An isolated crystalline form of compound 3, wherein the isolated crystalline form is Form 16,
charagterized by an X-ray powder diffraction pattern having peaks at 2@ angles of 6.8, 10.6, 13.6,
14.2, an8 19.2° + 0.2°.

2.
substantially si

lated crystalline form of claim 1, characterized by an X-ray powder diffraction pattern
\lar to FIGURE 34.

3. An isolated crystalline form of compound 3, wherein the isolated crystalline form is Form 1,
characterized by an X-ray powder diffraction pattern having peaks at 2@ angles of 8.9, 13.0, 18.9,
23.8, and 28.1° + 0.2°.

4, The isolated crystalline foym of claim 3, characterized by an X-ray powder diffraction pattern
substantially similar to FIGURE 1.

5. An isolated crystalline form of coxgpound 3, wherein the isolated crystalline form is Form 2,
characterized by an X-ray powder diffractiom\pattern having peaks at 2@ angles of 12.7, 17.1, 19.2,
23.0, and 24.2° + 0.2°.

6. The isolated crystalline form of claim 5, charagterized by an X-ray powder diffraction pattern
substantially similar to FIGURE 2.

7. An isolated crystalline form of compound 1, whereinthe isolated crystalline form is Form 3,
characterized by an X-ray powder diffraction pattern having peaks at 2® angles of 7.5, 9.3, 14.5, 18.8,

21.3,and 24.8° + 0.2°.

8. The isolated crystalline form of claim 7, characterized by an X-r
substantially similar to FIGURE 5.

powder diffraction pattern

9. An isolated crystalline form of compound 1, wherein the isolated crystallie form is Form 7,
characterized by an X-ray powder diffraction pattern having peaks at 2@ angles of 141, 19.1, 21.8,

23.5,and 25.7° + 0.2°.

10. The isolated crystalline form of claim 9, characterized by an X-ray powder diffraction pattern
substantially similar to FIGURE 15.
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11. An isolated crystalline form of compound 1, wherein the isolated crystalline form is Form 8,
haracterized by an X-ray powder diffraction pattern having peaks at 2@ angles 0f 9.0, 9.2, 21.9, 22.1,
24%, and 24.6° + 0.2°.

12. he isolated crystalline form of claim 11, characterized by an X-ray powder diffraction
pattern subStantially similar to FIGURE 17.

13. An isolated crystalline form of compound 1, wherein the isolated crystalline form is Form 9,
characterized by an\X-ray powder diffraction pattern having peaks at 2@ angles of 6.5, 19.6, 20.1, and
21.6° +0.2°.

14. The isolated crystalNpe form of claim 13, characterized by an X-ray powder diffraction
pattern substantially similar to KIGURE 19.

15. An isolated crystalline form\Qf compound 3, wherein the isolated crystalline form is Form 17,
characterized by an X-ray powder diffraction pattern having peaks at 2@ angles of 7.2, 13.6, 18.5,
19.3,21.9, and 23.5° + 0.2°.

16. The isolated crystalline form of claim 15, characterized by an X-ray powder diffraction
pattern substantially similar to FIGURE 37.

17. An isolated crystalline form of compound 3, whgrein the isolated crystalline form is Form 18,
characterized by an X-ray powder diffraction pattern havingpeaks at 2@ angles of 6.4, 8.4, 9.8, 17.8,
and 19.7° + 0.2°.

18. The isolated crystalline form of claim 17, characterized by aq X-ray powder diffraction
pattern substantially similar to FIGURE 38.

19. An isolated crystalline form of compound 3, wherein the isolated crystalline form is Form 19,
characterized by an X-ray powder diffraction pattern having peaks at 2@ angles\of 8.1, 14.1, 16.4,
17.3, 20.5, and 24.1° + 0.2°.

20. The isolated crystalline form of claim 19, characterized by an X-ray powder diffaction

pattern substantially similar to FIGURE 39.

21. Use of a therapeutically effective dose of compound 3, or a pharmaceutically acceptabléssalt
thereof in the manufacture of a medicament for the treatment of an advanced hematologic malignangy

selected from acute myelogenous leukemia (AML), myelodysplasia syndrome (MDS), chronic
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myelomonocytic leukemia (CMML), myeloid sarcoma, multiple myeloma, and lymphoma, each

haracterized by the presence of a mutant allele of IDH2 .

