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What is claimed is;

1. A crystalline polymorph of 1-(3-tert-butyl-1-p-tolyl-1H-pyrazol-5-yl)A-(5-fluoro-

hydrochloride Form B is suspended in a carrier matrix, wherein/aid carrier matrix comprises at
least one surfactant.

4. The pharmaceutical composition of claim 2 wherein said carrier matrix further
comprises at least one oil.

5. The pharmaceutical composition acgfrding to claim 2, comprising about 1 to
about 50% w/w of said 1-(3-tert-butyl-1-p-tolyl,
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)Jurgh hydrochloride Form B.

6. The pharmaceutical compogftion according to claim 2, comprising about 1 to
about 40% w/w of said 1-(3-fert-butylf-p-tolyl-1H-pyrazol-5-yl)-3 -(5-fluoro-2-(1-(2-
hydroxyethyl)-1H-indazol-5-yloxy)nzyl)urea hydrochloride Form B.

7. The pharmaceuticfl composition according to claim 2, comprising about 1 to
about 30% w/w of said 1-(3-tgft-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-
hydroxyethyl)-1H-indazol-fyloxy}benzyl)urea hydrochloride Form B.

8. The pha
about 50% w/w of sgfd 1-(3-tert-butyl-1-p-tolyl-1 H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-
hydroxyethyl)-1

9.
about 40%

aceutical composition according to claim 2, comprising about 20 to

ndazol-5-yloxy)benzyl)urea hydrochloride Form B.

¢ pharmaceutical composition according to claim 2, comprising about 20 to
w of said 1-(3-fert-butyl-1-p-tolyl-1 H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-
hydroxygfhyl)-1H-indazol-5-yloxy)benzyl)urea hydrochloride Form B.

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

of said 1-(3-fert-butyl-1-p-tolyl-1 H-pyrazol-5-yl)-3-(5 -ﬂuoroLZ—( 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
to the surfactant is about 10:90.

[2. The pharmaceutical composition according to ¢laim 4, wherein theffatio of the oil
to the surfactant is about 15:85.

13. The pharmaceutical composition according to claim 4, whergfn the ratio of the oil
to the surfactant is about 25:75.

14, The pharmaceutical composition according to claim 4 vhercin the ratio of the oil
to the surfactant is about 33:67.

15.  The pharmaceutical composition according to clfim 4, wherein the ratio of the oil
to the surfactant is about 50:50.

16.  The pharmaceutical composition accordingto claim 4, further comprising one or
more release modifiers.

17.  The pharmaceutical composition acgfrding to claim 16, wherein said release
modifier is selected from:

Vitamin E Succinate;

Cellulose derivatives;

Polyvinylpyrrolidones having mgblecular weights greater than 58,000;
Long chain (C12-C28) trigl
(C12-C28) monoglycerid

erides, long chain (C12-C28) diglycerides, long chain
, and combinations thereof;

Long chain alcohols;
Castor wax;
High molecular pfeight polyethylene glycols;
Poloxamers;
Long chaipf(C12-C28) fatty acids.
18.

modifier is

¢ pharmaceutical composition according to claim 17, wherein said release
ected from Vitamin E succinate, glyceryl behenate, hydroxypropyl
methylcgflulose, and stearyl alcohol.

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

0.9 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 composityfn
comprises about 1 to about 213 mg of said Form B suspended in a carrier matrix, whereinaid
carrier matrix comprises 0-60% w/w of an oil and 40-100% w/w of a surfactant and sajf Form B

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

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

containing about 0.05% cetyl trimethyfammonium bromide,
wherein said dissolution isfneasured by placing said composition in about 900 mL of
said dissolution media, optionglly using spiral wire capsule sinkers when said formulation is in

capsule form, and using a U#P II apparatus with a 75 rpm paddle speed.

caprylfcaproyl polyoxylglycerides, lauroyl polyoxylglycerides, stearoyl polyoxylglycerides,
pajfethylene glycol hexadecyl ether, polyoxyethylene (20) oleyl ether, polyethylene glycol
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hexadecyl ether, sorbitan monolaurate, sorbitan monopalmitate, sorbitan monooleate, a s
copolymer of ethylene and propylene oxides, a synthetic copolymer of ethylene and prghylene

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

glycol-15-hydroxystearate, polyoxyl 40 hydrogenated castor oil, caprylgcaproyl
polyoxylglycerides, and lauroyl polyoxylglycerides.

25.  The pharmaceutical composition according to claigf 24, wherein said non-ionic
surfactant is D-ctocopheryl polyethylene glycol 1000 succinaf.

26.  The pharmaceutical composition according tgfclaim 4, wherein said oil is a
medium chain triglyceride.

27.  The pharmaceutical composition of clg#n 26, wherein said medium chain
triglyceride is selected from caprylic acid/capric ag/l triglycerides and medium chain fatty acids.
28.  The pharmaceutical compositionficcording to claim 27, wherein said medium
chain triglyceride is caprylic acid/capric aci

29.  The pharmaceutical compgfition according to claim 4, wherein said oil is a long
chain triglyceride.

30.  The pharmaceutical ghmposition of claim 29, wherein the long chain triglyceride
is glyceryl behenate.

31.  The pharmacepfical composition according to claim 2, wherein said composition
comprises about 1 to abouy213 mg of said Form B suspended in a carrier matrix, wherein said
carrier matrix comprisegfeither D-c-tocopheryl polyethylene glycol 1000 succinate or a mixture
£ acid triglyceride and D-a-tocopheryl polyethylene glycol 1000 succinate
in a ratio selectedfrom 10:90, 15:85, 30:70 and 33:67 and said Form B is present in a range from
about 20-40% J/w relative to the weight of said composition, wherein said composition has a
dissolution yrofile in a dissolution media in which within 45 minutes about 70-100% of said
Form B j£ dissolved,
wherein said dissolution media comprises a 0.1 M HCI aqueous solution at pH 1

