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What is claimed is: 

1. A crystalline polymorph of 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5- 

fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydrochloride Form B. 

2. A pharmaceutical composition comprising said 1-(3-tert-butyl-1-p- s lyl- 

5 	1H-pyrazol-5-y0-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOur a 

hydrochloride Form B according to claim 1. 

3. The pharmaceutical composition of claim 2, wherein said 1- 	- en-butyl-1- 

p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5 

yloxy)benzyl)urea hydrochloride Form B is suspended in a carrier 	s . nx, wherein said 

10 	carrier matrix comprises at least one surfactant. 

4. The pharmaceutical composition of claim 3, w. -rein said carrier matrix 

further comprises at least one oil. 

5. The pharmaceutical composition accord' L to any one of claims 2-4, 

comprising about 1 to about 50% w/w of said 143-tent-. ty1-1-p-toly1-1H-pyrazol-5-y1)-3- 

15 	(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy • enzyOurea hydrochloride Form B. 

6. The pharmaceutical composition .ccording to any one of claims 2-4, 

comprising about 1 to about 40% w/w of sais 1-(3-ten-buty1-1-p-toly1-1H-pyrazol-5-y1)- 

3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-inda i -5-yloxy)benzyl)urea hydrochloride Form B. 

7. The pharmaceutical co 	sosition according to any one of claims 2-4, 

20 	comprising about 1 to about 30% w 	of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)- 

3-(5-fluoro-2-(1-(2-hydroxyethyl)- 	-indazol-5-yloxy)benzyl)urea hydrochloride Form B. 

8. The pharmaceu 'cal composition according to any one of claims 2-4, 

comprising about 20 to abo 	50% w/w of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)- 

3-(5-fluoro-2-(1 -(2-hydr • yethyl)-1H-indazol-5-yloxy)benzyl)urea hydrochloride Form B. 

25 9. The p .rmaceutical composition according to any one of claims 2-4, 

comprising about 	to about 40% w/w of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)- 

3-(5-fluoro-2-(1 	2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydrochloride Form B. 

10. The pharmaceutical composition according to any one of claims 2-4, 

comprisi 	about 25% w/w of said 1-(3-ten-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro- 

30 	2-(1-( 	ydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydrochloride Form B. 

11. The pharmaceutical composition according to any one of claims 4-10, 

erein the ratio of the oil to the surfactant is about 0.5:99.5. 

12. The pharmaceutical composition according to any one of claims 4-10, 

wherein the ratio of the oil to the surfactant is about 5:95. 
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13. The pharmaceutical composition according to any one of claims 4-10, 

wherein the ratio of the oil to the surfactant is about 10:90. 

14. The pharmaceutical composition according to any one of claims 4- I 

wherein the ratio of the oil to the surfactant is about 15:85. 

5 15. The pharmaceutical composition according to any one of claip s 4-10, 

wherein the ratio of the oil to the surfactant is about 20:80. 

16. The pharmaceutical composition according to any one o 	claims 4-10, 

wherein the ratio of the oil to the surfactant is about 25:75. 

10 

17. The pharmaceutical composition according to any , e of claims 4-10, 

wherein the ratio of the oil to the surfactant is about 30:70. 

18. The pharmaceutical composition according to .ny one of claims 4-10, 

wherein the ratio of the oil to the surfactant is about 33:67. 

19. The pharmaceutical composition accordi g to any one of claims 4-10, 

wherein the ratio of the oil to the surfactant is about 50-  0. 

15 20. The pharmaceutical composition a,  ording to any one of claims 4-10, 

wherein the ratio of the oil to the surfactant is ab 	t 75:25. 

21. The pharmaceutical compost ien according to any one of claims 4-10, 

wherein the ratio of the oil to the surfac a 	is about 99:1. 

20 

22. The pharmaceutical co' position according to any one of claims 4-10, 

wherein the ratio of the oil to the surfactant is selected from 10:90, 15:85, 20:80, 25:75 

30:70 and 33:67. 

23. The pharmace 	teal composition according to any one of claims 3-22, 

further comprising one or P / re release modifiers. 

24. The pha, 	aceutical composition according to claim 23, wherein said 

25 release modifier is se - cted from: 

Vitamin E :uccinate; 

Cellulo • • derivatives; 

Pol 	mylpyrrolidones having molecular weights greater than 58,000; 

ng chain (C12-C28) triglycerides, long chain (C12-C28) diglycerides, long 

30 chain (C12-C28) monoglycerides, and combinations thereof; 

Long chain alcohols; 

Castor wax; 

High molecular weight polyethylene glycols; 

Poloxamers; and 
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Long chain (C12-C28) fatty acids. 

25. The pharmaceutical composition according to claim 24, wherein said 

release modifier is selected from Vitamin E succinate, Compritol 888 ATO, Metho 

K4M, and stearyl alcohol. 

5 26. The pharmaceutical composition according to claim 25, comprisin: rom at 

least 0.5% up to 50% by weight of each of said one or more release modifiers. 

27. The pharmaceutical composition according to claim 26, comp sing from at 

least 0.5% up to 20% by weight of each of said one or more release modif - s. 

28. The pharmaceutical composition according to 	clai 	2, wherein said 

10 

15 

composition comprises about 1 to about 213 mg of said Form B . spended in a carrier 

matrix, wherein said carrier matrix comprises 0-60% w/w of an 	and 40-100% w/w of a 

surfactant and said Form B is present in a range from abou 	-50% w/w relative to the 

weight of the composition, wherein said 	composition 	as a dissolution profile in a 

dissolution media in which within 45 minutes about 40- 10% of said Form B is dissolved, 

wherein said dissolution media comprises a 1.1 M HCI aqueous solution at pH 1 

containing about 0.05% cetyl trimethylammoniu 	romide, 

wherein said dissolution is measured b 	placing said composition in about 900 mL 

of said dissolution media, optionally u 	g spiral wire capsule sinkers when said 

formulation is in capsule form, and usin : a USP II apparatus with a 75 rpm paddle speed. 

20 29. The pharmaceutical 	,Imposition according to claim 2, wherein said 

composition comprises about 1 t. about 213 mg of said Form B suspended in a carrier 

matrix, wherein said carrier m. 	ix comprising 0-60% w/w of an oil and 40-100% w/w of 

a surfactant and said Form ' is present in a range from about 1-50% w/w relative to the 

weight of said composi on, wherein said composition has a dissolution profile in a 

25 dissolution media in 	ich within 60 minutes about 50-100% of said Form B is dissolved, 

wherein sa.  4 dissolution media comprises a 0.1 M HC1 aqueous solution at 	1 pH 

containing abo 	0.05% cetyl trimethylammonium bromide, 

whey: n said dissolution is measured by placing said composition in about 900 mL 

of said 	. ssolution media, optionally using spiral wire capsule sinkers when said 

30 formu tion is in capsule form, and using a USP II apparatus with a 75 rpm paddle speed. 

30. The pharmaceutical 	composition according to claim 4, wherein said 

.Imposition comprises less than or equal to 300 ppm of 3-(tert-buty1)-1-(p-toly1)-1H-

pyrazol-5-amine after storage at 40 °C/75% relative humidity for 4 weeks. 
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31. The pharmaceutical composition according to claim 4, wherein said 

composition comprises less than or equal to 150 ppm of 3-(tert-buty1)-14p-toly1)-1H- 

pyrazol-5-amine after storage at 40 °C/75% relative humidity for 4 weeks. 

32. The pharmaceutical composition according to claim 4, wherein said 

5 	composition comprises less than or equal to 100 ppm of 3-(tent-butyl)-1-(p-to 	1)-1H- 

pyrazol-5-amine after storage at 40 °C/75% relative humidity for 4 weeks. 

33. The pharmaceutical composition according to claim 4, 	• herein said 

composition comprises less than or equal to 55 ppm of 3-(tert-buty -1-(p-tolyI)-1H- 

pyrazol-5-amine after storage at 40 °C/75% relative humidity for 4 we: s. 

10 34. The pharmaceutical composition according to c 	im 4, wherein said 

composition comprises less than or equal to 300 ppm of 3- 	• -buty1)-1-(p-toly1)-1H- 

pyrazol-5-amine after storage at 25 °C/60% relative humidity 'or one year. 

