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Claims
1. A pharmaceutical composition comprising 1) an amorphous solid dispersion comprising
pralsetinib or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable
hydrophilic polymer; and 2) an effervescent couple.
2. A pharmaceutical composition comprising 1) an amorphous solid dispersion comprising
pralsetinib or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable
amphiphilic polymer; and 2) an effervescent couple.
3. The composition of claim 1 or 2, wherein the polymer is selected from the group
consisting of hydroxypropyl methylcellulose (hypromellose) , hydroxypropyl methylcellulose
acetate succinate (HPMC-AS), vinylpyrrolidone-vinyl acetate copolymer (KOLLIDON
VA64 or KOLLIDON K30), dimethylaminoethyl methacrylate-copolymer (EUDRAGIT
EPO), poly(ethylene) oxide (POLYOX), and polyvinyl caprolactam—polyvinyl acetate—
polyethylene glycol graft copolymer (SOLUPLUS).
4. The composition of any one of claims 1-3 wherein the polymer is hydroxypropyl
methylcellulose.
5. The composition of any one of claims 1-4, wherein the polymer is
hydroxypropylmethylcellulose E3 (HPMC-E3) or hydroxypropylmethylcellulose ES (HPMC-
E5).
6.  The composition of any one of claims 1, 3, and 4, wherein the pralsetinib, or an
equivalent amount of a pharmaceutically acceptable salt thereof, and the hydrophilic polymer
are in a weight percent ratio of about 1:1.
7. The composition of any one of claims 2-4, wherein the pralsetinib, or an equivalent
amount of a pharmaceutically acceptable salt thereof, and the amphiphilic polymer are in a
weight percent ratio of about 1:1.
8.  The composition of any one of claims 1, 3, and 4, wherein the pralsetinib, or an
equivalent amount of a pharmaceutically acceptable salt thereof, and the hydrophilic polymer
are in a weight percent ratio of from about 1:5 to about 5:1.
9. The composition of any one of claims 2-4, wherein the pralsetinib, or an equivalent
amount of a pharmaceutically acceptable salt thereof, and the amphiphilic polymer are in a
weight percent ratio of from about 1:5 to about 5:1.
10. The composition of any one of claims 1 to 9, wherein the composition comprises the
amorphous solid dispersion from about 25% to about 65% by weight of the composition,

based on the total weight of the composition.
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11. The composition of any one of claims 1 to 10, wherein the composition comprises the
amorphous solid dispersion from about 50% to about 60% by weight of the composition,
based on the total weight of the composition.

12.  The composition of any one of claims 1 to 11, wherein the amorphous solid dispersion
is prepared by hot melt extrusion, lyophilization, spray drying, solvent casting, or melt
quenching.

13.  The composition of any one of claims 1 to 12, wherein the effervescent couple
comprises a water-soluble acid and a water-soluble base.

14. The composition of any one of claims 1 to 12, wherein the effervescent couple
comprises a water-soluble base.

15.  The composition of claim 13, wherein the water-soluble acid is selected from the group
consisting of citric acid, tartaric acid, fumaric acid, adipic acid, succinic acid, malonic acid,
benzoic acid, oxalic acid, malic acid, and glutaric acid.

16. The composition of any one of claims 13-15, wherein the water-soluble base is selected
from the group consisting of sodium bicarbonate, sodium carbonate, potassium bicarbonate,
potassium carbonate and magnesium carbonate.

17.  The composition of claim 13, wherein the water-soluble acid is citric acid and the
water-soluble base is sodium bicarbonate.

18. The composition of any one of claims 13 and 15-17, wherein the composition
comprises the water-soluble acid from about 1% to about 20% by weight of the composition,
based on the total weight of the composition.

19.  The composition of any one of claims 13-18, wherein the composition comprises the
water-soluble base from about 1% to about 35% by weight of the composition, based on the
total weight of the composition.