copftaining about 0.05% cetyl trimethylammonium bromide,
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wherein said dissolution is measured by placing said composition in about 900 mL
said dissolution media, optionally using spiral wire capsule sinkers when said formulatighl 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 saigfcomposition

w/w relative to the weight of said composition, wherein said compfsition has a dissolution
profile in a dissolution media in which within 60 minutes about#£0-100% of said Form B is
dissolved,

wherein said dissolution media comprises a 0.1 Cl aqueous solution at pH 1
containing about 0.05% cetyl trimethylammonium brogflide,
-wherein said dissolution is measured by plagfng said composition in about 900 mL of
said dissolution media, optionally using spiral wjfe capsule sinkers when said formulation is in
capsule form, and using a USP II apparatus wjfh a 75 rpm paddle speed.
ion according to claim 2, wherein said composition

azol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-

33.  The pharmaceutical compo
comprises 1-(3-tert-butyl-1-p-tolyl-1H-
indazol-5-yloxy)benzyl)urea hydrdc oride Form B suspended in a carrier matrix, wherein said
carrier matrix comprises a mediugf chain triglyceride and a non-ionic surfactant in a ratio
selected from 10:90, 15:85 30;

50% wiw relative to the wefght of said composition, wherein said composition optionally further

and 33:67 and said Form B is present in a range from about 20-
comprises an antioxidan

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

comprises less thagfor equal to 300 ppm of 3-(fert-butyl)-1-(p-tolyl)-1H-pyrazol-5-amine after

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-tolyl)- 1H-pyrazol-5-amine a
storage at 40 °C/75% relative humidity for 4 weeks.

37.  The pharmaceutical composition according claim 33, wherein said cgffiposition
comprises less than or equal to 100 ppm of 3-(tert-butyl)-1-(p-tolyl)-1H-pyrazol-#amine after
storage at 25 °C/60% relative humidity for 1 year.

38.  The pharmaceutical composition according claim 33, wherejfl said composition
comprises less than or equal to 70 ppm of 3-(tert-butyl)-1-(p-tolyl)-1H-prazol-5-amine after
storage at 25 °C/60% relative humidity for 1 year.

39. The pharmaceutical composition according to claigh 33, wherein said medium
chain triglyceride is caprylic acid/capric acid triglyceride and sgd non-surfactant is D-a-
tocopheryl polyethylene glycol 1000 succinate.

40.  The pharmaceutical composition accordingto claim 39, wherein the ratio of said
caprylic acid/capric acid triglyceride to said D-a-tocophieryl polyethylene glycol 1000 succinate
is about 15:85.

41.  The pharmaceutical compositionficcording to claim 2, further comprising an anti-
oxidant.

42, The pharmaceutical compgfition of claim 41, wherein said antioxidant is 2,6-di-
tert-butyl-4-methylphenol.
mposition according to claim 2, comprising about 213 mg

azol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-

43.  The pharmaceutical
of 1-(3-tert-butyl-1-p-tolyl-11-
yloxy)benzyl)urea hydrochlogfle Form B suspended in a carrier matrix, wherein said carrier
matrix comprises caprylic fid/capric acid triglyceride and D-o-tocopheryl polyethylene glycol
1000 succinate in a ratigfselected from 10:90, 15:85, 30:70, and 33:67 and said Form B is present

in a range from aboyf20-50% w/w relative to the weight of said composition, wherein said
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46.  The pharmaceutical composition according to claim 45, wherein a single dgfe of

hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydrochloride Form B igfabout 426 mg and a
single dose of said amorphous 1-(3-tert-butyl-1-p-tolyl-1H-pyrazol-541)-3-(5-fluoro-2-(1-(2-
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea is about 400 mg.

47.  The pharmaceutical composition according to clfim 45, wherein a single dose of
the pharmaceutical composition when orally administered tfa healthy human subject in the
fasted state has less variability in AUCi relative to a singfe dose of amorphous 1-(3-fert-butyl-1-
p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(1~(2-hydroxyglhyl)-1H-indazol-5-yloxy)benzyl)urea
when orally administered to a healthy human subjegf as a powder in capsule in the fasted state,
wherein a single dose of said 1-(3-tert-butyl- 1-pfolyl-1 H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)ugfa hydrochloride Form B is about 426 mg and a
single dose of said amorphous 1-(3-ters-byfyl-1-p-tolyl-1 H-pyrazol-5-yl)-3-(5-fluoro-2~(1-(2-
hydroxyethyl)- 1 H-indazol-5-yloxy)beg#yl)urea is about 400 mg,

48.  The pharmaceutical gfmposition according to claim 45, wherein a single dose of
the pharmaceutical composition ghen orally administered to a healthy human subject in the
fasted state has less variabilityfin Ty, relative to a single dose of amorphous 1-(3-tert-butyl-1-p-
tolyl-1H-pyrazol-5-yl)-3-(§Ailuoro-2-(1-(2-hydroxyethyl)-1 H-indazol-5-yloxy)benzyl Jurea when
orally administered to a ffealthy human subject as a powder in capsule in the fasted state, wherein
a single dose of said JF(3-tert-butyl-1-p-tolyl-1 H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-
hydroxyethyl)-1 Hfindazol-5-yloxy)benzyl)urea hydrochloride Form B is about 426 mg and a
single dose of gflid amorphous 1-(3-tert-butyl-1-p-tolyl-1 H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea is about 400 mg.

The pharmaceutical composition according to claim 45, wherein a single dose of
the p aceutical composition when orally administered to a healthy human subject in the

fagjfd state has increased exposure and increased relative bioavailability relative to a single dose


ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


97

capsule in the fasted state, wherein a single dose of said 1-(3-ter¢-butyl-1-p-tolyl-1
y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl )urea hydrochlgfide Form B is

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

an AUC;, that is about 4-fold greater than the AUC;y for the powderh capsule formulation of
amorphous 1-(3-fert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoroZ-(1-(2-hydroxyethyl)- L H-
indazol-5-yloxy)benzyl)urea.

