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What is claimed is: 
1. A pharmaceutica1ly acceptable sail comprising 3 -[3-tov~buty!su 1 fany 1 -1 -[4-(6-

e{hoxy-pyiclin-3-yl)-beTt^y(]-5-(5-inelhyl-pyridii5-2-ylmethoxy)-l//-'iTido3~2-y]j-2;2-

di.methyl-propionatc as the anion and a cation selected from Na4, K", Li', Ca~\ 

NKf, the ptotonated form ofdicyclohexylaiume, the protonated form of/V-metliyl-

D-glucamine, the protonated form of tris(hydroxymethyl)methylanime, the 

protonated form of argintne, and the protonated form of lysine. 

2. The pharmaceutical!}: acceptable salt:according to claim J, which is sodium 3-|>-

(tcrt-bu'ylsulfanyl)-1 ~[4-(6-ethoxy-pyridin-

methoxy)-! R-indol-2-yl]-2,2fdimethylpropioniate (Compound 2): 

The phatmaceuticaily acceptable salt according to claim 1 c/claim 2 wherein the 

pharmaceutical!)- acceptable salt is desolvated. 
Thepharmaceutically acceptable salt according to clai/fi 1 or claim 2, wherein the 

pharmaceutical!}' acceptable salt is solvated. 

The pharmaceutically acceptable salt according t^claim 4, wherein the 

pharmaceutically acceptable salt is solvated with a solvent selected from ethyl 

acetate, isopropyl acetate, methyl tert-butylomer, heptane, isopropanol, and ethanol. 

The pharmaceutically acceptable salt according to claim 5, wherein the 

pharmaceutically acceptable salt is soh/ated with methyl iert-butylether. 

The pharmaceutic ally acceptable sal/ according to any one of claims 1 to 6. wherein 

the pharmaceutically acceptable salt comprises a detectable amount of water. 

The pharmaceutically acceptable salt according to any one of claims 1 to 7, wherein 

the pharmaceutically acceptable salt comprises a detectable amount of palladium 

that is less than 20ppm 

The phannaceutieally acceptable salt according to claim 8, wherein the 

pharmaceutical!}' acceptable salt comprises a detectable amount of palladium that is 

less than 1 Oppm. 



hfeh Th-e-plmnnfteetttteaH-y acceptable sah-aeeording-to any one of elaims-24Q 9, wherein— 

Compound 2 has a solubility in Wafer at about pH 10 and at about 25 °C that is 

greater than about. 10 mg/mL. 

11. The pharmaceutical ly acceptable salt acccordmg to any one of claims 2 to 10, 

5 wherein Compound 2 is in an amorphous phase, partially crystalline form, 

crystalline form, milled form, or nano-particuiate form, / 

12. The pharmaceutically acceptable salt according to claim. 1 % wherein the 

pharmaceutically acceptable salt is crystalline; / 

1.3. The phanttaceutically acceptable salt according to claim 32, wherein Compound 2 is 

10 crystalline polymorph Form C- / 

14. The pharmaceutically acceptable salt according to claim 12 or claim 13, wherein 

Compound 2 is crystalline and was formed using methyl tcrUbutyl elhef. 

15. The pharmaceutically acceptable salt according to any one of claims/12 to 1.4 

wherein Compo und 2 has at least one of the following properties: 
15 (le) an X-rav powder diffraction (XRPD) pattern substantially similar to the one 

set forth in Figure 1; / 
(2e) an XRPD pattern with peaks at about 17,2°2-Theta( at about 18.4°2-Theta, 

at about 19.1° 2-Theta, at about 20,8°2*ThetaJ and at^bout 23,8°2-Theta; 

(3c) a single melting point at about 290°C to about 295°C as measured by 

20 differential scanning calonmetry (DSC); / 

(4c) a DSC or a thermo-gravimetric analysis (7CA) substantially similar to the 

ones set forth in Figure 15, 
(5c) physical a:nd chemical stability (at 5 y, 25c'C/60% relative humidity (RH), 

and/or 40°C/75% RH for at least one month in a humidity chamber); 

25 (6c) non-hygroscopicity; / 

(7c) IR spectrum substantially similar to the one set forth in: Figure 19; and/or 

(8c) an X-ray powder diffraction/XRPD) pattern substantially similar to an 

XRPD pattern obtained for crystals of Compound 2 obtained from methyl tert-

butyi ether (MTBE) or acutonitrile. 
30 16, The pharmaceutically acceptable salt according to claim 12, wherein Compound 2 is 

crystalline polymorph FonyB. 
17. The pharmaceutically acceptable salt according to claim 16, wherein Compound 2 

has at least one of the fallowing properties: 
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difftaotion-pCK££^aUci-n su.bstavUk41^Mwai-k»-to (lie one 

set forth.in Figure 2; 
(2b) an XRPD pattern with peaks at about 6.6° 2-Theta, at about 8.3°2-Thela, at 

about 19.7°2-Tiieta, at about 21,0°2-Theta, at about 2i.9°2-Theta, arid at about 

5 22.1°2-Theta. 