20. The composition of any one of claims 1 to 19, wherein the composition further
comprises a moisture scavenger.

21. The composition of claim 20, wherein the moisture scavenger is a starch.

22. The composition of claim 21, wherein the starch is pregelatinized starch.

23. The composition of any one of claims 20 to 22, wherein the composition comprises the
moisture scavenger from about 0.5% to about 30% by weight of the composition, based on
the total weight of the composition.

24. The composition of any one of claims 1 to 23, wherein the composition further
comprises a diluent.

25. The composition of claim 24, wherein the diluent is a cellulose.
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26. The composition of claim 25, wherein the cellulose is microcrystalline cellulose.

27. The composition of any one of claims 24 to 26, wherein the composition comprises the
diluent from about 5% to about 60% by weight of the composition, based on the total weight
of the composition.

28. The composition of any one of claims 1 to 27, wherein the composition further
comprises a lubricant.

29. The composition of claim 28, wherein the lubricant is magnesium stearate.

30. The composition of any one of claims 28 or 29, wherein the composition comprises the
lubricant from about 0.1% to about 5% by weight of the composition, based on the total
weight of the composition.

31. The composition of any one of claims 1 to 30, wherein the composition is prepared in
an oral dosage form.

32. The composition of claim 31, wherein the oral dosage form is a capsule.

33.  The composition of claim 31, wherein the oral dosage form is a tablet.

34. The composition of any one of claims 1 to 33, wherein the composition is an immediate
release composition.

35. The composition of any one of claims 1 to 34, wherein the composition comprises about
10 mg, about 20 mg, about 30 mg, about 40 mg, about 50 mg, about 60 mg, about 70 mg,
about 80 mg, about 90 mg, about 100 mg, or about 200 mg of pralsetinib, or an equivalent
amount of a pharmaceutically acceptable salt thereof.

36. An oral dosage form comprising a) an amorphous solid dispersion comprising
pralsetinib, or a pharmaceutically acceptable salt thereof and hydroxypropyl methylcellulose
(HPMC); b) microcrystalline cellulose (MCC); c) pregelatinized starch; d) sodium
bicarbonate; e) citric acid; and f) magnesium stearate.

37. The oral dosage form of claim 36, wherein the oral dosage form comprises the
amorphous solid dispersion from about 25% to about 65% percent by weight of the oral
dosage form, based on the total weight of the oral dosage form.

38. The oral dosage form of claim 36 or 37, wherein the oral dosage form comprises the
microcrystalline cellulose (MCC) from about 5% to about 60% percent by weight of the oral
dosage form, based on the total weight of the oral dosage form.

39. The oral dosage form of any one of claims 36 to 38, wherein the oral dosage form
comprises the pregelatinized starch from about 0.5% to about 30% by weight of the oral

dosage form, based on the total weight of the oral dosage form.
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40. The oral dosage form of any one of claims 36 to 39, wherein the oral dosage form
comprises the sodium bicarbonate from about 1% to about 35% percent by weight of the oral
dosage form, based on the total weight of the oral dosage form.

41. The oral dosage form of any one of claims 36 to 40, wherein the oral dosage form
comprises the citric acid from about 1% to about 20% by weight of the oral dosage form,
based on the total weight of the oral dosage form.

42. The oral dosage form of any one of claims 36 to 41, wherein the oral dosage form
comprises the magnesium stearate from about 0.1% to about 5% by weight of the oral dosage
form, based on the total weight of the oral dosage form.

43. The oral dosage form of any one of claims 36 to 42 wherein the pralsetinib, or an
equivalent amount of a pharmaceutically acceptable salt thereof, and the hydrophilic polymer
are in a weight percent ratio of about 1:1.

44. The oral dosage form of any one of claims 36 to 43, wherein the amorphous solid
dispersion is prepared by hot melt extrusion, lyophilization, spray drying, solvent casting, or
melt quenching.