51.  The pharmaceutical composition of claim 45 Avherein said composition provides
er in capsule formulation of

-(5-fluoro-2-(1-(2-hydroxyethyl)-1 H-

Cuax that is about 8-fold greater than the C,y,, for the po
amorphous 1-(3-fert-butyl-1-p-tolyl-1 H-pyrazol-5-yl)
indazol-5-yloxy)benzyljurea.
52. The pharmaceutical compositionfccording to claim 4, prepared by the method
comprising:
(1) stirring a mixture of said syffactant and said oil at a temperature sufficient to
matrix optionally in a nitrogen atmosphere; and

tyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-

provide a liquefied homogenecous carri
(ii)  adding said 1-(3-tert
hydroxyethyl)-1H-indazol-5-ylox#)benzyl)urea hydrochloride Form B to the carrier matrix with
stirring at a temperature suffigjnt to maintain said carrier matrix in a liquefied state and
optionally under a nitrogentmosphere, thereby providing said pharmaceutical composition
comprising a liquefied hffmogeneous suspension of said Form B in said carrier matrix.
53.  The pjfirmaceutical composition according to claim 52, wherein said method

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

rising (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

indazol-5-yloxy)benzyl)urea hydrochloride Form B to said molten homogeyfous carrier matrix
with stirring at a temperature that maintains said carrier matrix in a molgfh state and optionally
under a nitrogen atmosphere, thereby providing said composition corgrising a molten
homogeneous suspension of said Form B in said carrier matrix.

55.  The pharmaceutical composition according to cfim 54, wherein said method
further comprises (v) transferring aliquots of said molten hopiogenous suspension obtained in
step (iv) into capsules and allowing said suspension to cgfl in said capsules to provide said
composition comprising a liquid, solid semi-solid or sgflid form of the suspension within the
capsules.

56.  The pharmaceutical compositionfccording to claim 4, prepared by the method
comprising (1) homogenizing said oil at a tegfperature sufficient to melt the oil; (ii)

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

combining said molten oil, said moltenfurfactant, and said 1-(3-fert-butyl-1-p-tolyl-1H-pyrazol-
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59. The polymorph according to claim 1, characterized by having at least one
specific XRPD diffraction peak (26 degrees + 0.3) at about 15.9.

60. The polymorph according to ¢laim 1, characterized by having XRPTY/diffraction
peaks (20 degrees + 0.3) at about 12.3, 13.0, 15.9, 16.9 and 17.6.
D diffraction
,27.0 and 27.3.
ng XRPD diffraction
,20.4,21.5,21.9,22.4,

61. The polymorph according to claim 1, characterized by havin
peaks (20 degrees + 0.3) at about 10.0, 12.3, 13.0, 15.9, 16.9, 17.6, 18.5, 2
62.  The polymorph according to claim 1, characterized by h
peaks (20 degrees = 0.3} at about 10.0, 12.3, 13.0, 15.9, 16.9, 17.6, 1
23.4,25.9,27.0 and 27.3.
63.  The polymorph according to claim 1, characterig€d 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, gfaracterized by having substantially the
same XRPD pattern as shown in Figure 3.
65. The polymorph according to clajh 1, characterized by having an XRPD pattern
that substantially includes the peaks in Table Z.
66.  The polymorph according yf claim 1, wherein 1-(3-fert-butyl-1-p-tolyl-1H-
pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydrghyethyl)- 1 H-indazol-5-yloxy)benzyl)urea hydrochloride
Form B is in substantially pure for
67.  The polymorph agfording to claim 1, characterized by having 2 DSC thermogram

which comprises an endothergfic event having a melt maxima temperature at about 185 + 5 °C.
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yloxy)benzyl)urea hydrochloride Form B suspended in a carrier matrix, said carrier matri
comprising caprylic acid/capric acid triglyceride and D-a-tocopheryl polyethylene glyghl 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 bjfflogical fluids
z01-5-y1)-3-(5-
Form B, thereby

of the gastro-intestinal tract and dissolves said 1-(3-fert-butyl-1-p-tolyl-1H-p
fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-3-yloxy)benzyl Jurea hydrochlori
increasing the bioavailability of said 1-(3-tert-butyl-1-p-tolyl-1H-pyrazglf5-yl)-3-(5-fluoro-2-(1-
(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea.

71.  The method according to claim 69, wherein said copfiposition comprises 25% w/w
of said Form B.

72. A process for preparing a pharmaceutical corgfosition of claim 4, comprising:
(i) stirring a mixture of said surfactant and sajf oil at a temperature sufficient to

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

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

under a stream of nitrogen, to provide a ligfefied homogeneous suspension of said Form B in
said carrier matrix

73.  The process of claim /2, further comprising adding an antioxidant in step (i) or

step (ii).
74.  The process of gaim 72, further comprising adding one or more release modifiers
in step (ii).

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

molfn homogenous carrier matrix; and
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(iv}  adding 1-(3-tert-butyl-1-p-tolyl-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 gfatrix in a
molten state, optionally under a stream of nitrogen, to provide a molten homogengbus suspension
of said Form B in said carrier matrix.

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

77. The process of claim 75, further comprising adding onyfor more release modifiers
in step (iii) or (iv).

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

(i) homogenizing said oil at a temperature sufficgnt to melt the oil, optionally under
a stream of nitrogen;

(i)  homogenizing said surfactant at a tempgfature sufficient to melt the surfactant,
optionally under a stream of nitrogen; and

(iii)  combining said molten oil, said rgblten surfactant, and 1-(3-tert-butyl-1-p-tolyl-
1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxy€thyl)-1 H-indazol-5-yloxy)benzyl)urea
hydrochloride Form B with stitring at a tegfperature that maintains said combination in a molten
state, optionally under a stream of nitrgfen, to form to provide a molten homogeneous
suspension of said Form B in a carrigh matrix.
79.  The process of clagn 78, further comprising adding an antioxidant in step (iii).

