WO 2013/174883

PCT/EP2013/060543

1/61
Fig. 1
Material Supplier
Lactose monohydrate DMV-Frontera
PhEur Excipients
Mannitol PhEur S.Black Lid
Trehalose Sigma-Aldrich
Sucrose PhEur Fisher Scientific Ltd
Maltose monohydrate S. Black Ltd
PhEur
Dextran 70kD Sigma-Aldrich
Povidone K17 IMCD Ltd
Glycine Fisher Scientific Ltd
Hydrochloric acid SG BDH Ltd
1.18
2M Sodium hydroxide Fisher Scientific Ltd

Water for injection

Baxter Healthcare
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Fig. 2
Formulation Formulation REM excipient 1 | excipient 2
number mg/vial | mg/vial mg/vial
01 REM only 16.32 - -
02 REM/lactose (1:9) 8.16 73.44 -
03 REM/lactose (1:4.5) 8.16 36.72 ~-
04 REM/lactose (1:1) 8.16 8.16 -~
05 REM/mannitol (1.9) 8.16 73.44 -~
06 REM/trehalose (1:9) 8.16 73.44 --
07 REM/sucrose (1:9) 8.16 73.44 --
08 REM/maltose (1:9) 8.16 73.44 -
09 REM/dextran (1.9) 8.16 73.44 -
10 REM/lactose/mannit 8.16 36.72 36.72
ol (1:4.5:4.5)
11 REM/povidone {1:9) 8.16 73.44 -
12 REM/glycine (1:9) 8.16 73.44 -
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Fig. 3

Formulation Formulation excipient 1 excipient 2

number mg/vial mg/vial

02pP lactose 73.44 -

05P __mannitol 73.44 --

06P trehalose 73.44 -

O7P sucrose 73.44 --

08P maltose 73.44 --

09P dextran 73.44 -

10P lactose/mannitol 36.72 36.72

11P povidone 73.44 -

12P glycine 73.44 -
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Fig. 4
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Formulation Formulation 25°CI60%RH | 40°C/75%RH