45. The oral dosage form of any one of claims 36 to 44, wherein the oral dosage form is a
capsule.

46. The oral dosage form of claim 32 or 45, wherein the size of the capsule is 0.

47. The oral dosage form of any one of claims 36-44, wherein the oral dosage form is a
tablet.

48. The oral dosage form of any one of claims 36 to 47, wherein the oral dosage form
comprises about 10 mg, about 20 mg, about 30 mg, about 40 mg, about 50 mg, about 60 mg,
about 70 mg, about 80 mg, about 90 mg, or about 100 mg, or about 200 mg of pralsetinib, or
an equivalent amount of a pharmaceutically acceptable salt thereof.

49. The oral dosage form of any one of claims 36 to 48, wherein the oral dosage form is an
immediate release oral dosage form.

50. An immediate release oral dosage form comprising:

a) an amorphous solid dispersion comprising: pralsetinib, or a pharmaceutically
acceptable salt thereof, and hydroxypropyl methylcellulose E3, wherein the
pralsetinib or an equivalent amount of pharmaceutically acceptable salt thereof and
the hydroxypropyl methyl cellulose E3 are in about a 1:1 weight ratio;

b) an effervescent couple comprising about 3 to about 13 w/w% citric acid and
about 7 to about 30 w/w% sodium bicarbonate; wherein w/w% is based on the total

weight of the oral dosage form;
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¢) a diluent; and optionally

d) moisture scavenger and/or a lubricant.
51. The oral dosage form of claim 50, wherein the amorphous solid dispersion comprises
about 30 mg, about 50 mg, about 60 mg or about 100 mg of pralsetinib or an equivalent
amount of a pharmaceutically acceptable salt thereof.
52. The composition or oral dosage form of any one of claims 1-51, wherein at least 80% of
the pralsetinib is released in 45 minutes using USP) <711> with a Type 2 Apparatus, media
containing 900 mL 0.1 M HCl, and a paddle speed of 100 rpm.
53. The composition or oral dosage form of any one of claims 1-51, wherein the dosage
form is a capsule, wherein the capsule disintegrates in about 7 to 15 minutes using USP
<701>, with Basket Type A and a disc with a maintained temperature at 37 °C + 2 °C.
54. The composition or oral dosage form of any one of claims 1-51, wherein the dosage
form is a capsule, wherein at least 80% of the pralsetinib is released in about 120 minutes
using USP II apparatus with a media containing 900 mL pH 6.8 sodium phosphate buffer
with 0.5% CTAB and a paddle speed of 75 rpm + 2 rpm.
55. A method for preparing the amorphous solid dispersion according to any one of claims
1 to 54, comprising: mixing the pralsetinib or the pharmaceutically acceptable salt thereof,
with the hydrophilic polymer in about a 1:1 ratio; adding a solvent, and removing the solvent
by heating.
56. A method of treating a RET-altered cancer comprising administering to a patient in
need thereof a therapeutically effective amount of the composition according to any one of
claims 1 to 35 or an oral dosage form of any one of claims 36 to 54.
57. A method of treating a patient with rearranged during transfection (RET)-positive
locally advanced or metastatic non-small cell lung cancer (NSCLC) comprising administering
to a patient in need thereof a therapeutically effective amount of the composition according to
any one of claims 1 to 35 or an oral dosage form of any one of claims 36 to 54.
58. The method of claim 57, wherein the (RET)-positive locally advanced or metastatic
non-small cell lung cancer (NSCLC) is detected by an FDA approved test.
59. A method of treating a patient with RET-mutation positive locally advanced or
metastatic medullary thyroid cancer (MTC) comprising administering to a patient in need
thereof a therapeutically effective amount of the composition according to any one of claims
1 to 35 or an oral dosage form of any one of claims 36 to 54.
60. A method of treating a patient with RET-fusion positive locally advanced or metastatic