35. The pharmaceutical composition accord' g to claim 4 wherein said 

composition comprises less than or equal to 100 pp e 	of 3-(tert-butyl)-1-(p-toly1)-1H- 

15 	pyrazol-5-amine after storage at 25 °C/60% relative 	midity for one year. 

36. The pharmaceutical compositio 	according to claim 4 wherein said 

composition comprises less than or equal t. 70 ppm of 3-(tert-buty1)-1-(p-toly1)-1H- 

pyrazol-5-amine after storage at 25 °C/60% elative humidity for one year. 

37. The pharmaceutical come s ition according to any one of claims 3 to 36, 

20 	wherein said surfactant is a non-ionic .urfactant. 

38. The pharmaceutic. 	composition claim 	37, wherein said non-ionic 

surfactant is selected from V tamin E TPGS, Solutol® HS 15, Cremophor® ELP, 

Cremophor® RH40, Twee 4 60, Tween® 80, Labrasol®, Gelucire® 44/14, Gelucire® 

50/13, Brij® C10, Brij® '48, Brij® 58, SPANTM 20, SPANTM 40, SPANTM 80, Lutrol® F 

25 	68, Lutrol® F 127, 	ospholipids, zwitterionic surfactants, soy lecithin, phosphatidyl 

choline, phosphati 	inositol, phosphatidyl ethanolamine, and cocamidopropyl betaine, 

and mixtures th: eof. 

39. The pharmaceutical composition according to claim 38, wherein said non- 

ionic sur .ctant is selected from Vitamin E TPGS, Solutol® HS 15, Cremophor® RH40, 

30 	Labra .l®, and Gelucire® 44/14. 

40. The pharmaceutical composition according to claim 39, wherein said non- 

. mc surfactant is Vitamin E TPGS. 

41. The pharmaceutical composition according to any one of claims 4-40, 

wherein said oil is a medium chain triglyceride. 
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42. The pharmaceutical composition of claim 41, wherein said medium chain 

triglyceride is selected from caprylic acid/capric acid triglycerides and medium chain fatty 

acids. 

43. The pharmaceutical composition according to claim 42, wherei 	said 

5 	medium chain triglyceride is Labrafac® Lipophile WL 1349. 

44. The pharmaceutical composition according to any one of c :ims 4-40, 

wherein said oil is a long chain triglyceride. 

45. The pharmaceutical composition of claim 44, where 	the long chain 

triglyceride is selected from Compritol® 888 ATO, peanut oil, cotta seed oil, safflower 

10 	oil, corn oil, sesame oil, 	castor oil, olive oil, peppermint oil, 	so 'can oil, hydrogenated 

soybean oil, and hydrogenated vegetable oils. 

46. The pharmaceutical composition of claim 	5, wherein the long chain 

triglyceride is Compritol® 888 ATO. 

47. The pharmaceutical 	composition according to claim 2, wherein said 

15 	composition comprises about 1 to about 213 mg • 	said Form B suspended in a carrier 

matrix, wherein said carrier matrix comprises either Vitamin E TPGS or a mixture of 

Labrafac® Lipophile WL 1349 and Vitamin o TPGS in a ratio selected from 10:90, 15:85, 

30:70 and 33:67 and said Form B is prese o in a range from about 20-40% w/w relative to 

the weight of said composition, wile ' n said composition has a dissolution profile in a 

20 	dissolution media in which within 4 	minutes about 70-100% of said Form B is dissolved, 

wherein said dissolution r edia comprises a 0.1 M HCl aqueous solution at pH 1 

containing about 0.05% cetyl 	methylammonium bromide, 

wherein said dissol 	ion is measured by placing said composition in about 900 mL 

of said dissolution m dia, optionally using spiral wire capsule sinkers when said 

25 	formulation is in cap 	le form, and using a USP II apparatus with a 75 rpm paddle speed. 

48. Th 	pharmaceutical composition according to claim 2, wherein said 

composition c'.prises about 1 to about 213 mg of said Form B, wherein said carrier 

matrix comp ises either Vitamin E TPGS or a mixture of Labrafac® Lipophile WL 1349 

and Vita I in E TPGS in a ratio selected from 10:90, 15:85, 30:70 and 33:67 and wherein 

30 	said F r.rm B is present in a range from about 20-40% w/w relative to the weight of said 

co 	position, wherein said composition has a dissolution profile in a dissolution media in 

hich within 60 minutes about 80-100% of said Form B is dissolved, 

wherein said dissolution media comprises a 0.1 M HCl aqueous solution at pH 1 

containing about 0.05% cetyl trimethylammonium bromide, 
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wherein said dissolution is measured by placing said composition in about 900 mL 

of said dissolution media, optionally using spiral wire capsule sinkers when said 

formulation is in capsule form, and using a USP II apparatus with a 75 rpm paddle spee'.  

49. The pharmaceutical composition according to claim 2, wherein said 

5 	composition 	comprises 	1-(3-ten-butyl-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro 	-(1-(2- 

hydroxyethyl)-1H-indazol-5-yloxy)benzyBurea hydrochloride Form B suspf ided in a 

carrier matrix, wherein said carrier matrix comprises a medium chain id! 	ceride and a 

non-ionic surfactant in a ratio selected from 10:90, 15:85 30:70 and 33: 	and said Form 

B is present in a range from about 20-50% w/w relative to the weight .f said composition, 

10 	wherein said composition optionally further comprises an antioxida t. 

50. The 	pharmaceutical 	composition 	according 	• aim 	49, 	wherein 	said 

composition comprises less than or equal to 300 ppm of 	-(ten-butyl)-1-(p-toly1)-1H- 

pyrazol-5-amine after storage at 40 °C/75% relative hum 	for 4 weeks. 

51. The 	pharmaceutical 	composition 	ac irding 	claim 	49, 	wherein 	said 

15 	composition comprises less than or equal to 100 •pm of 3-(ten-buty1)-1-(p-toly1)-1H- 

pyrazol-5-amine after storage at 40 °C175% relati e humidity for 4 weeks. 

52. The 	pharmaceutical 	compos' on 	according 	claim 49, 	wherein 	said 

composition comprises less than or equ.. to 55 ppm of 3-(tert-buty1)-1-(p-toly1)-1H- 

pyrazol-5-amine after storage at 40 °C17 A relative humidity for 4 weeks. 

20 53. The 	pharmaceutical 	omposition 	according 	claim 49, 	wherein 	said 

composition comprises less than .r equal to 100 ppm of 3-(tert-butyl)-1-(p-tolyl)-1H- 

pyrazol-5-amine after storage a 	5 °C/60% relative humidity for 1 year. 

54. The 	pharmaceutical 	composition 	according 	claim 	49, 	wherein 	said 

composition comprises 	ss than or equal to 70 ppm of 3-(tert-buty1)-1-(p-toly1)-1H- 

25 	pyrazol-5-amine after 	orage at 25 °C/60% relative humidity for 1 year. 

55. The • harmaceutical composition according to any one of claims 49-54, 

wherein said 	- dium chain triglyceride is Labrafac® Lipophile WL 1349 and said non- 

surfactant is 'itamin E TPGS. 

5.. 	The pharmaceutical composition according to claim 55, wherein the ratio of 

30 	said L 	rafac® Lipophile WL 1349 to said Vitamin E TPGS is about 15:85. 

57. The pharmaceutical composition according to any one of claims 2-56, 

rther comprising an anti-oxidant. 

58. The pharmaceutical composition of claim 57, wherein said antioxidant is 

2,6-di-ten-butyl-4-methylphenol. 
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59. The pharmaceutical composition according to claim 2, comprising about 

213 mg of 	1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)- 

1H-indazol-5-yloxy)benzypurea hydrochloride Form B suspended in a carrier mat 

wherein said carrier matrix comprises Labrafac® Lipophile WL 1349 	and Vita . n E 

5 TPGS in a ratio selected from 10:90, 15:85, 30:70, and 33:67 and said Form B i 	resent 

in a range from about 20-50% w/w relative to the weight of said composite. , wherein 

said composition optionally further comprises an antioxidant. 

60. The pharmaceutical composition according to claim 59, w-rein the ratio of 

said Labrafac® Lipophile WL 1349 to said Vitamin E TPGS is about 	.85. 