number
01 _REM only 1.06 8.56
02 REM/actose (1:9) 0.13 0.45
03 REM/lactose {1:4.5) 0.20 0.90
04 REM/lactose (1:1) 0.56 3.54
05 REM/mannital (1:9) 1.62 8.23
06 REM/trehaiose (1:9) 0.14 0.51
07 REM/sucrose {1:9) 0.10 0.22
08 REM/maltose (1:9) 0.14 0.45
09 REM/dextran (1:9) 0.16 0.57
10 REM/lactose/mannito! (1:4.5:4.5) 0.19 0.89
11 REM/povidone (1:9) 0.53 2.99
12 REM/glycine (1:9) 1.30 1.54
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Fig. 5A
TITL 12161316 Compound CNS7056 Form 1
CELL 0.71073 7.687 29.261 12.376 98.000 97.788 90.000
ZERR 2 0.0001 ©.0005 0.0003 0.0000 0.0008 0.0000
LATT -1
SYMM -X,Y+0.500,-Z
SFAC C 2.3100 20.843%9 1.0200 10.2075 1.5886 0.5687 0.8650 =
51.6512 0.215¢ 0.0033 0.0016 1.15 0.7700 12.0110
SFAC H 0.4930 10.5108 0.3229 26.1257 0.1402 3.1424 0.0408 =
57.7988 0.0030 0.0000 0.0000 0.06 0.3200 1.0079
SFAC O 3,0485 13.2771 2.2868 5.7011 1.5463 0.3239 0.8670 =
32.9%089 0.2508 0.0106 0.0060 3.25 0.7700 15.99%4
SFAC BR 17.1789 2.1723 5.2358 16.5796 5.6377 0.260% 3.9851 =
41.4328 2.9557 -0.2901 2.459%5 1040.00 1.1000 79.9040
SFAC N 12.2126 0.0057 3.1322 9.8933 2.0125 28,9975 1.1663 =
0.5826 -11.5290 0.00861 0.0033 1.96 0.7700 14.0067
SFAC 8 6.9053 1.4679 5.2034 22.2151 1.4379 0.2536 1.5863 =
56,1720 0.8669 0.1246 0.1234 53.20 1.1100 32.0660
UNTT 108. 100. 20. 4, 1e. 4.
580 & 0.23564 0.4313¢9 0.09%08 11.00000 0.04634 0.03288 =
0.04052 ¢.00002 0.01880 -0.00340
081 3 0.16028 0.39374 0.15143 11.00600 0.06864 0.04111 =
0.05255 -0.00210 0.02801 6.00002
o082 3 0.145098 0.47435 6.11207 11.00000 0.08099 0.03603 =
0.04614 0.00545 0.03373 -0.00236
083 3 0.42589 0.43401 0.12925 11.00600 0.05754 0.08564 =
0.05198 -0.0153¢ 0.01792 -0.00644
C84 1 0.20581 0.41866 -0.04324 11,00000 0.05949 0.04444 =
0.02903 0.00359 0.01728 0.00704
Cc85 1 0.03624 0.41100 -0.09142 11.00000 0.06649 0.10092 =
0.055886 0.01088 0.01751 0.00507
c86 1 0.00323 0.39810 -0.20187 11.00000 0.08670 0.14765 =
0.05902 -0.02096 -0.03160 -0.00004
c87 1 0.14311 0.3%209 -0.256%3 11.00000 0.079186 0.11651 =
0.06238 -0.01696 0.00195 0.02481
c8sg 1 0.30473 0.35806 -0.20987 11.00000 0.0924¢ 0.09710 =
0.04155 0.00157 0.01795 0.02685
cgs i 0.33456 0.41126 -0.10133 11.00000 0.05999 0.09817 =
0.07178 -0.01451 0.00886 0.02173
8580 6 0.68868 0.81145 0.51625 11.00000 0.04072 0.02869 =
0.05437 0.00158 0.00214 0.00223
091 3 0.79129 0.77464 0.57315 11.00000 0.08025 0.03751 =
0.04867 -0.00213 -0.00854 0.01626
082 3 0.52601 0.81933 0.56122 11.00000 0.04778 0.05360 =
0.06934 -0.00642 0.01702 0.00039
083 3 0.78935 0.85213 0.50763 11.00000 0.07515 0.04369 =
0.05025 -0.01354 0.01764 -0.01547
co4 1 0.62446 0.78970 0.38130 11.00000 0.04232 0.04028 =
0.050453 0.00898 0.00929 0.00525
C95 1 0.74659 0.76959 0.323%6 11.00000 0.06194 0.06998 =
0.03238 0.00341 -0.00103 0.00990
cs6 1 0.699811 0.75023 0.22476 11.00000 0.12417 0.10337 =
0.03441 0.01537 0.02421 0.03314
ca7 1 0.51941 0.75285 6.17732 11.00000 0.11897 0.11939 =
0.042308 -0.01324 -0.00963 -0.00586
coe8 i 0.40301 0.77268 0.23165 11.00000 0.06106 0.10242 =
0.05463 0.06570 -0.01263 -0.00283
co9 1 0.45446 0.79193 0.33547 11.00000 0.05307 0.07088 =
0.04582 0.00728 -0.00426 -~0.01944
BR1 4 0.06011 0.52462 0.55140 11.00000 0.04153 0.05204 =
0.07369 -0.00524 0.02434 0.00670
c2 1 0.25757 0.50395 0.490605 11.00000 0.02832 0.04536 =
0.03350 -0.00752 0.01511 0.00763
Q3 1 0.28921 0.45781 0.47911 11.00000 0.03135 0.03107 =
0.045789 0.00145 0.00221 -0.00479
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-0.00693
0.70009
-0.00088
0.81334
-0.00428
0.93968
0.00202
0.20585
-0.01051
0.78597
0.0103¢
0.74788
0.00836
0.68780
-0.00046
0.71419
0.00018
0.76261
0.01501
0.65910
0.00253
0.66642
-0.01417
1.06737
¢.00566
0.84276
0.00358
0.81253
-0.60581
0.65043
-0.00084
0.5194¢
0.00062
0.54512
-0.00025
0.71139
-0.00668
0.40956
¢.00070