thyroid cancer who require systemic therapy and have no satisfactory alternative treatment
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options comprising administering to a patient in need thereof a therapeutically effective
amount of the composition according to any one of claims 1 to 35 or an oral dosage form of
any one of claims 36 to 54.
61. Crystalline Form A of pralsetinib.
62. The crystalline Form A of claim 61, wherein the crystalline form is characterized by at
least three, at least four, or at least five x-ray powder diffraction peaks at 2-theta angles
selected from 5.0+0.2°, 9.7+0.2°, 12.7+0.2°, 13.6+0.2°, and 16.1+0.2°.
63. The crystalline Form A of claim 61, wherein the crystalline form is characterized by at
least three, at least four, at least five, at least six, at least seven, at least eight, or at least nine
x-ray powder diffraction peaks at 2-theta angles selected from 5.0+0.2°, 6.8+0.2°, 9.74+0.2°,
12.7+0.2°, 13.6+0.2°, 16.140.2°, 19.240.2°, 19.5+0.2°, and 23.5+0.2°.
64. The crystalline Form A of claim 61, wherein the crystalline form is characterized by at
least three, at least four, at least five, at least six, at least seven, at least eight, at least nine, or
at least ten x-ray powder diffraction peaks at 2-theta angles selected from 5.0+0.2°, 6.8+0.2°,
9.7+0.2°, 12.7+0.2°, 13.6+0.2°, 14.8+0.2°, 16.1+0.2°, 17.2+0.2°, 17.8+0.2°, 19.2+0.2°,
19.5+0.2°, 20.5+0.2°, 21.6+0.2°, 23.140.2°, 23.5+0.2°, 24,8+0.2°, 25.6+0.2°, 26.0+0.2°,
27.9+0.2° and 29.4+0.2°.
65. The crystalline Form A of any one of claims 61 to 64, wherein the peaks have a relative
intensity of at least 10%, of at least 15%, of at least 20%, or of at least 25%.
66. The crystalline Form A of claim 61, wherein the crystalline form has an XRPD pattern
that is substantially the same XRPD pattern shown in FIG. 1A.
67. The crystalline Form A of claim 61, wherein the crystalline form has an XRPD pattern
that substantially includes the peaks in Table 1A.
68. The crystalline Form A of any one of claims 61 to 67, wherein the crystalline form has
a DSC pattern that is substantially the same DSC pattern shown in FIG. 1B.
69. The crystalline Form A of any one of claims 61 to 68, wherein an endothermic event at
about 205°C= 2°C is observed in the DSC thermogram.
70. The crystalline Form A of any one of claims 61 to 69, wherein the crystalline form has
a TGA pattern that is substantially the same TGA pattern shown in FIG. 1B.
71. The crystalline Form A of any one of claims 61 to 70, wherein the crystalline form has
a DVS pattern that is substantially the same DVS pattern shown in FIG. 1C.
72. The crystalline Form A of any one of claims 61 to 71, wherein the crystalline form is
characterized by a reversible mass change of about 10% by DVS between 2-95% relative
humidity.
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73. A process for preparing the crystalline Form A of any one of claims 61 to 72, wherein
the process comprises the step selected from the group consisting of (a) slurrying in alcohols,
acetone, or ACN; (b) evaporative crystallization and cooling crystallization in IPA and 1-
propanol; (c) recrystallization in acetone:water; (d) heating a sample of Form B to at least
about 190 °C; or (e) heating a sample of pralsetinib Form C to at least about 190 °C under
suitable conditions to yield Form A.

74. Crystalline Form B of pralsetinib.

75. The crystalline Form B of claim 74, wherein the crystalline form is characterized by at
least three, at least four, or at least five x-ray powder diffraction peaks at 2-theta angles
selected from 5.9+0.2°, 8.8+0.2°, 11.6+0.2°, 14.7+0.2°, and 19.5+0.2°.

76. The crystalline Form B of claim 74, wherein the crystalline form is characterized by at
least three, at least four, at least five, at least six, at least seven, or at least eight x-ray powder
diffraction peaks at 2-theta angles selected from 5.9+0.2°, 8.8+0.2°, 11.6+0.2°, 14.7+0.2°,
17.0+0.2°, 17.6+0.2°, 19.5+0.2°, and 22.2+0.2°.

77. The crystalline Form B of any one of claims 74 to 76, wherein the peaks have a relative
intensity of at least 10%, of at least 15%, of at least 20%, or of at least 25%.