10 61. The pharmaceutical composition according to claim ..9 or 60, wherein said 

composition comprises about 25% w/w of said Form B. 

62. The pharmaceutical composition according t. claim 61, wherein a single 

dose of the pharmaceutical composition 	when orally a.. 	nistered to a healthy human 

subject in the fasted state has less variability in C. releve to a single dose of amorphous 

15 1-(3-tort-butyl-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluor• -2-(1-(2-hydroxyethyl)-1H-indazol- 

5-yloxy)benzyl)urea when orally administered to . healthy human subject as a powder in 

capsule in the fasted state, wherein a singl- dose of said 1-(3-tert-buty1-1-p-toly1-1H- 

pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxye 	y1)-1H-indazol-5-yloxy)benzyeurea 

hydrochloride Form B is about 426 mt 	and a single dose of said amorphous 1-(3-tert- 

20 buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5 	uoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-

yloxy)benzypurea is about 400 m• 

63. The pharmaceut' al composition according to claim 61, wherein a single 

dose of the pharmaceutical 	omposition 	when orally administered to a healthy human 

subject in the fasted st. e has less variability in AUCinf relative to a single dose of 

25 amorphous 	1-(3-tert-•uty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)- 

1H-indazol-5-ylox 	enzyl)urea when orally administered to a healthy human subject as a 

powder in caps 	e in the fasted state, wherein a single dose of said 1-(3-tert-butyl-1-p- 

toly1-1H-pyr. ol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea 

hydrochl I de Form B is about 426 mg and a single dose of said amorphous 1-(3-tert- 

30 butyl- 	p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5- 

ylo 	)benzyl)urea is about 400 mg. 

64. The pharmaceutical composition according to claim 61, wherein a single 

dose of the pharmaceutical composition 	when orally administered to a healthy human 

subject in the fasted state has less variability in T. relative to a single dose of amorphous 
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1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol- 

5-yloxy)benzyeurea when orally administered to a healthy human subject as a powder in 

capsule in the fasted state, wherein a single dose of said 1-(3-ten-butyl-1-p-toly1-1 

pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea 

5 hydrochloride Form B is about 426 mg and a single dose of said amorphous 1- 	-wit-

buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol- - 

yloxy)benzyl)urea is about 400 mg. 

65. The pharmaceutical composition according to claim 61, 	erein a single 

dose of the pharmaceutical composition when orally administered t. a healthy human 

10 subject in the fasted state has increased exposure and increased r• ative bioavailability 

relative to a single dose of amorphous 1-(3-tert-butyl-1-p-tol 	-1H-pyrazol-5-y1)-3-(5- 

fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzypurea 	hen orally administered to 

a healthy human subject as a powder in capsule in the fas d state, wherein a single dose 

of said 	1-(3-tert-butyl-1-p-toly1-1H-pyrazol-5-y1)-3-(5 	uoro-2-(1-(2-hydroxyethyl)-1H- 

15 indazol-5-yloxy)benzyl)urea hydrochloride Form B . about 426 mg and a single dose of 

said 	amorphous 	1-(3-tert-butyl-1-p-to 	1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2- 

hydroxyethyl)-1H-indazol-5-yloxy)benzypure. is about 400 mg. 

66. The pharmaceutical compo tion of claim 65, wherein said composition 

provides an AUCinf  that is about 4-fold : eater than the AUCinf  for the powder in capsule 

20 formulation of amorphous 1-(3-tert-duty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2- 

hydroxyethyl)-1H-indazol-5-ylox 	enzyl)urea. 

67. The pharmaceu 	al composition of claim 65, wherein said composition 

provides Cmax that is abo 	8-fold greater than the Cmax  for the powder in capsule 

formulation of amorpho s 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2- 

25 hydroxyethyl)-1H-ind zol-5-yloxy)benzypurea. 

68. The pharmaceutical composition according to claim 4, prepared by the 

method compri 	g: 

(i) stirring a mixture of said surfactant and said oil at a temperature sufficient 

to provid; a liquefied homogeneous carrier matrix optionally in a nitrogen atmosphere; 

30 and 

(ii) adding said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2- 

• droxyethyl)-1H-indazol-5-yloxy)benzypurea hydrochloride Form B to the carrier matrix 

with stirring at a temperature sufficient to maintain said carrier matrix in a liquefied state 

and optionally under a nitrogen atmosphere, thereby providing said pharmaceutical 
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composition comprising a liquefied homogeneous suspension of said Form B in said 

carrier matrix. 

69. The pharmaceutical composition according to claim 68, wherein s. 

method further comprises (iv) transferring aliquots of said molten homogenous suspe sion 

5 obtained in step (iii) into capsules and allowing said suspension to cool in said capsules to 

provide said composition comprising a liquid, solid semi-solid or solid f• 	of the 

suspension within the capsules. 

70. The pharmaceutical composition according to claim 4, prepared by the 

method comprising (i) homogenizing said oil at a temperature suffi 'ent to melt the oil 

10 optionally under a nitrogen atmosphere; (ii) homogenizing said su 	.ctant at a temperature 

sufficient to melt the surfactant optionally under a nitrogen at 	osphere; (iii) combining 

said molten oil and molten surfactant with stirring at a to , •erature that maintains the 

combination in a molten state and optionally under a 	trogen atmosphere to form a 

molten homogenous carrier matrix; and (iv) adding 	aid 1-(3-tert-butyl- I -p-toly1-1H- 

15 pyrazol-5-y1)-3-(5-fluoro-2-(1(2-hydroxyethyl)-1H-.  dazol-5-yloxy)benzyl)urea 

hydrochloride Form B to said molten homog•. ous carrier matrix with stirring at a 

temperature that maintains said carrier matri 	in a molten state and optionally under a 

nitrogen 	atmosphere, 	thereby 	providin• 	said 	composition 	comprising 	a 	molten 

homogeneous suspension of said Form B n said carrier matrix. 

20 71. The pharmaceutical 	mposition according to claim 70, wherein said 

method further comprises (v) trap, 'erring aliquots of said molten homogenous suspension 

obtained in step (iv) into capsu 	s and allowing said suspension to cool in said capsules to 

provide said composition 	•mprising a liquid, solid semi-solid or solid form of the 

suspension within the ca p: les. 

25 72. The p 	rmaceutical composition according to claim 4, 	prepared by the 

method comprisin: 	(i) homogenizing said oil at a temperature sufficient to melt the oil; 

(ii) homogenizi p . said surfactant at a temperature sufficient to melt the surfactant; and (iii) 

combining s• d molten oil, said molten surfactant, and said 1-(3-tert-butyl-1-p-tolyl-1H- 

pyrazol-5 	1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea 

30 hydro 	oride Form B with stirring at a temperature that maintains said combination in a 

mo 	n state, 	thereby providing said composition comprising a molten homogeneous 

, spension of said Form B in a carrier matrix. 

73. The pharmaceutical composition according to claim 72, wherein said 

method further comprises (iv) transferring aliquots of said molten homogenous suspension 
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obtained in step (iii) into capsules and allowing said suspension to cool in said capsules to 

provide said composition comprising a liquid, solid semi-solid or solid form of the 

suspension within the capsules. 

74. The pharmaceutical composition according to any one of claims 2 to 73, 

5 	wherein said 1-(3-ten-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydrox - hyl)- 

1H-indazol-5-yloxy)benzyl)urea hydrochloride Form B is micronized. 

75. The polymorph according to claim 1, characterized by havin: at least one 

specific XRPD diffraction peak (20 degrees ± 0.3) at about 15.9. 

76. The polymorph according to claim 1, characterized By having XRPD 

10 	diffraction peaks (20 degrees ± 0.3) at about 12.3, 13.0, 15.9, 16.9 a 4 17.6. 

77. The polymorph according to claim 1, 	charact- zed by having XRPD 

diffraction peaks (20 degrees t 0.3) at about 10.0, 12.3, 13.0, 	5.9, 16.9, 17.6, 18.5, 23.4, 

27.0 and 27.3. 

78. The polymorph according to claim 1, 	aracterized by having XRPD 

15 	diffraction peaks (20 degrees ± 0.3) at about 10.0, 12 	13.0, 15.9, 16.9, 17.6, 18.5, 20.4, 

21.5, 21.9, 22.4, 23.4, 25.9, 27.0 and 27.3. 