18. The pharmaceutically acceptable salt according to claim 11, wherein the 

pharmaceutically acceptable salt is in an amorphous phase. 
19. The phannaceutieally acceptable salt according to claim 18, wherein Compound 2y 

has at least one property selected from: 

10 (la) an XRPD pattern showing a lack of. cryStallinity; 

(2a) at least one endotherm and at least one exotherm observed by differential 

scanning caiorinietry (DSC); 

(3a) a glass transition temperature of about 127'C; 
(4a) a melting point at about 155°C followed by a re-erys Utilisation event at 

15 about 200"C followed by a second melting point: at about 288X) to about 295 *C; 

(5a) a phase change to a crystalline form when heated above; about 2O0"C, 

Wherein the crystalline form that is formed above about SOO'C is characterized 

by an XRPD pattern substantially similar to any one o^the XRPD patterns set 

forth in Figure 9; 
20 (6a) a DSC or a TGA substantially similar to the <)6es set forth in Figure 12; 

(7a) hygroscop.ici.ty; and/or 

(8a) chemical stability. 

20. The pharmaceutically acceptable salt according'to any one of claims 1 to 19 for 

treating asthma, treating and/or preventing exercise-induced bronchoconstriction, 

25 treating and/or preventing allergic rhinitis/treating chronic obstructive pulmonary 

disease, treating cardiovascular disease/treating NSAlD-indused gastric lesions, 

treating pain, treating ocular disease ar treating skin disease in a human. 

21. The phannaceutieally acceptable saCt according to claim 20 for treating asthma, 

preventing exercise-induced biWehoconstriction, treating allergic rhinitis, treating 

30 chronic obstructive pulmonary disease, treating cardiovascular disease or treating 

NSAlD-induced gastric lesions in a human. 

22. The pharmaceutically acceptable salt according to any one of claims 1 to 19 for use 

in the treatment of asthma, prevention of exercise-induced bronchoconstriction. 
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treatment and/or prevention ofattecgio rhinitis, treatment of chrome obstructive 

pulmonary disease, treatment of cardiovascular disease, treatment of NSAID-

induced gastric lesions, treatment of pain, treatment of ocular disease or treatment of 

skin disease in a human, 

5 23. A pharmaceutical composition comprising: 

a, a pharmaceutically acceptable salt according to any one of claims 1 to 22; and 

b. at least one pharmaceutically acceptable inactive ingredient selected from 

among excipients, diluents, and carriers. / 

24. A pharmaceutical composition comprising; / 
10 a. Compound 2 according to any one of claims 2 to 22; and / 

b;, at least one pharmaceutically acceptable inactive ingredient selected'fro in 

among excipients, diluents, and carriers; / 

25. The pharmaceutical composition according to claim 23 or claim 24,xvherein the 

composition comprises a detectable amount of solvent selected limn 1,2-

15 dimethoxyelhane, ethyl acetate, methanol, elhanol, tetraliydroftn an, and methyl tert-
butyl ether; wherein the solvents are detected at levels less than about 5000ppm 

26. The pharmaceutical composition according to claim 24 of claim 25, wherein 

Compound 2 underwent a crystal formation or was precipitated from methyl tert-

butyl ether. / 

20 27. The pharmaceutical composition according to an/one of claims 24 to 26, wherein 

the composition comprises a detectable amount of a compound selected from: 
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28. The pharmaceutical composition according to any one o/claims 24 to 27, wherein 

Compound 2 is greater than 97% pure. 

5 29'. The phami'dceutica) composition according to clayfi 28, wherein Compound 2 is 

greater than 98% pure. 

30. The pharmaceutical composition according claim 29, wherein Compound 2 is 

greater than 99% pure. 

31. Tile pharmaceutical composi tion according to any one of claims 23 to 30, wherein 

10 tiie pharmaceutical composition is in a form suitable for oral administration to a 

mammal. 
32. The pharmaceutical composition according to claim 31, wherein the pharmaceutical 

composition is in the forni/f a pill, capsule, tablet, aqueous solution, or aqueous 

suspension. 

15 33. An oral phannaeeutitf&l composition comprising: 

(a) a pharmuceutipally acceptable salt according to any one of claims 1 to 22 

wherein thpxation is selected from Na!, KT, and Li+; 

(b) an aqueous buffer solution; and optionally 

(c) ethane*! or PolOxamer 124. 

20 34. The ova] pharmaceutical composition according to claim 33, wherein: 

ihe/ation is Na+. 
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Tlia oral pharmaceutical composition according to claim 33 or claim 34, whr.n'iir 

the aqueous buffer solution is an aqueous sodium carbonate buffer solution. 

'36. The oral pharmaceutical composition according to any one of claims 33 to 35, 

further comprising a pharmaceutically acceptable sweetener. 