80.  The process of flaim 78, further comprising adding one or more release modifiers
in step (iii).

81.  The procghs according to claim 72, further comprising transferring aliquots of said
liquefied or molten ogenous suspension into capsules and allowing said suspension to cool

in said capsules, thfreby providing a liquid, solid semi-solid or solid form of the suspension
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(5-fluoro-2-(1-(2-hydroxyethyl)- |H-indazol-5-yloxy)benzyl)urea in MTBE with at least 1,
equivalents of hydrochloric acid in 1,4-dioxane for a sufficient time to convert 1-(3-tertfbutyl-1-
p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)bengl)urea to
1-(3-tert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxyethyl)- 1 H-jidazol-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-butyl-1-p-tolyl-1 H-pyfazol-5-y1)-3-(5-fluoro-2-
(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydrochloridf Form B according to claim
1, comprising:

(a) combining a solution of amorphous [-(3-tertfutyl-1-p-tolyl-1H-pyrazol-5-yl)-3-
(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)bengfl)urea in a solvent selected from
ethyl acetate, isopropyl acetate, acetonitrile, acetone, ighpropyl alcohol and ethanol with at least
a stoichiometric amount of (i) HCl in 1,4-dioxane, (A) HCI in acetone, or (iii} concentrated HCI,
for a sufficient time to convert said 1-(3-ferz-butl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-
(2—hydroxyethyl)- 1H-indazol-5-yloxy)benzyl)lrea to 1-(3-tert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-
3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indgfol-5-yloxy)benzyl)urea hydrochloride Form B;

(b) allowing said Form B tofrystallize from said solution; and

(c) isolating said Form B

84. A process for prepging 1-(3-tert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-
(1-(2-hydroxyethyl)- 1 H-indazgl-5-yloxy)benzyl)urea hydrochloride Form B according to claim
1, comprising:

(a) combininga solution of amorphous 1-(3-tert-butyl-1-p-tolyl-1H-pyrazol-5-yi)-3-
(5-fluoro-2-(1-(2-hydgbxyethyl)- 1 H-indazol-5-yloxy)benzyl)urea in isopropanol with at least a
stoichiometric amgint of an aqueous solution of hydrochloric acid for a sufficient time to
convert 1-(3-teyfbutyl-1-p-tolyl-1H-pyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydrox yethyl)- 1H-
indazol-5-ylgky)benzyl)urea to 1-(3-tert-butyl-1-p-tolyl- 1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-
hydroxyegfiyl)-1H-indazol-5-yloxy)benzylJurea hydrochloride Form B;

b) seeding said solution from step (a) with a suspension of 1-(3-ferz-butyl-1-p-tolyl-

| Epyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxyethyl)- 1H-indazol-5-yloxy)benzyl Jurea
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hydrochloride Form B in isopropanol to allow said 1-(3-tert-butyl-1-p-tolyl-1H-pyrazol-5-
(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl Jurea hydrochloride Form Bfo
crystallize from said solution; and

©) isolating said Form B.

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

86. A process for preparing 1-(3-teri-butyl-1-p-tolyl-1H-pyraghl-5-yl)-3-(5-fluoro-2-
(1-(2-hydroxyethyl)- 1 H-indazol-5-yloxy)benzyl)urea hydrochloride E B according to claim
1, comprising:

(a) heating a mixture of 2-(5-(2-(aminomethyl)-4-fluoroghenoxy)-1H-indazol-1-
rbamate in an organic solvent at

azol-5-y1)-3-(5-fluoro-2-(1-(2-

yhethanol and phenyl 3-tert-butyl-1-p-tolyl-1H-pyrazol-5-yl
35-40 °C for 5 hours to form 1-(3-fert-butyl-1-p-tolyl-1H
hydroxyethyl)- 1 H-indazol-5-yloxy)benzyl)urea;

(b) cooling said mixture to ambient temper.

(c) filtering said mixture;

(d) adding at least a stoichiometric amybunt of aqueous HCI to said mixture;
(e) allowing said Form B to crystallfze from said solution; and
(f) isolating said Form B.
87.  The process of claim @b, further comprising (d1) seeding said mixture in step (d)

with 1-(3-fert-butyl-1-p-tolyl-1Hpyrazol-5-y1)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-

The crystalline polymorph of claim 88, characterized by substantially the same
attern as shown in Figure 1.

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

92. A method for treating a myelodysplastic syndrome comprising administ
patient in need thereof a therapeutically effective amount of a pharmaceutical comp
according to claim 43.

93. A method for treating a myelodysplastic syndrome comprising glministering to a
patient in need thereof a therapeutically effective amount of a pharmaceuticfl composition
according to claim 44,

94. A method for treating a myelodysplastic syndrome cogfprising administering to a
patient in need thereof a therapeutically effective amount of a phagfaceutical composition
according to claim 45.

95.  The method according to claim 94, wherein sfd pharmaceutical composition is
formulated for oral administration.

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

administration.

97.  The pharmaceutical composition gcording to claim 44 formulated for oral
administration.

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

administration.
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What is claimed is:

1. A crystalline polymorph of 1-(8rt-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-

2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)adnydrochloride Form B.
2. A pharmaceutical composition comprising saidteft-butyl-1-p-tolyl-1H-

pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1khdazol-5-yloxy)benzyl)urea hydrochloride

Form B according to claim 1.
3. The pharmaceutical composition of claim 2, whesaid 1-(3tert-butyl-1-p-
tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxyhyl)-1H-indazol-5-yloxy)benzyl)urea

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

least one surfactant.