78. The crystalline Form B of claim 74, wherein the crystalline form has an XRPD pattern
that is substantially the same XRPD pattern shown in FIG. 1A.

79. The crystalline Form B of claim 74, wherein the crystalline form has an XRPD pattern
that substantially includes the peaks in Table 2A.

80. The crystalline Form B of any one of claims 74 to 79, wherein the crystalline form has a
DSC pattern that is substantially the same DSC pattern shown in FIG. 2B.

81. The crystalline Form B of any one of claims 74 to 80, when crystalline Form B is
characterized by DSC: an endotherm with onset at 149°C + 2°C, an exotherm with onset at
162°C + 2°C, and melting with onset 205°C + 2°C.

82. The crystalline Form B of any one of claims 74 to 81, wherein the crystalline form has a
TGA pattern that is substantially the same TGA pattern shown in FIG. 2B.

83. The crystalline Form B of any one of claims 74 to 82, wherein the crystalline form has a
TGA pattern showing that the mass loss was 0.5%.

84. The crystalline Form B of any one of claims 74 to 83, wherein the crystalline form has a
DVS pattern that is substantially the same DVS pattern shown in FIG. 2C.

85. The crystalline Form B of any one of claims 74 to 84, wherein the crystalline form

showed a total mass change of 1.4 wt.% between 2% and 95% relative humidity.
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86. A process for preparing the crystalline Form B of any one of claims 74 to 85, wherein
the process comprises the step of heating a sample of Form C to about 150 °C.

87. Crystalline Form C of pralsetinib.

88. The crystalline Form C of claim 87, wherein the crystalline form is characterized by at
least three, at least four, or at least five x-ray powder diffraction peaks at 2-theta angles
selected from 5.8+0.2°, 8.7+0.2°, 11.0+0.2°, 13.6+0.2°, and 20.2+0.2°.

89. The crystalline Form C of claim 87, wherein the crystalline form is characterized by at
least three, at least four, at least five, at least six, at least seven, at least eight, or at least nine
x-ray powder diffraction peaks at 2-theta angles selected from 5.84+0.2°, 8.7+0.2°, 11.0+0.2°,
11.6+0.2°, 13.6+0.2°, 14.5+0.2°, 20.240.2°, 22.240.2°, and 23.2+0.2°.

90. The crystalline Form C of claim 87, wherein the crystalline form is characterized by at
least three, at least four, at least five, at least six, at least seven, at least eight, at least nine, or
at least ten x-ray powder diffraction peaks at 2-theta angles selected from 5.84+0.2°, 8.7+0.2°,
11.0£0.2°, 11.6£0.2°, 12.0£0.2°, 13.6+0.2°, 14.5+0.2°, 17.120.2°, 18.24£0.2°, 19.5£0.2°,
20.2+0.2°, 20.6+0.2°, 21.3+0.2°, 22.2+0.2°, 22.6+0.2°, 23.240.2°, 24.2+0.2°, 24.5+0.2°,
26.0+0.2°, 26.84+0.2°, and 28.1+£0.2°.

91. The crystalline Form C of claim 87, wherein the peaks have a relative intensity of at
least 10%, of at least 15%, of at least 20%, or of at least 25%.

92. The crystalline Form C of claim 87, wherein the crystalline form has an XRPD pattern
that is substantially the same XRPD pattern shown in FIG. 3A.

93. The crystalline Form C of claim 87, wherein the crystalline form has an XRPD pattern
that substantially includes the peaks in Table 3A.

94. The crystalline Form C of any one of claims 87 to 93, wherein the crystalline form has a
DSC pattern that is substantially the same DSC pattern shown in FIG. 1B.

95. The crystalline Form C of any one of claims 87 to 94, wherein onsets occurring at 122°
+ 2°C, 127° + 2°C, and 206° + 2°C are seen in the DSC thermogram.

