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CLAIMS 

VVha, is claimed is: 

1. A apsule suitable for oral administration comprising an admixture of (i) a compound 

which is N-t• t-buty1-3-1(5-methy1-2-114-(2-pyrrolidin-l-ylethoxy)phenyllaminolpyrimidin-4-

yllaminolbenze , esulfonamide or a pharmaceutically acceptable salt thereof or a hydrate thereof, 

(ii) a microcrystal 	I e cellulose, and (iii) sodium stearyl fumarate, wherein the admixture is 

contained in the caps 	e. 

2. The capsule of clai 	1, wherein the capsule contains about 10 mg to about 500 mg of the 

compound, wherein the speci ed weight is the free base moiety weight of the compound. 

3. The capsule of claim 2, wh rein the capsule contains about 10 mg, about 40 mg, about 

100 mg, or about 200 mg of the comp und. 

4. The capsule of claim 3, wherein the capsule contains about 100 mg of the compound. 

5. The capsule of any one of claims 1-4, 	i erein the weight ratio of the compound to 

microcrystalline cellulose in the admixture is between about 1:1.5 to about 1:15, wherein the 

weight for the compound in the weight ratio is the fret base moiety weight of the compound. 

6. The capsule of any one of claims 1-5, wherein the 	eight ratio of the compound to 

sodium stearyl fumarate in the admixture is between about 5: 	to about 50:1, wherein the weight 

for the compound in the weight ratio is the free base moiety welt • t of the compound. 

7. The capsule of any one of claims 1-6, wherein microcrystalli - cellulose is silicified 

microcrystalline cellulose. 

8. The capsule of any one of claims 1-7, wherein the compound is N-ter butyl-31(5-

methy1-2-114-(2-pyrrolidin-l-ylethoxy)phenyll aminolpyrimidin-4-yl)aminolben enesulfonamich 

dihydrochloride monohydrate. 

9. The capsule of claim 8, wherein the capsule contains an admixture of about 12 	• of N- 

tert-buty1-3-[(5-methyl-2-114-(2-pyrrolidin-l-ylethoxy)phenyllaminolpyrimidin-4-

yllaminolbenzenesulfonamide dihydrochloride monohydrate, about 122 mg of silicified 

microcrystalline cellulose, and about 1 mg of sodium stearyl fumarate. 
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0. 	The capsule of claim 8, wherein the capsule contains an admixture of about 47 mg of N-

ter buty1-3-1(5-methy1-2-114-(2-pyrrolidin-l-ylethoxy)phenyll amino 1pyrimidin-4- 

yl)am 	olbenzenesulfonamide dihydrochloride monohydrate, about 448 mg of silicified 

microcr 	alline cellulose, and about 5 mg of sodium stearyl fumarate. 

11. The c. • sule of claim 8, wherein the capsule contains an admixture of about 117 mg of N- 

tert-buty1-3-R5- 	ethy1-2-114-(2-pyrrolidin-l-ylethoxy)phenyll amino 1pyrimidin-4- 

yl)aminolbenzenes 	onamide dihydrochloride monohydrate. 

12. The capsule of c :im 8, wherein the capsule contains an admixture of about 235 mg of N- 

tert-buty1-3- RS-methyl-2-1 	-(2-pyrrolidin-l-ylethoxy)phenyll amino 1pyrimidin-4- 

yl)aminolbenzenesulfonamide 	ihydrochloride monohydrate, about 357 mg of silicified 

microcrystalline cellulose, and ab t t 6 mg of sodium stearyl fumarate. 

13. The capsule of any one of clai 	1-8, wherein sodium stearyl fumarate is about 1% w/w 

of capsule fill weight. 

14. The capsule of claim 7 or 8, wherein th weight ratio of the compound to silicified 

microcrystalline cellulose is about 1:1.5. 

15. The capsule of claim 7 or 8, wherein the weigh ratio of the compound to silicified 

microcrystalline cellulose is about 1:9. 

16. The capsule of any one of claims 1-15, wherein the ca • ule is a hard gelatin capsule. 

17. A unit dosage form comprising an admixture of (i) a compo , nd which is N-tert-buty1-3- 

1(5-methy1-2-114-(2-pyrrolidin-l-ylethoxy)phenyll amino 1pyrimidin-4- 

yl)aminolbenzenesulfonamide or a pharmaceutically acceptable salt there 	or a hydrate thereof, 

(ii) a microcrystalline cellulose, and (iii) sodium stearyl fumarate. 

18. The unit dosage form of claim 17, wherein the unit dosage form is for tre 	ent of 

myelofibrosis in a subject. 

