrro'udin-
L I:>i 0 4-F-pheny! "f"4" 4-4-

6A thjazol-2-yl phenyl : 3-pyrrolidin-
l-yi 0 4-F-pheny; .j. 

7 
j 

thiazoi-2-y! j pyridin-3-yl 5-piperidin- i -
vl > 0 i 4-F-phenyi 4-4-4-

: 
I ++ 

7A 
5 

| tbiazoi-2-vl 1 
I ' 5 

| pyridin-3--y! 5-pyrroiid)ii-
1 "]-y* 

(} j 4-F-phenyi 
1 

4-4-4-
: 

| ++ 

8 j pyridin-2-y] 
I 

j pyridin-3-y! 
i 
| 6-pvE'roiklin--

1 '..'ryi 0 4-F-phenyi 4-4-4- 4-
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Example R1 Ru Ring J R2 B R3 GR 
Mitdmg TAT 

11R pyridin-2-yl phenyl 3-C1,4-F 0 4-F-phenyl +++ +++ 

ilS pyridin-2-yl 4-Me phenyt 3-CN () 4-F-phenyl +4-4- 4-+4 

1 IT pyridm-2-yi 4-Me 1 Fl-pyrazol-4-yl 1-Me 0 4-F-phenyl +++ +4-4-

nu pyriciiri--2-yl 4-Me phenyl 3,4-diflnoro 0 4-F-phenyl HH- +++ 

IIV ] pyridin-2-yl I 4~Me 
! 1 

lH-irnidazol-4-vl 1-Me 0 4-F-phenyl -1—f—h ++ 

11W j ovridin-2-vl 
> -

4-Me phenyl 3,5-difluoro 0 4-F-pheuyl +++ +++ 

; nx pyridin-2-yl 4-Me phenyl 3,-1,5-inTiuoro \ 0 
t 

4-F-phenyi +4-4- +++ 

11Y py.cidin-2-yl phenyl 3-SOjMe ! 0 ! ! 
4-F-phenyl +++ ++ 

HZ pyndiii-2-yl phenyl 3-C02H | 0 4-F-plieriyl 

+++ ++ 

11AA pyridin-2-yl phenyl 3-CH:iOMe 0 4-F-phenyl 4-4-4- ++ 

11AB pyridin-2-vl 
4-methyl-3/+-dihydro-2FS-

| pyri do[3,2~b] [ 1,4]oxazin-7 -yl 0 4-F-phenyl 4-4-4- ++ 

11 AC pyridin-2-yl j | phenyl 
i £ 

j 

2,3.4-triiluoroj 0 4-F-phenyl j 4-++ +++ 

11 AD 
s 1 

pyridin-2-y! | I pyridin-2-yl 
I 1 

6-CF3 10 4-F-phenyl 4-4-4- 4-4--

! 1AE pyridm-2-yl j 4-Me pyrsdin-2-y! 
! ! 

6-CF3 | 0 4-F-phenyi 4-++ +++ 

11AF ! pyridin-2-yt 

4-Me 

j 

phenyl j 3,4-dichloro 0 

0 

4-F-phenyl +4-4- +4-+ 

HAG 1 oyridm-2-yl 
i 

4-Me phenyl 3-CFj 

0 

0 4-F-phenyi +++ |+++ 

i '• i 
HAH ] pyridin-2-yl | 4-Me 1 H-pyrazo3-4~yl l~Et j 0 4-F-phenvl ! +++ j +++ 

< i 
! 1 

I1A1 j pyridin-2~yi j 4-Me [ lH-pyrazol-4-yl \ 1,5-di methyl j 0 4-F-phenvi ! +4-4-
1 .. j 

f 

•+-h+ 

1 i AJ pyridin-2-yl j 4-Me lB-pyra/.ol-5-yI [-Me | 0 4-F-pheny; I ++4- | +++ 
\ 1 

S | 

11AK pyn.din-2-yi 1 4-Me 
: E 

lR-pyrazol-3-vl I 1-Me | 0 

phenyl 3-Me, 4-F 1 0 
} ! 

4-P-phenyl +++ +++ 

i i AL j pyrsdin-2-yl | 4-Me 
( ! 

lR-pyrazol-3-vl I 1-Me | 0 

phenyl 3-Me, 4-F 1 0 
} ! 

4-F-phenyl -H-+ +++ 
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Example R1 R1" Ring J" E2 fi R3 GR 
binding TAT 

31AM py?iciin-2-vl 4-Me 4-;iteth)d-3,4-dihydro-2H-
pyrido[3,2-b][l,4]oxazix;-7-yj 0 4-F-phenyi H—1—h -H-4-

1 IAN pyo'ciin-2-yl 4-Me 2,3-diliydrobenzofutat;->-y[ 0 4-F-phenyl i-H- I "H~r 

1IAO pyd.dia-2-yl 4-Me 1 -methylindol rn.--2--one-.5-yl 0 4-F-phenyl -hf-r-

11AP pyridin-2-yl 4-Me phenyl 3-SO?Me 0 4-F-phenyl 4--H- -H+ 

: 11AQ pyridin-2-vl 4-Me lH-pyrazol-4-yl 1,3-diinethyL 0 4-F-phenyi -H-H- 4.4-

3 f AR pyridin-2-yI 4-Me 2„3"diliydrobertzo[b}[ i .4 jdioxin-
6-yl 0 4-F-phenyl +•++ +++ 

^ HAS pyriciiri-2-yi 4-Me phenyl 3-F, 4-CF, 0 4-F-phenyi +H--I- 4.4.4. 

11 AT pyridin-2-yI phenyl 3-F, 4-CF, 0 4-F-phenyl H—J—t-

HAU pyridin-2-yi 4-Et phenyl 3-CN 0 4-F-phenyl 4.4.+. 

11AV pyridin-2.-y! 4-Et pyrklin-2-yl 6-CF, {) 4-F-phenyi -f-h+ 4.4.4. 

] 1AW pyndm-2-yl 4-Me phenyl 3-CO/H 0 4-F-pheny! HHH- + 

1 LAX pyridin-2-yl 4-Me isoxazoi-4-yi 3,5-dimethyl 0 4-F-phenyl +-H- 4.4. 

11AY pyridin-2-yl ]H-pyrazo3-4-y3 1-Et 0 4-F-phenyi +++ ++ 

. IIAZ 
i 

pyridin-2-yl 1 
5 

pheny! 3-CF-:, 1 0 
1 

phenyl •H-

! 1BA pyridin-2-yl 4-Me U-Lpyrasol-S-yl I >3-dimethyl 0 4-F-phenyi 4-4.4. 

I IBB pyridin-2-y! 4-Me pyridin-4-yl 2-CF, 0 4-F-phenyi 4_).4, 

11BC ' pyridm-2-yi 4-Me pyridin-2-yi 4-CF} 
: 
: 0 4-F-phenyl •*++ 

1 IBD pyridm-2-}'] 4-Me 3H-pyrazol~4-yi 5-Me 0 4-F-phenyl -H-+-

11BE : pyridin-2-yl pyridin-4-y] 2-CF3 0 4-F-phenyi 4-4.4. j -H-
! 
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Example R1 R1" Rissg J R2 is R3 GR 
bxB>ding TAT 

11CX pyridin-2-yl 4-CF3 1 H-pyrazoI-4-y! 1 -propyl 0 4-F-phenyl +++ +++ 

I ICY thiazoi-4-yl 1 H-pyrazol-4-yi 1 -methyl 0 4-F-phenyi ++ 

11CZ thiazol-4-yl lH-pyrazol-4-yi 1 -propyl 0 4-F-pheny! +++ 

1 IDA ihiazol-4-y] i,2.3-fr;azoIyi methyl 0 4-F-phenyl +++ -H-+ 

11DB pyridin-2-yi 1,2,3-triazoiyl methyl I 0 4-F-phenyi +++ _i—|—1_ 

1 IDC pyridin-2-yl 4-CF3 1,2,3-triazolyl propyl 0 4-F-phenyl ++ +++ 

12 thiazol-2-yl phenyl 3-CF3 0 4-F-phenyi +4-4-

12 A ihiazol-2-yi phenyl 3-Me 0 4-F-pheny; +++ +++ 

I2B ihlazol-2.-yl phenyl 3-OMc 0 4-F-phenyl +4-

12C thlazoi-2-yl phenyl 4-Me, 3-F 0 4-F-phenyl 4-4-+ ++ 

12D th;azol-2-yl phenyl 0 4-F-phenyi +++ 

12E chiazoi-2-yl phenyl 3-Ci 0 4-F-phenyl +++ ++ 

12F pyridin-2-yl 5-Me phenyl 3-Me 0 4-F-pheny! +++ 

i 2G pyridin-2-yl 4-Me phony] 3-Me 0 4-F-phenyi +++ +++ 

12H pyridin-2-yl 6-Me phenyl 3-Me {) 4-F-phenyl +++ 

121 ttnazol-2-yl phenyl 3-CF-s, 4-F 0 4-F-phenyl ++ 

12J thiazo!-2-yl 
| 

phenyl f 3,4,5-trifiuoro 
I 

0 4-F-phenyl +++ ++ 

12K thiazo'i-2-y; phenyl 3-F, 4-CF;; 0 4-F-pheny! -H-+ ++ 

12L thiazol-2-yi 5-Mc phenyl 3-CF., j 0 f* 
1 

"T*
 

j 

% 
1 1 

+4-4- H-i-

; 12M thiazol-2-vl 4-Me phenyl 3-CF-j | 0 4-F-phenyl ++ ++ 

12N thiazoi-2-yl phenyl 3,4-dichioro 0 
5 \ 

4-F-phenyl | •++ -f-++ 
! i 

120 thiazol-2-yl S-Me phenyl 3.4-dichloro 0 4-F-phenyl +4-+ -f-f—!-
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Example R! R1* Ring J" R* n R3 GR 
binding TAT 