S 37. The oral pharmaceutical composition of claim. 36, wherein the pharmaceutically 
acceptable sweetener is selected from sucrose, sorbitol, aspartame, sucralose. simple 

syrup, and syrpalta. 

38. The oral pharmaceutical composition according to any one of claims 33 to 37, 

wherein the oral pharmaceutical composition has a concentration of up to about/ 

10 60mg/mL of the sodium salt of 3-[3-(tert-butylsulfauyl)-1 -[4-(6-cthoxy-pyridjn-3-

yl)benzyl]-5-(5-meth.yl--pyridin-2-ylmethoxy)4B-indol-2-yl]-2,2-dimethyJ/ 

propionic acid. 
39. The oral pharmaceutical composition according to claim 38, wherein tl/e oral 

pharmaceutical composition has a concentration of from about lOtafimnLto about 

15 50mg/'mL ofthe sodium salt of 3-f3-(tert-butylsulfanyl)-l-[4-(6-emoxy-pyridin-3-

yI)benzyl]"5-(5-n"iethyl-pyridin.2-yl-methoxy)-lH-indol-2-y!]-2/2-diinethyi-

propionic acid. 
40. The oral pharmaceutical composition according to. claim 3&f wherein the oral 

pharmaceutical composition has a concentration of from /bout lmg/mL to about 

20 20mg/mL of the sodium salt of 3-[3-(texi-butylsulianylH-[4-(6-ethoxy-pyridin-3-

yl)henzyl]"5-(5-methyl-pyridin-2-yl-methoxy)-li'I-ipuOl-2i-yl]-2,2-dimcthyl-

propionic acid, 
41. The oral pharmaceutical composition aceordin^fo any on of claims 33 to 40, 

comprising: . 

:25 a. about .1 g of the sodium salt of 3-[3~(lert-biitylsulfanyl)-l -[4~(6-ediox.y-pyridin-3-

yl)benzyi]-5-(5-melhyl-pyrklin-2-yl-^nelhoxy)-lH-indol-2-yl]-2,2-dimetliyl-

propionic acid (Compound 2); and, 

b, about I OOmL of a solution of 1% Kv/w) Poloxamer 124 and 99% {\v/w) aqueous 

sodium carbonate buffer (O.OlJoM, pH9-10), sweetened with sucralose, 

30 42. The oral pharmaceutical comptun tion according to any one of claims 33 to 41, 

wherein a single dose of the pharmaceutical composition comprising from about 

1 Omg to about lOOQmg of tne phannaceutieally acceptable salt of 3-[3-(tert-

buiylsulfanyl)-!~[4~(6-eli/(oxy-pyridm-3-yl)benzyl]-5-(5-methyl-pyridin-2-yl-
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roethoxy)- IFi-mdol 2-yl] 2,2 dim-^^-^repienkj-afeid when adimmstered-to healthy 

adult human subjects in the fasted stale provides a CW of about 0.2pM to about 

30uM, a tr,ux of about "1 hour to about- 4 hours, and an AUC&^t of about 4 hr-uM to 

about 160 hrufvl. 

5 43. The oral pharmaceutical composition according to any one of claims 33 to 41, 

wherein: / 

the single dose of the pharmaceutical composition when administered to healthy / 

adult human subjects in the fasted state provides a C™nx that is less thaii abou t 9LOV1. 

44, Tire oral pharmaceutical composition according to claim 42, wherein the single dose 

!0 of the oral pharmaceutical composition when administered to healthy adult/ruman 

subjects in One fasted state provides after about 8 hours at least 70% reduction in 

blood ionophore-stimul ated LTB4 production and provides after abouL24 hours at 
least 30% reduction in blood ionophore-stimulated LIB* production/ 

45, The oral pharmaceutical composition according to claim 42, wherein tire single dose 

15 of the oral pharmaceutical composition when administered to healthy adult human 

subjects in the fasted state provides after about 24 hours at least 50% reduction in 

urinary LTE4 levels. / 
46, The oral pharmaceutical composition accordingto any o/c of claims 42 to 45, 

wherein: / 
20 the single dose of the oral pharmaceutical composition comprises about l Omg, about 

50mg, about 150nig, about 300rng, about 600mg,yor about ] OOOmg of of the 

pharmaceutically acceptable salt of 3-[3-(tert-binylsuJfaiiyl)-1 -[4-(6-ethoxy-pyridin-

3-yi)benzyi]-5-(5-meth\1-pyridin-2-yl-metho//y)-l H-'indol-2-yl]-2,2-dimethyl-

propionic acid.. / 

25 47, An oral solid dosage form pharmaceutical composition comprising: 

a) a pharmaceutically acceptable salt according to any one of claims 1 to 22; and 

b) at least one inactive pharmaceutic 1 ingredient. 