96. The crystalline Form C of any one of claims 87 to 95, wherein the crystalline form has a
TGA pattern that is substantially the same TGA pattern shown in FIG. 3B.

97. The crystalline Form C of any one of claims 87 to 96, wherein a mass loss of about 3
wt.% in observed in the Form C TGA thermogram.

98. The crystalline Form C of any one of claims 87 to 97, wherein the crystalline form has a

DVS pattern that is substantially the same DVS pattern shown in FIG. 3C.
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99. The crystalline Form C of any one of claims 87 to 98, wherein the DVS of the
crystalline form showed a total mass change of 1.4 wt.% between 2% and 95% relative
humidity.

100. A process for preparing the crystalline Form C of any one of claims 87 to 99, wherein
the process comprises the step selected from the group consisting of a) recrystallization in
various water containing solvent systems (acetone:water, MeOH:water, [PA:water,
DMAc:water, THF :water); b) conversion from Form A during competitive slurry
experiments in methanol:water at high ratios of water to methanol and lower temperatures.
101. Crystalline pralsetinib HCI salt Form L.

102. The crystalline Form I of claim 101, wherein the crystalline form is characterized by at
least three, at least four, or at least five x-ray powder diffraction peaks at 2-theta angles
selected from .0+0.2°, 6.1£0.2°, 9.1£0.2°, 9.9+0.2°, and 14.7+0.2°.

103. The crystalline Form I of claim 101, wherein the crystalline form is characterized by at
least three, at least four, at least five, at least six, at least seven, at least eight, at least nine, or
at least ten x-ray powder diffraction peaks at 2-theta angles selected from 5.0°+0.2, 6.1°+£0.2,
9.1°40.2, 9.9°40.2, 13.8°+0.2, 14.7+0.2°, 15.3+0.2°, 17.2+0.2°, 18.1+0.2°, 19.6+0.2°,
20.3+0.2°, 20.7+0.2°, 21.8+0.2°, 24.2+0.2°, 25.6+0.2°, and 26.3+0.2°.

104. The crystalline Form I of any one of claims 101 to 103, wherein the peaks have a
relative intensity of at least 10%, of at least 15%, of at least 20%, or of at least 25%.

105. The crystalline Form I of claim 101, wherein the crystalline form has an XRPD pattern
that is substantially the same XRPD pattern shown in FIG. 4A.

106. The crystalline Form I of claim 101, wherein the crystalline form has an XRPD pattern
that substantially includes the peaks in Table 4A.

107. The crystalline Form I of any one of claims 101 to 106, wherein the crystalline form has
a DSC pattern that is substantially the same DSC pattern shown in FIG. 4B.

108. A process for preparing the crystalline Form I of any one of claims 101 to 107, wherein
the process comprises the step of isolating the solid from the slurry of the HCI salt in EtOH or
IPA:water (9:1 Vol).

109. Crystalline pralsetinib HCI salt Form II.

110. The crystalline Form II of claim 109, wherein the crystalline form is characterized by at
least three, at least four, or at least five x-ray powder diffraction peaks at 2-theta angles
selected from 6.1+£0.2°, 8.94+0.2°, 9.5+0.2°, 15.0+0.2°, 16.6+0.2°.

111. The crystalline Form II of claim 109, wherein the crystalline form is characterized by at

least three, at least four, at least five, at least six, at least seven, at least eight, or at least nine
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x-ray powder diffraction peaks at 2-theta angles selected from 6.1+0.2°, 8.94+0.2°, 9.5+0.2°,
15.0+0.2°, 16.6+0.2°, 17.240.2°, 17.94+0.2°, 18.4+0.2°, 19.8+0.2°, 25.8+0.2°, and 26.84+0.2°
112. The crystalline Form II of any one of claims 109 to 111, wherein the peaks have a
relative intensity of at least 10%, of at least 15%, of at least 20%, or of at least 25%.

113. The crystalline Form II of claim 109, wherein the crystalline form has an XRPD pattern
that is substantially the same XRPD pattern shown in FIG. SA.