6/61

Fig. 5B
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58 1 0.38048
0.04851 0.00002
N60 5 0.4287%
0.03178 0.00872
cel 1 0.38962
0.05765 0.0141s
<62 1 0.30187
0.11303 0.03456
ce3 1 0.25733
0.09803 0.00115
C64 1 0.29561
0.05459 -0.00010
NE5 5 0.31344
0.04852 -0.00150
C66 1 0.33129
0.05519 0.00406
ce7 1 0.26347
0.04166 0.01528
NeB 5 0.35122
0G.05055 0.00548%
ce3 1 (0.24763
0.04570 G.00005
Cc70 1 0.09873
0.06107 0.00794
N71 5 0.10819
0.05306 0.00974
c72 1 0.30218
0.08052 -0.01505
c73 1 0.22541
0.03295 0.00047
C74 1 0.30154
0.05504 -0.00576
C75 1 0.18003
0.04241 0.00546
c76 3 0.06782
0.05718 -0.00702
o717 3 0.22119
0.04376 -0.00714
c78 1 0.10717
0.07465 -0.02449
H611 2 10.42342
HE621 2 10.27371
HE631 2 10.20282
H641 2 10.26600
HE661 2 10.45616
B701 2 10.00528
H721 2 10.20380
H722 2 10.39143
H723 2 10.34863
E731 2 10.22647
H732 2 10.10462
HT741 2 10.41143
H742 2 10.32279
H571 2 10.73613
H531 2 10.89874
H541 2 10.83029
Hl61 2 10.54702
H201 2 11.03302
H221 2 10.50306
H222 2 10.77354
H223 2 10.70245
H231 2 1¢.71028
H232 2 10.87494
H241 2 10.56546
H242 2 10.75795
H111 2 10.74728
H121 2 10.819987

0.64253
0.00425
0.64650
¢.00154
0.61026
0.00707
0.57202
0.03582
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0.00427
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Fig. 5C

0.86694 11.00000
0.00528
0.97247
0.00467
1.03529
0.00171
06.98967
0.006596
0.88018
~0.01007
¢.B15%0
-0.02308
Q.70771
0.00597
0.64125
0.00330
0.70231
0.00029
0.79764 11.00000
0.00218

11.00000

11.00000

11.060000

11.00000

11.00000

11.000060

11.00000

11.00000

0.84108

~0,00546

0.77077

0.00936

0.68720

0.00803

0.94469

~0.00661

0.52848

-0.00165

0.46508

0.02016

0.36587

0.00171

¢.31818

0.02108

0.33145%

0.00488

0.23887

~-0.00580

11.10933
11.03412
10.84949
10.74163
10.63683
10.7774%9
10.56784
106.93477
11.00178
10.49048
10.53573
i0.44327
10.51273
10.88928
10.96543
10.87730
10.19809
10.33038
10.51025
10.54853
10.47387
10.08666
10.12431
10.061723
10.02815
10.71244
10.66349

11.00000

11.00000

11.00000

11.00000

11.00000

1l1.00000

11.00000

Jl.00000

11.00000

11,00000

11.006000
11.00000
il.00000
11.00000
11.00000
11.00000
11.00000
11.000060
11.00000
11.040000
11.00000
11.00000
11.00000
11.00000
11.00000
11.00000
11.00000
11.00000
11.00000
11.00000
11.00000
11.00000
11.00000
11.00000
11.00000
11.00000
1l.00000

0.03165

0.03542

0.04457

0.06548

0.07395

0.08355

0.03846

0.03574

0.03803

0.03387

0.05345

¢.04465

0.03892

0.08091

0.04039

0.0589¢

0.05296

0.05552

0.08466

0.06302

0.06582
0.069086
0.08585
0.07058
0.048658
0.05724
Q.10482
0.10500
0.10479
0.05050
0.05107
0.06589
0.06616
0.04883
0.05990
0.05285
0.04687
0.03977
0.06107
0.06102
0.06087
0.05487
0.05471
0.06095
0.06099
0.06882
0.08182

PCT/EP2013/060543

0.03488

3

0.05654

0.06338

0.04957 =

0.04664

0.04152 =

0.03072 =

0.02676

0.03316 =

0.03259

1]