48. An oral solid dosage form pharmaceutical composition according to claim 47 

* comprising: / 

30 a) from about 1 Omg to about ,1 OOOmg of the pharmaceutically acceptable salt; and 

b) at least one inactive pharmaceutical ingredient. 
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——49i fowH)taffliaocii Ilea 1 epnipoKi^K>ft-a<;<^4m^4«^aitw-47-at 

claim 48, wherein the composition comprises about lOirig, about 50 nig, about 

1 OOnig, about 1 50m g, about 200ing, about 250rng, or about 300mg of Compound 2. 

50, The oral solid dosage form pharmaceutical composition according to any one of 

5 claims 47 to 49, wherein the oral solid dosage form is in the form of a tablet. 

51, The oral solid dosage form pharmaceutical composition according to claim 50, 

wherein: 
the oral solid dosage forili is in the form of an immediate release tablet. 

52, The oral solid dosage form pharmaceutical composition according to claim 51, 

10 wherein: 

the formulation exhibits an in vitro release of Compound 2 in,about \ % sodium 
lauryl sulFate solution at pH of about 7 and about 37°C of more than abouf 90% after 

about 10 minutes, 
53, The oral solid dosage form pharmaceutical composition according to/6laim 52, 

I3; wherein: 
the in vitro release is measured by a drag release test using the Ufiited States 

Pharvnaeopea (USP) Type .1, basket at about lOOrpm with abojtft 500mL of about 1% 

sodium lauryl sulfate solution at pH of about 7 and about 3 -'C. 

54, The oral solid dosage form pharmaceutical composition according to any one of 

20 claim 47 to 51, wherein the oral solid dosage form when administered as a single 

dose to healthy adult human subjects in the fasted state provides a C,r;a:< less than 

about 5pM, and provides after about 8 hours at le^st 80% reduction in blood 

ionophore-stimulated LT.B4 production. 
55, The oral solid dosage form pharmaceutical composition according to any one of 

25 claims 47 to 51, wherein the oral solid dosage form when administered as a single 

dose to healthy adult humans in the fasted state provides after about 24 hours at least 

30% reduction in blood ionophore-stimidated LTB.-i production. 

56, The oral solid dosage form pharmaceutical composition according to claim 54 or 

claim 55, wherein the oral solid d/sage form when administered as a single dose to 

30 healthy adult human subjects Wthe fasted state provides after about 24 hours at least 

80% reduction of urinary LTK.j levels. 
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?rh. The-oftdh»ftttdr4o3ago form pharmacetflicai cornposi UoR-^ccoafat§4a4Uty-aa£-o£-

elaims 47 to 51. wherein the inactive pharmaceutical ingredients comprise a binding 

agent, a disintegrant, and a glidant. 

58. The oral solid dosage form pharmaceutical composition according to claim 57, 

5 wherein the inactive pharmaceutical ingredients comprise silicified microcrystaltihe 

cellulose (SMCC). mannitol, crospovidone, and magnesium stearate. 

59. The oral solid dosage form pharmaceutical composition according to any one of 

claims 47 to 51, wherein the oral solid dosage form pharmaceutical composition 

comprises from about 10% by weight to about 20% by weight of Compound 

] 0 60. The oral solid dosage form pharmaceutical Composition according to any otic of 

claims 47 to 49, wherein the oral solid dosage form pharmaceutical composition is 

in the form of a capsule. 

61. The oral solid dosage form pharmaceutical composition according to/laira 60, 

wherein the capsule is in the form of a hard gelatine capsule. 

15 62. The oral solid dosage form pharmaceutical composition according to claim 61, 
wherein the capsule comprises at least one eXcipient in additioiy to the hard gelatine 

capsule. 

63, A pharmaceutical composition that provides at least one metabolite of 3-[3-(tert-

butylsulfanyl)4-[4-(6-ethoxy-pyridin-3~yl)benzyl]-5-(5-methyl-pyridin-2->T 

20 methoxy)-lH-indol-2-yl]*2,2-dimethyl-prOpionic acid alter administration to a 

mammal. 
64. The pharmaceutical composition according to clam/63, wherein the least one 

metabolite is selected from among: 

25 

30 

a. 3-[3-fcrr-buty]sulfinyl~l-[4-(6-ethoxy-p/'ridiri-3-yl)-bcn&yl]-5-(5-methyl-

pyridin-2-ylmethoxy)-lH-indol-2-yl]^2,2-dimethyl-propionic acid; 

b. 3-[3-/ert-butylsulfanyl-l"[4-(6-liydroxy-pyridin-3-yl)-benzyl]-5-(5-methyl' 

pyTidin-2-ylmethoxy)-1H-indol-2A'l]-2,2-dimethyl-propionic acid; 

c. 3-[3-j^-butylsulfanyl-l-[4-(6-aihoxy-pyndin-3-yl)-benzyl]-5-(5-met"hyl-N-

oxy-pyTidin~2-ylmethoxy)-lH^indol"2-yl]-2,2-dimethyl-propioiiic acid; 

d. the acyl gluconiiride of 3-[.werl-butylstilfruiyl-l -[4-(6-ethoxy-pyridin-3-yl)-

benzyl]-5-(5-methyl-pyri<{in-2-ylmethoxy)-3H-indoi-2-yi]-2,2'di.metliyl-

propionic acid; and 

e. combinations thereof 
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20 

-(*§-. claim 63 Or claim 64, wherein the 

least one metabolite is the acyl glucouuride of 3-[3-tert-butylsulfanyi-l~[4-(6-

ethoxy-pyi'idiii-3-yl)-beitzyl]-S-(5-iriethyl-pyridin-2-ylrriethoxy)-lH-mdol-2-yl]-2>2~ 

dimethyl-propion.ie acid. 