79. The polymorph according to c tm 1, characterized by having XRPD 

diffraction peaks (20 degrees ± 0.3) at about 	0.0, 12.3, 13.0, 15.9, 16.9, 17.6, 18.5, 19.8, 

20.4, 20.8, 21.5, 21.9, 22.4, 23.4, 23.9, 24 	, 25.2, 25.9, 27.0 and 27.3. 

20 80. The polymorph accord.  g to claim 1, characterized by having substantially 

the same XRPD pattern as shown i 	igure 3. 

81. The polymorph 	cording to claim 1, characterized by having an XRPD 

pattern that substantially incl 	es the peaks in Table 2. 

82. The polym. . h according to claim 1, wherein 1-(3-ten-buty1-1-p-toly1-1H- 

25 	pyrazol-5-y1)-3-(5-fluo ,.-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyflurea 

hydrochloride Fo 	ti is in substantially pure form. 

83. T , - polymorph according to claim 1, characterized by having a DSC 

thermogram • ich comprises an endothermic event having a melt maxima temperature at 

about 185 	5 °C. 

30 	4. 	A method for treating proliferative diseases comprising administering to a 

path tin need thereof a therapeutically effective amount of a pharmaceutical composition 

. cording to any one of claims 2-74. 

85. 	The 	method 	of claim 	84, 	wherein 	said 	proliferative 	disease 	is 	a 

myelodysplastic syndrome. 
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86. A pharmaceutical composition according to any one of claims 2-74 for use 

in treating a proliferative disease. 

87. The pharmaceutical composition according to claim 86, wherein s. 

proliferative disease is a myelodysplastic syndrome. 

5 88. Use of a pharmaceutical composition according to any one of clai , s 2-74 

in the manufacture of a medicament for the treatment of a proliferative di . der in a 

mammal. 

89. The use according to claim 88, wherein said prolifera 	e disease is a 

myelodysplastic syndrome. 

10 90. A method of administering 1-(3-tent-butyl-1-p-tolyl- 	-pyrazol-5-y1)-3-(5- 

fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea h irochloride Form B to a 

healthy human subject such that the bioavailability of 	-(3-ten-buty1-1-p-toly1-1H- 

pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazo -5-yloxy)benzyl)urea 	is 

increased, said method comprising orally administerin 	a composition comprising about 

15 20 to 50% w/w of said 	1-(3-tent-butyl-1-p-tolyl- 	-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2- 

hydroxyethyl)-1H-indazol-5-yloxy)benzypurea h drochloride Form B 	suspended in a 

carrier matrix, said carrier matrix comprising 	, rafac® Lipophile WL 1349 and Vitamin 

E TPGS in a ratio selected from 10:90, 15:8 	30:70 and 33:67. 

91. The method of claim 90, 	ereby said composition contacts the biological 

20 fluids of the gastro-intestinal tract an. dissolves said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol- 

5-y1)-3-(5-fluoro-2-(1-(2-hydroxye 	y1)-1H-indazol-5-yloxy)benzyl)urea 	hydrochloride 

Form B, thereby increasing 	e bioavailability of said 	1-(3-ten-buty1-1-p-toly1-1H- 

pyrazol-5-y1)-3-(5-fluoro-2- 	-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea. 

92. The meth. i 	according to claim 90 or 91, wherein said composition 

25 comprises 25% w/w o 	aid Form B. 

93. A 	p ocess for preparing a pharmaceutical composition of claim 4, 

comprising: 

(i) stirring a mixture of said surfactant and said oil at a temperature sufficient 

to provid 	liquefied homogeneous carrier matrix, optionally under a stream of nitrogen; 

30 and 

(ii) adding said 1-(3-ten-butyl-l-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2- 

• droxyethyl)-1H-indazol-5-yloxy)benzypurea hydrochloride Form B to the carrier matrix 

with stirring at a temperature sufficient to maintain said carrier matrix in a liquefied state, 
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optionally under a stream of nitrogen, to provide a liquefied homogeneous suspension of 

said Form B in said carrier matrix 

94. 	The process of claim 93, further comprising adding an antioxidant in st• s 

(i) or step (ii). 

5 95. 	The process of claim 93 or 94, further comprising adding one •.r more 

release modifiers in step (ii). 

96. 	A process for preparing a pharmaceutical composition of claim 4, 

comprising: 

(i) homogenizing said oil at a temperature sufficient to me 	the oil, optionally 

10 under a stream of nitrogen; 

(ii) homogenizing said surfactant at a temperatur• 	sufficient to melt the 

surfactant, optionally under a stream of nitrogen; 

(iii) combining said molten oil and molten surfactant with stirring at a 

temperature that maintains the combination in a molten tate, optionally under a stream of 

15 nitrogen, to form a molten homogenous carrier matri ; and 

(iv) adding 	1-(3-tert-butyl-1-p-to 	1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2- 

hydroxyethyl)-1H-indazol-5-yloxy)benzypuree 	hydrochloride Form B to said molten 

homogenous carrier matrix with stirring at . temperature that maintains said carrier matrix 

in a molten state, optionally under a stre m of nitrogen, to provide a molten homogeneous 

20 suspension of said Form B in said ca 	er matrix. 

97. 	The process of cla 	96, further comprising adding an antioxidant in step 

(iii) or step (iv). 

98. 	The process .f claim 96 or 97, further comprising adding one or more 

release modifiers in step 	ii) or (iv). 

25 99. 	A process for preparing a pharmaceutical composition of claim 4, 

comprising: 

(i) 	• mogenizing said oil at a temperature sufficient to melt the oil, optionally 

under a stre. 	of nitrogen; 

( 	homogenizing said surfactant at a temperature sufficient to melt the 

30 surfac nt, optionally under a stream of nitrogen; and 

(iii) 	combining said molten oil, said molten surfactant, and 1-(3-tert-butyl- 1-p- 

' s ly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea 

hydrochloride Form B with stirring at a temperature that maintains said combination in a 
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molten state, optionally under a stream of nitrogen, to form to provide a molten 

homogeneous suspension of said Form B in a carrier matrix. 

100. 	The process of claim 99, further comprising adding an antioxidant in s .• 

(iii). 

5 101. 	The process of claim 99 or 100, further comprising adding one • 	more 

release modifiers in step (iii). 

102. 	The process according to any one of claims 93-100, furth- 	comprising 

transferring aliquots of said liquefied or molten homogenous suspension 	capsules and 

allowing said suspension to cool in said capsules, thereby providing 	iquid, solid semi- 

10 solid or solid form of the suspension within the capsules. 

103. 	A process 	for preparing 	1-(3-tert-butyl-1-p-tol 	-1H-pyrazol-5-y1)-3-(5- 

fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea 	hydrochloride 	Form 	B 

according to claim 1, comprising: 

(a) combining a solution of amorphous I -(3- ert-buty1-1-p-toly1-1H-pyrazol-5- 

15 y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-y •xy)benzypurea in MTBE with at 

least 1.5 equivalents of hydrochloric acid in 1,4-d. 	ane for a sufficient time to convert 1- 

(3-tert-butyl-l-p-toly1-1H-pyrazol-5-y1)-3-(541 oro-2-(1-(2-hydroxyethyl)-1H-indazol-5- 

yloxy)benzyl)urea 	to 	1-(3-tent-butyl- 	p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2- 

hydroxyethyl)-1H-indazol-5-yloxy)benz 	urea hydrochloride Form B; 

20 (b) allowing said Form B ,, crystallize from said solution; and 

(c) isolating said Form : . 