19. The unit dosage form of claim 17 or 18, wherein the unit dosage form is in the fo 	of a 

capsule, and the admixture is contained in the capsule. 
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0. 	The unit dosage form of any one of claims 17-19, wherein the unit dosage form comprises 

ab6 t 10 mg to about 500 mg of the compound, wherein the specified weight is the free base 

moiet weight of the compound. 

21. Th unit dosage form of claim 20, wherein the unit dosage form comprises about 10 mg, 

about 40 mg, . • out 100 mg, about 200 mg, about 300 mg, about 400 mg, or about 500 mg of the 

compound. 

22. The unit dosal.,- form of claim 21, wherein the unit dosage form comprises about 400 mg 

or about 500 mg of the c s 	pound. 

23. The unit dosage form f any one of claims 17-22, wherein the weight ratio of the 

compound to microcrystalline ce ulose in the admixture is between about 1:1.5 to about 1:15, 

wherein the weight for the compou i in the weight ratio is the free base moiety weight of the 

compound. 

24. The unit dosage form of any one of s aims 17-23, wherein the weight ratio of the 

compound to sodium stearyl fumarate in the as I ixture is between about 5:1 to about 50:1, 

wherein the weight for the compound in the weig 	ratio is the free base moiety weight of the 

compound. 

25. The unit dosage form of any one of claims 17-24, 	herein the compound is N-tert-butyl- 

3- 1(5-methy1-2-114-(2-pyrrolidin-l-ylethoxy)phenyll amino} 	rimidin-4- 

yl)aminolbenzenesulfonamide dihydrochloride monohydrate. 

26. A method of treating myelofibrosis in a subject, comprising I ally administering a 

compound which is N-tert-buty1-3-1(5-methy1-2-114-(2-pyrrolidin-1- 

ylethoxy)phenyll amino 1pyrimidin-4-yl)aminolbenzenesulfonamide or a p 	maceutically 

acceptable salt thereof or a hydrate thereof, and wherein the compound is in a 	admixture of (i) 

the compound, (ii) a microcrystalline cellulose, and (iii) sodium stearyl fumarate. 

27. A method of treating myelofibrosis in a subject, comprising administering to t e subject 

an effective amount of a compound which is N-tert-butyl-3-1(5-methyl-2-114-(2-pyrrolid m -1-

ylethoxy)phenyll amino 1pyrimidin-4-yl)aminolbenzenesulfonamide or a pharmaceutically 

acceptable salt thereof or a hydrate thereof, wherein the subject has previously received anothe 

myelofibrosis therapy with a JAK2 inhibitor which is not N-tert-buty1-3-1(5-methy1-2-114-(2- 
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rrolidin-l-ylethoxylphenyllaminolpyrimidin-4-yllaminolbenzenesulfonamide or a 

ph 	maceutically acceptable salt thereof or a hydrate thereof. 

28. ' he method of claim 27, wherein the previous therapy comprises administration of 

INCB018A • 4 (ruxolitinib). 

29. The me god of claim 27 or 28, wherein the subject is unresponsive to the previous 

therapy. 

30. The method of . y one of claims 27-29, wherein the compound is administered orally. 

31. The method of any o , e of claims 27-30, wherein the compound is in an admixture of (i) 

the compound, (ii) a microcryst: line cellulose, and (iii) sodium stearyl fumarate. 

32. The method of any one of cl. ms 26-31, wherein the compound is in a capsule. 

33. The method of any one of claims 	6-32, wherein the compound is in a unit dosage form. 

34. The method of any one of claims 26-3' wherein the subject has high risk myelofibrosis. 

35. The method of any one of claims 26-33, w' -rein the subject has intermediate risk level 2 

myelofibrosis. 

36. The method of any one of claims 26-35, wherein the subject has spleen of at least 5cm 

below costal margin as measured by palpation. 

37. The method of any one of claims 26-36, wherein the subjec has primary myelofibrosis. 

38. The method of any one of claims 26-36, wherein the subject hascost-polycythemia vera 

myelofibrosis. 

39. The method of any one of claims 26-36, wherein the subject has post-es- -ntial 

thrombocythemia myelofibrosis. 

40. The method of any one of claims 26-39, wherein the compound is administered 	aily. 

41. The method of any one of claims 26-40, wherein the compound is administered at a . *se 

of about 240 mg per day to about 680 mg per day, and wherein the specified weight is the free 

base moiety weight of the compound. 
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42. The method of claim 41, wherein the compound is administered at a dose of about 300 

t • er day to about 500 mg per day, and wherein the specified weight is the free base moiety 

weigh of the compound. 