66. A pharmaceutical composition comprising an active ingredient that inhibits 5-

iipoxygenase-activating protein (FLAP) and does not substantially inhibit at least 

one Cytochrome P450 enzyme selected from CYP 3A4, GYP 1A2, CYP 2A6, CY if 

2B6. CYP 2CS, CYP 2C9, CYP 2C19, CYP 2D6, and CYP 2E1 at doses up to 

to 67. 

15 

68. 

69. 

70. 

71. 

72. 

25 73. 

30 

74. 

7> 

76. 

The pharmaceutical composition according to claim 66, wherein; 

the pharmaceutical composition does not substantially induce Cytochron;*6 P450 

CYP 3A4, CYP 2C9, CYP 1A2, CYP 2C19, or CYP 2D6 at doses iipl640jiM. 

The pharmaceutical composition according to claim 66 or claim 67ywherein the 

active ingredient is 3-[3-tert-butyisulfanybl-[4-(6-ethoxy-pyridin/3-yl)-benz;y!]-5-

(5-methy]-pyrid,in-2-ylmethoxy)'iH4odol~2-yl]-2,2-diinethyl-j^opionic acid, or a 

pharmaceutically acceptable salt thereof, 

The pharmaceutical composition according to any one ofykjms 23 to 68 for use in 

the treatment of asthma in. a human. 

The pharmaceutical composition according to any on£ of claims 23 to 68 for use in 
the prevention of exercise-induced bronchoconstiiclion in a human. 
The pharmaceutical composition according to ;yly one of claims 23 to 68 for use in 

the treatment of allergic rhinitis in a human. 

The pharmaceutical composition aecordin/to any one of claims 23 to 68 for use in 

the prevention of allergic .rhinitis in a human. 

The pharmaceutical composition according to any one of claims 23 to 68 for use in 

the treatment of chronic obstructive pulmonary disease in a human. 

The phannaceutical compositiojr according to any one of claims 23 to 68 for use in 

the treatment of cardiovascular disease in a human. 

The pharmaceutical composition according to any one of claims 23 to 68 for use in 

the treatment of NSAlDvindused gastric lesions in a human. 

The pharmaceutical composition according to any one of claims 23 to 68 for use in 

the treatment of ocular disease in. a human. 
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Th. The pharmaceutical composition according to nay one of claims 23 to 68 Cor use in— 

the treatment of pain in a human. 
78. The pharmaceutical composition according to any one of claims 23 to 68 for use in 

the treatment of skin disease in a human. 

5 79:. The pharmaceutical composition according to of any one: of claims 69 to 78, wherein 

the pharmaceutical composition further comprises at least one additional / 

pharmaceutical agent selected from inhaled corticosteroids, short acting beta- / 

agonists, long acting'beta-agonists, and antihistamines. / 
80. An article of manufacture comprising multiple unit doses of the oral solid dosage 

10 form pharmaceutical composition according to any one of claims 23 to 79 ir/ahigh-

density polyethylene (HDPE) bottle eqiupped with a high-density polyethylene 

(I1DPE) cap. / 
81. The article of manufacture of claim 80, further comprising an aluminum foil 

induction seal arid Silica gel desiccant. / 
15 82; A method of treating asthma in a human comprising administering to the human an 

oral pharmaceutical composition according to any one of claims 23 to 79. 

83. A method of preventing exercise-induced bronchoconstriction in a human 

comprising administering to the human an oral pharmaceutical composition 

according to any one of claims 23 to 79. / 
20 84. A method of treating allergic rhinitis in a human comprising administering to the 

human an oral pharmaceutical composi tion accordinglo any 0116 of claims 23 to 79. 

85. A method of preventing allergic rhinitis in a humsm comprising administering to the 

human an oral pharmaceutical composition according to any one of claims 23 to 79. 

86. A method of treating chronic obstructive pulmonary disease in a human comprising 

25 administering to the human an oral pharmaceutical composition according to any 

one of claims 23 to 79. / 

87. A method of treating ocular disease iiya human comprising administering to the 

human an oral pharmaceutical composition according to any one of claims 23 to 79. 

$8. A method of treating skin disease in a human comprising administering to the 

30 human an oral pharmaceutical (Composition according to any one of claims 23 to 79. 

89. The method according to any/me of claims 82 to 88, wherein the method further 

comprises administering at least one additional pharmaceutical agent selected from 
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• inhaled corticosla-oidy., shorn acting beta-agonist^ long acting hGta-agonisfav-wd-

antihistamines. 