22. Use of a therapeutically effective dose of compound 3, or a pharmaceutically acceptable salt
thereof,snd one or more pharmaceutically acceptable carrier(s) in the manufacture of a medicament
for the trealnent of an advanced hematologic malignancy selected from acute myelogenous leukemia
(AML), myelogdysplasia syndrome (MDS), chronic myelomonocytic leukemia (CMML), myeloid
sarcoma, multipleymyeloma, and lymphoma, each characterized by the presence of a mutant allele of
IDH2.

23. Use of a pharmacyutically acceptable salt of compound 3 in the manufacture of a medicament
for the treatment of an advansed hematologic malignancy selected from acute myelogenous leukemia
(AML), myelodysplasia syndroige (MDS), chronic myelomonocytic leukemia (CMML), myeloid
sarcoma, multiple myeloma, and Iyxaphoma, each characterized by the presence of a mutant allele of
IDH2 wherein the dose is from 30 mg\to 300 mg free-base equivalent strength, once daily or twice
daily.

24, The use of claim 23, wherein the doseNs 75 mg, once daily or twice daily.

25. The use of claim 23, wherein the dose is 108 mg, once daily or twice daily.

26. The use of claim 23, wherein the dose is 150 mg\once daily or twice daily.

217. The use of claim 23, wherein the dose is 200 mg, once\daily or twice daily.

28. The use of claim 23, wherein the dosage is an oral dosage foym.

29. The use of claim 28, wherein the oral dosage form is a tablet.

30. The use of claim 23, wherein the dose is administered once daily.

31. The use of claim 23, wherein the dose is administered twice daily.

32. The use of claim 23, wherein the pharmaceutically acceptable salt of compound 3\is

administered orally as any combination of 5, 10, 50, or 200 mg free-base equivalent strengt

twice daily or once daily.

33. The use of any one of claims 21 to 23, wherein the pharmaceutically acceptable salt of

compound 3 is compound 1.
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34. The use of any one of claims 21 to 23, wherein the advanced hematologic malignancy is
elected from acute myelogenous leukemia (AML), myelodysplasia syndrome (MDS), chronic

myglomonocytic leukemia (CMML), and lymphoma (e.g., T-cell lymphoma).

35. he use of claim 34, wherein the advanced hematologic malignancy is acute myelogenous
leukemia (AML).

36. The use f claim 35, wherein the advanced hematologic malignancy is myelodysplasia
syndrome (MDS).

37. The use of claim\35, wherein the advanced hematologic malignancy is chronic

myelomonocytic leukemia (MML).

38. The use of claim 35, whexgin the advanced hematologic malignancy is lymphoma.

39. Use of compound 1 in the manyfacture of a medicament for the treatment of an advanced
hematologic malignancy selected from acte myelogenous leukemia (AML), myelodysplasia
syndrome (MDS), chronic myelomonocytic lukemia (CMML), myeloid sarcoma, multiple myeloma,
and lymphoma, each characterized by the presence of a mutant allele of IDH2 wherein the dose is 30

mg free-base equivalent strength twice daily.

40. The use of claim 39, wherein the dose is from 73ymg to 200 mg free-base equivalent strength.

41. Use of compound 1 in the manufacture of a medicamat for the treatment of an advanced
hematologic malignancy selected from acute myelogenous leukeXia (AML), myelodysplasia
syndrome (MDS), chronic myelomonocytic leukemia (CMML), andNymphoma, each characterized by
the presence of a mutant allele of IDH2 wherein the dose is from 75 mito 250 mg free-base

equivalent strength once daily.

42, The use of claim 39 or 41, wherein the dose is 75 mg.

43. The use of claim 39 or 41, wherein the dose is 100 mg.

44, The use of claim 39 or 41, wherein the dose is 150 mg.

45, The use of claim 39 or 41, wherein the dose is 200 mg.

46. The use of claim 39 or 41, wherein the advanced hematologic malignancy is selected from
acute myelogenous leukemia (AML), myelodysplasia syndrome (MDS), chronic myelomonocytic

leukemia (CMML), and lymphoma.
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47. The use of claim 39 or 41, wherein the dosage is an oral dosage form.

