
enable combination therapies with other chemotherapeutics. 

SUMMARY 

[0028a1 In one aspect, there is provided a solid dispersion comprising a compound of Formula 

I 
O O 

where: 

R° is chloro; 

R1 and R2 are H; 

R3 and R4 are methyl: 

A1 is N and A.2 is CH; 

R5 is nitro; 

X is --NH-; 

Y is -(CHo)r- where n is 1; and 

R6 is is selected from the group consisting of tetrahvdropvranvi and 4-hydroxy-4-

methvlcvclohexvl: 
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or a phai-maceutical.lv acceptable salt thereof; wherein the compound of Formula I or 

the pharmaceuticallv acceptable salt thereof is dispersed in a solid matrix that comprises (a) at 

least one pharmaceuticallv acceptable water-soluble polymeric carrier and fbi at least one 

pharmaceuticallv acceptable surfactant, 

wherein less than 5% of the compound or pharmaceuticallv acceptable salt thereof is 

in crystalline form, as observed bv X-ray diffraction analysis. 

wherein the compound or pharmaceuticallv acceptable salt thereof is present in a 

parent-compound-equivalent amount of 5% to 40% by weight, the at least one 

pharmaceuticallv acceptable water-soluble polymeric earner is present in an amount of 40% 

to 85% bv weight, and the at least one pharmaceuticallv acceptable surfactant is present in an 

amount of 5% to 20%? by weight. 

wherein the at least one pharmaceuticallv acceptable water-soluble polymeric carrier 

is selected from the group consisting of N-vinvl lactams, cellulose esters, cellulose ethers. 

high molecular weight polyalkylene oxide s, polyacrylates. polymc jthacrylates, 

polvacrvlamides. vinvl acetate polymers, graft copolymers of polvethvlene glycol, polyvinyl 

caprolactam and polyvinyl acetate, oligo- and polysaccharides and mixtures thereof, and 

wherein the at least one pharmaceuticallv acceptab le surfactant is selected fron a the group 

consisting of polyoxvethvlene glvcerides. fatty acid monoesters of sorbitan. polv sorbates. ot­

tocophervl polvethvlene glycol succinate (TPGS) and 

[0028b] In one aspect, there is provided a pro( 

1 mixtures thereof. 

:ess for preparing a solid disr ters! on. 

comprising: 

("a) subjecting to elevated temperature (i) an active pharmaceutical ingredient 

(API) that comprises a compound of Formula I 



o o 

where: 

R° is chloro: 

R1 and R2 are H; 

R? and R4 are methyl; 

A1 is N and A2 is CH; 

R5 is nitro; 

X is -NH-: 

Y is --(CJhMn- where n is 1 ; and 

R6 is is selected from the group consisting of tetrahvdropyranyl and 4-hydroxy-4-

soluble polymeric carrier and (iii) a pharmaceuticallv acceptable surfactant, to provide an 

extrudable semi-solid mixture: 

(b) extruding the semi-solid mixture; and 
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cooling the resulting extrudate to provide a solid matrix comprising the 

polvmeric carrier and the 2 surfactant and having the compoi ind or salt thereof dispersed. 

therein, wherein less 5% of the compound or pharmaceutical!^ / acceptable salt thereof is in 

crystalline form, as ohserv ed bv X-rav diffraction analysis. 

wherein the comp ound or pharmaceuticallv acceptable ? salt thereof is present in a 

p arent-compound - ea ui vak :nt amount of 5% to 40% bv weight, the at least one 

pharmaceuticailv acceptafc >le water-soluble polvmeric carrier is present in an amount of 40% 

to 85% bv weight, and the ; at least one pharmaceuticallv accepts ible surfactant is present in an 

amount of 5% to 20% bv \ veight. 

wherein the at leasi i one pharmaceuticallv acceptable pob van eric carrier is selected from 

the group consisting of Is 4-vinvl lactams, cellulose esters, eel: Sulose ethers, high molecular 

weight polvalkvlene oxide is. polvacrvlates. polvmethacrviates. i )olvacrvlamides. vinvl acetate 

polymers, graft copolvmc srs of polvethvlene glycol polwinv 1 caprolactam and polyvinyl 

acetate, oligo- and polvsac charides and mixtures thereof, and 

wherein the at least one s urfactant is selected from the group < consisting of polyoxvethvlene 

elvcerides, fattv acid mon oesters of sorbitan.. polvsorbates, a-tc >cophervl polvethvlene glvcol 

succinate (TPGS) and mix tures thereof. 

[0028cl In. one asi oect there is provided a process for preparing a solid dispersion. 

comprising: 

(a) subjecting to elevated temperature (i) an active pharmaceutical ingredient 

(API) that comprises a compound of Formula I 



where: 

R° is chloro: 

R1 and R2 are H: 

RJ and R4 are methyl: 

A' is N and A2 is CH; 

R3 is nitro: 

X is -NH-: 

Y is -(CH?)n- where n is 1: and 

R6 is is selected from the group consisting of tetrahvdropyranvl and 4-hvdroxv-4-

methvlcvclohexvl: 

or a pharmaceuticallv acceptable salt thereof (ii) a pharmaceuticallv acceptable water-

soluble polvmeric carrier and (ni) a pharmaceutical.jy acceptable surfactant to provide an 

extrudable semi-solid mixture: 

fb) extruding and calendering the semi-solid mixture: and 

(c) cooling the resulting extrudate to provide a solid matrix comprising the 

polymeric carrier and the surfactant and having the compound or salt thereof dispersed 



therein, wherein less 5% of the compound or pharmaceuticallv • acceptable salt thereof is in 

crystalline form, as observed bv X-rav diffraction analysis. 

wherein the compound or pharmaceuticallv acceptable salt thereof is present in a 

parent-compound-equivalent amount of 5% to 40% bv weight, the at least one 

pharmaceuticallv acceptable water-soluble polvmeric carrier is i present in an amount of 40% 

to 8S%> bv weight, and the at least one pharmaceuticallv accepta ble surfactant is present in an 

amount of 5% to 20% bv weight. 

wherein the at least one pharmaceuticallv acceptable polv meric carrier is selected from 

the group consisting of N-vinvl lactams, cellulose esters, cell ulose ethers, high molecular 

weight polvalkvlene oxides, oolvacrviates. polvmethacrvlates. p olvacrvlamides. vinvl acetate 

polvmers. graft copolymers of polvethvlene elvcol. polyvinyl . caprolactam and polvvinvl 

acetate, oligo- and polysaccharides and mixtures thereof, and 

wherein the at least one surfactant is selected from the group c onsisting of polyoxvethvlene 

glycerides, fatty acid monoesters of sorbitan. polvsorbates. a-to copheryl polyethylene glycol 

succinate (TPGS) and mixtures thereof. 

F0028d1 In one aspect, there is provided an orally deliverable pharmaceutical dosage 

form comprising the solid dispersion as disclosed herein. 

[0028el In one aspect, there is provided the use of the solid dispersion as disclosed 

herein in the manufacture of a medicament for treating a neopla tstic, immune or autoimmune 

disease, said use comprising orally administering to a sui biect having the disease a 

therapeutically effective amount of the medicament. 