90. A method of treating chronic obstructive pulmonary disease in a human comprising 

administering to the human a pharmaceutical composition according to any one of 

5 claims 23 to 79, 

91. A method of treating cardiovascular disease in a human comprising administering to / 

the human a pharmaceutical composition according to any one ofclaims 23. to 79./ 

92. A method of treating NSAlD-indnced gastric lesions in a human comprising / 

administering to the human a pharmaceutical composition according to any one of 

10 claims 23 to 79. / 
93., A method of treating pain in a human comprising administering to the hitman an oral 

pharmaceutical composition according to any one of claims 23 to 19 J 

94. Use of a.pharmaceutically acceptable salt according to any one ofymims 1 to 22 for 

the manufacture of a medicament for the treatment of asthma in/a human. 
15 .95. Use of a: pharmaceutically acceptable salt according to any one of claims 1 to 22 for 

the manufacture of a medicament for the treatment of allergic rhinitis in a human, 

96. .Use of a pharmaceutically acceptable salt according to any one of claims 1 to 22 for 

the manufacture of a medicament for the prevention of allergic rhinitis in a human. 

97. Use of a pharmaceutically acceptab le salt accordi ng to any one of claims I to 22 for 

20 the manufacture of a medicament for the treatnyml of chronic obstructive pulmonary 

disease, in a human. / 
98. Use of a phannaceutieally acceptable salt according to any one of claims 1 to 22 for 

the manufacture of a medicament for th/treatment of ocular disease in a human, 

99. Use of a pharmaceutically acceptab!e/sah according to any one of claims t to 22 for 

25 the manufacture of a medicament tor the treatment of cardiovascular disease in a 

human. / 

100. Use of a pharmaceutically acceptable-salt according to any one of claims I to 22 for 

the manufacture of a medicament for the treatment of skin disease in a human. 
101. Use of a pharmaceuticals acceptable salt according to any one of claims 1 to 22 for 

30 the manufacture of a jncdicamcnt for the treatment of NSAID-induced gastric 

lesions in a human/ 

102. Use of a pharmaceutically acceptable salt according to any one of claims 1 to 22 for 

the manufacture of a medicament for the treatment of pain in a human. 
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UJi—of a pharmamitically acceptable ^alt accot^mg-to-any— 

one of claims 12 to 17 cornprising the steps of: 

(1) adding Compound 2 to methyl tert-birtylether to .form a mixture; 

(2) heating the mixture front step (1) and then cooling the solution; and 

5 (3) isolating tire solids that axe formed from step (2) to provide a crystalline form / 

of Co mpound 2. / 

104. A process for the preparation of a pharmaceutically acceptable salt according to my 

one- of claims 2 to 22: / 

(a) reacting 4-methoxyphenylhydraxine hydrochloride with 4-bromobenzyl iiromide 

10 in the presence of triethylamine and toluene io provide N-(4~bromo-heiizyl)-N-

{4~inethoxy-phenyl)-hydrazine hydrochloride; / 

(b) treating the product of step (a) with HC1 to provide N-(4-bromp-bettzy3)-N-(4~ 

methoxy-phenyl)-hydrazine hydrochloride; / 

(e) reacting N-(4-bromo-benzyl)-N-(4-methoxy-phenyl)-hydrazine hydrochloride 

15 with acetic acid, 5-tert-bntyIsulfanyl-2J2-dimelhyl-4-oxo-pentanoic acid ethyl 
ester, and sodium acetate in toluene to provide 3-[l-(4~b/omo-benzyl)-3--&rf-

butylsulfanyi-5-methoxy-l.jti-indol-2~yI|-2,2-dimetliyl4iropionic acid ethyl ester; 

(d) reacting 3-[l-(4-bromo-benzyl)-3-f(?;v-butylsulfaiiyly5-methoxy-li'i/-indol-2-yl]-

2,2-dimethyl-propionic acid ethyl ester with 2-n\eihyl-2-propanethiol and 

20 aluminum chloride in dichloromethane to provide 3-[ 1 -(4-bromo-ben7.yl)-3-te/'?-

bntylsulfany 1-5-bydvoxy- t#-indol-2-yl]-2,2-/imethyl~propionic acid ethyl ester; 

(e) reacting 3-[ 1 -(4-bromo-benzyl)-3-ter/-butylsLtlfaTtyl-5-hydroKy-i//-iiidol-2-ryl]'-

2,2-dimethyl-propionic acid ethyl ester With bis(pinacolato)diboron using 

palladium mediated reaction conditions to provide 3- {3-/«rt-butyhulfanyl-5-

25 hydroxy-1 -[4-(4,4,5.5- tetramethyl - [/3,2 j<.tioxaborolan-2-yt)-benzyl]~17/-i.ndol-

2-yl}-2,2-dimethyl-propionic ackVethyl ester; 