12P thiazoi-2-yf piiexivi 3,4-dilliioro 0 4-F-phenyi 4-4-4- 4-4-

12Q tbiazoi-2-yl 5-Me phenyl 3,4-diiTuoro 0 4-F-phenyi 4- -•-4-4-

12R thiazol-2-yl 5-Me phenyl 3-F, 4-CS 0 4-F-pheny! 4-4- 4-4-4-

] 2S ihiazoi-2-yl 5-Me ]}-]-pyrazol-3-yl 1-Me 0 4-F-pheriyi 4-M- •H-i-

12T thiazoi-2-yl 5-Me lH-pyrazol-4-y] I-Me 0 4-F-phenyi 4-4-4- 4- ; 1 

12U thiazoS-2-yi 5-Me lH-pyrazoi-5-yi 1,3-dmiethyi 0 4-F-phenyl 4. 4-4-

I2V tbiazoi-2-yl 5-Me lH-pyrazol-5-yl I-Me 0 4-F-phenyi 4-4- 4-4-

12W thiazol-2-yl ll-l-pyrazol-5-yl 1-ethyl 0 4-f-phenyl H- H-

I2X ihiazol-2-yl JH-pyrazol-4-yl I -ethyl 0 4-F-phenyl 4-H- 4-4-

?2Y tiiiazoi-2-yl lH-pyrazol-4-yl 1 -propyl 0 4-F-phenyi 4-4-4- 4-4-4-

12Z thiazol-2-yi 1,2,3-triazolyl methyl 0 4-F-phenyi 4-4-4- 4-

12AA 

... 

thiazoI-2-yl 1,2,3-triazoiyl propyl 0 4-F-phenyi 4-4-4- +, 

13 IH-imidazol-
2-yl 1-Mtt phenyl 4-Me 0 4-f-pheny! 4-4- -f—r 

ISA 
1! ["irnidazol- j , 

2-yI | "J'/e phenyl 3-Me 0 4-F-pheny! j 4-4-
! 

14 pyridm-2-yl phenyl 3-CONMe2 0 4-F-phenyi 4-4-4- 4-4-

15 pyridin-2-yl 4-CF;; lH-pyrazoi-4-yi l-£t 0 4-F-phenyi 4-4-4- +++ 

I5A pyridin-2-yl phenyl 3-CF3 0 pyridin-3-yl 4-4-4- 4-4-

15B pyridin-2-yl phenyl 3,4-di.chloro 0 phenyl 4—1—1- 4-4-4-

15C pyridin-2-yj phenyl 3>4~dichioro | 0 
i 

3,4-
difliiorophenyl. 

4--+-

15D pyridsn-2-yi phenyl 3,5-difhioro, 
4-methoxy 0 4-F-phenyl 4-4- | 4-4-4-

5 

i6 pyridj)!-2-yl pyridsti-3-yi 6-NMe2 0 4-F-pheriy! •HH- | 4-4-

17 pyridin-2-yi 
1 

pyridin-2(iH)~ 
one-5-yl I-Me 0 4-F-phenyi 

s 
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Example Rs | R1* Ring J R2 n 1 R3 LG? I TAT | | b*aKimg | 

18 pyridin-2-yi | 4-CF; lH-pyrazol-4-yl 1-Me 0 4-F-phenyi 1 -i~-I--+ 

19 tbiazol-4-yl | phenyl 3.4-dichioro 0 4~F~phenyl j +++ -t-++ 

!ri Table 1, GR Binding compounds with a K; value of less than 0.5 nM are designated with -H-+; 

compounds with a K, value from 0.5 nM to less than 1.0 nM are designated with ++; and 

5 compounds with a K; value of at least 1.0 nM are designated with +. TAT activity with a K,; 

value of less than 20 nM are designated with -H-i-, compounds with a K, value from 20 nM to 

less than 100 nM are designated with -H-; and compounds with a K, value of at least 100 nM are 

designated with +. 

Example 22. Cell Transreor es sioa Assays 

10 [0519] The following protocol describes assays for measuring the effect of either GR agonists 

or antagonists on IL~1 p stimulated IL-6 production by A549 cells. 

[0520) In the GR. antagonist mode of the assay compounds are tested for their ability to reverse 

the suppression of IL-13 stimulated IL-6 production by dexamethasone. Conversely, in the GR 

agonist mode of the assay compounds are tested for their ability to directly inhibit. IL-113 

15 stimulated ].L-6 production. These assays were adapted from a protocol outlined by All el al., 1. 

Med. Chem. (2004), 47, 2441-2452. 

[0521} A549 cells were routinely cultured in DM EM media supplemented with 10 % (v/v) 

foetal bovine serum and 2 mM L-glutamine at 37°C, 5 %/95% (v/v) CCVair (Standard 

Incubation Conditions). For assay use, cells were counted and the suspension diluted in DMEM 

20 supplemented with 2 mM L-glutamine (Assay Media) to 0.66 x 106 cells/ml. This cell 

preparation was then used to seed sterile, tissue culture treated, 384 well plates (20,000 

cells/well), which were subsequently kept under Standard Incubation Conditions for 1 hour. 

[0522] Compounds were solubiiised in DMSO to generate a 10 mM stock solution. A range of 

8 test concentrations were generated by diluting the stock solution in DMSO to 240 fiM, 

25 followed by 7 serial half log dilutions in DMSO. These test compound solutions were diluted 40-
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fold into Assay Media prior to addition to the cells to give a range of final assay compound 

concentrations of 10 to 0.003 p.M in 0.25% (v/v) DMSO. 

[0523] Note that the standard GR agonist dexamethasone was tested at concentrations- ranging 

from ] 00 to 0.03 nM. Compounds were screened for GR antagonism of an ECsoOQ nM) 

5 dexamethasone stimulation. 

[0524f Compounds were pre-incubated with cells for 1 hour using Standard Conditions as 

previously described, prior to the addition of 3 0 nM dexamethasone (antagonist mode) or Assay 

Media (agonist mode) and then incubated for a further hour. 

[05251 Cells were then stimulated with IL~ 1 p (final assay concentration 3 ng/ uL) and 

10 incubated for 18 hours to allow sufficient IL-6 to he produced. 

[0526] IL-6 in the eel! media was measured using an AlphaLISA detection assay (Perkin 

Elmer). Raw data were converted to IL-6 concentrations by interpolation of test data against an 

IL-6 standard curve using GraphPad Prism, software. 

[0527] For the agonist mode assay, IL-6 values were normalised to the maximal effect of the 

15 full agonist dexamethasone and compound concentration effect curves were fitted to a 4 

parameter logistic equation to determine EC® and maximal effect values. 

[0528| For the antagonist mode assay, IL-6 values were normalised to the effect of 10 nM 

dexamethasone inhibition of IL-6 production, such that 100% inhibition represented complete 

reversal of the dexamethasone suppression of IL-6. Compound IC50 values were determined by 

20 plotting compound concentrations against % inhibition and fitting the data to a 4 parameter 

logistic equation. Compoiuid Ki (inhibitor dissociation constant) values were estimated by 

correcting the ICso values using the Cheng-Prusoff equation, assuming that all compounds were 

competitive GR antagonists with respect to dexamethasone. 

25 |0529| Although the foregoing invention has been described in some detail, by way of 

illustration and Example for purposes of clarity of understanding, one of skill in the art will 

appreciate tha t certain changes and modifications may be practiced within the scope of the 

appended claims. In addition, each reference provided herein is incorporated by reference in its 

entirety to the same extent as if each reference was individually incorporated by reference. 
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Where a conflict exists between the instant application and a reference provided herein, the 
instant application shall dominate. 
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WHAT IS CLAIMED IS: 

1. A compound having the formula: 

wherein 

R1 is a heteroaryl ring having from 5 to 6 ring members and from 1 to 4 heteroatoms 

each independently selected from the group consisting of N, O and S, 

optionally substituted with 1-4 groups each independently selected from. Rla; 

each Rla is independently selected from the group consisting of hydrogen, C\-e alkyl, 

halogen, Ci_6 haloalkyl, Cj-6 alkoxy, Ci_6 haloalkoxy, -CN, N-oxide, 

C3-8 cycloalkyl, and C3.8 heterocycloalkyl; 

ring J is selected from the group consisting of a cycloalkyl ring, a heterocycloalkyl 

ring, an aryl ring and a heteroaryl ring, wherein the heterocycloalkyl and 

heteroaryl rings have from 5 to 6 ring members and from 1 to 4 heteroatoms 

each independently selected from the group consisting of N, O and S; 

each R is independently selected from the group consisting of hydrogen, C\.{, alkyl, 

halogen, C\.(, haloalkyl, Ci-6 alkoxy, Cj-6 haloalkoxy, C1-6 alkyl-

Ci.6 alkoxy, -CN, -OH, -NR2aR2b, -C(Q)R2a, -C(0)0R2a, -C(0)NR2aR2b, -SR2a; 

-S(0)R2a, -S(0)2R2B, C3_g cycloalkyl, and C3,g heterocycloalkyl, wherein the 

heterocycloalkyl groups are optionally substituted with 1-4 R2c groups; 

alternatively, two R2 groups linked to the same carbon, are combined to form an oxo 
group (=0); 

alternatively, two R2 groups are combined to form a heterocycloalkyl ring having 

from 5 to 6 ring members and from 1 to 3 heteroatoms each independently 

selected from the group consisting of N, O and S, wherein the 

heterocycloalkyl ring is optionally substituted with from 1 to 3 R2d groups; 

R2a and R2b are each independently selected from the group consisting of hydrogen 

and C1-6 alkyl; 
each R20 is independently selected from the group consisting of hydrogen, halogen, 

hydroxy, Q-e alkoxy, Ci_6 haloalkoxy, -CN, and -NR2aR2b; 
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each R2d is in dependently selected from the group consisting of hydrogen and 

Cj-6 alkyl, or two R2d groups attached to the same ring atom are combined to 
form (=0); 

R3 is selected from the group consisting of phenyl and pyridyl, each optionally 

substituted with 1 -4 R3a groups; 

each R3a is independently selected from the group consisting of hydrogen, halogen, 

and C{.6 haloalkyl; 

subscript n is an integer from 0 to 3; 

or salts and isomers thereof. 