[0029] There is now provided a solid dispersion comprising, 

for example amorphous, form, a compound of Formula I: 

in essentially non-crystalline, 



0 0 

where: 

R° is halo; 
I 2 R and R are Ii or are independently methyl or methoxy; 

A 12 12 R andR are independently methyl or methoxy if R andR are H, or are H if R and R 

are independently methyl or methoxy; 

A and B are each independently CH or N; 

R5 is C}_4 alkyl or haloalkyl, C1-4 alkylsulfonyl or haloalkylsulfonyl, halo, nitro or cyano; 

X is O- or -NH-; 

Y is -(CH2)n- where n is 0, 1, 2 or 3; and 

R6 is an unsubstituted or substituted 3- to 7-membered carbocyclic or heterocyclic ring 

as defined herein, or is NR R ; 

wherein, if R6 is NR7R8, R7 and R8 are each independently H or R9-(CH2)m-~ 
7 8 9 groups, no more than one of R and R being H, where each R is 

independently a 3- to 7-membered carbocyclic or heterocyclic ring, 

optionally substituted with no more than two Z1 groups as defined below, 

and each m is independently 0 or 1; and 

wherein, if R6 is a substituted carbocyclic or heterocyclic ring, substituents thereon 
I 2 1 are no more than two Z groups and/or no more than one Z group, Z groups 



CLAIMS 

1. A solid dispersion comprising a compound of Formula I 

O O 

where: 

R° is chloro; 

R1 and R2 are H; 

R3 and R4 are methyl; 

A1 is N and A2 is CH; 

R5 is nitro; 

X is -NH-; 

Y is -(CH2)n- where n is 1; and 

R6 is is selected from the group consisting of tetrahydropyranyl and 4-hydroxy-4-

methylcyclohexyl; 

or a pharmaceutically acceptable salt thereof; wherein the compound of Formula I or the 

pharmaceutically acceptable salt thereof is dispersed in a solid matrix that comprises (a) at least 

one pharmaceutically acceptable water-soluble polymeric carrier and (b) at least one 
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pharmaceutically acceptable surfactant, 

wherein less than 5% of the compound or pharmaceutically acceptable salt thereof is in 

crystalline form, as observed by X-ray diffraction analysis, 

wherein the compound or pharmaceutically acceptable salt thereof is present in a parent-

compound-equivalent amount of 5% to 40% by weight, the at least one pharmaceutically 

acceptable water-soluble polymeric carrier is present in an amount of 40%o to 85% by weight, 

and the at least one pharmaceutically acceptable surfactant is present in an amount of 5% to 20% 

by weight, 

wherein the at least one pharmaceutically acceptable water-soluble polymeric carrier is 

selected from the group consisting of N-vinyl lactams, cellulose esters, cellulose ethers, high 

molecular weight polyalkylene oxides, polyacrylates, polymethacrylates, polyacrylamides, vinyl 

acetate polymers, graft copolymers of polyethylene glycol, polyvinyl caprolactam and polyvinyl 

acetate, oligo- and polysaccharides and mixtures thereof, and 

wherein the at least one pharmaceutically acceptable surfactant is selected from the group 

consisting of polyoxyethylene glycerides, fatty acid monoesters of sorbitan, polysorbates, a-

tocopheryl polyethylene glycol succinate (TPGS) and mixtures thereof. 

2. The solid dispersion of Claim 1, wherein, in the compound of Formula I, R6 is 

tetrahydropyran. 

3. The solid dispersion of Claim 2, wherein the compound is 4-(4-{[2-(4-

chlorophenyl)-4,4-dimethylcyclohex-l-en-l-yl]methyl}piperazin-l-yl)-N-({3-nitro-4-[(tetrahydro-

2H-pyran-4-ylmethyl)amino]phenyl}sulfonyl)-2-(lH-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide 

or a pharmaceutically acceptable salt thereof. 

4. The solid dispersion of Claim 1, comprising 4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-l-en-l-yl]methyl}piperazin-l-yl)-N-[(4-{[(trans-4-hydroxy-4-

methylcyclohexyl)methyl]amino}-3-nitrophenyl)sulfonyl]-2-(lH-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide or a pharmaceutically acceptable salt thereof. 

5. The solid dispersion of Claim 1, comprising 4-(4-{[2-(4-chlorophenyl)-4,4-
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dimethyl cyclohex-1 -en-1 -yljmethyl} piperazin-1 -yl)-N - [(4- {[(cis-4-hydroxy-4-

methylcyclohexyl)methyl]amino}-3-nitrophenyl)sulfonyl]-2-(lH-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide or a pharmaceutically acceptable salt thereof. 

6. The solid dispersion of Claim 1, wherein the at least one polymeric carrier is 

selected from the group consisting of povidones, copovidones, HPMCs, polyethylene 

glycol/polyvinyl caprolactam/polyvinyl acetate graft copolymers and mixtures thereof. 

7. The solid dispersion of Claim 1, further comprising at least one glidant. 

8. The solid dispersion of Claim 7, wherein the at least one glidant comprises 

colloidal silicon dioxide. 

9. The solid dispersion of Claim 1, wherein the compound or salt is present in a 

parent-compound-equivalent amount of about 5% to about 15% by weight, the at least one 

polymeric carrier is present in an amount of about 70% to about 85% by weight and the at least 

one surfactant is present in an amount of about 5% to about 15% by weight. 

10. The solid dispersion of Claim 9, wherein the compound is 4-(4-{[2-(4-

chlorophenyl)-4,4-dimethylcyclohex-1 -en-1 -yl]methyl }piperazin-1 -yl)-N-({3 -nitro-4-[(tetrahydro-

2H-pyran-4-ylmethyl)amino]phenyl}sulfonyl)-2-(lH-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide 

or a pharmaceutically acceptable salt thereof. 

11. The solid dispersion of Claim 9, comprising 4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-1 -en-1 -yl]methyl }piperazin-1 -yl)-N -[(4- {[(trans-4-hydroxy-4-

methylcyclohexyl)methyl]amino}-3-nitrophenyl)sulfonyl]-2-(lH-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide or a pharmaceutically acceptable salt thereof. 

12. The solid dispersion of Claim 9, comprising 4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-1 -en-1 ~yl]methyl}piperazin~ 1 -yl)-N-[(4- {[(cis-4-hydroxy-4-

methylcyclohexyl)methyl]amino}-3-nitrophenyl)sulfonyl]-2-(lH-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide or a pharmaceutically acceptable salt thereof. 

13. The solid dispersion of Claim 10, wherein the at least one polymeric carrier is a 

copovidone. 
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14. The solid dispersion of Claim 13, wherein the at least one surfactant is a 

polysorbate. 

15. The solid dispersion of Claim 14, further comprising at least one glidant. 

16. The solid dispersion of Claim 15, wherein the at least one glidant comprises 

colloidal silicon dioxide. 