43. Th method of claim 42, wherein the compound is administered at a dose of about 400 

mg per day, a 	wherein the specified weight is the free base moiety weight of the compound. 

44. The methoc of claim 42, wherein the compound is administered at a dose of about 500 

mg per day, and wher n the specified weight is the free base moiety weight of the compound. 

45. The method of an 	one of claims 26-44, wherein the compound is administered over a 

period of at least 1 cycle, at le st 6 cycles, at least 10 cycles, or at least 15 cycles of a 28-day 

treatment cycle. 

46. The method of any one of cla 1 s 26 and 31-45, wherein the weight ratio of the compound 

to microcrystalline cellulose in the admi 	re is between about 1:1.5 to about 1:15, and wherein 

the weight for the compound is the free bas: 	oiety weight of the compound. 

47. The method of any one of claims 26 and •,1-46, wherein the weight ratio of the compound 

to sodium stearyl fumarate in the admixture is betw 	n about 5:1 to about 50:1, and wherein the 

weight for the compound is the free base moiety weigh of the compound. 

48. The method of any one of claims 26-47, wherein the subject is a human. 

49. The method of any one of claims 26 and 31-48, wherein, 	pon administration of the 

compound to a human subject, the Cmax of the compound is achie -d within about 2 to about 4 

hours post-dose. 

50. The method of any one of claims 26 and 31-49, wherein upon admi 	stration of the 

compound to a human subject, the elimination half life of the compound is abo t 16 to about 34 

hours. 

51. The method of any one of claims 26 and 31-50, wherein the mean AUC of the , ompound 

increases more than proportionally with increasing doses ranging from about 30 mg to ab 	t 800 

mg per day. 

52. The method of any one of claims 26 and 31-51, wherein the accumulation of the 

compound is about 1.25 to about 4.0 fold at steady state when the compound is dosed once daily. 
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.3. 	The method of any one of claims 26-52, wherein the compound is N-tert-buty1-3-1(5- 

me 	y1-2-114-(2-pyrrolidin-l-ylethoxy)phenyllaminolpyrimidin-4-yllaminolbenzenesulfonamide 

dihyd o chloride monohydrate. 

54. A ,ethod of preparing a capsule drug product comprising a) blending a lubricant with a 

compound th. is N-tert-buty1-3-[(5-methyl-2-114-(2-pyrrolidin-l- 

ylethoxy)phenyl 	mino 1pyrimidin-4-yl)aminolbenzenesulfonamide or a pharmaceutically 

acceptable salt ther- •f or a hydrate thereof to generate granules; and b) mixing the granules of a) 

with an excipient. 

55. The method of clai 	54, wherein the lubricant is sodium stearyl fumarate. 

56. The method of claim 54 . 	55, wherein the excipient is silicified microcrystalline 

cellulose. 

57. The method of claim 55 or 56, w •erein sodium stearyl fumarate is about 1% w/w of 

capsule fill weight. 

58. The method of claim 56 or 57, wherein t - weight ratio of the compound to silicified 

microcrystalline cellulose is about 1:1.5. 

59. The method of claim 56 or 57, wherein the weig 	ratio of the compound to silicified 

microcrystalline cellulose is about 1:9. 

60. The method of any one of claims 54-59, wherein the cap' le is a hard gelatin capsule. 

61. An article of manufacture comprising (a) an admixture of (i) . compound which is N-tert- 

buty1-3-[(5-methyl-2-114-(2-pyrrolidin-l-ylethoxy)phenyllaminolpyrim i m-4-

yllaminolbenzenesulfonamide or a pharmaceutically acceptable salt thereo ' or a hydrate thereof, 

(ii) a microcrystalline cellulose, and (iii) sodium stearyl fumarate, and (b) a pa. age insert or a 

label indicating that the admixture is useful for treating myelofibrosis in a subject. 

62. The article of manufacture of claim 61, wherein the package insert or a label in,  cates 

that, upon administration of the admixture to a human subject, the Cmax of the compouns 

achieved within about 2 to about 4 hours post-dose. 
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3. 	The article of manufacture of claim 61 or 62, wherein the package insert or a label 

ins cates that, upon administration of the compound to a human subject, the elimination half life 

of the ompound is about 16 to about 34 hours. 

64. Th article of manufacture of any one of claims 61-63, wherein the mean AUC of the 

compound in 	eases more than proportionally with increasing doses ranging from about 30 mg to 

about 800 mg pe day. 