2. The compound of claim 1, wherein 

R1 is a heteroaryl ring having from 5 to 6 ring members and from 1 to 4 heteroatoms 

each independently selected from the group consisting of N, O and S, 

optionally substituted with 1-4 groups each independently selected from R3a; 

each Rla is independently selected from the group consisting of hydrogen, Ci-6 alkyl, 

halogen, C\* haloalkyl, Cj-e alkoxy, Cj.6 haloalkoxy, -CN, C3.8 cycloalkyl, and 

C3-8 heterocycloalkyl; 
ring J is selected from the group consisting of a cycloalkyl ring, a heterocycloalkyl 

ring, an aryl ring and a heteroaryl ring, wherein the heterocycloalkyl and 

heteroaryl rings have from 5 to 6 ring members and from 1 to 3 heteroatoms 

each independently selected from, the group consisting of N, O and S; 
2 t each R is independently selected from the group consisting of hydrogen, C1.6 alkyl, 

halogen, C].(, haloalkyl, Ci-6 alkoxy, CU6 haloalkoxy, -CN, -NR2aR2b, 

C3-8 cycloalkyl, and C3_g heterocycloalkyl, wherein the heterocycloalkyl 

groups are optionally substituted with 1-4 R2c groups; 

R2a and R2b are each independently selected from the group consisting of hydrogen 

andC}.6 alkyl; 

each R2c is independently selected from the group consisting of hydrogen, halogen, 

hydroxy, Cj.6 alkoxy, CM haloalkoxy, -CN, and -NR2aR2b; 
3 • R is selected from the group consisting of phenyl and pyridyl, each optionally 

substituted with 3-4 R3a groups; 

each R3a is independently selected from the group consisting of hydrogen, halogen, 

and Ci_6 haloalkyl; and 

subscript n is an integer from 0 to 3. 
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3. The compound of claim 1, wherein 

R! is a heteroaryl ring having from 5 to 6 ring members and from 1 to 3 heteroatoms 

each independently selected from the group consisting of N> O and. S, 

optionally substituted with 1-4 groups each independently selected from Rla; 

each Rla is independently selected from the group consisting of hydrogen and 

Ci_6 alkyl; 

ring J is selected from the group consisting of tetrahydroiiiran, phenyl, and pyridyl; 
^ t r each R is independently selected from the group consisting of hydrogen, Cj_6 alkyl, 

halogen, Ci-e haloalkyl, CM alkoxy, Cj.6 haloalkoxy, -CN, -NR2aR2b5 

C3.8 cycloalkyl, and C3-8 heterocycloalkyl; 
2b R and R are each independently selected from the group consisting of hydrogen 

and Cj-6 alkyl; 
3 * R is selected from the group consisting of phenyl and pyridyl; 

R3a is F; and 

subscript n is 0 or 1. 

4. The compound of claim 1, wherein 

R1 is a heteroaryl ring having from 5 to 6 ring members and from 1 to 3 heteroatoms 

each independently selected from the group consisting of N, O and S, 

optionally substituted with 1-4 groups each independently selected from RIa; 

each Rla is independently selected from the group consisting of hydrogen and. 

C1-6 alkyl; 
ring J is selected from the group consisting of phenyl and pyridyl; 

each R is independently selected from the group consisting of hydrogen, halogen, 

Cj-6 haloalkyl, -CN and C5-6 heterocycloalkyl; 
R is selected from the group consisting of phenyl and pyridyl; and 
R3a is F. 

5. The compound of claim 1, wherein Rl is selected from the group 
consisting of pyrrole, pyrazole, imidazole, triazole, tetrazole, furan, oxazole, isoxazole, 
oxadiazole, thiophene, thiazole, isothiazole, thiadiazole, pyridine, pyrazine, pyrimidine, and 
pyridazine. 
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6. The compound of claim 1, wherein R? is selected from the group 

consisting of2~pyrrole, 3-pyrrole, 3-pyrazole, 4-pyrazole, 5-pyrazole, 2-imidazole, 

4-imidazole, 5-imidazole. 1,2,3-triazol-4-yl, l,2,3,-triazol-5-yl, 1,2,4-triazol-3~yl, 

l,2,4-triazol-5-yl, 1,2,3,4-tetrazol-l-yl, l,2.3,45tetrazol-5-yl, 2-furan, 3-furan, 2-oxazole, 

4-oxazole, 5-oxazole, 3-isoxazole, 4-isooxazole, 5-isooxazole, l,2,4-oxadiazol-3-yl, 

1.2.4-oxadiazol-5-yl, l,2,5-oxadiazol-3-yl, l,3,4-oxadiazol-2-yl, 2-thiophene, 3-thiophene, 

2-thiazole, 4-thiazole, 5-thiazole, 3-isothiazole, 4-isothiazoIe, 5-isothiazole, 

l,2,3-thiadiazol~4-yl, 1,2.34hiadiazoI-5-yl, l,2,4-thiadiazol-3-yl, 1,2,4-thiadiazol-5-yl, 

1.2.5-thiadiazol-3-yl, l,3,4-thiadiazol-2-yl, 2-pyridine, 3-pyridine, 4-pyridine, pyrazine, 

2-pyrimidine, 4-pyrimidine, 5-pyrimidine, 6-pyrimidine, 3-pyridazine, 4-pyridazine, 
5-pyridazine, and 6-pyridazine. 

7. The compound of claim 1, wherein R!'is selected from the group 

consisting of pyrazole, imidazole, triazole, furan, oxazole, oxadiazole, thiophene, thiazole, 

pyridine, pyrazine and pyrimidine, 

8. The compound of claim 1, wherein R1 is selected from the group 

consisting of 1-pyrazole, 3-pyrazole, 4-pyrazole, 5-pyrazole, 2-imidazole, 4-imidazole, 

5-imidazole, 1.2,3-triazol-4-yl, !,2,33-triazo!-5-yI, l,2,4-triazol-3-yl, l,2,4~triazol-5-yl, 

2-furan, 3-furan, 2-oxazole, 4-oxazole, 5-oxazole, l,2,4-oxadiazol-3-yl, l,2,4-oxadiazol-5-yl, 

l,2,5-oxadiazol-3-yl, 1,3,4-oxadiazol-2-yl, 2-thiophene, 3-thiophene, 2-thiazole, 4-thiazole, 

5-thiazole, 2-pyridine, 3-pyridine, 4-pyridine, pyrazine, 2-pyrimidine, 4-pyrimidine, 

5-pyrimidine, and 6-pyrimidine. 

9. The compound of claim 1, wherein each Rla is independently selected 

from the group consisting of hydrogen, Cj-g alkyl, haloalkyl, Cj.6 alkoxy and 

C3-8 heterocycloalkyl. 

10. The compound of claim 1, wherein each Rla is independently selected 
from the group consisting of hydrogen, methyl, ethyl, trifluoromethyl, and methoxy. 

11. The compound of claim 1, wherein ring J is selected from the group 
consisting of heterocycloalkyl, aryl and heteroaryl. 
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1 12. The compound of claim 1, wherein ring J is selected from the group 

2 consisting of aryl and heteroaryl. 

1 13. The compound of claim 1, wherein ring J is selected from the group 

2 consisting of phenyl, pyridine, imidazole, pyrazole, triazole, tetrazole, thiadiazole, isothiazole, 

3 cyclohexyl, tetrahydrofuran and tetrahydro~2H-pyran. 

1 14. The compound of claim 1, wherein ring J is phenyl. 

1 15. The compound of claim 1. wherein ring J is pyridyl. 

1. 16. The compound of claim 1, wherein each R is independently selected 

2 from the group consisting of hydrogen, C;_6 alkyl, halogen, C\.6 haloalkyl, Cj_6 alkoxy, 

3 . Ci-6 haloalkoxy, C,.6 aikyl-C,.6 alkoxy, -CN, -NR2aR2b, -C(0)0R21, -S(0)2R2a, C3.8 cycloalkyl, 

4 and C3_8 heterocycloalkyl, wherein the heterocycloalkyl group has 5-6 ring members and 1 to 

5 2 heteroatoms. 

1 17. The compound of claim 1, wherein each R2 is independently selected 

2 from the group consisting of hydrogen, methyl, ethyl, F, CI, -CF3, OMe, OCHF2, -CN, -NMe2, 

3 ~S(0)2Me, pyrrolidine, piperidine and morpholine. 

n 

1 18. The compound of claim 1, wherein R is 4-F-phenyl. 

1 19. The compound of claim 1, wherein the compound is selected from the 

2 group consisting of: 
3 (R}-(l-(4-fluorophenyl}-6-((4~(trifluoromethyl)phenyl)sulfonyl)-4,4a55,6,?.8-hexahydro-iH~ 
4 pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridin-2-yl)m.ethanone, 

5 (R)-(l-(4-fluorophenyl)-6-((4-(trifluoromethyl)phenyl)sulfonyl)-4,4a,5,6,7,8-hexaliydro-lH-
6 pyrazolo[3,4-g]isoquinolm-4a-yi)(l-methyI-lH-imidazol-2-yl)methanone, 

7 (R)-(l-(4~fhJorophenyl)-6-((4-fluorophenyl)sulfonyl)-4,4a,5,6,7,8-hexahydro-lH~pyrazolo[3,4-
8 g]isoquinolin-4a-yl)(pyridin-2-yl)methanone, 

9 (R)-(6-((6-chloropyridin-3-y{)su]fonyI)-l-(4-fluorophenyi)-4,4a.5,6,?,8~hexahydro-lH-
10 pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridin-2-yl)methanone, 

11 (R)-(l-(4-fluorophenyl)-6-((6-morpholinopyridm-3-yl)sulfonyl)-4,4a,5,6,7,8-hexaliydro-lH-
12 pyrazolo[3,4-g]isoquinoiin-4a-yl)(pyridin-2-yl)methanone, 
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13 (R)-(l-(4-fluorophenyl)-6~((4-(trifluorometbyl)phenyl)sulfonyl)~4,4a,5,6J,84iexahydro-lH-
14 pyrazolo[3,4-g]isoquinolin4a-yl)(pyridin-3-yl)methanone, 

15 (R)-(l-(4-fluorophenyl)-6-((4-(tilfluoromethyl)phenyl)sulfonyl)-4;4a,556J7,8-hexahydro-lH-
1.6 pyrazolo[3,4-g]isoquinolin-4a-yl)(thia2ol-2-yl)methanone, 

17 (R)-(l-(4-fluorophenyl)-6-((4-(trifluoromethyl)phenyl)sulfonyI}-4,4a,5,6,7,8-hexahydro-lH-
18 pyrazolo[3,4-g]isoquinolm>4a-yl)(5-methyl-l ,3,4-oxadiazo]-2-yl)2nethanone, 

19 (R)-(l -(4-fiuorophenyl)-6-((4~(trifluoromethyl)phenyl)sulfonyl)-4,4a,5,6,7,8-hexahydro-1 H~ 
20 pyrazolo[3,4-g3isoquinolin-4a-yl)(oxazol-4-yl)methanone, 

21 (R)-(l~(4-fiuorophenyl)~6-((4-(trifluoromethyi)phenyl)sulfoTiyl)-4,4a,5,6,7,8-hexahydro-lH-
22 pyrazolo[3,4-gjisoqumoIm-4a-yI)(oxazol-2-yl)methanone, 

23 (R)-(l-(4-fluorophenyl}-6-((4-(tTifluoromethyl)phenyl)sulfonyl)-434a,5,6,7,8-hexaliydro-lH-
24 pyrazolo[3,4-g]isoquioolin-4a-yl)(furan-2-yl)methanone, 

25 (R)-(I-(4-fluorophenyI)-6-((4-(trifluoromethyI)phenyl)suIfonyi)-4>4a,5J6,7,8-hexaftydro-lH-
26 pyrazolo[3,4-g]isoquinolin-4a-yl)(tliiophen-2-yl)methanone, . 