4. The pharmaceutical composition of claim 3, whesaid carrier matrix further
comprises at least one oil.

5. The pharmaceutical composition according tancl, comprising about 1 to
about 50% wi/w of said 1-(&rt-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydhdoride Form B.

6. The pharmaceutical composition according tant, comprising about 1 to
about 40% w/w of said 1-(&rt-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydhdoride Form B.

7. The pharmaceutical composition according tanc, comprising about 1 to
about 30% w/w of said 1-(&rt-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydhderide Form B.

8. The pharmaceutical composition according torcd, comprising about 20 to
about 50% w/w of said 1-(&rt-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydhderide Form B.

9. The pharmaceutical composition according tantlaj comprising about 20 to
about 40% w/w of said 1-(&rt-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydhdoride Form B.

10. The pharmaceutical composition accordingamel2, comprising about 25%
w/w of said 1-(3tert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-hydroxyethyl)-1H-
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indazol-5-yloxy)benzyl)urea hydrochloride Form B.

11. The pharmaceutical composition according tochky wherein the ratio of the oil
to the surfactant is about 10:90.

12. The pharmaceutical composition according tochy wherein the ratio of the oil
to the surfactant is about 15:85.

13.  The pharmaceutical composition according torcky wherein the ratio of the oil
to the surfactant is about 25:75.

14.  The pharmaceutical composition according torcky wherein the ratio of the oil
to the surfactant is about 33:67.

15.  The pharmaceutical composition according torcky wherein the ratio of the oil
to the surfactant is about 50:50.

16.  The pharmaceutical composition according torcky further comprising one or
more release modifiers.

17.  The pharmaceutical composition according torcts, wherein said release
modifier is selected from:

Vitamin E Succinate;

Cellulose derivatives;

Polyvinylpyrrolidones having molecular weights gegahan 58,000;

Long chain (C12-C28) triglycerides, long chain (6228) 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 torcth/, wherein said release
modifier is selected from Vitamin E succinate, ggd behenate, hydroxypropyl
methylcellulose, and stearyl alcohol.

19. The pharmaceutical composition according tmtlE8, comprising from at least
0.5% up to 20% by weight of each of said one orametease modifiers.
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20. The pharmaceutical composition according torc wherein said composition
comprises about 1 to about 213 mg of said Formdpesuded in a carrier matrix, wherein said
carrier matrix comprises 0-60% w/w of an oil and®% w/w of a surfactant and said Form B
is present in a range from about 1-50% w/w redatos/the weight of the composition, wherein
said composition has a dissolution profile in ssdlution media in which within 45 minutes
about 40-100% of said Form B is dissolved,

wherein said dissolution media comprises a 0.1®4 &yjueous solution at pH 1
containing about 0.05% cetyl trimethylammonium biaben

wherein said dissolution is measured by placing samposition in about 900 mL of
said dissolution media, optionally using spiralewtiapsule sinkers when said formulation is in
capsule form, and using a USP Il apparatus with gih paddle speed.

21.  The pharmaceutical composition according torc wherein said composition
comprises about 1 to about 213 mg of said Formdpesuded in a carrier matrix, wherein said
carrier matrix comprising 0-60% w/w of an oil an@-200% w/w of a surfactant and said Form
B is present in a range from about 1-50% w/w re¢ato the weight of said composition,
wherein said composition has a dissolution prafila dissolution media in which within 60
minutes about 50-100% of said Form B is dissolved,

wherein said dissolution media comprises a 0.1®4 &jueous solution at pH 1
containing about 0.05% cetyl trimethylammonium biaben

wherein said dissolution is measured by placing samposition in about 900 mL of
said dissolution media, optionally using spiraleMiapsule sinkers when said formulation is in
capsule form, and using a USP Il apparatus with gih paddle speed.

22.  The pharmaceutical composition according torcs wherein said surfactant is a
non-ionic surfactant.

23. The pharmaceutical composition according torcla2, wherein said non-ionic
surfactant is selected from @tocopheryl polyethylene glycol 1000 succinate]ypthylene
glycol-15-hydroxystearate, polyoxyl 35 castor @blyoxyl 40 hydrogenated castor oil,
polyethylene glycol sorbitan monostearate, polwiltylene 20 sorbitan monooleate,
caprylocaproyl polyoxylglycerides, lauroyl polyogyycerides, stearoyl polyoxylglycerides,
polyethylene glycol hexadecyl ether, polyoxyeth@€R0) oleyl ether, polyethylene glycol
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hexadecyl ether, sorbitan monolaurate,sorbitan p@natate, sorbitan monooleate, a synthetic
copolymer of ethylene and propylene oxides, a stictltopolymer of ethylene and propylene
oxides, phospholipids, zwitterionic surfactantg; Ezithin, phosphatidyl choline, phosphatidyl
inositol, phosphatidyl ethanolamine, and cocamidppk betaine, and mixtures thereof.

24. The pharmaceutical composition according torc28, wherein said non-ionic
surfactant is selected from @tocopheryl polyethylene glycol 1000 succinate ypttylene
glycol-15-hydroxystearate, polyoxyl 40 hydrogenatadtor oil, caprylocaproyl
polyoxylglycerides, and lauroyl polyoxylglycerides.

25. The pharmaceutical composition according torc4, wherein said non-ionic
surfactant is Dex-tocopheryl polyethylene glycol 1000 succinate.

26.  The pharmaceutical composition according torcky wherein said oil is a
medium chain triglyceride.

27.  The pharmaceutical composition of claim 26, hesaid medium chain
triglyceride is selected from caprylic acid/capaid triglycerides and medium chain fatty acids.

28.  The pharmaceutical composition according torc/, wherein said medium
chain triglyceride is caprylic acid/capric acidjtyiceride.