(:t) reacting 3-{3-te.rt-butylsul£myl /-hydroxy-1 -[4-(4,4,5,5-tetramethyl-

[ 1,3,2]dioxaborolan-2-yl)-bcw.yl]-1 H~indol~2-yl} -2,2-dimethyl-propionic acid-

ethyl ester with 5-bromo-2/cthoxypyridine using palladium mediated reaction 

30 conditions to provide 3- L5-?ert-butylsulfanyl-l-[4-(6-ethoxy-pyridin-3-yl)-

bcnzyl]-5-hvdroxy- 1 IlAndo 1 -2-yl} -2,2-dimethyl-propionic acid ethyl ester; 

(g) reacting 3-{3-fert-butyisulfan.yI-l-(4-(6-ethoxy-pyridin-3-yl)-benzyl3-5-hydroxy-

!//-mdol-2-yl}-2,2-dimethybpropionic acid ethyl ester with 2-chloro-5-
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fflclhyipw-klinc hydyeehkmde4n the pfosieBee-ej-a-base and-fio I vent to~provide 3— 

[3-fm-butyisulfanyl-l~[4-(6-ethoxy-pyridin~3-yi)-benxyl]-5-(5-melhyt-pyrid£n-

2-y]mcthoxy)-l7/-indol-2-yl]-2;2-dimethyl-propioa.ic acid ethyl ester; 

(h) treating 3-f3-rer?-butylsulfanyI-i-[4-(6-etlioxy-pyridin"3-y))-bcnzyl]-S-(5-

niethyl-p>'ridin-2-ylmethoxy)-l/-/-indol-2-yl]-2,2-diraeth;yl-prop:iojiic acid ethyl 

ester with thiol derivatized silica gel; and 

(i) forming Compound 2 from 3-[3-te/'t-bLitylsalfafiyl-l-[4-(6-etlioxy-pyridin-3-yl)-

benzyl]-5-(5-irtethyl-pyridin-2-ylmethoxy)--l//-indol~2-yl3~252-dimethyl- / 

propionic acid ethyl ester. / 

105- The process of claim 104, wherein step (i) comprises reacting 3-[3-*e?t- / 

butylsylfanyl-l-[4~(6'etlvoxy-pyridin-3-yl)-beiizyl]r5-(5-methyl~pyridin-2- / 

ylmethoxy)-lif;/-indol-2-yi]-2,2-di.niethyl~propionic acid ethyl ester with NflOK in a 

suitable solvent, / 

106. The process of claiml04, wherein step (i) further comprises crystal formation of 

Compound 2 from methyl tert-butyl ether. / 
107. A process for the preparation of a pharmaceutically acceptable salt according to any 

one of claims 2 to 22 comprising the steps of: / 

(A) reacting a compound of Form ula (ill) 

where R1 is an alkyl; 

with a compound of Formula (II) 

where, m X' is a leaving group; 

in the presence of a base aim solvent to form a compound of Formula (1) 
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108. 

109. 

110. 

111. 

112.: 

n: 

Formula (I); 

and 

114. 

115. 

1.16. 

117. 

i 1.8. 

(B) forming Compound 2 form the compound of Formula (I) of step (A). 

The process according to claim 107, wherein step (A) further comprises isolatipfe the 

compound of Formula (I) prior to step (15). 
The process according to claim 107 or claim 108, wherein step. (A) further; 

comprises reducing the amount of palladium to less than about 20ppm. 
The process according to claim 109, wherein reducing the amount o {"palladium 

comprises treatment of the compound of Formula (I) with thiol deriValized silica gel. 

The process according to claim 107, wherein the reaction of stcjy(A) is heated to a 

temperature of about 50°C to about 90°C. 

The process according to claim 107, wherein step (B) coni|.ytses hydrolysis of the 

ester moiety of the product of step (A). 
The:process according to claim 11.2, wherein step (B) ̂ mprises treatment of the 

compound of Formula (1) from step (A) with; 

a) LiOH, KOH, or Ca(OH)2, followed byNat^fl; or 

b) NaOH. 
The process according to claim 113, whereiiykcp (B) comprises treatment of the 

compound of Formula (I) from step (i) with LiOH followed by NaOH. 

Tlte process according to claim 113, wherein step (B) comprises treatment of the 

compound of Formula (I) from step (y) with NaOH. 

The process according to claim 115, whereinstep (B) is earned out in a solvent 

system comprising tetrahydrofuj^in, water and an alcohol selected from methanol 

and ethanol. 
The process according to cUuri 116, wherein step (B) is carried out in a solvent 

system comprising tetralwdroftiran, water and ethanol. 

The process aceording/o claim 107, further comprising crystal formation of 

Compound 2 from :rfethyl teit-butyl ether (MTBE). 
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—The (jroGC&s claim tfMteea R1 is -CHj-or ~CB;CB-. 

120. The process according to claim 107, wherein the base is a cesium base, 

121 - Hie process according to claim 107, wherein X' is selected from CL Br, I, -

OSOJCFJ, -0S0j(4-methylpheny 1), -QSOifphenyl) and -OSOJCHJ. 