27 (R)-(6-((6-chloropyridm-3~yl)sulfonyl)4-(4-fliK)rophenyl)-4,4a,5,6,7.8-hexahydro-lH-
28 pyrazoio[3,4-g]isoqumolm-4a-yl)(thiazol-2-yl)methanoiie, 

29 (R)-(l-(4-fluorophenyl>6~((6~(pyiTolidin4-yl)pyridm-3-yI)sulfonyl)-4,4a,5,6,7,8~hexahydro-lH-
30 pyrazolo[3»4-g]isoquinolin-4a-yl)(thiazol-2-yl)metiianone, 

31 (R)-(6-((3-fluorobenzyl)sulfonyl)~l-(4-fluorophcnyl)-4,4a,5,6,7,8-hexahydro-lH-pyra7.olo[3,4-
32 g]isoquinolm-4a-yl)(thiazol-2-yi)metlianone> 

33 ((4aR)-l-(4-fluorophenyl)-6-((((R/S)-tetrahydro fiiran-2~yl)methyl)sulfonyl)-4!4a,5,6,7!8-
34 hexahydro-lH-pyrazolo[3,4-g]isoquinolin-4a-yl)(thiazol-2-yl)methanone, 

35 (R)-(l-(4-fluorophenyl)-6"((4-fluorophenyl)sulfonyl)-434a,5J6,7.8-hexahydro~lH~pyrazolo[3,4" 
36 g]isoquiaolm-4a-yl)(tliiazol-2-yl)methaiione, 

37 (R.)-(l-(4-fluorophenyl)-6-((4-(pyrrolidin-l-yl)phenyl)sulfonyl)-454a,5,6,7,8-hexahydi"0-lH-
38 pyrazolo[3,4-g]isoqninolm-4a-yl)(thiazol-2-yl)methanone, 

39 (R)-(l-(4-fluorophenyl)-6-((3-fluorophenyl)sulfonyl)-4,4a,5,6t7>8-hexahydro-lH-pyi-azolo[3,4-
40 g3isoquinolin-4a-yl)(thiazol-2-yl)methanone, 

41 (R)-< t -(4-fluorophenyl)~6~((3-(pyrrolidin-1 -l)phenyl)sulfonyi}-4,4a,5,6,7,8-hexahydro-1H-
42 pyrazolo[3,4-g]isoquinolm-4a-yl)(thiazol-2-yl)methanone, 
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43 (R)-4-(((I~(4-fiiaorophenyl)~4a-(thiazoIe-2-caibonyl)-4a,5,7,8-tetrahydix>-IH-pyrazolo[3f4-
44 g]isoquinolin-6(4H)-yl)sulfonyl)methyl)benzonitrile, 

45 (R)-(l~(4~:ihioropheRyl}-6-((5-(piperidm-l-yl)pyridin~3-yl)suIfonyl)-4,4a,5,6?7,84iexahydro~lH-
46 pyrazolo[3,4-g]isoquinoiin-4a-y3)(thiazol-2-yl)methanone) 

47 (R)-(l-(4-fluorophenyl)-6-((5-(pyrrohdin-l-yl)pyridin-3-yl)suIfonyl)-4,4a,5,6,7,8-hexahydro-lH-
48 pyi'azolo[3,4-g]isoquinoIiti-4a-yl)(thiazol-2-yi)methanone, 

49 (R)-(l-{4"fluorophenyl)-6-((3-(trif!uoromethyl)phenyl)sulfonyi)-4,4a.5,6„7,8-hexahydro-lH-
50 pyi-azoIo[3,4-g]isoquinolin-4a-yl)(pyridin-2-y!)methaiione, 

51 (R)-(l-(4-fluorophenyl)-6-((6-(pyrrolidin-l-yl)pyridni-3-yl)sulfoiiyL)-4,4a,5,6,7»8-hexahydro-lH-
52 pyrazolo[3,4-g]isoquinolin~4a-yI)(pyridin-2-yl)methanone5 

53 ((R)4-(4-ihx)rophenyI)-6-((6-((R)-3-fluoropyrTolidni4-yi)pyridin-3-yl)sulfonyl)-4,4a,5,657,8-
54 hexahydro-lH~pyrazolo[3,4-g]isoquinoIin-4a-yI)(thiazoI-2~yl)i^ethanone, 

55 (R}-(l-(4-fiuorophenyl)~6-((4-(pyrrolidm'l~yI)phenyI}suifonyl)-4,4a,5!6,758-hexahydro-lH-
56 pyrazolo[3,4-g]isoqu.inoiin-4a-yl)(pyridm-2-yl)methanone> 

57 (R)-(l-(4-fluorophenyI)-6-((4-(trifluoromethyl)phenyl)suIfonyl)-4,4a?5,6,7,8-hexahydro-lH-
5 8 pyrazoio[3,4-g]isoqumolin-4a-yl)( 1 -methyl-1H-1.2.4-triazoI-5-yI)methanoae, 

59 (R)-(l~(4~fluorophenyI)-6"((4-(trifluoromethyI)phen}d)sulfonyl)~4J4a,5j6J7,8-hexahydro-lH-
60 pyrazoio[3,4-g]isoqumolm-4a-yl)(thiazol-4-yI)methanoiie, 

61 (R)-(l-(4-fluorophenyl)-6-((4-(trifluoromethyl)phenyl)sulfonyl)-4>4a,5,6,7.8-hexahydro-lH-
62 pyrazolo[3,4-g]isoqumolm-4a-yl)(pyrazin-2-yl)methaiione, 

63 (R)-(l-(4-fluorophenyl)-6-((5-fluoropyridm-3-yl)sul.foiiyl)-4,4a,5,6,7,8-hexahydro-lH-
64 pyrazolo[3.4-g]isoquinolin-4a-yl)(pyridin-2-yl)methaiione, ' 

65 (R)-(l-(4-fiuorophenyl)-6-((3-fluorophenyl)sidfonyl)-4,4a,5,6.7,8-hexahydro-lH-pyrazolo[354-
66 g]isoquinolin~4a-yI)(pyridin-2-yl)methanone, 

67 (R)-(I-(4-fluorophenyl)-6-((5-(piperidin-l~yl)pyridin-3-yl)sulfonyl)-4,4a,5,6,7,8-hexahydro-lH-
68 pyrazolo[3,4-g]isoquinolm-4a-yl)(pyridin-2-yl)methanone, 

69 (R)-(l-(4-ftuorophenyl)-6-(o~tolylsulfonyl)-4,4a,5,6,7,8~hexahydro-lH-pyrazolo[3,4~ 
70 g]isoqumoiin-4a-yi)(pyridin-2-yI)methanone, 

71 (R)~(6-((4-ethylphenyl)suifonyl)-l-(4~fluorophenyl)-4,4a,5,6!7,8-hexab.ydro-lH-pyrazolo[3,4-
72 gjisoqumolm-4a-yl)(pyridm-2-yl)methanone, 
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73 (R)-(l~(4-fluoroplienyl)-6-(m-tolylsuifonyl)-4,4a,5}6J,8-hexahydro-lH-pyrazolo[3,4-

74 g]isoquinolm-4a-yl)(pyridin-2-yl)methanoiie, 

75 (R)-(l-(4-fiuorophenyl)-6-((5-CpyrroIidiii-l-yl)pyridin-3-yl)sulfonyl)-4,4a,5,6,7,8-hexahydro-lH-

76 pyrazolo[354-g]isoquinolin-4a~yl)(pyridin-2-yl)methanone5 

77 (R}~(6-((3-cMorophenyl)suIfonyl)~l-(4-fluoropheiiyi)-4s4a,5,637,8-hexab.ydro-lH~pyrazolo[3,4-

78 g]isoquinoIin-4a-yl)(pyridin-2-yl)methanone, 

79 (R)-(]-(4-fluorophenyl)-6-((3-methoxyphenyl)su!foiiy!)-454a,5,6,7,8-hexahydi-o-lH-pyrazolo[354-

80 g3isoquinoIm-4a-yl)(pyridin-2-yl)methanone, 

81 (R)-(6-((4-cMoro-3-fluorophenyI)sulfonyl)-l-(4-fluorophenyl)-4,4a,5»6)7J8-hexahydro-lH-

82 pyrazolo[3,4-g]isoqmnolm-4a-yl)(pyridin-2-yl)metiianone, 

83 (R)-(l-(4-fiuorophenyI)-6-((4-raelhoxyphenyl)sulfonyl)-454a,5,657,8-hexahydro-lH-pyrazolo[3,4-

84 g]isoqumolin-4a-yl)(pyridin-2-yl)metha]aone, 

85 (R)-(6-((3-fluoro-4-methyIphexiyl)sulfonyl)-l-(4-fiuorophenYl)-4,4a,5,6,7,8-liexaliydro-lH-

86 pyrazolo[3,4-g]isoqiimolin-4a-yl)(pyridm-2-yl)methanone, 

87 (R)-( 1 -(4-fluorophenyl)-6-(phenylsulfonyl)-4,4a,5,6,7,8-hexahydro-1 H-pyrazolo[3,4-

88 g]isoqumolin-4a-yl)(pyiidin-2-yl)meth.anones 

89 (R)-(l-(4-fluorophenyl)-6-((2-fluorophenyl)sulfonyl)-4>4ap?6,7,8-hexahydro-lH-pyrazolo[3,4-

90 g]isoquinolin-4a-yl)(pyridin-2-yI)methanone, 

91 (R)-(l-(4-fluoropheDyl)-6-((l-methyl-lH-pyrazol-4-yl)sulfonyl)~4>4a,556,7,8-hexahydro-lH-

92 pyrazolo[3,4-g]isoquinoim-4a~yl)(pyridm~2-yl)methanone. 