29.  The pharmaceutical composition according torcky wherein said oil is a long
chain triglyceride.

30. The pharmaceutical composition of claim 29, ihethe long chain triglyceride
is glyceryl behenate.

31. The pharmaceutical composition according torc wherein said composition
comprises about 1 to about 213 mg of said Formdpesuded in a carrier matrix, wherein said
carrier matrix comprises either @@tocopheryl polyethylene glycol 1000 succinate onigture
of caprylic acid/capric acid triglyceride andd>ocopheryl polyethylene glycol 1000 succinate
in a ratio selected from 10:90, 15:85, 30:70 anéBand said Form B is present in a range from
about 20-40% w/w relative to the weight of saithposition, wherein said composition has a
dissolution profile in a dissolution media in whiefthin 45 minutes about 70-100% of said
Form B is dissolved,

wherein said dissolution media comprises a 0.1®4 &jueous solution at pH 1

containing about 0.05% cetyl trimethylammonium biaben
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wherein said dissolution is measured by placing samposition in about 900 mL of
said dissolution media, optionally using spiraleMiapsule sinkers when said formulation is in
capsule form, and using a USP Il apparatus with gih paddle speed.

32. The pharmaceutical composition according torc wherein said composition
comprises about 1 to about 213 mg of said Formtgrain said carrier matrix comprises either
D-a-tocopheryl polyethylene glycol 1000 succinate amiature of caprylic acid/capric acid
triglyceride and Du-tocopheryl polyethylene glycol 1000 succinate nato selected from
10:90, 15:85, 30:70 and 33:67 and wherein said Bimpresent in a range from about 20-40%
w/w relative to the weight of said composition,exin said composition has a dissolution
profile in a dissolution media in which within 6dmates about 80-100% of said Form B is
dissolved,

wherein said dissolution media comprises a 0.1® &jueous solution at pH 1
containing about 0.05% cetyl trimethylammonium biaben

wherein said dissolution is measured by placing samposition in about 900 mL of
said dissolution media, optionally using spiralewtiapsule sinkers when said formulation is in
capsule form, and using a USP Il apparatus with gih paddle speed.

33.  The pharmaceutical composition according torc wherein said composition
comprises 1-(3ert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-hydroxyethyl)-1H-
indazol-5-yloxy)benzyl)urea hydrochloride Form Bpanded in a carrier matrix, wherein said
carrier matrix comprises a medium chain triglycerahd a non-ionic surfactant in a ratio
selected from 10:90, 15:85 30:70 and 33:67 andFaith B is present in a range from about 20-
50% wi/w relative to the weight of said compositiasmerein said composition optionally further
comprises an antioxidant.

34. The pharmaceutical composition according cl@B@nwherein said composition
comprises less than or equal to 300 ppm d&&-putyl)-1-(p-tolyl)-1H-pyrazol-5-amine after
storage at 40 °C/75% relative humidity for 4 weeks.

35. The pharmaceutical composition according cl@B@nwherein said composition
comprises less than or equal to 100 ppm d&g-putyl)-1-(p-tolyl)-1H-pyrazol-5-amine after
storage at 40 °C/75% relative humidity for 4 weeks.

36.  The pharmaceutical composition according cl@@nwherein said composition
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comprises less than or equal to 55 ppm akB-putyl)-1-(p-tolyl)-1H-pyrazol-5-amine after
storage at 40 °C/75% relative humidity for 4 weeks.

37. The pharmaceutical composition according clB&nwherein said composition
comprises less than or equal to 100 ppm d&&-putyl)-1-(p-tolyl)-1H-pyrazol-5-amine after
storage at 25 °C/60% relative humidity for 1 year.

38.  The pharmaceutical composition according cl@@nwherein said composition
comprises less than or equal to 70 ppm ak-putyl)-1-(p-tolyl)-1H-pyrazol-5-amine after
storage at 25 °C/60% relative humidity for 1 year.

39. The pharmaceutical composition according &intl33, wherein said medium
chain triglyceride is caprylic acid/capric acidgtyiceride and said non-surfactant isub-
tocopheryl polyethylene glycol 1000 succinate.

40.  The pharmaceutical composition according toc29, wherein the ratio of said
caprylic acid/capric acid triglyceride to saidotocopheryl polyethylene glycol 1000 succinate
is about 15:85.

41.  The pharmaceutical composition according toc further comprising an anti-
oxidant.

42.  The pharmaceutical composition of claim 41, rehresaid antioxidant is 2,6-di-
tert-butyl-4-methylphenol.

43.  The pharmaceutical composition according tocl comprising about 213 mg
of 1-(34ert-butyl-1p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxyethyl)H-indazol-5-
yloxy)benzyl)urea hydrochloride Form B suspended aarrier matrix, wherein said carrier

matrix comprises caprylic acid/capric acid triglside and De-tocopheryl polyethylene glycol

1000 succinate in a ratio selected from 10:90,3,538:70, and 33:67 and said Form B is present

in a range from about 20-50% w/w relative to thegleof said composition, wherein said
composition optionally further comprises an antitaxit.

44.  The pharmaceutical composition according tockB, wherein the ratio of said
caprylic acid/capric acid triglyceride to saido2tocopheryl polyethylene glycol 1000 succinate
is about 15:85.

45.  The pharmaceutical composition according tochB, wherein said composition

comprises about 25% w/w of said Form B.
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46.  The pharmaceutical composition of claim 45, ehresaid composition provides
an AUG; that is about 4-fold greater than the A@r the powder in capsule formulation of
amorphous 1-(3ert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxyethyl)H-
indazol-5-yloxy)benzyl)urea.

47.  The pharmaceutical composition of claim 45, ehresaid composition provides
Cmax that is about 8-fold greater than thg.(for the powder in capsule formulation of
amorphous 1-(3ert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxyethyl)H-
indazol-5-yloxy)benzyl)urea.