122. The process,according to claim 121, wherein X' is CI. 
123. The process according to claim 107, wherein the compound of Formula (III) is 

prepared by: 

reacting a compound of formula (IV): 

Formula (IV) 

wherein R' is Cj-Cg alkyl; 

B is a horonvc acid or borotiate ester; 

with a compound of Formula (TV) in the presence of a first 

XT1 
N O " Formula (V) 

wherein X is a leaving group; to provide a compoyrfd of Formula (III) 

Formula (JIT). 

X is selected from CL Br, I, or -124. The process according to claim 123, 

OSO>CF.i. 

125. The process according to claim 12.Vbr claim 124. wherein B is selected from 
\ 

HQ, ,.Q 



,Bf 
126. The process according to claim 125, wherein. 8 is 
127.. The process according to a*iy one of claims 123 to 126, Wherein, the first coupling 

catalyst is a palladium catalyst. 
128. The process of claim 127, wherein the palladium catalyst is 

tett'aki.s(triphenv1phosphuie)p;illadiuxTi. 
129. The process according to any one of claims 123 to 128, whefeiis the reaction further 

comprises heating to a temperature of about 60°C to about 95°C. 
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Claims 
1. A crystalline Form C of sodium 3-[3-(tert-butylsulfanyl)-l-[4-(6-ethoxy-pyridin-3-yl)benzyl]-

5-(5-methyl-pyridin-2-yl-methoxy)-lH-indol-2-yl]-2,2-dimethyl-propionate: 

having an X-ray powder diffraction (XRPD) pattern with peaks at 17.2 °2-Theta, at 18.4 °2-Theta, at 

19.1 °2-Theta, at 20.8 °2-Theta, and at 23.8 °2-Theta. 

2. The crystalline Form C according to claim 1, having peaks comprising the 2-theta values listed 

below in the following Table, obtained with a diffractometer using copper Ka-radiation. 

Angle 2-Theta 0 Intensity % 
15.6 42.7 
16.6 43.3 
17.2 69 
17.8 42.6 
18.4 49.2 
19.1 100 
19.8 40.5 
20.8 91.6 
23.1 47.8 
23.8 59.2 

3. The crystalline Form C of claim 1 or claim 2, exhibiting the following Infrared Vibrational 

(IR) Peaks: 2968 cm"1, 2935 cm"1, 2893 cm"1, 2866 cm"1, 1604 cm"1, 1563 cm"1, 1369 cm"1, 1414 

(1473) cm"1, 1285 cm"1, 815 cm"1, and 796 cm"1. 

4. The crystalline Form C of any one of claims 1-3, wherein the crystalline Form C is desolvated. 
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5. The crystalline Form C of any of claims 1-4 for use in treating asthma, treating and/or 

preventing exercise-induced bronchoconstriction, treating and/or preventing rhinitis, treating chronic 

obstructive pulmonary disease, treating cardiovascular disease, treating non-steroidal anti­

inflammatory drug (NSAID)-induced gastric lesions, treating pain, treating ocular disease or treating 

skin disease in a human. 

6. The crystalline Form C of any one of claims 1-4 for use in treating asthma, preventing 

exercise-induced bronchoconstriction, treating allergic rhinitis, treating chronic obstructive 

pulmonary disease, treating cardiovascular disease or treating non-steroidal anti-inflammatory drug 

(NS AID)-induced gastric lesions in a human. 

7. A pharmaceutical composition comprising: 

a. a crystalline Form C of any one of claims 1-4; and 

b. at least one pharmaceutically acceptable inactive ingredient selected from among 

excipients, diluents, and carriers. 

8. A pharmaceutical combination comprising a crystalline Form C of any one of claims 1-4 and 

an additional pharmaceutical agent. 

9. A process for the preparation of crystalline Form C of sodium 3-[3-te/Y-butylsulfanyl-l-[4-(6-

ethoxy-pyridin-3-yl)-benzyl]-5-(5-methyl-pyridin-2-yl-methoxy)-l//-indol-2-yl]-2,2-dimethyl-

propionate comprising the steps of: 

(1) adding sodium 3-[3-tert-butylsulfanyl-l-[4-(6-ethoxy-pyridin-3-yl)-benzyl]-5-(5-methyl-

pyridin-2-yl-methoxy)-l//-indol-2-yl]-2,2-dimethyl-propionate to methyl tert-butylether to 

form a mixture; 

(2) heating the mixture from step (1) and then cooling the solution; and 

(3) isolating the solids that are formed from step (2) to provide crystalline Form C of sodium 

3-[3-tert-butylsulfanyl-l-[4-(6-ethoxy-pyridin-3-yl)-benzyI]-5-(5-methyl-pyridin-2-yl-

methoxy)-l//-indol-2-y]]-2,2-dimethyl-propionate. 
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10. A process, according to claim 9, in which crystalline Form C is obtained by ensuring removal 

of any protic co-solvents during the isolation from methyl tert-butylether. 
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