65. The article of , anufacture of any one of claims 61-64, wherein the accumulation of the 

compound is about 1.25 • about 4.0 fold at steady state when the compound is dosed once daily. 

66. An article of manufac 	re comprising (a) a compound which is N-tert-buty1-3-1(5-methy1- 

2-114-(2-pyrrolidin-l-ylethoxy)p enyllaminolpyrimidin-4-yDaminolbenzenesulfonamide or a 

pharmaceutical salt thereof or a hy• .te thereof, and (b) a package insert or a label indicating that 

the compound can be used for treating , yelofibrosis in a subject, wherein the subject has 

previously received another myelofibrosis herapy with a JAK2 inhibitor which is not N-tert-

buty1-3-[(5-methyl-2-114-(2-pyrrolidin-l-yle i oxy)phenyllaminolpyrimidin-4-

yllaminolbenzenesulfonamide or a pharmaceuti..11y acceptable salt thereof or a hydrate thereof. 

67. The article of manufacture of any one of clai i s 61-66, wherein the package insert or the 

label is in a position which is visible to prospective pur 	asers. 

68. The article of manufacture of any one of claims 61-• ' wherein the compound is in a 

capsule form. 

69. The article of manufacture of any one of claims 61-68, wher • 	the compound is in unit 

dosage form. 
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CLAIMS 

1. A capsule suitable for oral administration comprising an admixture of (i) a compound 

which is N-tert-buty1-3-[(5-methy1-2- {[4-(2-pyrrolidin-l-ylethoxy)phenyl]amino}pyrimidin-4-

yl)aminoThenzenesulfonamide or a pharmaceutically acceptable salt thereof or a hydrate thereof, 

(ii) a microcrystalline cellulose, and (iii) sodium stearyl fumarate, wherein the admixture is 

contained in the capsule. 

2. The capsule of claim 1, wherein the capsule contains about 10 mg to about 500 mg of the 

compound, wherein the specified weight is the free base moiety weight of the compound. 

3. The capsule of claim 2, wherein the capsule contains about 10 mg, about 40 mg, about 

100 mg, or about 200 mg of the compound. 

4. The capsule of claim 3, wherein the capsule contains about 100 mg of the compound. 

5. The capsule of any one of claims 1-4, wherein the weight ratio of the compound to 

microcrystalline cellulose in the admixture is between about 1:1.5 to about 1:15, wherein the 

weight for the compound in the weight ratio is the free base moiety weight of the compound. 

6. The capsule of any one of claims 1-5, wherein the weight ratio of the compound to 

sodium stearyl fumarate in the admixture is between about 5:1 to about 50:1, wherein the weight 

for the compound in the weight ratio is the free base moiety weight of the compound. 

7. The capsule of any one of claims 1-6, wherein microcrystalline cellulose is silicified 

microcrystalline cellulose. 

8. The capsule of any one of claims 1-7, wherein the compound is N-tert-buty1-3-[(5-

methy1-2- { [4-(2-pyrrolidin- l -ylethoxy)phenyl] amino} pyrimidin-4-

yDaminoThenzenesulfonamide dihydrochloride monohydrate. 
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9. The capsule of claim 8, wherein the capsule contains an admixture of about 12 mg of N- 

tert-butyl-3-[(5-methyl-2- { [4-(2-pyrrolidin-l-ylethoxy)phenyl] amino } pyrimidin-4-

yDaminoThenzenesulfonamide dihydrochloride monohydrate, about 122 mg of silicified 

microcrystalline cellulose, and about 1 mg of sodium stearyl fumarate. 

10. The capsule of claim 8, wherein the capsule contains an admixture of about 47 mg of N- 

tert-butyl-3-[(5-methyl-2- { [4-(2-pyrrolidin- l -ylethoxy)phenyl] amino } pyrimidin-4-

yl)amino]benzenesulfonamide dihydrochloride monohydrate, about 448 mg of silicified 

microcrystalline cellulose, and about 5 mg of sodium stearyl fumarate. 

11. The capsule of claim 8, wherein the capsule contains an admixture of about 117 mg of N- 

tert-butyl-3-[(5-methyl-2- { [4-(2-pyrrolidin-l-ylethoxy)phenyl] amino } pyrimidin-4-

yl)amino]benzenesulfonamide dihydrochloride monohydrate. 

12. The capsule of claim 8, wherein the capsule contains an admixture of about 235 mg of N- 

tert-butyl-3-[(5-methyl-2- { [4-(2-pyrrolidin- l -ylethoxy)phenyl] amino } pyrimidin-4- 

yl)amino]benzenesulfonamide dihydrochloride monohydrate, about 357 mg of silicified 

microcrystalline cellulose, and about 6 mg of sodium stearyl fumarate. 