93 (R)-(l-(4-fluoropheny].)-6-((6-(trifluoromethyi)pyridin-3-yl)sulfonyl)-4,4a.5,6,7,8-hexa}iydro-lH-

94 pyrazoio[3,4-g]isoquinoiin-4a-yi)(pyridin-2-yl)methanone, 

95 (R)-(l-(4-fluorophenyr)-6-tosyl~4,4a,5!6,7,8-hexabydrO"lH-pyrazolo[3,4-g]isoqumolm-4a-

96 yl)(pyridin-2-yl)methanone, 

97 (R)-(6-((4-fluoro-3-(trifluoromethyI)phenyl)sulfonyl)-l-(4-fluorophenyI)-4.4a,5!6,7,8-hexahydro-

98 lH-pyrazolo[3.4-g]isoqumolin^-a-yl)(pyiidm-2-yl)methaBone, 

99 (R)-(l-(4-fluorophenyl)-6-((4-(trifluoromethyl)phenyl)suifonyl)-4,4a,5,6s7,84iexahydro-lH-

100 pyrazolo[3,4-g]isoquinoliti-4a-yl)(5-methoxypyridin-2-yl)methanone, 

101 (R)-(l-(4-fluorophenyl)-6-((3-(trifluoromethyl)phenyi)sulfonyi)-4,4a,5,6,7,8-hexahydro-lH-

102 pyrazolo[3,4-g]isoquinolin-4a-yl)(thiazol-2-y])methanone; 
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103 (R)-(l-(4-fluorophenyl)-6-(m-tolyIsulfonyl)-4,4a?5,6,7,8-hexahydro-lH-pyi"azolo[3,4-

104 g3isoqumoIin-4a-yl)(thiazol-2-yi)methanone, 

105 (R)-4-((l-(4-fluoroplienyl}-4a-picoliiioyl-4a,5}7,8-tetrahydro-lH-pyrazolo[3,4-g]isoquiiioliii-

106 6(4H)-yl)suifonyl)benzonitrile, 

107 (RHl-(4-ftuorophenyl)-6^(6-methoxypyridin~3-yl)su]fonyl)-4,4a,5,6,7,8-hexahydro-lH-

108 pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridin-2-yl)methanone, 

109 (R)-(l-(4-fluorophenyl)-6-((tetrahydro-2H-pyran-4-yl)suifonyI)-4,4a,5,6,7,8-hexahydro-lH-

110 pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridin-2-yl)methanone# 

111 (R)-Cl-(4-fluorophenyl)-6-((4-(tTifluoj-omethyl)pheny[)sulfonyl)-4»4a,5,6J,8-hexahydro-IH-

112 pyrazolo[3J4-g]isoquinolm-4a-yl)(tliiazol-5-yl)methanone? 

113 (R)-(6-(cyclohexylsulfonyl)-l-{4-fluorophenyl)-4,4a,5,6>7J8-hexahydro-lH-pyrazolo[3>4-

114 g]isoquinolin-4a-yl)(pyridin-2-yl)inethaiione, 

115 (R)-(i-(4-fiuoiX)phenyl)-6-((3-methoxyphenyl)sulfonyI)-4,4a,5,6,7,8-hexaliydro~iH-pyrazolo[3,4-

116 g]isoquinolin-4a-yi)(thiazol-2-yl)methanone, 

117 (R}-(6-((4-chlorophenyl)suifonyl)-l-(4-fluorophenyi)-4,4a,5J6,7t8-hexahydro-lH--pyrazolo[3,4~ 

118 g]isoquinolin-4a-yI)(pyridin-2-yl)methanone> 

119 (R.)-(l-(4-flitorophe!iyl)-6-((4-methoxy~3-methylphenyl)sulfoiiyl)-4,4a,5,6,7,8-iiexahydro-lH» 

120 pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridin-2-yl)metiianone, 

121 (R}-(6-((3-ch]oro-4-methoxyphenyi)sulfonyl)-l-(4-fluorophenyl)-4,4a,5,6,7,8-hexahydro-lH-

122 pyrazolo[3,4-g]isoquinolin-4a~yl)(pyridm-2-yl)methanone, 

123 (R)-(6-((3-fluoro-4-methylphenyl)sulfonyl)-1 ~(4-fluorophenyl)-4,4a,5,6,7.8-hexahydro- 1H-

124 p)Tazoio[354-g]isoqumolin-4a-yl)(thiazol-2-yl)methanon.e5 

125 (R)-(l-(4-fl[uorophenyl)-6-(phenylsulfonyl)-4)4a,5#6,7,8-hexaliydro-lH-pyra2olo[3(4-

126 g]isoquinoIin-4a-yl)(tMazol-2-yl)methanone, 

127" (R)-(6-((3-chlorophenyl)sulfonyl)-l-(4-fli]oropheriyi)-4,4a55,6>7,8-hexahydro-lH-pyrazolo[354-

128 g3isoqumolin-4a-yl)(thiazol-2-yl)methanone, 

129 (R)-(6-((3-fluoro-4-methoxyphenyI)sulfonyl)-1 -(4-fluorophenyl)~4,4a,5,6,7,8-hexahydro-1H-

130 pyrazolo[3,4-g]isoquinolin-4a-yI)(pyridin-2-yl)m.ethanone, 

131 (R)-{6-((2-fluoro-4-methylphenyl)sulfonyl)-l-(4-fluoropheiiyl)-4,4a,5,6,7,8-hexahydro-lH-

132 pyrazolo[3,4-g]isoquinolm-4a-yl)(pyridin-2-yl)methanone, 
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133 (R)-(l-(4-fluorophenyl)-6-(m-tolylsulfonyI)-4,4a,5s6,7,8-hexahydro-lH-pyra2oio[3,4-

134 g]isoqumolm-4a-yl)(thiazol-4-yl)methanone, 

135 (R)-(l-(4-Suorophenyl)-6-to3yl-4,4a,5,6,7,8-hexahydrolH-pyrazolo[3,4-g]isoqumoHn-4a-ylXl-

136 methyl-lH-imidazol-2-yl)methanone, 

137 (R)-3-((l-(4-fluoroph«iyl)-4a-picoIinoyl-4a,5,7,8-tetrahydro-lH-pyrazolo[3,4-g]isoquinoIin-

138 6(4H)-yl)sulfonyl)berizonitrile) 

139 (R)-(6-((4-(difluoromethoxy)phenyl)sulfonyl)4-(4-fluorophenyl)-4,4a,5.6,7,8-hexahydro-lH-

140 pyrazoio[3,4-g] isoqumoIin-4a~yl)(pyridin-2-yl)methanone; 

141 (R)-(l-{4-fluorophenyl)-6-((3-(trifluoromethoxy)phenyl)sulfonyl)-4J4a,5»6,7,8-hexahydro-lH-

142 pyrazoio[3,4-g]isoqumolin-4a-yl)(pyridiii-2-yl)methanone, 

143 (R)-(l-(4-fluorophenLyI)-6-(m-tolyIsulfonyl)-4,4a,5,6J7s8-laexahydro-IH-pyra2oio[3,4-

144 g]isoqumolin-4a-yl)(l-methyl-lH-imidazol-2-yI)methanon.e, . 

145 (R)~(6-((3,5-difluorophenyl)5idfonyl}-l-(4-ftuoropheGyl)-454a.5.6,758-hexahydro~lH-

146 pyrazolo[3,4-g]isoquinoiirL-4a-yl)(pyridiii-2-yl)metlianoiie, • • 

147 (R)-(l -(4-fluorophenyl)-6-tosyl-4#'4a, 5,6,7,8-hexahydro-1 H-pyrazolo[3,4-g]isoquinolin-4a-

148 yi)(thiazol-4-yi)m.ethano«e, 

149 (R)-(l-(4-fluorophenyl)-6-(m-tolylsulfonyi)-4,4a,5,6,7.8-hexahydro-lH-pyrazolo[3,4-

150 g]isoquinolin-4a-yr;(5-niethylpyr3dm~2-yi)methanone, 

151 (R)-(l-(4-fluorophenyI)-6-(m-toiylsulfonyI)-4J4a,5}6,7,8-hexahydro-lH-pyrazoio[3,4-

152 g]isoqumolin-4a-yl)(4-methylpyridin-2-yl)methattone, 

153 (R)-(6-((3-(difluoromethoxy)phenyl)sulfonyl)-l-(4-fluorophenyl)-454a,5,6,7>8-hexahydro-lH-

154 pyrazolo[3,4-g]isoqumolin-4a-yl)(pyridin-2-yl)metlianone, 

155 (R)-(6-((3,4-dim.ethylphenyi)sulfonyl)-l-(4-fluorophenyl)-4,4a,5,6,7.8-hexahydro-lH-

156 pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridin-2-yl)methanone, 

157 (R)-(6-((3,5-dimethylphenyI)sulfonyl)-l-(4-fluorophenyI)-4,4a,5,6,7,8-hexahydro-rH-

158 pyrazolo[3,4-g]isoqumoIin-4a-yl)(pyridm-2-yl)methaiione, 

159 (R)-(l-(4-fiuoropIienyl)-6-(m-tolylsujfoiiyl}-454a,5,6?7,8-hexaliydro-lH-pyrazolo[3,4-