17. A process for preparing a solid dispersion, comprising: 

(a) subjecting to elevated temperature (i) an active pharmaceutical ingredient (API) 

that comprises a compound of Formula I 

where: 

R° is chloro; 

R1 and R2 are H; 

R3 and R4 are methyl; 

A1 is N and A2 is CH; 

R5 is nitro; 

X is -NH-; 



Y is ~(CH2)n- where n is 1 ; and 

R6 is is selected from the group consisting of tetrahydropyranyl and 4-hydroxy-4-

methylcyclohexyl; 

or a pharmaceutically acceptable salt thereof, (ii) a pharmaceutically acceptable water-

soluble polymeric carrier and (iii) a pharmaceutically acceptable surfactant to provide an 

extrudable semi-solid mixture; 

(b) extruding the semi-solid mixture; and 

(c) cooling the resulting extrudate to provide a solid matrix comprising the polymeric 

carrier and the surfactant and having the compound or salt thereof dispersed therein, wherein less 

5% of the compound or pharmaceutically acceptable salt thereof is in crystalline form, as 

observed by X-ray diffraction analysis, 

wherein the compound or pharmaceutically acceptable salt thereof is present in a parent-

compound-equivalent amount of 5% to 40% by weight, the at least one pharmaceutically 

acceptable water-soluble polymeric carrier is present in an amount of 40% to 85% by weight, 

and the at least one pharmaceutically acceptable surfactant is present in an amount of 5% to 20% 

by weight, 

wherein the at least one pharmaceutically acceptable polymeric carrier is selected from 

the group consisting of N-vinyl lactams, cellulose esters, cellulose ethers, high molecular weight 

polyalkylene oxides, polyacrylates, polymethacrylates, polyacrylamides, vinyl acetate polymers, 

graft copolymers of polyethylene glycol, polyvinyl caprolactam and polyvinyl acetate, oligo- and 

polysaccharides and mixtures thereof, and 

wherein the at least one surfactant is selected from the group consisting of 

polyoxyethylene glycerides, fatty acid monoesters of sorbitan, polysorbates, a-tocopheryl 

polyethylene glycol succinate (TPGS) and mixtures thereof. 

18. The process of Claim 17, wherein the API, polymeric carrier and surfactant are 

mixed together before said subjecting to elevated temperature. 
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19. The process of Claim 17, wherein the API, polymeric carrier and surfactant are 

mixed together while subjecting to elevated temperature. 

20. The process of Claim 17, wherein said elevated temperature is about 70°C to 

about 250°C. 

21. The process of Claim 17, wherein said elevated temperature is about 90°C to 

about 160°C. 

22. The process of Claim 17, further comprising calendering the extrudate before or 

while cooling. 

23. The process of Claim 17, wherein API is 4-(4-{[2-(4~chlorophenyl)-4,4-

dimethylcyclohex-l-en-l-yl]methyl}piperazin-l-yl)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-

ylmethyl)amino]phenyl} sulfonyl)-2-( 1 H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide or a 

pharmaceutically acceptable salt thereof. 

24. The process of Claim 17, wherein the API is 4-(4-{[2-(4-chlorophenyl)-4f4-

dimethylcyclohex-1 -en-1 -yljmethyl} piperazin-1 -yl)-N-[(4- {[(trans-4~hydroxy-4-

methylcyclohexyl)methyl]amino}-3-nitrophenyl)sulfonyl]-2-(lH-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide. 

25. The process of Claim 17, wherein the API is 4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-1 -en-1 -yljmethyl} piperazin-1 -yl)-N-[ (4- {[(cis-4-hydroxy-4-

methylcyclohexyl)methyl]amino}-3-nitrophenyl)sulfonyl]-2-(lH-pyrrolo[2,3-b]pyridin-5-

y!oxy)benzamide. 

26. The process of claim 23, wherein the polymeric carrier is a copovidone. 

27. The process of Claim 26, wherein the surfactant is a polysorbate. 

28. A process for preparing a solid dispersion, comprising: 

(a) subjecting to elevated temperature (i) an active pharmaceutical ingredient (API) 

that comprises a compound of Formula I 
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where: 

R° is chloro; 

R1 and R2 are H; 

R3 and R4 are methyl; 

A1 is N and A2 is CH; 

R5 is nitro; 

X is -NH-; 

Y is ~(CH2)n- where n is 1; and 

R6 is is selected from the group consisting of tetrahydropyranyl and 4-hydroxy-4-

methylcyclohexyl; 

or a pharmaceutically acceptable salt thereof, (ii) a pharmaceutically acceptable water-

soluble polymeric carrier and (iii) a pharmaceutically acceptable surfactant to provide an 

extrudable semi-solid mixture; 

(b) extruding and calendering the semi-solid mixture; and 

(c) cooling the resulting extrudate to provide a solid matrix comprising the polymeric 

carrier and the surfactant and having the compound or salt thereof dispersed therein, wherein less 
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5% of the compound or pharmaceutically acceptable salt thereof is in crystalline form, as 

observed by X-ray diffraction analysis, 

wherein the compound or pharmaceutically acceptable salt thereof is present in a parent-

compound-equivalent amount of 5% to 40% by weight, the at least one pharmaceutically 

acceptable water-soluble polymeric carrier is present in an amount of 40% to 85% by weight, 

and the at least one pharmaceutically acceptable surfactant is present in an amount of 5% to 20% 

by weight, 

wherein the at least one pharmaceutically acceptable polymeric carrier is selected from 

the group consisting of N-vinyl lactams, cellulose esters, cellulose ethers, high molecular weight 

polyalkylene oxides, polyacrylates, polymethacrylates, polyacrylamides, vinyl acetate polymers, 

graft copolymers of polyethylene glycol, polyvinyl caprolactam and polyvinyl acetate, oligo- and 

polysaccharides and mixtures thereof, and 

wherein the at least one surfactant is selected from the group consisting of 

polyoxyethylene glycerides, fatty acid monoesters of sorbitan, polysorbates, a-tocopheryl 

polyethylene glycol succinate (TPGS) and mixtures thereof 

29. The process of Claim 28, wherein API is 4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-l-en-l-yl]methyl}piperazin-l-yl)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-

ylmethyl)amino]phenyl}sulfonyl)-2-(lH-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide or a 

pharmaceutically acceptable salt thereof. 

30. The process of Claim 28, wherein the API is 4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-1 -en-1 -yl]methyl}piperazin-l -yl)-N-[(4- {[(trans-4-hydroxy-4-

methylcyclohexyl)methyl]amino}-3-nitrophenyl)sulfonyl]-2-(lH-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide. 

31. The process of Claim 28, wherein the API is 4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-l-en-l-yl]methyl}piperazin-l-yl)-N-[(4-{[(cis-4-hydroxy-4-

methylcyclohexyl)methyl]amino}-3-nitrophenyl)sulfonyl]-2-(lH-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide. 
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32. The process of claim 29, wherein the polymeric carrier is a copovidone. 

33. The process of Claim 32, wherein the surfactant is a polysorbate. 

34. An orally deliverable pharmaceutical dosage form comprising the solid dispersion 

of Claim 1. 

35. Use of the solid dispersion of claim 1 in the manufacture of a medicament for 

treating a neoplastic, immune or autoimmune disease, said use comprising orally administering 

to a subject having the disease a therapeutically effective amount of the medicament. 

36. The use of Claim 35, wherein the disease is a neoplastic disease. 

37. The use of Claim 36, wherein the neoplastic disease is selected from the group 

consisting of cancer, mesothelioma, bladder cancer, pancreatic cancer, skin cancer, cancer of the 

head or neck, cutaneous or intraocular melanoma, ovarian cancer, breast cancer, uterine cancer, 

carcinoma of the fallopian tubes, carcinoma of the endometrium, carcinoma of the cervix, 

carcinoma of the vagina, carcinoma of the vulva, bone cancer, colon cancer, rectal cancer, cancer 

of the anal region, stomach cancer, gastrointestinal (gastric, colorectal and/or duodenal) cancer, 

chronic lymphocytic leukemia, acute lymphocytic leukemia, esophageal cancer, cancer of the 

small intestine, cancer of the endocrine system, cancer of the thyroid gland, cancer of the 

parathyroid gland, cancer of the adrenal gland, sarcoma of soft tissue, cancer of the urethra, 

cancer of the penis, testicular cancer, hepatocellular (hepatic and/or biliary duct) cancer, primary 

or secondary central nervous system tumor, primary or secondary brain tumor, Hodgkin's 

disease, chronic or acute leukemia, chronic myeloid leukemia, lymphocytic lymphoma, 

lymphoblastic leukemia, follicular lymphoma, lymphoid malignancies of T-cell or B-cell origin, 

melanoma, multiple myeloma, oral cancer, non-small-cell lung cancer, prostate cancer, small-

cell lung cancer, cancer of the kidney and/or ureter, renal cell carcinoma, carcinoma of the renal 

pelvis, neoplasms of the central nervous system, primary central nervous system lymphoma, 

non-Hodgkin's lymphoma, spinal axis tumors, brain stem glioma, pituitary adenoma, 

adrenocortical cancer, gall bladder cancer, cancer of the spleen, cholangiocarcinoma, 

fibrosarcoma, neuroblastoma, retinoblastoma and combinations thereof. 