114. The crystalline Form II of claim 109, wherein the crystalline form has an XRPD pattern
that substantially includes the peaks in Table SA.

115. The crystalline Form II of any one of claims 109 to 114, wherein the crystalline form
has a DSC pattern that is substantially the same DSC pattern shown in FIG. 5B.

116. The crystalline Form II of any one of claims 109 to 115, wherein the crystalline form
was observed to have a broad endotherm with an onset of 88.7 °C = 2°C and a melt which
had an onset of 244.2 °C £ 2°C in the DSC thermogram.

117. The crystalline Form II of any one of claims 109 to 116, wherein the crystalline form
has a TGA pattern that is substantially the same TGA pattern shown in FIG. 5B.

118. The crystalline Form II of any one of claims 109 to 117, wherein an initial mass loss of
3.4 wt. % associated with a broad endotherm with an onset of 94.4 °C + 2°C and a second
mass loss event of 6.7 wt. % was observed from the end of the first broad endotherm to the
end of the melt which had an onset of 244.2 °C + 2°C was observed in the TGA thermogram.
119. A process for preparing the crystalline Form II of any one of claims 109 to 118, wherein
the process comprises the step of isolating the solid from EtOAc and IPA:water (9:1 vol).
120. Crystalline pralsetinib HCI salt Form III.

121. The crystalline Form III of claim 120, wherein the crystalline form is characterized by
at least three, at least four, or at least five x-ray powder diffraction peaks at 2-theta angles
selected from 6.4+0.2°, 8.5+0.2°, 8.9+0.2°, 9.6+0.2°, and 17.34+0.2°.

122. The crystalline Form III of claim 120, wherein the crystalline form is characterized by
at least three, at least four, at least five, at least six, at least seven, at least eight, or at least
nine x-ray powder diffraction peaks at 2-theta angles selected from 6.4+0.2°, 8.54+0.2°,
8.94£0.2°,9.6£0.2°, 11.5+0.2°, 16.7+0.2°, 17.3+0.2°, and 19.2+0.2°,

123. The crystalline Form III of claim 120, wherein the crystalline form is characterized by
at least three, at least four, at least five, at least six, at least seven, at least eight, at least nine,
or at least ten x-ray powder diffraction peaks at 2-theta angles selected from 6.0+0.2°,
6.4+0.2°, 8.5+0.2°, 8.9+0.2°, 9.6+0.2°, 11.5+0.2°, 12.7+0.2°, 15.9+0.2°, 16.7+0.2°,
17.3£0.2°, 19.2+0.2°, 21.0+0.2°, and 26.9+0.2°.
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124. The crystalline Form III of any one of claims 120 to 123, wherein the peaks have a
relative intensity of at least 10%, of at least 15%, of at least 20%, or of at least 25%.

125. The crystalline Form III of claim 120, wherein the crystalline form has an XRPD
pattern that is substantially the same XRPD pattern shown in FIG. 6A.

126. The crystalline Form III of claim 120, wherein the crystalline form has an XRPD
pattern that substantially includes the peaks in Table 6A.

127. The crystalline Form III of any one of claims 120 to 126, wherein the crystalline form
has a DSC pattern that is substantially the same DSC pattern shown in FIG. 6B.

128. The crystalline Form III of any one of claims 120 to 127, wherein the crystalline form
had observed DSC onsets of 86.8 °C + 2°C, 224.1 °C+ 2°C, and 241.7 °C + 2°C.

129. The crystalline Form III of any one of claims 120 to 128, wherein the crystalline form
has a TGA pattern that is substantially the same TGA pattern shown in FIG. 6B.

130. The crystalline Form III of any one of claims 120 to 129, wherein an initial mass loss of
3.4 wt. % and a second mass loss event of 2 wt. % was observed in the TGA thermogram.
131. A process for preparing the crystalline Form III of any one of Claims 120 to 130,
wherein the process comprises the step of drying the isolated Pralsetinib HCI salt Form II.

132. A pharmaceutically acceptable hydrochloride salt of Compound (I):

H
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