160 g]isoquinolin-4a~yl)(oxazol-2-yl)methanone, 

161 (R)-(l-(4-fluorophenyI)-6-((6-methylpyridin-2-yl)suIfoiiyl)-4,4a,5,6.7,8-hexaliydro-lH-

162 pyrazolo[3.4-g3isoqumolin-4a-yI)(pyridm-2-yi.)methanone, 
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163 (R)-(6-((3)4-difiuorophenyl)sulfonyl)-l-(4-fluorophenyi)-4)4a,5,6,7,8-hexa]iydro-TH" 

164 pyrazolo[3,4-g]isoqumolin-4a-yl)(pyridm-2-yl)methanone, 

165 (R)-(2-(4-S.i}orophe3i3d)-6~((3,4.5-trifluoropheG}4)suIfon}'l)-4,4a55,6.7,8-hexahydro-lH-

166 pyrazolo[3,4-g]iSoquinoIin-4a-yl)(pyridm-2-yI)metlianone, 

1.67 (R)-(l-(4-fluoroplienyl)"6-(m-tolylsuifonyl)-4,4a.5,6,7,8-hexahydro-lH-pyra2:olo[354-

168 g]isoquinoUn-4a~yl)(6-methylpyridin~2~yl)methanonef 

169 (R)K'6~((3-cliIoro44luorophenyl}sulfonylVl«(4-fluoroplienyI}-4,4a,5.6J,8-hexahydro-lH-' 

170 pyrazoIo[3,4-g]isoqmnolm-4a-yl)(pyridin-2-yl)methanoiie, 

171 (R)-3-((I-(4-fluoroph.enyl)-4a-(4-methyIpicoiinoyI)-4a,5,7,8-retrahydro-JH-pyrazolo[3.4-

172 g]isoquino{in-6(4H)-yI)suifonyl)benzonitriIe, 

173 (R)-(l -(4-fI\ioropheny[)-6-((l-methyl-lH-pyrazol-4-yl)sulfonyI)-4,4a, 5,6,7,84iexahydro-lH-

174 pyrazoio[3,4-g]isoqumolin-4a-yl)(4-methylpyridin-2-yl)methai^one, 

175 (R)-(6-((3>4-difluorophenyl)suIfonyl)-l-(4-fluorophenyl)~4,4a,5,6,7,8~hexahydi-o-lH-

176 pyi"azolo[3,4-g]isoqomoIin-4a-yl)(4-methylpyridin-2-yl)methanone? 

177 (R)-(l-(4-fiuorophenyl)~6-((l~methyl™lH-imidazoI~4-yI)suifonyl)-4,4a}5!657,84iexahydro-lH-

178 pyrazoio[3,4-g]isoquinoIin-4a-yl)(4-metIiyipyridin-2-yl)methanone, 

179 (R}-(l-{4-fluorophenyr)-6-(m-tolylsulfonyl)-4)4a,5,6,7,8-hexahydro-lH~p}'ra2oIo[3,4-

180 g]isoqumolin-4a-yl)(pyrimidin~2~yl)methanone, 

181 (R)-(6-((4-fluoro-3-(trifluoromethyl)phenyI)sulfonyl)-l-(4-fluorophenyl)-4,4a,5r6,7,8-hexahydro-

182 1 H-pyrazo3o[3,4~g]isoqmnoiin~4a~yl}(thiaz0l-2-yl)methaiione, 

183 (R)-(6-((3J5-difluorophenyl)sulfonyl}-l-(4"fluorophenyl)-4(4a.5!6;7)8-b.exahydro-lH-

184 pyrazolo[354-g]isoquinolin-4a-yl)(4-methylpyridin-2~yl)methanone, 

185 (R)-(l-(4-fluorophenyl)-6-((3,4,5-txifluorophenyl)sulfonyl)-4>4a,5,6}7,8-hexahydro-lH-

186 pyrazolo[3 54-g]isoqumolm-4a-yi)(4-methylpyridm~2-yi)meihanone, 

187 {R)-(l-(4-fluorophenyl)-6-((3-(methylsulfoiiyl)phenyl)sulfonyl)-4,4a55,6,7,8-hexahydro-lH-

188 pyrazolo[3,4-g]isoqtiinolin-4a-yl)(pyridin~2-yl)methaiione, 

189 (R)-3-((l-(4-fluorophenyl)-4a-picolinoyl-4a,5.7,8-tetTaliydro-lH-pyrazolo[3,4-g]isoqumoIm-

190 6(4H)-yl)sulfonyl)benzoic acid, 

191 (R)~3-((l-(4-fluorophenyl)-4a-picolinoyl-4a»5,7,8-tetrahydi-o-lH-pyrazolo[3,4-g]isoquinoIin-

192 6(4H)-yl)suIfonyl)-N,N-dimethylbenzamide, 
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193 (R)-(l-(4-fluorophenyI)-6-((3-(niethoxymetliyl)phenyl)siiifonyl)-4,4a,5,6,7,8-hexahydro-lH-
194 pyrazolo[3,4-g]isoqmnolin-4a-yl)(pyridin-2~yl)methanone, 

195 (R)-(l-(4-fluoropheoyl)-6-((4~methyi-3,4-dihy"'dro-2H-pyrido[3,2-b][.I,4]oxazHi-7-yl)sulfonyl)-
196 4,4a,5,6J,8-hexahydro4H-pyrazolo[3,4~g]isoqumoIin-4a-y])(pyridin-2~yl)methanone, 

197 (R}-( 1 -(4-fluorophenyI)-6-((2,3 »4-irifluorophenyl)sulfonyl)-4,4a,5,6,7}8-hexahydro-1H-
198 pyrazoIo[3,4-g]isoqumoIin-4a-yI)(pyridin-2-yI)methaiione, 

199 (R)-(l-(4-fluoropheiiyl)-6-((3,4,5-trifluorophenyl)sulfonyi)-4,4a,5,6,7,8-hexahydro-lH-
200 pyra.zolo[3>4-g]isoquinoIin-4a-yl)(thiazol-2-yl)rnethanone? 

201 (R)-(l-(4-fluorophenyl)-6-((6-(trifluoromethyl)pyridin-2-yl)sulfonyl)-4,4aJ5,6,7,8-hexaliydro-lH-
202 pyrazoio[3,4~g]isoquinolin-4a-yl)(pyridin-2~yl)methanone, 

203 (R)~(l-(4-fl.uorophenyl)-6-((6"tti'ifluorometliyl)pyridm-2-yl)sulfonyl)-4,4a!5!6,7,8-hexahydro-lH-
204 pyrazolo[3,4-g]isoquinolin-4a-yl)(4-methyIpyridm-2-yl)methanone, 

205 (R)-(6-((3,4-dichioropheiiyI)sulfonyl)-l~(4-nuorophcnyl)-4,4a,5.6,7,8-hexahydro-lH-
206 pyrazolo[354-g]isoquinolin-4a-yl)(pyridin-2-yr)metlianone, 

207 (R)-( 1 -(4-fluoropheiiyl)-6-((3-(trifluorometliyl)phenyI)suIfonyl)-4;4a?5J6,7;8~hexahydro~ IH-
208 pyrazolo[3,4-g]isoqumolm-4a-yl)(4-methylpyridin-2-yl)methanone, 

209 (R)-t6-((l-ethyl"lHpwazol-4~yl)sulfonyl)-l-(4-fluorophenyr}-454a,5,6,7,84iexahydi:o~lH" 
210 pyrazolo[3,4-g]isoqumolm-4a-yl)(4-methylpyridin-2~yl)methanone, 

211 (R)-(6~((l ,5-dimethyl-1 H-pyrazol-4-yl)sulfonyl)- J. -(4-fluorophenyl)-4,4a?5.6;7,8-hexahydro- 1H-
212 pyrazolo[3,4-gjisoqumolin-4a~yl)(4-methylpyridin-2-yl)methanone, 

213 (R)»(l-(4-fluoropheny])-6-C(l-methyl-lH"pyrazol-5-xl)sulfon.yl)-4,4a,5,6,7,8-hexahydro-lH~ 
214 pyrazolo[354-g]isQqumolin-4a-ylX4~methylpyridin-2-yl)methanone, 

215 (R)-(l -(4-fluorophenyl)-6-(( 1 -methyl-lH-pyrazol-3-yl)sulfonyl)-4,4a,5,6,7,8-hexahydro-lH-
216 pyrazolo[3,4-g]isoquinolin-4a-yi)(4-methylpyridin-2-yl)methaBone, 

217 (R)-(6-((4-fluoro-3-methylphenyl)sulfoiiyl)-l-(4-fluorophenyl)-4,4a,5,6)7,8-hexahydro-lH-
218 pyrazolo[3,4-g]isoquinolin-4a-yl)(4-methylpyridm-2-yl)methanone) 

219 (R)-(l-(4-fluorophenyl)-6-((l-methy]-lH-pyrazol-4-yl)sulfonyI)-4,4a,5»6,7,8-hexahydro-lH-
220 pyrazo1o[3,4-g]isoqmnoliii-4a-yl)(4-(trifluorometliyl)pyridin-2-yl)methanone, 

221 (R)-(l-(4-flijorophenyl)-6-((4-methyl-354-dihydi-o-2H-pyrido[3,2-b][l,4]oxazm-7-yl)sulfonyl)-
222 4,4a,5,6,7,S-hexahydro-lH-pyrazo}o[3.4-gJisoqumolm-4a-yI)(4-methylpyridin~2-yI)methanoiie, 
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223 (R)-(6-((2,3-<liliydrobenzofiiran-5-yI)sulfonyl)-l-(4-fluorop1ienyl)-4,4a.5,6,7,8-hexahydro-lH~ 
224 pyrazolo[354-g]isoquinolm-4a-yl)(4-methylpyridin-2-yl)methanone, 

225 (R)-5-((l-(4-fluorophenyl)-4a~(4-methyipicohnoyl)-4a,5,7,8-tetrahydro-lH-pyrazolo[3,4-
226 g] isoquinoim-6(4H)-yl)sulfonyl)-1 -methylindolin-2-one, 

227 (R)-(l»(4-fluorophenyl)~6~((3-(methyisulfonyl)phenyl)sulfonyI}-4,4a,5,6,7,8-hexahydro»lH-
228 pyiuzolo[3,4-g]isoqumoiin-4a~yl)(4-methylpyridm-2-yl)methanone, 