38. The use of Claim 36, wherein the neoplastic disease is a lymphoid malignancy, 
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39. The use of Claim 38, wherein the lymphoid malignancy is non-Hodgkin's 

lymphoma. 

40. The use of Claim 36, wherein the neoplastic disease is chronic lymphocytic 

leukemia or acute lymphocytic leukemia. 

41. The use of Claim 35, wherein the disease is an immune or autoimmune disease. 

42. The use of Claim 35, wherein the solid dispersion is administered in a parent-

compound-equivalent dose of about 50 to about 500 mg per day of the compound of Formula I 

or salt thereof at an average treatment interval of about 3 hours to about 7 days. 

43. The use of Claim 35, wherein the solid dispersion is administered once daily in a 

parent-compound-equivalent dose of about 50 to about 500 mg per day of the compound of 

Formula I or salt thereof. 

44. The use of Claim 35, wherein the compound is 4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-l-en-l-yl]methyl}piperazin-l-yl)-N-({3-nitro-4-[(tetrahydro-2H~pyran-4-

ylmethyl)amino]phenyl} sulfonyl)-2-(lH-pyrrolo[2,3-b]pyridm-5-yloxy)benzamide or a 

pharmaceutically acceptable salt thereof. 

45. The use of claim 35, wherein the compound is 4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-l-en-l-yl]methyl}piperazin-l-yl)-N-[(4-{[(trans-4-hydroxy-4-

methylcyclohexyl)methyl]amino}-3-nitrophenyl)sulfonyl]-2-(lH-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide. 

46. The use of claim 35, wherein the compound is 4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-l-en-l-yl]methyl}piperazin-l-yl)-N-[(4-{[(cis-4-hydroxy-4-

methylcyclohexyl)methyl]amino}-3-nitrophenyl)sulfonyl]-2-(lH-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide. 
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WHAT IS CLAIMED IS: 

1. A solid dispersion comprising, in essentially non-crystalline form, a compound ol 

Formula I 

where: 
R° is haio; 

R! and R2 are H or are independently methyl or methoxy; 

R? and RJ are independently methyl or methoxy ifX1 and R./ are H, or are H if R: and R~ 
are independently methyl or methoxy; 

A5 and A2 are each independently CH or N; 
R5 is CM alkyl or haloalkyl. CM alk^ulfonyl or haioalk.ylsulfonyL halo, nitro or 

cyano: 
X is -0-- or -NH-; 

Y is ~{CH2)n~ where n is 0, 1, 2 pf 3; and 
R° is an unsubstituted or substituted 3- to 7-membered carbocyclic or heterocyclic ring 

* / ~ P as defined herein, orNR'R'; 
wherein, if R6 is/N"R7RR, R'' and R* are each independently H or R9-(CH2)m-

groups. po more than one of R' and R* being H, where each R9 is 

independently a 3- to 7-membered carbocyclic or heterocyclic ring, 

optionally substituted with no more than two Z1 groups as defined below, 
#id each m is independently 0 or 1; and 

whefcin. if Rfc is a substituted carbocyclic or heterocyclic ring, substituents thereon 

are no more than two Z1 groups and/or no more than one 2~ group, Z: groups 

being independently selected from (a) Ci^ alkyl, C-lA alkenyL Ci-4 alkoxy, 
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3. 

4. 

6. 

7. 

8. 

9. 

CM alkylthio, CM alkylamino, CM alkvlsulfonyl, CM alkylsulfonylamino, 

CM alkylcarbonyl, CM aLky 1 carbony 1 amino and CM alkylcarboxy, each, 

optionally substituted with one or more substituents independently select 

from halo, hydroxy, C'M alkoxy, amino. CM alkylamino, dy(C)^ 
alkyl)amino and cyano, (b) halo, (e) hydroxy, (f) amino and (g) oxo/groups. 

and Z2 being (i) a further 3- to 6-membered carbocyclic or heterocyclic ring, 

optionally substituted with no more than two Zl groups as defied above, or 

(ii) NR'R8 where R7 and R8 are as defined above; 

or a pharmaceutically acceptable salt thereof; dispersed in a solid matrix that comprises 
(a) at least one pharmaceutically acceptable water-soluble polygene carrier and (b) at 

least one pharmaceutically acceptable surfactant 

The solid dispersion of Claim 1., wherein, in the compounder Formula L R° is chloro. 

The solid disperson of Claim 2, wherein, in the compound of Formula 1, R? and R4 arc 

each methyl. 

The solid disperson of Claim 3, wherein, in th^/compound of Formula 1, R1 and R2 are 

each hydrogen. 
/ J , Th.e solid disperson of Claim 4. wherein./Ln the compound of Formula I, A' is N and A" 

is CH. 

The solid disperson of Claim 5, wherein, in the compound of Formula 1, Rs is nitro. 

The solid disperson of Claim. 6/wherem, in the compound of Formula I, X is -NH-. 

The solid disperson of Claj*n 7, wherein, in the compound of Formula 1, Y is -{CHsV 

where n is 1. 

The solid dispersojr of Claim 8, wherein, in the compound of Formula 1, R ' is 

tetrahydropyran, 

10. The solid dispersion, of Claim 9, wherein the compound is 4-(4-{[2-(4-chlorophenyl)-
4,4-dimethylcyclohex-l -en-1 -yl jmethvl. [piperazin-! -vl)-N-( {3-nitro-4-[(tetrahydro-2H-

/" 
pyran-^imethyl)arnino3phenyl}-sulfonyl}-2-(lH-pyrrolo[2.3-b]pyridin-5-

yloxy%enzamide. 
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31. The solid dispersion of Claim 1, wherein, in the compound of Formula I. R! is methyl or 

methoxy, R2 is methyl, and R3 and R4 are each. H. 

] 2. The solid dispersion of Claim 1, wherein, in the compound of Formula I, if A2 is /CH-

then R5 is nitro; and if A2 is -N- then R3 is bromo. 

13. The solid dispersion of Claim 1, wherein, in the compound of Formula I, R/fs a 3- to 7-

membered carbocyclic or heterocyclic .ring, unsubstituted or substitute^Avith no more 

than two Z1 groups and/or n.o more than one Z2 group. 

14. The solid dispersion of Claim 13, wherein, in the com.poun.cf/of Formula 1, said 
carbocyclic or heterocyclic ring is a saturated ring. 