104. 	A process for 	reparing 	1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5- 

fluoro-2-0-(2-hydroxyethyl 	H-indazol-5-yloxy)benzyl)urea 	hydrochloride 	Form 	B 

according to claim 1, co 	*rising: 

25 (a) combi 	g a solution of amorphous 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5- 

y1)-3-(5-fluoro-24 	(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea 	in 	a 	solvent 

selected from e 	yl acetate, isopropyl acetate, acetonitrile, acetone, isopropyl alcohol and 

ethanol with 	least a stoichiometric amount of (i) HCI in 1,4-dioxane, (ii) HCI in acetone, 

or (Hi) co' entrated HCI, for a sufficient time to convert said 1-(3-tert-buty1-1-p-toly1-1H- 

30 pyrazo 5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea to 1-(3- 

ter 	I uty1-1 -p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(142-hydroxyethyl)-1H-indazol-5- 

oxy)benzyl)urea hydrochloride Form B; 

(b) allowing said Form B to crystallize from said solution; and 

(c) isolating said Form B. 
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105. 	A process for preparing 	1-(3-ten-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5- 

fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea 	hydrochloride 	Form 	B 

according to claim 1, comprising: 

(a) combining a solution of amorphous 1-(3-ten-butyl-1-p-toly1-1H-py az,. 	5- 

5 y0-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea in isopropa • 11 with 

at least a stoichiometric amount of an aqueous solution of hydrochloric 	id for a 

sufficient time to convert 1-(3-tent-butyl-1-p-toly1-1H-pyrazol-5-y1)-3-(5 	oro-2-(1-(2- 

hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea to 1-(3-tent-butyl-1-p-tol 	-1H-pyrazol-5- 

y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea 	hydrochloride 

10 Form B; 

(b) seeding said solution from step (a) with a suspens in of 1-(3-tert-buty1-1-p-

to lyl- I H-pyrazol-5-y1)-3-(5-fluoro -2-( I -(2-hydroxyethyl)-1H-* dazol-5-yloxy)benzyl)urea 

hydrochloride Form B in isopropanol to allow said 1-(3-ter buty1-1-p-toly1-1H-pyrazol-5- 

y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-ylo 	)benzyl)urea 	hydrochloride 

15 Form B to crystallize from said solution; and 

(c) isolating said Form B. 

106. 	The process 	according to 	cl 	ins 	104 	or 	105, wherein about 	1.05 

equivalents of HC1 are added. 

107. 	A process for preparing 	1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5- 

20 fluoro-2-(1-(2-hydroxyethyl)-1H-inda i -5-yloxy)benzyl)urea 	hydrochloride 	Form 	B 

according to claim 1, comprising: 

(a) heating a mixture 	2-(5-(2-(aminomethyl)-4-fluorophenoxy)-1H-indazol-1- 

yOethanol and phenyl 3-t 	t-butyl-l-p-toly1-1H-pyrazol-5-ylcarbamate in an organic 

solvent at 35-40 °C for 	hours to form 1-(3-ten-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5- 

25 fluoro-2-(1-(2-hydrox 	thyl)-1H-indazol-5-yloxy)benzyl)urea; 

(b) cooling aid mixture to ambient temperature; 

(c) filte 	g said mixture; 

(d) a.: ing at least a stoichiometric amount of aqueous HCI to said mixture; 

(e .1lowing said Form B to crystallize from said solution; and 

30 f) isolating said Form B. 

108. 	The process of claim 107, further comprising (dl) seeding said mixture in 

ep (d) with 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxycthyl)-1H-indazol-5-yloxy)benzyOurca hydrochloride Form B either as a solid or 

as a suspension in the solvent used in step (a). 
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109. A crystalline polymorph of 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5- 

fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydrochloride Form A. 

110. The crystalline polymorph of claim 109, characterized by having at le 

one specific XRPD diffraction peak (20 degrees ± 0.3) at about 6.9. 

5 111. The crystalline polymorph of claim 109, characterized by havin 	least 

five specific XRPD diffraction peaks (20 degrees ± 0.3) at about 6.9, 7.8, 13. ' 	15.6 and , 

19.2. 

10 

112. The crystalline polymorph of claim 109, characterized b, having at least 

ten specific XRPD diffraction peaks (20 degrees ± 0.3) at about 6.9, 7.:, 13.9, 15.6, 16.7, 

17.1, 19.2, 22.4, 22.8 and 26.6. 

113. The crystalline polymorph of claim 109, charac . rzed by substantially the 

same XRPD pattern as shown in Figure 1. 

114. The crystalline polymorph of claim 109, r aracterized by having a DSC 

thermogram which comprises a melt maxima temperatur of about 131 ± 5 °C. 

15 115. A process of preparing the crystalline .olymorph of claim 109, comprising: 

(a) combining a solution of amorpho . 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5- 

y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-inda ol-5-yloxy)benzyl)urea 	in THE 	with 	at 

least 1.5 equivalents of hydrochloric acid 	1,4-dioxane for a sufficient time to convert 

said 	1-(3-tert-butyl-1-p-tolyl-1H-py azol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H- 

20 indazol-5-yloxy)benzyl)urea 	to 	1- 	- ert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2- 

(1-(2-hydroxyethyl)-1H-indazol-5 	loxy)benzyl)urea hydrochloride Form B; 

(b) allowing said F. 	A to crystallize from said solution; and 

(c) isolating sai. 	orm A. 
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What is claimed is: 

1. A crystalline polymorph of 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro- 

2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzypurea hydrochloride Form B. 

2. A pharmaceutical composition comprising said 1-(3-tert-buty1-1-p-toly1-1H-

pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzypurea hydrochloride 

Form B according to claim 1. 

3. The pharmaceutical composition of claim 2, wherein said 1-(3-tert-butyl- 1-p-

toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyflurea 

hydrochloride Form B is suspended in a carrier matrix, wherein said carrier matrix comprises at 

least one surfactant. 

4. The pharmaceutical composition of claim 3, wherein said carrier matrix further 

comprises at least one oil. 

5. The pharmaceutical composition according to claim 2, comprising about 1 to 

about 50% w/w of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-11-1-indazol-5-yloxy)benzyOurea hydrochloride Form B. 

6. The pharmaceutical composition according to claim 2, comprising about 1 to 

about 40% w/w of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzyflurea hydrochloride Form B. 

7. The pharmaceutical composition according to claim 2, comprising about 1 to 

about 30% w/w of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzypurea hydrochloride Form B. 

8. The pharmaceutical composition according to claim 2, comprising about 20 to 

about 50% w/w of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzyflurea hydrochloride Form B. 

9. The pharmaceutical composition according to claim 2, comprising about 20 to 

about 40% w/w of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzyflurea hydrochloride Form B. 

10. The pharmaceutical composition according to claim 2, comprising about 25% 

w/w of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H- 
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indazol-5-yloxy)benzyl)urea hydrochloride Form B. 

11. The pharmaceutical composition according to claim 4, wherein the ratio of the oil 

to the surfactant is about 10:90. 

12. The pharmaceutical composition according to claim 4, wherein the ratio of the oil 

to the surfactant is about 15:85. 

13. The pharmaceutical composition according to claim 4, wherein the ratio of the oil 

to the surfactant is about 25:75. 

14. The pharmaceutical composition according to claim 4, wherein the ratio of the oil 

to the surfactant is about 33:67. 

15. The pharmaceutical composition according to claim 4, wherein the ratio of the oil 

to the surfactant is about 50:50. 

16. The pharmaceutical composition according to claim 4, further comprising one or 

more release modifiers. 

17. The pharmaceutical composition according to claim 16, wherein said release 

modifier is selected from: 

Vitamin E Succinate; 

Cellulose derivatives; 

Polyvinylpyrrolidones having molecular weights greater than 58,000; 

Long chain (C12-C28) triglycerides, long chain (C12-C28) diglycerides, long chain 

(C12-C28) monoglycerides, and combinations thereof; 

Long chain alcohols; 

Castor wax; 

High molecular weight polyethylene glycols; 

Poloxamers; and 

Long chain (C12-C28) fatty acids. 

18. The pharmaceutical composition according to claim 17, wherein said release 

modifier is selected from Vitamin E succinate, glyceryl behenate, hydroxypropyl 

methylcellulose, and stearyl alcohol. 

19. The pharmaceutical composition according to claim 18, comprising from at least 

0.5% up to 20% by weight of each of said one or more release modifiers. 
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20. The pharmaceutical composition according to claim 2, wherein said composition 

comprises about 1 to about 213 mg of said Form B suspended in a carrier matrix, wherein said 

carrier matrix comprises 0-60% w/w of an oil and 40-100% w/w of a surfactant and said Form B 

is present in a range from about 1-50% w/w relative to the weight of the composition, wherein 

said composition has a dissolution profile in a dissolution media in which within 45 minutes 

about 40-100% of said Form B is dissolved, 

wherein said dissolution media comprises a 0.1 M HC1 aqueous solution at pH 1 

containing about 0.05% cetyl trimethylammonium bromide, 

wherein said dissolution is measured by placing said composition in about 900 mL of 

said dissolution media, optionally using spiral wire capsule sinkers when said formulation is in 

capsule form, and using a USP II apparatus with a 75 rpm paddle speed. 