13. The capsule of any one of claims 1-8, wherein sodium stearyl fumarate is about 1% w/w 

of capsule fill weight. 

14. The capsule of claim 7 or 8, wherein the weight ratio of the compound to silicified 

microcrystalline cellulose is about 1:1.5. 

15. The capsule of claim 7 or 8, wherein the weight ratio of the compound to silicified 

microcrystalline cellulose is about 1:9. 

16. The capsule of any one of claims 1-15, wherein the capsule is a hard gelatin capsule. 
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17. Use 	of 	a 	compound 	which 	is 	N-tert-buty1-3-[(5-methy1-2- { [4-(2-pyrrolidin-l- 

ylethoxy)phenyl]aminolpyrimidin-4-yDaminolbenzenesulfonamide 	or 	a 	pharmaceutically 

acceptable salt thereof or a hydrate thereof in the manufacture of a medicament for treating 

myelofibrosis in a subject, wherein the compound is in an admixture of (i) the compound, (ii) a 

microcrystalline cellulose, and (iii) sodium stearyl fumarate; and wherein said medicament is 

formulated for oral administration. 

18. The use of claim 17, wherein the medicament is a capsule. 

19. The use of claim 17, wherein the medicament is a unit dosage form. 

20. The use of any one of claims 17-19, wherein the subject has primary myelofibrosis. 

21. The use of any one of claims 17-19, wherein the subject has post-polycythemia vera 

myelofibrosis. 

22. The use of any one of claims 17-21, wherein the subject has post-essential 

thrombocythemia myelofibrosis. 

23. The use of any one of claims 17-22, wherein the medicament is formulated for daily 

administration. 

24. The use of any one of claims 17-23, wherein the weight ratio of the compound to 

microcrystalline cellulose in the admixture is between about 1:1.5 to about 1:15, and wherein the 

weight for the compound is the free base moiety weight of the compound. 

25. The use of any one of claims 17-24, wherein the weight ratio of the compound to sodium 

stearyl fumarate in the admixture is between about 5:1 to about 50:1, and wherein the weight for 

the compound is the free base moiety weight of the compound. 

26. The use of any one of claims 17-25, wherein the subject is a human. 
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27. The use of any one of claims 17-26, wherein the compound is N-tert-butyl-3-[(5-methyl- 

2- { [4-(2-pyrrolidin- l -ylethoxy)phenyl] amino } pyrimidin-4-yl)amino]benzenesulfonamide 

dihydrochloride monohydrate. 

28. A method of preparing a capsule drug product comprising a) blending sodium stearyl 

fumarate with a compound that is N-tert-buty1-3-[(5-methyl-2- {[4-(2-pyrrolidin- 1 - 

ylethoxy)phenyl]aminolpyrimidin-4-yDaminoThenzenesulfonamide or a pharmaceutically 

acceptable salt thereof or a hydrate thereof to generate granules; and b) mixing the granules of a) 

with silicified microcrystalline cellulose. 

29. The method of claim 28, wherein sodium stearyl fumarate is about 1% w/w of capsule fill 

weight. 

30. The method of claim 28 or 29, wherein the weight ratio of the compound to silicified 

microcrystalline cellulose is about 1:1.5. 

31. The method of claim 28 or 29, wherein the weight ratio of the compound to silicified 

microcrystalline cellulose is about 1:9. 

32. The method of any one of claims 28-31, wherein the capsule is a hard gelatin capsule. 

33. A capsule prepared by the method of any one of claims 28-32. 

34. An article of manufacture comprising (a) an admixture of (i) a compound which is N-tert- 

buty1-3-[(5-methy1-2- { [4-(2-pyrrolidin- l -ylethoxy)phenyl] amino } pyrimidin-4-

yl)amino]benzenesulfonamide or a pharmaceutically acceptable salt thereof or a hydrate thereof, 

(ii) a microcrystalline cellulose, and (iii) sodium stearyl fumarate, and (b) a package insert or a 

label indicating that the admixture is useful for treating myelofibrosis in a subject. 

35. The article of manufacture of claim 34, wherein the package insert or the label is in a 
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position which is visible to prospective purchasers. 

36.  The article of manufacture of claim 34 or 35, wherein the compound is in a capsule form. 

37.  

dosage 

The article 

form. 

of manufacture of any one of claims 34-36, wherein the compound is in unit 
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