15. The solid dispersion of Claim 14. wherein, in the compound^of Formula I, said saturated 

ring is selected from the group consisting of cyclopr^pyl, cyciobutyi, cyclopenty], 
cyclohexyl, azetidinyl, oxetanyl, thietanyl, pyrrolidmyl, imazolidinyl, pyrazolidinyl, 

tsrrab.ydrofuranyi, oxazoiidinyl, isoxazolidielyl, thiophanyl, thiazolidinyl, 

isothiazolidinyl. piperidinyl, piperazinyl, tetrah/dropyranyl, 1,4-dioxanyl, morpholinyl 
and tetrahydrothiopyranyl rings. 

16. The solid dispersion of Claim 1, wh-ereiii the compound is selected from the group 
consisting of 

4-(4- ([2-(4-chlorophen\i)-4,4-dimethylcyclohex-l-en-1 -yljmethyl} piperazin-1-yl)-
2-(lH-indo3-5-yloxy)-K7-({3-nitro-4-[(l-tetmhydn}-2H-pyran-4-ylpiperidin-
4-yI)amino]phenyl]^ulfonyl)benzaimde; 

4-(4-{[2-(4-chlorophejaVl)-4.4-dimethylcyclohex-l-en-l-yl]m ethyl j-piperazin-l-yl}-

2-{ 1 H-indol-54rloxy)--N-( {4-[(4~methylpiperazin~1 -yi')amin.o]-3-
mtrophenyf] sulfonyl)benzamide; 

4-(4-{[2-f4-c|3lorophenyl)-4,4-dimethylcyclohex-l--eii-3-yl]methyr}piperazm-l-yI}-
N-(jX-mtro-4-[(tetTahydro-2H-pyran4-yimethyl)aiTimo]phenyl}sulfonyl)-2-
(lil-pyrrolo[2.3-b]pyridin-5-yloxy)benzamide; 

rra«^4-(4-{[2-(4-chlorophenyl)-4.4-dimethylcycl.ohex-l-en-l-ynmethyl}piperazin-
] -yr)-N-r;4-[(4-morpholin-4-ylcyclohexyl)amino]-3-nitrophenyr}sulfonyr}-
2-(lH-pyrrolo[2.3-b]pyridiri-5-yIoxy)benzamide; 
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e/j-4-(4~{[2-(4-chlorophenyI)-4,4-dimethyIcycJohex-l-en-I-y!]meth.yl}piperazm-
]-yI.)-N-[(4-{[(4-methoxycyc]ohexy[)methyi]ammo}-3-nitrophenyl)sulfonyl]-/ 

2-(lH-pyrro]o[2,3-b]pyridii)-5-yloxy)b£Eizamide; 

trans.~4-(A- {[2-(4-chloropbeny l)-4,4-dimethy] cyclohex-1 -en-1 -y']methyl Ipipe/azin-

1-yi)-N-[(4-{[(4-methoxycyclohsxyl)inethyi]ammo}-3-nitrophsnyI)s)ilfoTiyl]-
2-( lH-pyrrolo[23-b]pyridin-5-yloxy)benzamide; 

4-(4- {[2-(4-cblorophenyl)-4,4-dimethy Icy ciohex-1 -en-1 -y!]methyl 1 -yl)~ 

N-({4-[(4-fluorotetrahydro-2H-pyraTi-4-yl)methoxy]-3-nitrophenyl}sulfonyl)-

2-(].H-pyrrolo[2,3-b}pyrjdin-5-yIoxy)ben2amid£; / 

N-[(5-chloro-6- {[4-fluoro-1 -(oxetan-3-yI)piperidin-4-yl]me/hoxy} pyridin-3-y 1)-
suifoiiyl]-4-(4-{[2-(4-cb.Ioropberiyi)-4,4-dimsthyIcy<flohex-3-en-]-yl3methyU-
piperazin-1-yI)-2-(lH-pyrrolo[2,3-b]pyridin-5-^toxy)ben2aimde; 

N-((5-bromo-6-[(J -tetrahydro-2H-pyran-4-ylpipe^in-4-yl)ammo]pvridin-3-yI }-
sulfonyl)-4-(4- {[2-(4-ch!oropbenyI)-4,4-dw*iethylcyclohex-] -en-1 -yl]methyl} -

piperazin-l -yI)-2-(! H-pyrrolo[2,3-b3pyndin-5-y].oxy)benzamide; 

4-(4- {[2-(4-chlorophenyl)-5-meth.oxy-5-mcmyIcyclohex-] -cn-l -yl]methyl}pipcrazin-
1 -yl)-N-({3-nitro-4-[(tetrahydro-2^I-pyran-4-yimcthyi)amino]phenyi }-
sulfotty!}-2-0 H-pyrroio[2.3-blpyndm-5-yloxy)benzamide; 

4-(4-{[2-(4-ciiloropheny[)-4,4-din^thyIcycIohex-l-en-3-yI3meth.yl}piperaziii-l-yi)-
N-[(4~ {[(3R)-1 -(mcthyl&mfony! )pyrrolidm-3-yi]amino} -3-nitrophenyI}-

sulfonyl]-2-(]H-pyrrolo[2,3-b]pyridin-5-yloxy)bsnzamide; 

4-(4-{[2-{4-chiorophsnyj^4,4-dimethylcyclohex-l-en-l-yi]methyl)piperazm-l-yl)-
]N-[(4-{[(r7-a;25^/1iydroxy4-methylcycl.ohexyi)ii!et}]y1}ammoI--3-"mtropher!yS}-
sulfonyl}-2-{^-pyrrolo[2J~b]pyridir-5-yloxy)benzamide; 

4-{4-{[2-(4-cb^rophenyl)-4.4-dimcthyicyclohcx-]-cn"I-yI]mcthyl}piperazm-l-yl> 

N-[(4- {/f(cLv-4-hydroxy-4-mcihyicyciohcxy'i)mcthy]]amino} -3-nitroph.cnyi )-
su]fpnyI]-2-(]H-pyrrolo[2,3-b3pyridin-5-yloxy)beTizamide; 

4-(4-{P-(4-chiorophenyI)-4,4-dimethyl.cyciohex-l-sn-l-yi3methyi}piperazin-l-yl}-
N- {[4-({3-[cyclopropyi(oxetan-3-yr)amino3propyi}amino}-3-nitropheny!]-
su]fonyi}-2-(lH-pyiTolo[2.3-bjpyridm-5-yioxy}benzamide; 

/4-{4-{[2-(4-chiorophenyI}-4.4-dimethylcyciohex-l-en-l-yl]metbyl}pip£razin-l -yl)-



N-{[3-nitro-4-({[(3R)-]-tetrahydro-2H-pyran-4-ylpyiToliciin-3-yl]msthyl}-

armno)phen.yl]suifonyl}-2-(]H-pyrroio[2,3-b3pyridin-5-yloxy)benzamide; 

4-(4-{[2-(4-chj.orophenyl)4,4-dimethylcyclohex-l-en-3 -yl]methyl}piperazin-l-y}Y-

N-[(4~{[(4~methylmorpholin-2-yl)rnethyl]amino}-3-n.itrophenyl)sulfon; 

(1 H-pyrroLo[2,3-b]pyridm-5-y loxy)benzami.de; 

N-[(5n:hloro-6-([l.-(cyan.omethyl)piperidin-4-yl]methoxy}pyridin-3-ylWifanyl]-4-
(4- {[2-(4-chlorophet3yl)-4,4-dimethy Icyclohex-1 -en-1 -vl]methyi} piperazin-

l-yl)-2-(lH-pyrrolo[2,3-b]pyridi.n-5-yloxy)benzamide; 

\1-[(4-{[(4-aminoteiTahydro-2B-pyran-4-yl)methyl}amino}-3-n^ophenyr)sulfonyl]-
/ 

4-(4- {[2-(4-ch]oropheny3.}-4,4-dimethy Icyclohex- 3 -en-y~y\ jmethy 1} piperazin-
]-yl)-2-(lH-pyrrolo[2,3-b]pyridin-5~ylox.y)benzamrae; 

4-(4-{[2-(4-chloroph.enyl)-4.4-dimethyi.cyclohex-l-eii-/-yI]methyl.}piperaziii-l-yI.}-

N-({4-[(4-methoxytetrahydro-2H-pyrari-4-yl)methoxy]-3-

nitrophenyl}sulfonyI}-2-(lH-pyrrolo{2,3-bjpyridin-5-yloxy)ben2^mid£; 

and pharmaceutical acceptable salts thereof. 