21. The pharmaceutical composition according to claim 2, wherein said composition 

comprises about 1 to about 213 mg of said Form B suspended in a carrier matrix, wherein said 

carrier matrix comprising 0-60% w/w of an oil and 40-100% w/w of a surfactant and said Form 

B is 	in 	from present 	a range 	about 1-50% w/w relative to the weight of said composition, 

wherein said composition has a dissolution profile in a dissolution media in which within 60 

minutes about 50-100% of said Form B is dissolved, 

wherein said dissolution media comprises a 0.1 M HC1 aqueous solution at pH 1 

containing about 0.05% cetyl trimethylammonium bromide, 

wherein said dissolution is measured by placing said composition in about 900 mL of 

said dissolution media, optionally using spiral wire capsule sinkers when said formulation is in 

capsule form, and using a USP II apparatus with a 75 rpm paddle speed. 

22. The pharmaceutical composition according to claim 3, wherein said surfactant is a 

non-ionic surfactant. 

23. The pharmaceutical composition according to claim 22, wherein said non-ionic 

surfactant is selected from D-a-tocopheryl polyethylene glycol 1000 succinate, polyethylene 

glycol-l5-hydroxystearate, polyoxyl 35 castor oil, polyoxyl 40 hydrogenated castor oil, 

polyethylene glycol sorbitan monostearate, polyoxyethylene 20 sorbitan monooleate, 

caprylocaproyl polyoxylglycerides, lauroyl polyoxylglycerides, stearoyl polyoxylglycerides, 

polyethylene glycol hexadecyl ether, polyoxyethylene (20) oleyl ether, polyethylene glycol 
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hexadecyl ether, sorbitan monolaurate,sorbitan monopalmitate, sorbitan monooleate, a synthetic 

copolymer of ethylene and propylene oxides, a synthetic copolymer of ethylene and propylene 

oxides, phospholipids, zwitterionic surfactants, soy lecithin, phosphatidyl choline, phosphatidyl 

inositol, phosphatidyl ethanolamine, and cocamidopropyl betaine, and mixtures thereof 

24. The pharmaceutical composition according to claim 23, wherein said non-ionic 

surfactant is selected from D-a-tocopheryl polyethylene glycol 1000 succinate, polyethylene 

glycol-15-hydroxystearate, polyoxyl 40 hydrogenated castor oil, caprylocaproyl 

polyoxylglycerides, and lauroyl polyoxylglycerides. 

25. The pharmaceutical composition according to claim 24, wherein said non-ionic 

surfactant is D-a-tocopheryl polyethylene glycol 1000 succinate. 

26. The pharmaceutical composition according to claim 4, wherein said oil is a 

medium chain triglyceride. 

27. The pharmaceutical composition of claim 26, wherein said medium chain 

triglyceride is selected from caprylic acid/capric acid triglycerides and medium chain fatty acids. 

28. The pharmaceutical composition according to claim 27, wherein said medium 

chain triglyceride is caprylic acid/capric acid triglyceride. 

29. The pharmaceutical composition according to claim 4, wherein said oil is a long 

chain triglyceride. 

30. The pharmaceutical composition of claim 29, wherein the long chain triglyceride 

is glyceryl behenate. 

31. The pharmaceutical composition according to claim 2, wherein said composition 

comprises about 1 to about 213 mg of said Form B suspended in a carrier matrix, wherein said 

carrier matrix comprises either D-a-tocopheryl polyethylene glycol 1000 succinate or a mixture 

of caprylic acid/capric acid triglyceride and D-a-tocopheryl polyethylene glycol 1000 succinate 

in a ratio selected from 10:90, 15:85, 30:70 and 33:67 and said Form B is present in a range from 

about 20-40% w/w relative to the weight of said composition, wherein said composition has a 

dissolution profile in a dissolution media in which within 45 minutes about 70-100% of said 

Form B is dissolved, 

wherein said dissolution media comprises a 0.1 M HCI aqueous solution at pH 1 

containing about 0.05% cetyl trimethylammonium bromide, 
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wherein said dissolution is measured by placing said composition in about 900 mL of 

said dissolution media, optionally using spiral wire capsule sinkers when said formulation is in 

capsule form, and using a USP II apparatus with a 75 rpm paddle speed. 

32. The pharmaceutical composition according to claim 2, wherein said composition 

comprises about 1 to about 213 mg of said Form B, wherein said carrier matrix comprises either 

D-a-tocopheryl polyethylene glycol 1000 succinate or a mixture of caprylic acid/capric acid 

triglyceride and D-a-tocopheryl polyethylene glycol 1000 succinate in a ratio selected from 

10:90, 15:85, 30:70 and 33:67 and wherein said Fonn B is present in a range from about 20-40% 

w/w relative to the weight of said composition, wherein said composition has a dissolution 

profile in a dissolution media in which within 60 minutes about 80-100% of said Form B is 

dissolved, 

wherein said dissolution media comprises a 0.1 M HCl aqueous solution at pH 1 

containing about 0.05% cetyl trimethylammonium bromide, 

dissolution wherein said 	is measured by placing said composition in about 900 mL of 

said dissolution media, optionally using spiral wire capsule sinkers when said formulation is in 

capsule form, and using a USP II apparatus with a 75 rpm paddle speed. 

33. The pharmaceutical composition according to claim 2, wherein said composition 

comprises 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-

indazol-5-yloxy)benzypurea hydrochloride Form B suspended in a carrier matrix, wherein said 

carrier matrix comprises a medium chain triglyceride and a non-ionic surfactant in a ratio 

selected from 10:90, 15:85 30:70 and 33:67 and said Form B is present in a range from about 20- 

50% w/w relative to the weight of said composition, wherein said composition optionally further 

comprises an antioxidant. 

34. The pharmaceutical composition according claim 33, wherein said composition 

comprises less than or equal to 300 ppm of 3-(tert-butyl)-1-(p-toly1)-1H-pyrazol-5-amine after 

storage at 40 °C/75% relative humidity for 4 weeks. 

35. The pharmaceutical composition according claim 33, wherein said composition 

comprises less than or equal to 100 ppm of 3-(tert-butyl)-1-(p-toly1)-1H-pyrazol-5-amine after 

storage at 40 °C/75% relative humidity for 4 weeks. 

36. The pharmaceutical composition according claim 33, wherein said composition 
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comprises less than or equal to 55 ppm of 3-(tert-butyl)-1-(p-toly1)-1H-pyrazol-5-amine after 

storage at 40 °C/75% relative humidity for 4 weeks. 

37. The pharmaceutical composition according claim 33, wherein said composition 

comprises less than or equal to 100 ppm of 3-(tert-buty1)-1-(p-toly1)-1H-pyrazol-5-amine after 

storage at 25 °C/60% relative humidity for 1 year. 

38. The pharmaceutical composition according claim 33, wherein said composition 

comprises less than or equal to 70 ppm of 3-(tert-butyl)-1-(p-toly1)-1H-pyrazol-5-amine after 

storage at 25 °C/60% relative humidity for 1 year. 

39. The pharmaceutical composition according to claim 33, wherein said medium 

chain triglyceride is caprylic acid/capric acid triglyceride and said non-surfactant is D-a-

tocopheryl polyethylene glycol 1000 succinate. 

40. The pharmaceutical composition according to claim 39, wherein the ratio of said 

caprylic acid/capric acid triglyceride to said D-a-tocopheryl polyethylene glycol 1000 succinate 

is about 15:85. 

41. The pharmaceutical composition according to claim 2, further comprising an anti-

oxidant. 

42. The pharmaceutical composition of claim 41, wherein said antioxidant is 2,6-di-

tert-butyl-4-methylphenol. 

