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TABLE A

alue, Angstrom
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TABLE 83

~f&-
[0 8.0
1.3 7.8
116 7.6
11.8 75
12.0 7.4
123 7.2
12.8 6.9
31 6.7
133 6.6
f4.2 6.3
i4.4 6.1
(4.8 3.9
4.9 3.95
14.9 593
15.2 381
13.5 5.70
I5.8 5.6(
16.2 5,48
16.3 5.43
16.6 5.33
16.8 3.28
17.2 5.16
N 5.02
18.5 4.79
18.7 4.74
19.0 4.67
19.4 4.58
19.5 4.54
19.8 4.49
20.0 4,43
204 4.35
20.6 4.31
21.0 4.22
Angle, 2-Theta © | d-value. Angstrom

4.3 21
8.5 1
87 10
10.8 &
1.2 8
1.6 8§
12.8 7
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16.7 532
17.1 5.19
17.4 5.09
17.7 5.00
20.8 4.26
214 416
218 4.07

TABLE 54

Angle, 2-Theta © | d-value, Angsirom
4.6 19.3
55 16.2
63 141
a1 9.7
9.4 9.4
(0.9 8.1
1.4 7.7
i1.8 7.5
12.5 7.1
12.7 6.9
§3.5 6.6
13.8 6.4
i4.4 6.1
15.4 5.75
15.9 5.59
16.5 3.35
16.9 5.25
£7.8 4.98
18.3 4.85
18.5 4.78
19.5 4.55
19.8 4.49
20.5 4,32
22.0 4.03
23.0 3.87
23.8 3.73
24.5 3.63
253 351
25.8 344
26.7 333
27.1 3.29
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Example 2

Solid State Stability

TABLE 1
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D36

Colummn

Flow Rate:

Detection:
Run Time:

Gradient:

Injection Volume:

Colunmn Temperature:
Mobile Phase A:
Mobile Phase B:

Typical Retention time:

Supelco Ascentis Express C8, 150mm x
4 6ram, 2.7um particle size

40°C

100% water +0.1%TFA

100% aceiomtrile +0. 1% TFA

L0 mb/mun

20 uL

UVat282om

12 min

~ 5.4 womutes

Time Yemobile Yomobile
{min} phase A ghase B

0 95 5

8 5 95

10 5 95
10.01 95 8

12 98 8

e and Humidity at |

HPLC area percent at Relative Reteution Time (RRT)

Sample I} 1 - .
$.89 8,98 (Form A) 1.02 184 1.17 1.31
T6 .01 - 9976 0.04 0.17 0.02 -
40°C/78% RH ] o ) )
3 GG 74 (4 > 0.072 ~
(1 month) .01 .03 9974 0.04 (.16 0.02
65°C (22 day) Q.01 .02 99.74 0.04 (.15 0.03 6.01

TABLE 3

HPLC % Avea
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Preparation of crystatline Form C of 2-[3-(2,2,6,6-tetramethyvipiperidin-4-v1)-3H-

{1.2.31trnazolol4.S-clpyridazin-6-vi}-5-(2H-1,2, 3-triazol-2-v Dphenol
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Preparation of crystalline Form Sp of 2-[3-(2,2,6,6-tetramethy ipiperidin-4-v1}-3H-

{1.2.31trnazolol4.S-clpyridazin-6-vi}-5-(2H-1,2, 3-triazol-2-v Dphenol
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CLAIMS

We claim:

L

2

2

6,

~3

A crystalhine form of 2-[3-(2.2,6 6-tetramethyipipenidin-4~-yi3-3H-[1,2 3}triazolof4.,5-

clpyridazin-6~-v1}-5-(2H-1,2 3-triazol-2-vl jphenol.

A crysialline Form A of 2-{3-(2.2,6,6-tetramethylpiperidin-4-v1}-3H-[1,2.3|triazolo}4,5-

clpvridazin-6-vi{-3-(2H-1,2 3~triazol-2-vhphenok.

The crystalline form according to claims 1 or 2 c¢haracterized by baving an x-ray powder
diffraction patiem comprising reflections at 2-Theta angles of 4.5 + 0.2°, 9.0 £ 0.2° and

16.6 + 0.2°. when measured with Cu-Kalpha radiation.