17. The soiid dispersion of Claim 1, wherein the/6ampound or salt is present in a parent-
compound-equivalent amount of about 5% to about 40% by weight. 

3.8. The solid dispersion of Claim 1, wherein the at least one polymeric carrier is present in 

an amount of about 40% to about $5% by weight and the at least one surfactant is 

present in an amount of about 5% about 20% by weight. 

19. The solid dispersion of Claim/1, wherein the at least one polymeric carrier is selected 
from the group consisting/ of homopolymers and copolymers of N-vinyl lactams, 

cellulose esters, cellulose ethers, high molecular weight polyalkylene oxides, 

polyacryiates. pofymethacrylates, polyacrylamides, vinyl acetate polymers, graft 
copolymers of polyethylene glycol, polyvinyl caprolactam and polyvinyl acetate, oligo-

and polysaccharides and mixtures thereof. 

20, The solid aspersion of Claim 1, wherein the at least one polymeric carrier is selected 

from th/ group consisting of povidones, copovidones, HPM.Cs, polyethylene 
glyco^olyvinyl caproiactam/polyvinyl acetate graft copolymers and mixtures thereof. 
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The solid dispersion of Claim 1»wherein the at least one surfactant is non-ionic. 

The solid dispersion of Claim 1, wherein the at least one surfactant is selected from the/ 

group consisting of polyoxvethvlene glycerides, fatty acid monoesters of sorbitan, 

polysorbates, a-tocophery] polyethylene glycol succinate (TPGS) and mixtures thereof. 

The solid dispersion of Claim 1, further comprising at least one glidant. 

The solid dispersion of Claim 23, wherein the at least one glidant comprises colloidal 

silicon dioxide. / 

The solid dispersion of Claim L wherein the compoimd or salt is/present in a parent-

compoimd-equivalent amount of about 5% to about 40% by weight, the at least one 
polymeric carrier is present in an amount of about. 40% to about 85% by weight and the 

at least one surfactant is present in an amount of about 5%>i6 about 20% by weight. 

The solid dispersion, of Claim 25, wherein, the compound or salt is present in a parent-
compoimd-equivaient amount of about 5% to abmai 15% by weight, the at least one 

polymeric carrier is present in an amount of about 70% to about 85%> by weight and the 

at least one surfactant is present in an amount m about 5% to about 15% by weight. 

The solid dispersion of Claim 26, wbereip the compound is 4-(4- ([2-(4-eh!orophenylj-
/ 

4,4-dimethylcyclohex-l-en.-l-yl]methyi]^ipera2iii-l-yi)"N-( |3-mtro-4-[(tetrahydro-2H-

pyran-4-ylmethyl)amino]pbenyl}sul^nyl.)-2»(lH-pyrrolof2.3-b]pyridin-5-

yloxv)benzamide. / 

The solid dispersion of Claifn 27, wherein the at least one polymeric earner is a 

copovidone. 

The solid dispersion oj/Claim 28. wherein the at least one surfactant is a polvsorbate. 

The solid dispersioi/of Claim 30, further comprising at least one glidant. 

The solid disp^fsion of Claim 30. wherein the at least one glidant comprises colloidal 

silicon dioxide. 

A process for preparing a solid dispersion, comprising: 
(a) /Subjecting to elevated temperature (i) an active pharmaceutical ingredient (API) 
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that comprises a compound of Formula 1 

Rd Rs 

where: 

R1' is halo; 
R1 and R* are H or arc independently methyl or methoiy; 
R~ and R4 are independently methyl or methoxy if A1 and R2 are H. or are H if R1 

and R' are independently methyl or methc^y; 
A1 and A2 are each independently CH or N: 

Rs is CM alkyl or haloalkyl, CM alkylsulfo •'! or haioalkyisulfonyl, halo, nitro or 

cyano; 

X is -0- or -NH-; 
Y is -{CH2)a- where n is 0, 1. 2 or 3; 
R6 is an unsubstituted or substitute/3- to 7-membered carbocyclic or heterocyclic ring 

as defined herein, or is NR/^S; 
wherein, if R6 is NR ''RK R'' and Rs are each independently H or R9-(CH2)m~ 

groups, no more than one of R' and R.s being H. where each R9 is 
independent)^ a 3- to 7-m.embered carbocyclic or heterocyclic ring, 

optionallV^substituted with no more than two Z1 groups as defined below, 

and eadh rn is independently 0 or 1; and 
wherein,/f R6 is a substituted carbocyclic or heterocyclic ring. substituents thereon 

^afe no more than two T groups and/or no more than one Z"1 group, Z' groups 

/ being independently selected from (a) CM alkyl C?-4 alkenyL CM alkoxy, 
/ CM alkylthio, CM alkylamino, CM alkylsulfonyl, CM alkylsuifonylamino, 

CM alkylcarbonyL C,M alkylcarbonylamino and CM alkylcarboxv. each. 
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optionally substituted with one or more substituents independently selected 

from halo, hydroxy. CM alkoxy, amino, CM aiJcylamino, di-(C'M 

aikyl)amino and c-yano, (b) haio, (e) hydroxy, (f) amino and (g) oxo groum 
and Z2 being (i) a further 3- to 6-membered carbocyclic or heterocyclic ping, 

optionally substituted with no more than two Z1 groups as defined above, or 

(ii) NR'RS where R7 and Rs are as defined above; / 

or a pharmaceutically acceptable salt thereof, (ii) a pharmaceutical)/ acceptable 

water-soluble polymeric carrier and (iii) a pharmaceutically acceptable surfactant 

to provide an extrudabie semi-solid mixture; 
(b) extruding the semi-soiid mixture; and 
(c) cooling the resulting extrudate to provide a solid matrix comprising the poiymeric 

carrier and the surfactant and having the compound op salt thereof dispersed in an 

essentially noti-crystalline form therein. 

33. The process of Claim 32, wherein the API, polymeria carrier and surfactant are mixed 

together before said subjecting to elevated temperature, 

34. The process of Claim 32, wherein the API, jjeHymeric carrier and surfactant are mixed 

together while subjecting to elevated temperature. 

35. The process of Claim 32, wherein sajd elevated temperature is about 70°C to about 
250°C. 

36. The process of Claim 32. whe^in said elevated temperature is about 90°C to about 
160°C. 

37. The process of Claim 32/further comprising calendering the extrudate before or while 

cooling. 