43. The pharmaceutical composition according to claim 2, comprising about 213 mg 

of 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-

yloxy)benzyl)urea hydrochloride Form B suspended in a carrier matrix, wherein said carrier 

matrix comprises caprylic acid/capric acid triglyceride and D-a-tocopheryl polyethylene glycol 

1000 succinate in a ratio selected from 10:90, 15:85, 30:70, and 33:67 and said Form B is present 

in a range from about 20-50% w/w relative to the weight of said composition, wherein said 

composition optionally further comprises an antioxidant. 

44. The pharmaceutical composition according to claim 43, wherein the ratio of said 

caprylic acid/capric acid triglyceride to said D-a-tocopheryl polyethylene glycol 1000 succinate 

is about 15:85. 

45. The pharmaceutical composition according to claim 43, wherein said composition 

comprises about 25% w/w of said Form B. 
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46. The pharmaceutical composition according to claim 45, wherein a single dose of 

the pharmaceutical composition when orally administered to a healthy human subject in the 

fasted state has less variability in Cma, relative to a single dose of amorphous 1-(3-tert-buty1-1-p-

toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea when 

orally administered to a healthy human subject as a powder in capsule in the fasted state, wherein 

a single dose of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzypurea hydrochloride Form B is about 426 mg and a 

single dose of said amorphous 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzypurea is about 400 mg. 

47. The pharmaceutical composition according to claim 45, wherein a single dose of 

the pharmaceutical composition when orally administered to a healthy human subject in the 

fasted state has less variability in AUCinf  relative to a single dose of amorphous 143-ten-butyl-I-

p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzypurea 

when orally administered to a healthy human subject as a powder in capsule in the fasted state, 

wherein a single dose of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzypurea hydrochloride Form B is about 426 mg and a 

single dose of said amorphous 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea is about 400 mg. 

48. The pharmaceutical composition according to claim 45, wherein a single dose of 

the pharmaceutical composition when orally administered to a healthy human subject in the 

fasted state has less variability in Tmax  relative to a single dose of amorphous 1-(3-tert-buty1-1-p- 

toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea when 

orally administered to a healthy human subject as a powder in capsule in the fasted state, wherein 

a single dose of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydrochloride Form B is about 426 mg and a 

single dose of said amorphous 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzypurea is about 400 mg. 

49. The pharmaceutical composition according to claim 45, wherein a single dose of 

the pharmaceutical composition when orally administered to a healthy human subject in the 

fasted state has increased exposure and increased relative bioavailability relative to a single dose 
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of amorphous 1-(3-ted-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-

indazol-5-yloxy)benzypurea when orally administered to a healthy human subject as a powder in 

capsule in the fasted state, wherein a single dose of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-

y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea hydrochloride Form B is 

about 426 mg and a single dose of said amorphous 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3- 

(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyBurea is about 400 mg. 

50. The pharmaceutical composition of claim 45, wherein said composition provides 

an AUCint that is about 4-fold greater than the AUCille for the powder in capsule formulation of 

amorphous 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-

indazol-5-yloxy)benzyBurea. 

51. The pharmaceutical composition of claim 45, wherein said composition provides 

Cmax  that is about 8-fold greater than the Cmax  for the powder in capsule formulation of 

amorphous 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-

indazol-5-yloxy)benzypurea. 

52. The pharmaceutical composition according to claim 4, prepared by the method 

comprising: 

(i) stirring a mixture of said surfactant and said oil at a temperature sufficient to 

provide a liquefied homogeneous carrier matrix optionally in a nitrogen atmosphere; and 

(ii) adding said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzyBurea hydrochloride Form B to the carrier matrix with 

stirring at a temperature sufficient to maintain said carrier matrix in a liquefied state and 

optionally under a nitrogen atmosphere, thereby providing said pharmaceutical composition 

comprising a liquefied homogeneous suspension of said Form B in said carrier matrix. 

53. The pharmaceutical composition according to claim 52, wherein said method 

further comprises (iv) transferring aliquots of said molten homogenous suspension obtained in 

step (iii) into capsules and allowing said suspension to cool in said capsules to provide said 

composition comprising a liquid, solid semi-solid or solid form of the suspension within the 

capsules. 

54. The pharmaceutical composition according to claim 4, prepared by the method 

comprising (i) homogenizing said oil at a temperature sufficient to melt the oil optionally under a 
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nitrogen atmosphere; (ii) homogenizing said surfactant at a temperature sufficient to melt the 

surfactant optionally under a nitrogen atmosphere; (iii) combining said molten oil and molten 

surfactant with stirring at a temperature that maintains the combination in a molten state and 

optionally under a nitrogen atmosphere to form a molten homogenous carrier matrix; and (iv) 

adding said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-

indazol-5-yloxy)benzyl)urea hydrochloride Form B to said molten homogenous carrier matrix 

with stirring at a temperature that maintains said carrier matrix in a molten state and optionally 

under a nitrogen atmosphere, thereby providing said composition comprising a molten 

homogeneous suspension of said Form B in said carrier matrix. 

55. The pharmaceutical composition according to claim 54, wherein said method 

further comprises (v) transferring aliquots of said molten homogenous suspension obtained in 

step (iv) into capsules and allowing said suspension to cool in said capsules to provide said 

composition comprising a liquid, solid semi-solid or solid form of the suspension within the 

capsules. 

56. The pharmaceutical composition according to claim 4, prepared by the method 

comprising (i) homogenizing said oil at a temperature sufficient to melt the oil; (ii) 

homogenizing said surfactant at a temperature sufficient to melt the surfactant; and (iii) 

combining said molten oil, said molten surfactant, and said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol- 

5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyflurea hydrochloride Form B 

with stirring at a temperature that maintains said combination in a molten state, thereby 

providing said composition comprising a molten homogeneous suspension of said Form B in a 

carrier matrix. 

57. The pharmaceutical composition according to claim 56, wherein said method 

further comprises (iv) transferring aliquots of said molten homogenous suspension obtained in 

step (iii) into capsules and allowing said suspension to cool in said capsules to provide said 

composition comprising a liquid, solid semi-solid or solid form of the suspension within the 

capsules. 

58. The pharmaceutical composition according to claim 4, wherein said 1-(3-tert-

buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-

yloxy)benzyl)urea hydrochloride Form B is micronized. 
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59. The polymorph according to claim 1, characterized by having at least one 

specific XRPD diffraction peak (20 degrees ± 0.3) at about 15.9. 

60. The polymorph according to claim 1, characterized by having XRPD diffraction 

peaks (20 degrees ± 0.3) at about 12.3, 13.0, 15.9, 16.9 and 17.6. 

61. The polymorph according to claim 1, characterized by having XRPD diffraction 

peaks (20 degrees ± 0.3) at about 10.0, 12.3, 13.0, 15.9, 16.9, 17.6, 18.5, 23.4, 27.0 and 27.3. 

62. The polymorph according to claim 1, characterized by having XRPD diffraction 

peaks (20 degrees ± 0.3) at about 10.0, 12.3, 13.0, 15.9, 16.9, 17.6, 18.5, 20.4, 21.5, 21.9, 22.4, 

23.4, 25.9, 27.0 and 27.3. 

63. The polymorph according to claim 1, characterized by having XRPD diffraction 

peaks (20 degrees ± 0.3) at about 10.0, 12.3, 13.0, 15.9, 16.9, 17.6, 18.5, 19.8, 20.4, 20.8, 21.5, 

21.9, 22.4, 23.4, 23.9, 24.6, 25.2, 25.9, 27.0 and 27.3. 

64. The polymorph according to claim 1, characterized by having substantially the 

same XRPD pattern as shown in Figure 3. 

65. The polymorph according to claim 1, characterized by having an XRPD pattern 

that substantially includes the peaks in Table 2. 

66. The polymorph according to claim 1, wherein 1-(3-tert-buty1-1-p-toly1-1H-

pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyflurea hydrochloride 

Form B is in substantially pure form. 

67. The polymorph according to claim 1, characterized by having a DSC thermogram 

which comprises an endothermic event having a melt maxima temperature at about 185 ± 5 °C. 

68. A method for treating a myelodysplastic syndrome comprising administering to a 

patient in need thereof a therapeutically effective amount of a pharmaceutical composition 

according to claim 2. 