The crysialline form according to claims 1 to 3, characterized by having an x-rav powder
diffraction patiern comprises reflections ai 2-Theta angles of 4.5 £ 0.2°, 9.0+ 0.2°, 16,6 &
0.2°,21.1£0.2° and 25.3 + 0.2° when measured with Cu-Kalpha radiation.

A crystalline Form A of 2-[3-(2,2,6 6-tetramethylpiperidin-d~-y}-3H-[ 1,2, 3}triazolof4,5-
clpvridazin-6-vi}-5-(2H-1,2, 3-triazol-2-vi)phenol characterized by having an x-ray powder
diffraction patiern compuising three, {our, five or more 2 theia values selected from the
group consisting 0f4.5:02° §14£02°,904£02° 119202° 122+02° 13240.2°
135£02° 142402° 14.6=02°15.0:02° 153£02° 157+£02° 166+0.2° 170
+02° 172202° 17742027 180+ 02° 194+ 02° 198 +£02° 200+02° 202+
0.2°,204+0.2° 211 +£02°228+02° 233+02°,23.8+0.2°243+02°249+02",
2534 02° 2584020263 +02° 271 402°273+02° 27 7+02° 280£0.2°, and

28.4 = 0.2°, when measured with Cu-Kalpha radiation.

A crystalline Form A of 2-{3-(2.2,6 6-tetramethvipiperidin-d-vi}-3H-[1,2 3}triazolof4.5-
clpvridazin-6-vi§-5-(2H-1,2 3-triazol-2-vhphenol  charactenized by the x-ray powder

diffraction pattern shown in FIG. 1.

The crystalline form according to any one of claims 1 to ¢ characterized by having
endothermic events at about 193°C and at about 261°C i differennal scanning calorimetry

(DSC) thermogram protile.
The crvstatline form according to any one of claims 1 to 7 charactenized by having a
thermogravimetry coupled founer transform infrared (TG-FTIR) spectroscopy thermogram

showing decomposition occurring at temperatures of about 270°C.
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6.

A31-
The crystalline form according to any one of claims 1 to 8 characterized by having an FT-
RAMAN spectrum at least one, more preferably at least two, still more preferably at least
four, and most preferably all, of the RAMAN bands at about 3123, 3107, 3075, 2974, 1620,
1610, 1590, 1458, 1397, 1377, 1335, 1319, 1305, 1291, 1266, 1259, 1230, 1188, 1166,
1138, 1126, 1082, 1064, 1028, 971, 960, 900, 827, 770, 742, 713, 623, 580, 550, 531, 440,
377, 345, 330, 256, 241, 180, 163, 141, 108, 101 cm ~1.

A crystalline Form B of 2-[3-(2,2,6,6~tetramethyipiperidin-4-v1)-3H-[ 1,2, 3}iriazolof4,5-
¢lpvridazin-6-vi}-5-(2H-1.2,3-trazol-2-viphenol.

The crystalline form according to claims 1 and 10 characterized by having an x-ray powder
diffraction patiemn comprising reflections at 2-Theta angles of 52 + 0.2°, 6.0+ 0.2° and

153.8 = 0.2°, when measured with Cu-Kalpha radiation.

. The crvstalline form according 1o clams 1 10, and 1. characterized bv having an x-rav

powder diffraction pattern comprises reflections at 2-Theta angles of 3.2 £ .2°. 6.0+ 0.2°,

105 £ 0.2°, 126+ 0.2° and 15.8 & 0.2° when measured with Cu-Kalpha radiation.

. A crystallineg Form B of 2+[3-(2,2,6,6-tetramethylpiperidin-4-vi}-3H-[ 1,2 3liriazolof4,5-

clpyndazin-6-vi}-5-(2H-1.2 3~tnazol-2-vliphenol characterized by having an x-ray powder
diffraction patiern comprising three, four, five or more 2 theta values selected from the
group consisting of 2+ 027 6.0+ 02° 87+£02° 185+02° 120+ 02° 126+ 0.2°
120402° 1454+ 02° 148:02° 150402° 15S8£02° 174402° 176+02° 178
+ (2% I80=02° 184 +£02° 19.0+£02° 192+£02° 199+£02° 227+£02° 233+
0.2°,237+02°,240x02°245+02° 250+02°254=02°,258+02°262+02°,
and 27.6 + 0.2° when measured with Cu-Kalpha radiation.