38. The process of/ Claim 32, wherein API. is 4-{4-{[2-{4-chiorophenyl}~4,4-
dimethylcvcloh^-1 -en-1 -yl]methyl}piperazin~l-yl)-N-{ {3-nitro-4-[(tetrahydro-2H-

pyran-4-ylmythyl)amino}phenyl}sulfonyl}-2-(lH-pyrrolo[2,3-blpyridin-5-

y!oxy)ben^amide. 
/ 

The process of claim 38, wherein the polymeric carrier is a copovidone. 
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40. The process of Claim 39, wherein the surfactant is a polvsorbate. 

4!. A process for preparing a solid dispersion., comprising: 

(a) subjecting to elevated temperature (i) an active pharmaceutical ingredient (A 1) 

that comprises a compound of Formula 1 

where: 
R° is 

R' and Rz are H or are independently methyl7or methoxy; 
R' and R4 are independently methyl or rafethoxy if R! and R2 are H, or arc H if RJ 

and R^ are independently methyl^r methoxy; 

A1 and A2 are each independently OH or N; 
R5 is C }us aikyl or haioalkyL, C1.4 _^Iicyisulfonyi or haloalkylsulfonyL halo, nitro or 

cyanc; 

Xis-O- or-NH-; 

Y is -(CHs jn- where n is 0, V, 2 or 3; and 
R" is an unsubstituted or^ubstituted 3- to 7-membered carbocyclic or heterocyclic ring 

as defined herein/or isNR'R8; 
wherein, if R/is NR:R:\ R' and Ra are each independently H or R9-(CH2)m-

groupl no more than one of R' and R8 being H, where each R5 is 

independently a 3- to 7-m.em.bered carbocyclic or heterocyclic ring, 
y^ptionally substituted with no more than two Zl groups as defined below, 

and each m is independently 0 or I; and 
'herein, if R° is a substituted carbocyclic or heterocyclic ring, substituents thereon 
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are no more than two Z! groups and/or no more than one Z2 group, Z1 groups 

being independently selected from (a) CM alkyl, C2.4 aikenyl, CM alkoxy; 

CM alkylthio, CM alkylamino, CM alkylsulfonvl, Cj._^ alkylsulfonylammo, 
CM alkylcarbonvL CM alkylcarbonyJammo and CM alkylcarhoxvf each 

optionally substituted with one or more substituents independently selected 

from halo, hydroxy, CM alkoxy, amino, CM alkylamino, di-(CM 
alkyl)amino and cyano, (b) halo, (e) hydroxy, (f) amino and/g) oxo groups, 

and Z2 being (i) a further 3- to 6-menibered carbocyclic oj/b.eterocyclic ring, 
optionally substituted with no more than two Z5 group/as defined above, or 
(ii) NR'R8 where R' and. R.8 are as defined above: 

or a pharmaceutically acceptable salt thereof, (ii) a nKarmaceuticaliy acceptable 
water-soluble polymeric carrier and (iii) a pharmacjmtically acceptable surfactant 

to provide an extrudable semi-solid mixture; 
(b) extruding and calendering the semi-solid mixture; and 

(c) cooling the resulting extrudate to provide ysolid matrix comprising the polymeric 

carrier and the surfactant and having the/compound or salt thereof dispersed in an 
essentially non-crystalline form tberem. 

42. The process of Claim 41, whofein API is 4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-l-en-l-yl]methyl}piperazin-l-yl)~N-( [3-nitro-4-[(tetrahydro-2H-
pyran-4-y!methyl)am.ino}pheny!}^lfonyi)-2-(lH-pyrrolo[2.3-b]pyridirt-5-
yioxy)benzamide. 

43. The process of claim 42, wj^erein the polymeric carrier is a. copovidone. 

44. The process of Claim. 4X wherein the surfactant is a polysorbate. 

45. An orally deliverable pharmaceutical dosage form- comprising the solid dispersion of 
Claim 1, / 

46. A method fo/treating a neoplastic, immune or autoimmune disease, comprising orally 
administering to a subject having the disease a therapeutically effective amount of the 

solid di/persion of Claim 1. 

47. The/Wthod of Claim 46, wherein the disease is a neoplastic disease. 
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4&. The method of Claim 47. wherein the neoplastic disease is selected from, the group 

consisting of cancer, mesothelioma, bladder cancer, pancreatic cancer, skin cancer, 

cancer of the head or neck, cutaneous or intraocular melanoma, ovarian cancer, breast 

cancer, uterine cancer, carcinoma of the fallopian tubes, carcinoma of the endometrium, 

carcinoma of the cervix, carcinoma of the vagina, carcinoma of the vulva, bon/cancer, 
colon cancer, rectal cancer, cancer of the anal region, stomach, cancer, gasj/ointestinal 

(gastric, colorectal and/or duodenal) cancer, chronic lymphocytic leukemia, acute 
lymphocytic leukemia, esophageal cancer, cancer of the small intestine, cancer of the 

endocrine system, cancer of the thyroid gland, cancer of the parathyroid gland, cancer of 

the adrenal gland, sarcoma of soft tissue, cancer of the uretbr^, cancer of the penis, 

testicular cancer, hepatocellular (hepatic and/or biliary duct) cancer, primary or 
secondary central nervous system tumor, primary or secondary brain tumor. Hodgkin's 

disease, chronic or acute leukemia, chronic myeloid leukemia, lymphocytic lymphoma, 

lymphoblastic leukemia, follicular lymphoma, lvnpif>hoid malignancies of T-cell or 

B-celJ origin, melanoma, multiple myeloma, ora/cancer, non-small-cell lung cancer, 
prostate cancer, small-cell lung cancer, cance/of the kidney and/or ureter, renal cell 
carcinoma, carcinoma, of the renal pelvis,/neoplasms of the central nervous system, 

primary central nervous system lymphoma, non-Hodgkin's lymphoma, spinal axis 
tumors, brain stem glioma, pituitary7 adenoma, adrenocortical cancer, gall bladder 

cancer, cancer of the spleen, onolangiocarcinoma, fibrosarcoma, neuroblastoma, 

retinoblastoma and combination/thereof. 

49. The method of Claim 47, wherein the neoplastic disease is a lymphoid, malignancy. 

50. The method of Claim/49, wherein the lymphoid malignancy is non-Hodgkm's 

lymphoma. 

The method of 0iairn 47, wherein the neoplastic disease is chronic lymphocytic 
tic leukemia. leukemia or acute 

52. The metbo/of Claim 46. wherein the disease is an immune or autoimmune disease. 

53. The meraod of Claim 46. wherein the solid dispersion is administered in a parent-
comtrbund-equivalent dose of about 50 to about 500 m.g per day of the compound of 
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Formula i or salt thereof at an average treatment interval of about 3 hours to about 7 

days. 

The method of Claim 46, wherein the solid dispersion is administered once daily \r/a 
parent-compound-equivalent dose of about 50 to about 500 mg per day of the corqjround 

of Formula I or salt thereof. 