48.  The pharmaceutical composition according tochy prepared by the method
comprising:

0] stirring a mixture of said surfactant and saildat a temperature sufficient to
provide a liqguefied homogeneous carrier matrixaily in a nitrogen atmosphere; and

(i) adding said 1-(3ert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydhderide Form B to the carrier matrix with
stirring at a temperature sufficient to maintairdsarrier matrix in a liquefied state and
optionally under a nitrogen atmosphere, therebyighog said pharmaceutical composition
comprising a liquefied homogeneous suspensionidffsam B in said carrier matrix.

49.  The pharmaceutical composition according tomtcks8, wherein said method
further comprises (iv) transferring aliquots ofdsenolten homogenous suspension obtained in
step (iii) into capsules and allowing said suspam$o cool in said capsules to provide said
composition comprising a liquid, solid semi-solidsolid form of the suspension within the
capsules.

50. The pharmaceutical composition accordingamech, prepared by the method
comprising (i) homogenizing said oil at a temperatufficient to melt the oil optionally under a
nitrogen atmosphere; (ii) homogenizing said sudacat a temperature sufficient to melt the
surfactant optionally under a nitrogen atmosph@ierombining said molten oil and molten
surfactant with stirring at a temperature that rrzains the combination in a molten state and
optionally under a nitrogen atmosphere to form #endhomogenous carrier matrix; and (iv)
adding said 1-(3ert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-hydroxyethyl)-1H-
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indazol-5-yloxy)benzyl)urea hydrochloride Form Bstd molten homogenous carrier matrix
with stirring at a temperature that maintains saidier matrix in a molten state and optionally
under a nitrogen atmosphere, thereby providing sanposition comprising a molten
homogeneous suspension of said Form B in saidecamatrix.

51.  The pharmaceutical composition according tmck0, wherein said method
further comprises (v) transferring aliquots of saidliten homogenous suspension obtained in
step (iv) into capsules and allowing said suspengicool in said capsules to provide said
composition comprising a liquid, solid semi-solidsolid form of the suspension within the
capsules.

52.  The pharmaceutical composition according tomcly prepared by the method
comprising (i) homogenizing said oil at a temperatsufficient to melt the oil; (ii)
homogenizing said surfactant at a temperaturecserfii to melt the surfactant; and (iii)
combining said molten oil, said molten surfactamigl said 1-(3ert-butyl-1-p-tolyl-1H-pyrazol-
5-yI)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazd&-yloxy)benzyl)urea hydrochloride Form B
with stirring at a temperature that maintains saichbination in a molten state, thereby
providing said composition comprising a molten hgermeous suspension of said Form B in a
carrier matrix.

53.  The pharmaceutical composition according tock2, wherein said method
further comprises (iv) transferring aliquots ofdsanolten homogenous suspension obtained in
step (iii) into capsules and allowing said suspam$o cool in said capsules to provide said
composition comprising a liquid, solid semi-solidsolid form of the suspension within the
capsules.

54. The pharmaceutical composition according torck, wherein said 1-(8ert-
butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(1A-hydroxyethyl)-1H-indazol-5-
yloxy)benzyl)urea hydrochloride Form B is micrordze

55. The polymorph according to claim 1, charazeatiby having at least one
specific XRPD diffraction peak (2degrees + 0.3) at about 15.9.

56. The polymorph according to claim 1, charazgel by having XRPD diffraction
peaks (8 degrees £ 0.3) at about 12.3, 13.0, 15.9, 16.9.&6l

57. The polymorph according to claim 1, charazger by having XRPD diffraction
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peaks (8 degrees £ 0.3) at about 10.0, 12.3, 13.0, 15.9, 16.6, 18.5, 23.4, 27.0 and 27.3.

58. The polymorph according to claim 1, characestiby having XRPD diffraction
peaks (8 degrees £ 0.3) at about 10.0, 12.3, 13.0, 15.9, 16.6, 18.5, 20.4, 21.5, 21.9, 22.4,
23.4,25.9, 27.0 and 27.3.

59. The polymorph according to claim 1, characestiby having XRPD diffraction
peaks (B degrees *+ 0.3) at about 10.0, 12.3, 13.0, 15.9, 16.6, 18.5, 19.8, 20.4, 20.8, 21.5,
21.9,22.4, 23.4, 23.9, 24.6, 25.2, 25.9, 27.025M4.

60. The polymorph according to claim 1, charageatiby having substantially the
same XRPD pattern as shown in Figure 3.

61. The polymorph according to claim 1, charaztatiby having an XRPD pattern
that substantially includes the peaks in Table 2.

62.  The polymorph according to claim 1, whereir8&eft-butyl-1-p-tolyl-1H-
pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxyethyl)-1khdazol-5-yloxy)benzyl)urea hydrochloride
Form B is in substantially pure form.

63.  The polymorph according to claim 1, characestiby having a DSC thermogram
which comprises an endothermic event having a makima temperature at about 185 %5

64. A process for preparing a pharmaceutical cortipof claim 4, comprising:

@ stirring a mixture of said surfactant anddsail at a temperature sufficient to
provide a liqguefied homogeneous carrier matrixjayally under a stream of nitrogen; and

(i) adding said 1-(3ert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydhdaride Form B to the carrier matrix with
stirring at a temperature sufficient to maintairdsarrier matrix in a liquefied state, optionally
under a stream of nitrogen, to provide a liqguehedhogeneous suspension of said Form B in
said carrier matrix

65.  The process of claim 64, further comprisingiagiédn antioxidant in step (i) or
step (ii).

66. The process of claim 64, further comprisingiagldne or more release modifiers
in step (ii).

67. A process for preparing a pharmaceutical cortipasf claim 4, comprising:

(@ homogenizing said oil at a temperature sigfitto melt the oil, optionally under
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a stream of nitrogen;

(i) homogenizing said surfactant at a tempertwifficient to melt the surfactant,
optionally under a stream of nitrogen;

(iif)  combining said molten oil and molten sui@at with stirring at a temperature that
maintains the combination in a molten state, optligrunder a stream of nitrogen, to form a
molten homogenous carrier matrix; and

(iv)  adding 1-(3tert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydhderide Form B to said molten
homogenous carrier matrix with stirring at a tenapere that maintains said carrier matrix in a
molten state, optionally under a stream of nitrggerprovide a molten homogeneous suspension
of said Form B in said carrier matrix.