229 (R)-(6-((3!5-difluorophenyl)sulfonyI)-l-(4-fluoropheiiyl)-4!4a,5,6,7,8~hexahydro~lH-
230 pyi-azolo[3,4-g]isoquinolm-4a-yl)(4-methoxyp3Tidin-2-yi)methanoneJ 

231 (R)-(6-((L3-dimethyHH-pyrazol-4-yl)sulfonyl)-l-(4-fluorophenyl)-4,4a,5,6,7,8-hexahydro-lH-
232 pyrazolo[3,4-g]isoquin.olin-4a-yl)(4-methylpyridin-2-yl)methanone, 

233 (R)-(6-((2.3-dihydrobenzo[b][l,4]dioxin-6"yl)sulfonyl)-l~(4"fliiorophenyl)-4?4a,5?6,7,8-
234 hexahydro-1 H-pyrazolo[3.4-g]isoqumolm-4a-yI)(4-methylpyridin-2-yl)methanone, 

235 (R)-(6-((3-fluoro-4-(tri.fluoromethyl)phenyl)sulfonyl)-l-(4-fii3oropheny])-4,4a,5,6,7,8-hexahydro-
236 lH-pyrazolo[3.4-g]isoquinalm-4a-yl)(4-methyipyridm-2-yl)methanone, 

237 (R)~(6-((3-fluoro-4-(trifluoromethyl)phenyl)sulfonyl)-l-(4-fluorophenyl)-4!4a,5,6J7,8-hexahydro~ 
238 lH-pyrazolo[354-g]isoquinolm~4a-yl)(pyridin-2-yl)methanone, 

239 (R)-(6-((3-fluoro-4*-(tiifluorometliyl)pheny])s"alfonyr}-l-(4-fliiorophenyI)-4,4a,5.6,7,8-hexahydi*o~ 
240 lH-pyrazolo[3,4-g]isoquinoIin-4a-yl)(thiazol-2-y!)methanone, 

241 (R)-3-((4a-(4-ethylpicolinoyi)-l-(4-fluorophenyl)-4a,5?7,8-tetrahydro-lH-pyrazolo[3,4-
242 g}isoqumolin-6(4H)-yI)suIfonyI)benzonitriie, 

243 (R)-(4-ethylpyridin-2-yl)(l-(4-fiuorophenyl)-6-((6-(trifIuoromethyl)pyridin-2-yl)sulfoi3yI)-
244 4,4a,5,6,7.8-hexahydro-lH-pyrazolo[3,4-g}isoquinolin-4a-yl)methaiioneJ 

245 (R}-3-((l-(4-fluorophenyl}-4a-(4-methylpicolinoyl)-4a,5)7,8-tetrahydro-lH-p>Ta2olo[3,4-
246 g]isoquinolm-6(4H)-yl)sulfonyl)benzoic acid, 

247 (R)-(6-((3,5-dimethylisoxazol-4~yl)sulfonyI)-l-(4~fiuorophen}'l)~4,4a,5,6,7,8--hexahydro~lH-
248 pyrazolo[3,4-g3isoquinolin-4a-yl)(4-methylp>ridin-2-yl)methanone, 

249 (R)-(l-(4-fluorophenyI)-6-((3-(tri{luoromethyl)phenyl)sulfonyl)-4.4a,5,6J7>8-hexahy(iro-lH-
250 pyrazolo[3,4-g]isoqumoIm-4a-yl)(5-methylthiazoI-2-yl}methanone, 

251 (R)-(6™((l-ethyl-lH-pyrazoI-4~yl)sulfonyl)-l-(4-fluorophenyl)-4,4a,5,657,8-hexahydro-lH-
252 pyrazolo[354-g]isoquinolin-4a-yl)(pyiidin-2-yl)methanone, 

257 



253 (R)-(l-phenyl-6~((3-(trifluoromethyi)phenyl)sulfonyl)-4,4a,556J,84iexahydro-lH-pyrazolo[3,4-

254 g]isoquinolin-4a-yl)(pyridm-2-yl)methanone, 

255 (R)-(6-((l,3-diiKetliyl-lH-p>Tazol-5-yl)sulfoTiyl}-l-(4-fluorophenyl)-4,4a,5!6,7,8-hexaliydro-lH-

256 pyra^olo[3,4-g]isoquinolin-4a-yl)(4-m.ethylpyridm-2-yl)methanone5 

257 (R)-(l-(4~fIuorophenyl}~6-((2-(triflupromethyl)pyridin-4~yi)sulfonyl)'4,4a,5,6,7.8-hexahydro-lH-

258 pyrazolo[354-g]isoquinolm~4a-yl)(4-methylpyridin-2~yl)methanone, 

259 (R)-(4-eth.yIpyridin-2-yl)(l-(4-fluoroptayI)-6-((3,4.5-trifluorophen34)sulionyl)-4,4a,5,6J7,8~ 

260 hexahydro- IH-pyrazolo[3,4-g]isoquinoMn-4a-yl)methanone, 

261 (R)-(l-(4-fluorophenyl)-6-((3,4,5-trifluorophenyl)sulfonyi)-4,4a,5?6,7.8-hexahydro-lH-

262 pyrazolo[3,4-g]isoquiiioIm-4a-yl)(4-melhoxypyridm-2~yl)methanone, 

263 (R)-(l-(4-fluorophenyl)-6-((3-(trifluoromethyl)phenyl)sulfonyl)~4)4a.5;6,7,8-hexahydro-lH-

264 pyrazolo[3,4-g]isoquinolin-4a-yl)(4-methylthiazol-2-yI)methanone5 

265 (R)-(l-(4-fiuorophenyi)-6-((4-(trifLuoromethyl)pyridm-2-yl)sulfonyl)-454a,5,657,84iexahydro-lH-

266 pyra,zolo[3,4-gjisoquinolm-4a-yl)(4-methy]pyridin-2-yl)methanorie, 

267 (R)-(l-(4-fluorophenyl)-6~((5-methyHH-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-hexahydro~lH~ 

268 pyrazolo[3,4-g]isoquinolm-4a-yl)(4-meth)dpyridin-2-yl)methanone, 

269 (R)-{6-((l-ethyl-lH-pyrazol-4»yl)sulfonyl)-l"(4-fluorophenyl)~4,4a,5!6,7,8-hexahydro-iH-

270 pyrazoio[3,4-g]isoquinoim-4a-yl)(4-(trifluoromethyl)pyrjdin~2-yl)methanorie, 

271 (R)-(6"((3,4-diclilorophenyI)sulfoiiyl)-l-(4-{].uorophenyl)~4,4a.5,6,7,8-hexahydro~ 1H-

272 pyrazoio[3 >4-g]isoquinolin-4a-yl)(thiazol-2-yl)methanone? 

273 (R)-(l-(4-fluorophenyl)-6-((2-(tri&K>romethyI)pyridm-4-yl)sulfoiiyl)-4!4a,5,6,7,8-hexahydr{>lH~ 

274 pyrazoio[3,4-g]isoquinoI.in-4a-yi.)(pyridin-2-yl)methanone, 

275 (R)-pyridin-2-34(l-(pyridin-3-yl)-6-((3-(trifluororaethyl)phenyl)sulfonyl)-4,4a,5,6,7,8-hexahydro-

276 1H-pyrazolo[3,4-g]isoqumolin-4a-yl)methanorie. 

277 (R)-(6-((3,4-dichlorophenyI)suifonyl}-l-(4-fluorophenyi)-4»4a,5,6,7,8-hexahydro-lH-

278 pyi-azolo[3?4-glisoquinoHn-4a~yl)(5-methylthiazol-2-yi)methanone, 

279 (R)~(6-((4-chloro-3-(trifluoromethyI)phenyI)sulfoiiyl}-l-(4-fluorophenyI)-4,4a,5,6,7,8-hexahydro-

280 lH-pyi-azolo[3,4-g]isoqumolin-4a-yl)(pyridiii-2-yl)methanone, 

281 (R}-(6-((3-chloro-4-methylphenyl)sulfonyl)-l-(4-fluorophenyl)-4,4a>5,6,7,8-hexahydro-lH-

282 pyrazolo[3,4-g]isoquinolin-4a-yl)(pyridiri-2-yl)methanone, 
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283 (^-(S-^S^-dichloropheny^sulfony^-l-phenyM^a^^J^-hexahydro-lH-pyrazolofS,^ 

284 g]isoquinolin-4a-yl)(pyiidin-2-yl)methanone, 

285 (R)-(6-(C3J4-difluorophenyI)sulfonyI)-l-(4-fiuorophenyl)-4>4a,5,6,7,8-hexahydro-lH-

286 pyrazolo[3,4-g]isoquinolin-4a-yl)(tbiazol-2-yl)methanone, 

287 (R)-(6-((3,4~difIuorophenyl)sulfonyl)-l-(4-fhiorophenyl)-4,4a,5,6,7,8-hexaltydro-rH-

288 pyrazolo[3,4-g]isoquinoIm-4a-yl)(2-(pyrrolidm-l-yl)pyridm-4-yl)methanone, 

289 (R.)~(l-(4-fl"uorophenyl)~6»(tl~metbyl-iH-pyrazol-3-yl)sulfonyl)-4!4a,5,6,7,8-hexahydro-rH" 

290 pyrazolo[3,4~g]isoqumolin-4a-yI)(4-(triftuorometbyI)pyridm-2-yI)metlianone, 

291 (R)-(l-(4-fluorophenyl)-6-((l-methyl-lH-pyrazol-3-yl)sulfoxiyl)-4,4a,5J6,7,8-hexaliydro-lH 

292 pyrazolo{3!4-g]isoqumolin-4a-yl)(pyridin-2-yl)methanone, 

293 (R)-(l-(4-fluorophenyl)-6-((5-methyHH-pyrazol-4-yl)sulfonyl)-4,4a,5,6;7,8-hexab.ydro~lH-

294 pyrazolo[3.4-g]isoquinolm-4a-yl)(4-(trifluoromethyl)pyridin-2-yI)methanoiie, 

295 (R)-3-((l-(4-fiuorophenyl)-4a-(4~(trifluoromethyi)picolmoyI)"4a,5.7,8-tetrahydro-lH-

296 pyrazoio[3,4-g]isoquinolin-6(4H)-yl)suIfonyl)benzonitrile, 

297 (R)-(6-((3,4-dichlorophenyi)sulfonyl)-l-(3!4-di{iuorophenyl)-4,4a,5,6.7,8-hexahydro-lH-

298 pyi-azolo[3,4~g]isoquinoim-4a-y!)(pyridm-2-yI)metliaiione, 

299 (R)-(6-((3(4-dichlorop3ienyl)siilfonyI)-l-(4-fluorophenyl)-4,4a,5,6,7,8-hexahydro-lH-

300 pyrazolo[3j4-g]isoquinolin-4a-yl)(thiazol-4-yl)methanone, 

301 (R)-(l-(4-fluorophenyl)-6-((]-metbyl-lH-pyrazol-5-yl)sulfonyl)-4,4a,5,6,7,8-hexahydro-lH-

302 pyrazolo[3,4-g]isoquinolin-4a-y])(4-(trifluorometliy3)pyridin-2-yl)methanone, 

303 (R)-(6-(Cl,5-dimethyl-lH-pyra2ol-4-yl)suifonyI)-l-(4-fIuoropfaeayl)-4,4a,5,6,7,8-hexahydro-lH-

304 pyrazolo[3.4-g]isoquinolm-4a-yl)(4-(trifluorometbyl)pYridi.n-2-yl)methanone.. 