4 The use of claim 47, wherein the oral dosage form is a tablet.
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CLAIMS

1. An isolated crystalline form 16 of 2-methyl-1-[(4-[6- (trifluoromethyl)pyridin-2-
yl 1-6-{[2-(trifluoromethyl)pyridin-4-yl] amino}-1,3,5-triazin-2- yl)amino]propan-2-ol,
characterized by an X-ray powder diffraction pattern having peaks at 26 angles of 6.8, 10.6, 13.6,
14.2, and 19.2° + 0.2°.

2. The isolated crystalline form of claim 1, characterized by an X-ray powder
diffraction pattern substantially similar to FIGURE 34.

3. An isolated crystalline form 1 of 2-methyl-1-[(4-[6- (trifluoromethyl)pyridin-2-yl
1-6-{[2-(trifluoromethyl)pyridin-4-yl] amino}-1,3,5-triazin-2- yl)amino]propan-2-ol,
characterized by an X-ray powder diffraction pattern having peaks at 26 angles of 8.9, 13.0, 18.9,
23.8,and 28.1° £ 0.2°.

4. The isolated crystalline form of claim 3, characterized by an X-ray powder
diffraction pattern substantially similar to FIGURE 1.

5. An isolated crystalline form 2 of 2-methyl-1-[(4-[6- (trifluoromethyl)pyridin-2-yl
1-6-{[2-(trifluoromethyl)pyridin-4-yl] amino}-1,3,5-triazin-2- yl)amino]propan-2-ol,
characterized by an X-ray powder diffraction pattern having peaks at 20 angles of 12.7, 17.1,
19.2, 23.0, and 24.2° + 0.2°.

6. The isolated crystalline form of claim 5, characterized by an X-ray powder
diffraction pattern substantially similar to FIGURE 2.

7. An isolated crystalline form 17 of 2-methyl-1-[(4-[6- (trifluoromethyl)pyridin-2-
yl 1-6-{[2-(trifluoromethyl)pyridin-4-yl] amino}-1,3,5-triazin-2- yl)amino]propan-2-ol,
characterized by an X-ray powder diffraction pattern having peaks at 26 angles of 7.2, 13.6, 18.5,
19.3,21.9, and 23.5° + 0.2°.

8. The isolated crystalline form of claim 7, characterized by an X-ray powder

diffraction pattern substantially similar to FIGURE 37.
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9. An isolated crystalline form 18 of 2-methyl-1-[(4-[6- (trifluoromethyl)pyridin-2-
yl 1-6-{[2-(trifluoromethyl)pyridin-4-yl] amino}-1,3,5-triazin-2- yl)amino]propan-2-ol,
characterized by an X-ray powder diffraction pattern having peaks at 26 angles of 6.4, 8.4, 9.8,
17.8,and 19.7° £ 0.2°

10.  The isolated crystalline form of claim 9, characterized by an X-ray powder
diffraction pattern substantially similar to FIGURE 38.

11.  Anisolated crystalline form 19 of 2-methyl-1-[(4-[6- (trifluoromethyl)pyridin-2-
yl ]-6-{[2-(trifluoromethyl)pyridin-4-yl] amino}-1,3,5-triazin-2- yl)amino]propan-2-ol,
characterized by an X-ray powder diffraction pattern having peaks at 26 angles of 8.1, 14.1, 16.4,
17.3,20.5, and 24.1° £ 0.2°,

12.  The isolated crystalline form of claim 11, characterized by an X-ray powder
diffraction pattern substantially similar to FIGURE 39.

13.  Use of the crystalline form of any one of claims 1-12 for manufacture of a
medicament for treating an advanced hematologic malignancy selected from acute myelogenous
leukemia (AML), myelodysplastic syndrome (MDS), chronic myelomonocytic leukemia
(CMML), myeloid sarcoma, multiple myeloma, and lymphoma, each characterized by the
presence of a mutant allele of IDH2.

14.  The use of claim 13, wherein the advanced hematologic malignancy is acute
myelogenous leukemia (AML).

15.  The use of any of claim 14, wherein the advanced hematologic malignancy is
relapsed or primary refractory acute myelogenous leukemia.

16.  The use of any one of claims 13-15, wherein the medicament is administered as a
first line, second line, third line, or fourth line treatment for acute myelogenous leukemia.

17. A pharmaceutical composition comprising the isolated crystalline form of any one
of claims 1-12 and a pharmaceutically acceptable carrier.

112



jay-r
Line