68.  The process of claim 67, further comprisingiagén antioxidant in step (iii) or
step (iv).

69.  The process of claim 67, further comprisingiagidne or more release modifiers
in step (iii) or (iv).

70. A process for preparing a pharmaceutical cortipasf claim 4, comprising:

@ homogenizing said oil at a temperature sigfitto melt the oil, optionally under
a stream of nitrogen;

(i) homogenizing said surfactant at a temperatwifficient to melt the surfactant,
optionally under a stream of nitrogen; and

(iif)  combining said molten oil, said molten sactant, and 1-(3ert-butyl-1-p-tolyl-
1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxyethyl)H-indazol-5-yloxy)benzyl)urea
hydrochloride Form B with stirring at a temperattivat maintains said combination in a molten
state, optionally under a stream of nitrogen, tonf¢o provide a molten homogeneous
suspension of said Form B in a carrier matrix.

71.  The process of claim 70, further comprisingiag@n antioxidant in step (iii).

72. The process of claim 70, further comprisingiagldne or more release modifiers
in step (iii).

73. The process according to claim 64, further aosing transferring aliquots of said

liquefied or molten homogenous suspension intowdapsand allowing said suspension to cool
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in said capsules, thereby providing a liquid, sekthi-solid or solid form of the suspension
within the capsules.

74. A process for preparing 1-{&4-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-
(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urégdrochloride Form B according to claim
1, comprising:

€)) combining a solution of amorphous 1té3-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-
(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxlgenzyl)urea in MTBE with at least 1.5
equivalents of hydrochloric acid in 1,4-dioxane &osufficient time to convert 1-({@&t-butyl-1-
p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydrosethyl)-1H-indazol-5-yloxy)benzyl)urea to
1-(3+4ert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-hydroxyethyl)-1H-indazol-5-
yloxy)benzyl)urea hydrochloride Form B;

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

(c) isolating said Form B.

75. A process for preparing 1-{&+-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-
(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urégdrochloride Form B according to claim
1, comprising:

(@) combining a solution of amorphous 1té3-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-
(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxlg¥enzyl)urea in a solvent selected from
ethyl acetate, isopropyl acetate, acetonitriletaee isopropyl alcohol and ethanol with at least
a stoichiometric amount of (i) HCl in 1,4-dioxar(&), HCI in acetone, or (iii) concentrated HCI,
for a sufficient time to convert said 1-{@<-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-
(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea 1e(3-tert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-
3-(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-ylg¥benzyl)urea hydrochloride Form B;

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

(© isolating said Form B.

76. A process for preparing 1-(&4-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-
(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urégdrochloride Form B according to claim
1, comprising:

(a) combining a solution of amorphous 1t€8-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-
(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxlgenzyl)urea in isopropanol with at least a
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stoichiometric amount of an aqueous solution ofrbgdloric acid for a sufficient time to
convert 1-(3tert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-hydroxyethyl)-1H-
indazol-5-yloxy)benzyl)urea to 1-(@¥t-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea hydhderide Form B;

(b) seeding said solution from step (a) with spgmsion of 1-(3ert-butyl-1-p-tolyl-
1H-pyrazol-5-yl)-3-(5-fluoro-2-(1-(2-hydroxyethyl)H-indazol-5-yloxy)benzyl)urea
hydrochloride Form B in isopropanol to allow said3tert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-
(5-fluoro-2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxlgenzyl)urea hydrochloride Form B to
crystallize from said solution; and

(c) isolating said Form B.

77. The process according to claim 75, whereoutih.05 equivalents of HCI are
added.

78. A process for preparing 1-(&4-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-
(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urégdrochloride Form B according to claim
1, comprising:

(a) heating a mixture of 2-(5-(2-(aminomethyl)lderophenoxy)-1H-indazol-1-
yhethanol and phenyl &rt-butyl-1-p-tolyl-1H-pyrazol-5-ylcarbamate in an argc solvent at
35-40 °C for 5 hours to form 1-¢&t-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-
hydroxyethyl)-1H-indazol-5-yloxy)benzyl)urea;

(b) cooling said mixture to ambient temperature;

(c) filtering said mixture;

(d) adding at least a stoichiometric amount afesnys HCI to said mixture;

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

() isolating said Form B.

79. The process of claim 78, further comprisint) (8eeding said mixture in step (d)
with 1-(34ert-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-2-(12-hydroxyethyl)-1H-indazol-5-
yloxy)benzyl)urea hydrochloride Form B either asolid or as a suspension in the solvent used
in step (a).

80. A crystalline polymorph of 1-(&rt-butyl-1-p-tolyl-1H-pyrazol-5-yl)-3-(5-fluoro-
2-(1-(2-hydroxyethyl)-1H-indazol-5-yloxy)benzyl)adnydrochloride Form A.
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81. The crystalline polymorph of claim 80, chaeaizted by having at least ten
specific XRPD diffraction peaks §alegrees + 0.3) at about 6.9, 7.8, 13.9, 15.6,, 1.4, 19.2,
22.4,22.8 and 26.6.

82.  The crystalline polymorph of claim 80, charaeted by substantially the same
XRPD pattern as shown in Figure 1.

83.  The crystalline polymorph of claim 80, charaetd by having a DSC

thermogram which comprises a melt maxima tempezastiabout 131 + 5 °C.

84. The pharmaceutical composition accordingamthé3 formulated for oral
administration.

85. The pharmaceutical composition according aoth4 formulated for oral
administration.

86. The pharmaceutical composition according aoth5 formulated for oral

administration.