The method of Claim 46, wherein the compound is selected from the group^p6nsistmg of 

4-(4-{[2-(4-chlorophenyl)-4.4-dimethylcyclohex-J~en-l-yl}methy!.}mperaziii~]-yi)-

2-(lH-mdol-5-yloxy)-N-({3-nitro-4-[(]-tetrahydro-2H-pyr9n-4-ylpiperidi.n-

4-yI)amino]pheiiyl} sulfonyl)benzamide; 
4-(4-(T2-(4-chlorophei]y!}-4,4-dimethylcyclohex-l-eti-l-yi]iiiethy[}piperazm-l-y0-

2-( 1 H-indol-5-y ioxy )-N-( (4-[(4-methylpipera2irj-/-y!.)ammoj-3-

nitrophenyl} sulfonyl)benzamide; 

4-(4-{[2-(4-chlorophenyl}-4.4-dimethylcyclohex-I/en-l-yl]methyl.}pipera2in-l-yl)-
N-( •!3-nitro-4-[(tetrahydro-2H-pyraii-4-yJlmethyl)amino]phenyl}s'ulforiyl)-2-
(lH-pyrroio[2,3-b]pyridin-5-yioxy)b^2amide; 

rr£fl5"-4-(4-{[2~(4~chiorophenyl)-4,4-dime^ylcyclohex-j-eri.-l-yI]methyl}piperazin-
1 -yl)-*N-( {4-[(4-morphoSin~4-yl^yc1ohexyl)ammo]-3-nitrapheiiyl} sulfonvl)-

2~(lH-pyrrol'o[2.3~b}pyridin-^yloxy)benzamide; 
cis-4-(4~ {[2-( 4-chioropheny l)-4/-dimethyicyclohex-1 -en- ] -yljmetby I} piperazin-

1-vt)-N-[(4-{[(4-methox<'cyclohexyi)methyl}amino}-3-mtrophenyl)sulfoiiyl]-
2-(lH-pyrrolo[2.3-bK)yridm-5-yloxy)benzamide; 

rra^5-4-(4-{{2-(4-ch.loro^henyl)-4r4-dimethylcyciohex-l-en-]-yl}methyl|-piperazm-
1 -y I)-N-[(4- {[(4-methoxycyclohexyI)methyI]am.inor3-nitrophenyi)sulfoiiyij-

2-(]H-pyrraK>[23-b3pyndm-5~yloxy)benzarr)ide; 

4-f4-{[2-(4-ch}^ropheD.yl)-4.4-aiTTiethylcydohcx-I-en-l-yl]methyl}piperazm-l-yl}-
/ 

N-({4/[(4-fluorotetrahydro-2H-p>Tan-4-yl)methoxy]-3-nitrophenyl}suIfonyl)-

2-y{H-pyrrolo[2.3-b}pyridin-5-yloxy)benzamide; 
]N-[i5/chloro-6- {[4-fluoro-1 -(oxetaD-3-yi)piperidin-4-yl]methoxy }pyridm-3-ylj-

^ sulfonyl]-4-(4-{[2-(4-chloropbenyl)-4,4-dimethylcyclohex-l-en-]-yI]methyl}-

/ pipeTazin-l-yl)-2-(lH-pyrrolo[23-b]pyridm-5-yloxy)benzaTn.ide: 
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N-( (5-bromo-6-[( 1 -tetrahydro-2H~pyran-4-yipiperidin~4-yl)ammo3pyridm-3-y 1} -

sulfonyl)-4-(4-{[2-{4-chloropbenyi)-4,4-dimethylcyclobex-]-en-l-yi]methyl}-

piperazin-l-yl)-2-(lH-pyrroIol2,3-b]pyridin-5-ylox.y)beiizamide; 

4^4-{[2-(4-chlorophefiyl)-5-methoxy-5-methylcyclohex-l-en-l-yIlmetbyI}piper 
1 -vi)-]N-( {3-nitro-4-[(tetrahydro-2H-pyTai5-4-yImethyi)amirio]phenyI y 

suifonyl)-2-(lH-pyrrol;0[23-b]pyridm-5-yIoxy)beri2amid£; 

4-(4- ([2-(4-chlorophenyi)-4,4-dimethylcyciohex-j-en-]-yl]methyi)pip^razm-] -yl)-

N-f(4-{[(3R)-]-(methylsulfonyi)pyTrolidm-3-yl3ammo}-3-nijrophenyl)-

sulfonyl]-2-(lH-pyrrolo[23-b]pyridm-5-yloxy)benzamide; 

4-(4-{[2-(4-cblorophenyi)-4,4-dimethyIcyclohex-l-en-l-yl}m^hyI}piperaziii-l-yl}-
N-[(4- {[(/rans-4-hydroxy-4-methylcyclonexyl)methyijammo} -3-nitrophenyi}-

sulfonyIl-2-( I H-pyrrolo[23-bJpyridm-5-yIoxy)h^zarnide; 

4-(4- {[2-(4-chlorophenyi)-4,4-dimethy Icyciohex- -yljmethyL/piperazm-l -yl)-
N-[(4- {[(a'.<.'-4-hydroxy-4-methylcyclohexyl)methyl]amino}-3-nitrophenyl')-

sulfony}]-2-flH-pyrroio[2,3-b]pyridii}-5^yloxy)benzamidc; 

4-(4-{[2-{4-cMorophc!iyl)-4,4-dimeth.ylcydohex-l-en-l-yl]mcthy]}pipcrazin-l-yI)-
N-{[4-({3-[cyclopropyl(oxetan-3-!yi)amino3propyl}amino)-3-mtropher)yI]-
sulfonyl}-2-(lH-pyrrolo[23-b]^yridm-5-yIoxy)benzamide; 

4-(4- {[2-(4-chlorophenyl)-4,4-dirpfithytcyclohex-1 -en-1 ~y I }methyl }piperazm-1 -yl}-

N-{[3-nitro-4-({[(3R)-i^trahydro-2H-pyran-4-yipyrroiidin-3--yI3niethyl}-

amino)pheny!}suifom^}-2-{lH-pynolo[23-b]pyridm-5-yloxy)benzamide; 
4-(4-{[2-(4-chbrophsny!^4,4-dimethylcyc].ohex-I-en-I-yl}metbyi}piperaziii-l-yl)-

N-[(4-{[(4-metb^imorpholm-2-yr)m£thyl}amin°/-3-mtrophenyl)sulfonyl]-2-
(3 Fl-pyrrolojX3-b}pyridm-5-yloxy)beiizamide; 

N-{(5-chloro-6^{[ j-(cyanomethyI)pipcr^din^-yl]methoxy}pyrid^]•l-3-y^)slI^fQny^:]-4-

(4- {[2^-chlorophenyi>4,4-dim.cthyicycio^ 1 -en-1-yljmethyi }pipcrazm-
3 -yl^2-( 1 H-pyjrolo[2,3-b]pyridin-5-yioxy)ber.zamide; 

N-[{4-^f(4-aminotetrahydro-2H--pyran~4--yl)methyI]amino}-3-'nitroph.enyl)suIfony!] 

/ 4-(4-{[2-(4-chlorophenyl)-4.4-dimcthylcyclohex-i-en-l-yl3methyl}piperazin-
3-yi)-2-(lH-pyrrolo[2.3-b]pyridin-5-yioxy')benzamide; 

4-(4- [[2-{4-chlorophenvl)-4,4-dimethy Icyciohex-1-en-l-yi]methyl)piperazin-l-y!)-

418 



N-( {4-[(4-methoxytetrahydro-2H-pyran-4-yl)methoxy }-3-

nitrophenyl}sulfonyr)-2-(lH-pyriolo(253-b]p>Tidin-5-yloxy)benzamide; 
and pharmaceutically acceptable salts thereof. / 

The method of Claim 46, wherein the compoimd is 4-(4-{[2-(4-ch}orophenyT}-4.4 
dimethylcyc}ohcx-]-m-l-y}]m.ethyl}piper2zw-}-yl)-N-((3~nitro-4-[(teTrahydro/2H-
pyran-4-ylmethyl)arnin.o]pheDyI.}su{fbnyI)-2-(IH-pyrro[o[2,3-b]pyridm-5-/ 
yioxy)benzamide. / 

/ / 
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