A crvstalline Form B of 2-[3-(2,2,6,6-tetramethvipiperidin-4-v1)}-3H-[1,2,3}iriazolo]4,5-
clpyvridazin-6-vii-3~{2H~1,2 3~triazol-2-vhphenol  characterized by the xwray powder

diffraction pattem shown in FIG. 5.

. The crystalline form according to any one of claims 1, 10 to 14 characterized bv having an

endothermic event at about 260°C in differential scanning calorimetry (DSC) thermogram

profile.

The crystalline form according to any one of claims 1, 10 to 18 charactenized by having a
thermogravimetry coupled fournter transform infrared (VG-FTIR) spectroscopy thermogram
showing mass changes from about 25°C to abowt 140°C and from about 140°C to about

210°C.
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. The crystalline form according to any one of claims 1, 10 to 16 characterized by having an
FT-RAMAN spectrum al least one, more preferably at least two, still more preferably at
teast four, and most preferably all, of the RAMAN bands at about 3148, 2974, 2931, 1629,
1611, 1462, 1401, 1376, 1340, 1325, 1307, 1295, 1271, 1215, 1164, 1038, 996, 200. 836,

and 706 cm —1.

I8 A pharmaceuiical composition comprising a crystalline form of claims 1-17, and a

pharmaceutically acceptable carrier.

19, A process for the preparation of crystatline Form A of 2-[3-(2,2.6 6-tetrarvethvlpiperidin-
4-y)-3H-[1,2 3lriazolo{4,5-clpyridazin-6-yi]-5-(2H-1,2 3-triazol-2-vi}phenol
comprising: {a) dissolving 2-{3+(2.2.6, 6-tetramethyipiperidin-4-v1}-3H-| 1.2 3}triazolof4,5-
clpyvridazin-6-v1}-5-(2H-1 2 3-triazol-2-vlphenol in N N-dimethyformamide: (b} adding
water; and optionally (c) isolating crystatiine Form A of 2-[3~(2,2,6,6-tetramethyipipendin-

4-913-3H-[ 1,2, 3liriarolo{4,5-clpy ridazin-6-y1}-53-(2H-1,2, 3~triazol-2-yjphenol.

20.

A pharmaceutical composition comprising {(a) a therapeutically effective amount of a
cryvslalline  form of  2-[3-(2,2,6,6-tetramethyipiperidin-4-v1}-3H-[ 1.2, 3}inasolo[4,5-
clpyvridazin-6-vi}-5~-(2H-1.2,3~tnazol-2-vphenol according to any one of Claims 1-19; and

(b} at least one pharmaceutically acceptable carrier, diluent, vehicle or excipient.

21. The pharmaceutical composition of Claim 20, wherein the crvstalline form is Form A of 2-
3+(2,2,6 6-tetramethvipiperidin-d-y1}-3H-{ 1,2, 3}triazolof 4, S~cipyridazin-6-y1}-5-(2H-

1,2,3-tnazol-2-vhphenol.

22. A method of treating or ameliorating Huntington’s Disease comprising the step of
adnunistering to a subject in need of such treatment a therapeutically effective amount of a
crvstaliine  form  of  2-[3~(2,2,6,6-tetramethvipiperidin-4-v}-3H-[1,2,3]iriazolo}4,5-
clpyvridazin-6-vij-5-{2H~1,2 3-triazol-2-vhphenol according to any one of Claims 1-17 or

the pharmaceutical composition of claims 20-21.

[ SV]
(5]

3. The method of claim 22. wherein the crvstalline form is Form A of 2-{3-(2.2.6,6-
tetramethyipiperidin-4-y1}-3H-{ 1,2 3jtriazolo{d, 5-clpvridazin-6-v{}-5-(2H-1,2,3-triazo}-2~

vhphenol.