69. A method of administering 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro- 

2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyflurea hydrochloride Form B to a healthy 

human subject such that the bioavailability of 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-

fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyflurea is increased, said method 

comprising orally administering a composition comprising about 20 to 50% w/w of said 1-(3-

tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5- 
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yloxy)benzyl)urea hydrochloride Form B suspended in a carrier matrix, said carrier matrix 

comprising capiylic acid/capric acid triglyceride and D-a-tocopheryl polyethylene glycol 1000 

succinate in a ratio selected from 10:90, 15:85 30:70 and 33:67. 

70. The method of claim 69, whereby said composition contacts the biological fluids 

of the gastro-intestinal tract and dissolves said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-

fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyDurea hydrochloride Form B, thereby 

increasing the bioavailability of said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1- 

(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyllurea. 

71. The method according to claim 69, wherein said composition comprises 25% w/w 

of said Form B. 

72. A process for preparing a pharmaceutical composition of claim 4, comprising: 

(i) stirring a mixture of said surfactant and said oil at a temperature sufficient to 

provide a liquefied homogeneous carrier matrix, optionally under a stream of nitrogen; and 

(ii) adding said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y0-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea hydrochloride Form B to the carrier matrix with 

stirring at a temperature sufficient to maintain said carrier matrix in a liquefied state, optionally 

under a stream of nitrogen, to provide a liquefied homogeneous suspension of said Form B in 

said carrier matrix 

73. The process of claim 72, further comprising adding an antioxidant in step (i) or 

step (ii). 

74. The process of claim 72, further comprising adding one or more release modifiers 

in step (ii). 

75. A process for preparing a pharmaceutical composition of claim 4, comprising: 

(i) homogenizing said oil at a temperature sufficient to melt the oil, optionally under 

a stream of nitrogen; 

(ii) homogenizing said surfactant at a temperature sufficient to melt the surfactant, 

optionally under a stream of nitrogen; 

(iii) combining said molten oil and molten surfactant with stirring at a temperature that 

maintains the combination in a molten state, optionally under a stream of nitrogen, to form a 

molten homogenous carrier matrix; and 
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(iv) 	adding 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1 -(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea hydrochloride Form B to said molten 

homogenous carrier matrix with stiffing at a temperature that maintains said carrier matrix in a 

molten state, optionally under a stream of nitrogen, to provide a molten homogeneous suspension 

of said Form B in said carrier matrix. 

76. 	The process of claim 75, further comprising adding an antioxidant in step (iii) or 

step (iv). 

77. 	The process of claim 75, further comprising adding one or more release modifiers 

in step (iii) or (iv). 

78. 	A process for preparing a pharmaceutical composition of claim 4, comprising: 

00 	homogenizing said oil at a temperature sufficient to melt the oil, optionally under 

a stream of nitrogen; 

(ii) homogenizing said surfactant at a temperature sufficient to melt the surfactant, 

optionally under a stream of nitrogen; and 

(iii) combining said molten oil, said molten surfactant, and 1-(3-tert-buty1-1-p-toly1- 

1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyflurea 

hydrochloride Form B with stiffing at a temperature that maintains said combination in a molten 

state, optionally under a stream of nitrogen, to form to provide a molten homogeneous 

suspension of said Form B in a carrier matrix. 

79. 	The process of claim 78, further comprising adding an antioxidant in step (iii). 

80. 	The process of claim 78, further comprising adding one or more release modifiers 

in step (iii). 

81. 	The process according to claim 72, further comprising transferring aliquots of said 

liquefied or molten homogenous suspension into capsules and allowing said suspension to cool 

in said capsules, thereby providing a liquid, solid semi-solid or solid form of the suspension 

within the capsules. 

82. 	A process for preparing 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2- 

(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyflurea hydrochloride Form B according to claim 

1, comprising: 

(a) 	combining a solution of amorphous 1-(3-tert-butyl-l-p-tolyl-lH-pyrazol-5-yl)-3- 
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(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyflurea in MTBE with at least 1.5 

equivalents of hydrochloric acid in 1,4-dioxane for a sufficient time to convert 143-ten-butyl-I-

p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1 -(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea to 

1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5 -y1)-3 -(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-

yloxy)benzyl)urea hydrochloride Form B; 

(b) allowing said Form B to crystallize from said solution; and 

(c) isolating said Form B. 

83. 	A process for preparing 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2- 

(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyflurea hydrochloride Form B according to claim 

1, comprising: 

(a) 	combining a solution of amorphous 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3- 

(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzypurea in a solvent selected from 

ethyl acetate, isopropyl acetate, acetonitrile, acetone, isopropyl alcohol and ethanol with at least 

a stoichiometric amount of (i) HC1 in 1,4-dioxane, (ii) HC1 in acetone, or (iii) concentrated HCl, 

for a sufficient time to convert said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1- 

(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea to 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)- 

3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydrochloride Form B; 

(b) allowing said Form B to crystallize from said solution; and 

(c) isolating said Form B. 

84. 	A process for preparing 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2- 

(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea hydrochloride Form B according to claim 

1, comprising: 

(a) combining a solution of amorphous 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3- 

(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzypurea in isopropanol with at least a 

stoichiometric amount of an aqueous solution of hydrochloric acid for a sufficient time to 

convert 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-

indazol-5-yloxy)benzypurea to 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1 -(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzypurea hydrochloride Form B; 

(b) seeding said solution from step (a) with a suspension of 1-(3-ten-buty1-1-p-toly1- 

1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzypurea 
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hydrochloride Form B in isopropanol to allow said 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3- 

(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyOurea hydrochloride Form B to 

crystallize from said solution; and 

(c) 	isolating said Form B. 

	

85. 	The process according to claim 83, wherein about 1.05 equivalents of HCI are 

added. 

	

86. 	A process for preparing 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2- 

(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydrochloride Form B according to claim 

1, comprising: 

(a) heating a mixture of 2-(5-(2-(aminomethyl)-4-fluorophenoxy)-1H-indazol-1-

yDethanol and phenyl 3-tert-butyl-1-p-tolyl-1H-pyrazol-5-ylcarbamate in an organic solvent at 

35-40 °C for 5 hours to form 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-

hydroxyethyl)-1H-indazol-5-yloxy)benzyDurea; 

(b) cooling said mixture to ambient temperature; 

(c) filtering said mixture; 

(d) adding at least a stoichiometric amount of aqueous HC1 to said mixture; 

(e) allowing said Form B to crystallize from said solution; and 

(f) isolating said Form B. 

87. 	The process of claim 86, further comprising (di) seeding said mixture in step (d) 

with 1-(3-tert-buty1-1-p-toly1-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-

yloxy)benzyOurea hydrochloride Form B either as a solid or as a suspension in the solvent used 

in step (a). 

88. 	A crystalline polymorph of 1-(3-tert-buty1-1-p-toly1-111-pyrazol-5-y1)-3-(5-fluoro- 

2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydrochloride Form A. 

89. 	The crystalline polymorph of claim 88, characterized by having at least ten 

specific XRPD diffraction peaks (20 degrees ± 0.3) at about 6.9, 7.8, 13.9, 15.6, 16.7, 17.1, 19.2, 

22.4, 22.8 and 26.6. 

90. 	The crystalline polymorph of claim 88, characterized by substantially the same 

XRPD pattern as shown in Figure 1. 

91. 	The crystalline polymorph of claim 88, characterized by having a DSC 
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thennogram which comprises a melt maxima temperature of about 131 ± 5 °C. 

92. A method for treating a myelodysplastic syndrome comprising administering 

patient in need thereof a therapeutically effective amount of a pharmaceutical composition 

according to claim 43. 

93. A method for treating a myelodysplastic syndrome comprising administering 

patient in need thereof a therapeutically effective amount of a pharmaceutical composition 

according to claim 44. 

94. A method for treating a myelodysplastic syndrome comprising administering 

patient in need thereof a therapeutically effective amount of a pharmaceutical composition 

according to claim 45. 

95. The method according to claim 94, wherein said pharmaceutical composition 

formulated for oral administration. 

96. The pharmaceutical composition according to claim 43 formulated for oral 

administration. 

97. The pharmaceutical composition according to claim 44 formulated for oral 

administration. 

98. The pharmaceutical composition according to claim 45 formulated for oral 

administration. 
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