305 (R)-(6-((lH-pyrazol-4-yl)sulfoiiyl)-l-(4-fiuorophenylM,4a,5,6,7,8-hexahydro-lH-pyrazolo[3;4~ 

306 g]isoquinoHn-4a-yl)(4-(trifluoromethyl)pyi*idin-2-yl)methanone, 

307 (R.)-(l-(4-fluorophenyr)-6-((l-methyl-3-(trifluoromethyl)-lH-pyrazol-4-yl)sulfonyi)-4.4a,5,6,7,8-

308 hexahydro-lH-pyrazolo[3,4-g]isoqwiiolin-4a-yl)(pyridin-2-yl)methanone, 

309 (R)-(6-((3,4-difluorophenyl)suifonyl)-l-(4-fluorophenyl)-4>4a,5,6,7,8-bexahydro-lH-

310 pyrazolo[3,4-g]i5oqumoim~4a-yl)(5-methylthiazol-2-yl)me1:hanone, 

311 (R)-(6-((4-chloro-3-fluorophenyl)sulfonyl)4-(4-fltiorophenyl)-454a55,6,7,8-hexahydro-lH-

312 pyrazolo[3,4-g]isoquinoliii~4a-yl)(5-methylthiazoi-2-yl)methanone, 
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313 (R)-(l-(4-fluorophenyi)-6-((l-methyMH-pyrazol-3-yl)suIfbiiyl)~4,4a,5,6,7,8-hexahydro-lH-

314 pyrazolo[3,4-g]isoquinolin-4a-yl)(5-methylthiazol-2-yl)methanone, 

315 (R)-(6-((6-(dimethyiamino)pyri<lii!-3-yl)sulfonyl)4-(4-fluorophenyl)-4.4a, 5,6,7,8-hexahydro-lH-

316 pyrazolo[3,4-g]isoquinoiin-4a-yl)(pyridin-2-yl)methanone, 

317 (R)-(l-(4-fluorophenyl)-6-((3,4,5"trifluorophenyl)sulfonyl)~4J4a,5f6,7J8-hexahydro-lH-

318 pyrazolo[3,4-glisoquinolm-4a-yi)(4-(trifIuoromethyl)pyi-idiri-2-yl)methanone, 

319 (R)-(l-(4-chlorophenyI)-6-((l-methyl-lH-pyrazol-3-yl)snIfonyl)-4,4a,5,6J7,8-hexahydro-lH-

320 pyrazolo[3,4~g]isoqmnolm~4a-yl)(4-(trifluorom.ethyl)pyridm-2-yl)methanone, 

321 (R)-(l-(4-fluorophenyl)-6-((l-methyl-lH-pyrazol-4-)d)sulfonyl)-4J4a,5,6,7,8-hexahydro-lH-

322 pyrazoIo[3,4-g]isoqumoiin-4a-yl)(5-methylthiazol-2-yl)methanone, 

323 (R)-(6-((l-ethyl-lH-pyrazol-5-yl)sulfonyl)-l~(4"fluorophenyI)-4,4a,5,6,7,8-hexahydro-lH-

324 pyrazolo[334-g]isoquinolin-4a-yl)(4-(tiifluoromethyl)pyTi.dm-2-yl)metlianone, 

325 (R)-(6-((355-dimethyl-lH-pyrazol-4-yl)sulfonyl)-l-(4-fiuoropheiiyi)-4J4a,5,6,7,8-hexahydro-lH-

326 pyrazolo[3,4-g]isoquinolin-4a-yl)(4-(trifl.uoromethyl)pyridin-2-yl)methanone, 

327 (R)-(6-((lH-imidazol-4-yl)sulfoiiyl}-l-(4»fluorophenyl)-4s4a,5,6;,7,8~hexaIiydro-lH-pyi'azolo[3,4» 

328 g]Isoquinolin-4a-yi)(4-(trifluorometliyI)pyiid}n-2-yl)methanone, 

329 (RH6-((li3-dimethyl-lH-pyrazol-5-yl)sulfonyl)-l-(4~fluoropheiiyI)-4s4a,5,6,7,8-hexaliydro~lH* 

330 pyrazolo[3s4-g]isoquinolm-4a-yl)(5-methylthiazol-2-yI)methanone, 

331 (R)~(l-(4-fluarophenyI)-6-((l-metl.wI-lH-pyrazol-5-yl)sulfoiiyl)-4,4a,5,6,7,8-hexahydro-lH-

332 pyrazolo[3,4-g]isoquinolin-4a-yl)(5-methylthiazol-2-yl)methanone5 

333 (R)"(6~((lH~pyrazol-4-yl)sulfonyl)-l-(4-fluorophenyl)-4,4a,5,6,7,8-hexahydro-lH-pyrazolo[3,4-

334 g]isoquinolin-4a-yl)(pyridin-2-yl)methanone, 

335 (R.)-5-((l-(4-fluorophenyl)-4a-picolinoyl-4a,55758-letrahydro-lH-pyrazolo[3,4-g]isoquinolin-

336 6(4H)-yl)sulfonyl)-1 ~melhylpyridin-2( 1 H)-one, 

337 (R)-(6-((l-methyl-lH-pyrazol-3-yl.)sulfonyl)-l-(4-(trifluororaethyl)phenyl)-4,4a,5,657,8-

338 liexahydro-lH-pyrazolo[3,4-g]isoquinoIin-4a-yl)(pyi-idin-2-yl)methanone, 

339 or salts and isomers thereof. 

1 20. The compound of claim 1, wherein the compound is selected from the 

2 group consisting of: 
o 
J 
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7 

8 

9 

10 

II 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 

26 

27 

1 

(R)-(l-(443uorophenyl)-6-((4-(trifluoromethyl)phenyl)sulfonyl)-4?4a?5,6,7,8-hexahydro-lH-
pyrazolo[3,4-g]isoquinolm-4a-yI)(pyridin-2-yl)methanone, 

(R)-(l-(4-fluorophenyl)-6-((4-(tiifluoromethyI)phenyl)sulfonyl)-4}4a,5,6,7,84iexahydi-o-lH-
pyrazoLo[3,4-g]isoquinolin-4a-yl)(thiazoI-2-yl)methanone# and 

(R)-(l-(4-fiuorophenyl)-6~((3-(tofluoromethyl)phenyl)sulfonyI.)~4,4a,5,6,7,84iexah.ydro-lH-
pyrazolo[3,4-g] isoqumolin-4a-yI)(pyri.din-2-yl)methanone. 

21. The compound, of claim 1, wherein the compound is selected from the 
group consisting of: 

(R)-(l-(4-fluorophenyl)-6-((4-(tiifluoromethyI)phenyl)sulfonyi)-4,4a,5,6,7,8-hexahydro-lH-
pyrazoio[354~g]isoqumGlin-4a-yI)(pyridm-2-yl)methanon.e, 

(R)-(l-(4-fluorophenyl)-6-((4-(trifluoromethyl)phenyI)sulfonyl)-4,4a,5.6,7,8-hexahydro-lH-
pyrazoiq[3,4~g]isoquinolm-4a-yl)(thiazol-2-yl)methanone, 

(R)-(6~((3,4-difluorophenyl)sulfonyl)-l-(4-fluorophenyl)-4,4a,5,6,7,8-hexahydro-lH~ 
pyrazoIo[354-g]isoqumolm-4a-yl)(pyridin-2-yl)methanone, 

(R)-(6-((3,4-dichlorophenyl)sulfonyl)-l-(4-fluorophenyl)-4,4a,5,6,7,8-hexahydro-lH-
pyrazolo[3,4-g]isoquinolin~4a-yl)(pyridin-2-yl)methanone, 

(R)-( 1 -(4-fluorophenyl}-6~(( 1 -methyl-1 H-pyrazol-4-yI)sulfonyI)-4,4a,5,6,7,8-hexahydro-1H-
pyrazolo[3,4-g]isoqumolin-4a-yl)(4-(trifluoromethyl)pyridin-2-yl)methanone, 

(R)-(6-((3,4-dichlorophenyl)sulfonyl)-l-(4-fluorophenyl)-4,4a?5,6,7,8-hexahydro-lH-
pyrazolo[3,4-g]isoquinolin-4a-yl)(thiazol-2-yI)methanone;, and 

(R)-(6-((3.4-dichlorophenyl)sulfonyl)-l-(4-fluorophenyl)-4.4a,5,6,7.8-hexahydro-lH-
pyrazolo[3,4-g]isoquinolin-4a-yl)(5-methylthiazol-2-yl)methanone. 

22. A pharmaceutical composi tion compri sing a compound of claim 1 and a 

pharmaceutical^ acceptable excipient. 

23. The composition of claim 22, further comprising an anti-inflammatory 

glucocorticosteroid. 

261 