0.03305 =

0.0379%

0.03266 =

0.04934 =

0.05583 =

0.05343 =

0.05447 =

0.07543 =

0.04267 =

0.09312 =



WO 2013/174883
HI131 2 10.79812
H141 2 10.72939
H71 2 10.35042
H31 2 10.21444
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Fig. 5D
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Fig. 6A

TITL 114203% Compound CNS7056 form 2

CELL 0.71073 8.521 11.154 25.834 90.000 90.000 $0.008
ZERR 4 0.0001 0.0002 0.0004 0.0000 0.0000 0.8080

LaTT -1

SYMM X+0.500,-Y+0.500,-Z

SYMM  -X,¥+0.500,-%+0.500

SYMM  ~X+0.500,~Y,7+0.500

8FAC C 2.3100 20.8439 L0200 10.2075 1.5886 0.5687
- 5L.651z2 0.2156 .9032 G.0016 1.15 Q.7700

SFAC H 0.4930 10.3109 L3229 26.1257 0.1402 3.1424
57.7988 0.0030 L0000 0.00600 0.06 0.3200

.2358 16.5796 5.6377 0.2609
L2901 2.459%5 10060.00 l.1ic00

SFAC BR 17,1789 2.1723
43.4328 2.9557

i
CDU'FOMCDL»JCJU?OOCDI—“

SFAC N 12.2126 0.0057 L1322 9.8933 2.0125 28,9975

0.5826 ~-11.5290 . G061 0.0033 1.96 0.7700

SFAC O 3.0485 13.2771 .2868 5.7011 1.5463 0.3239

32.%08% 0.2508 .0106 0.0060 3.258 0.7700

SFAC S 6.9053 1.4679 L2034 22,2151 1.4379 0.2536

56.172¢ (.8662 L1246 0.1224 53.20 1.1100

UNIT 108. 100. 4. 16, Z0. 4,

BR1 3 -0.0481% -0.10880 -0.27710C 11.00000 0.07032
0.03090 0.00144 -0.01238 -0.02224

C2 1 ~0.15018 -0.21830 -0.22054 11.00000 0.02777
0.02345 -0.00609 -0.00209 ~-0.00471

C3 1 -0.17401 -0.18875 -0.37205 11.00000 0.02963
0.02762 0.00623 0.00188 -0.00107

C4 1 -0.24491 -0.26965 -0.40362 11.00000 0.02825
0.01718 0.00327 0.C01l06 ~-0.00145

Cs 1 ~0.28275 -0.37%43 -0.38401 11.00000 0.02223
0.03875 -0.00067 0.00141 0.00066

Ce 1 -0.27139 -(.408%% -0.33163 11.00000 0.02028
0.01926 0.0¢182 0.00105 -0.00153

o 1 -0.20042 -0.32532 -0.29979 11.00000 0.02809
0.01685 ¢.00206 0.00190 ~0.00055

c8 1 -0.32197 -5.52600 -90.30927 11.00000 0.01670
0.01845 0.006135 -0.00476 -0.00144

<o 1 -0.39853 -0,52383 -0.25770 11.00000 ¢.01523
0.01584 0.00259 -0.003284 -0.00281

N10O 4 -0.46099 -0.41943 -0.24363 11.00000 0.02251
0.02353 -0.00189 0.00408 0.06155

C1l 1 -0.52777 -0.41652 -0.19697 11.00000C 0.02817
0.02357 -0.00451 0.00365 0.00346

ciz i -9.53610 -0.51390 -0.16425 11.00000 0.02740
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Fig. 7B
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Fig. 8B
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C2 C3 H31 120.033° C4 C3 H31 120.959°
C3 C4 C5 120.3(3)° C3 C4 H41 119.485°
Ch C4 H41 120.261° C4 C5 C8 121.0(3)°
C4 Cb N18 118.9(3)° Cc6 C5 N18 120.1(3)°
C5 CB Cc7 118.2(3)° C5 CB C8 122.3(3)°
c7 C6 C8 119.5(3)° c2  {c7 Cs 119.7(3)°
Cc2 c7 H71 120.432° C6 c7 H71 110.874°
Cé c8 ceo 117.7(3)° c8 C8 N15 124.4(3)°
Co C8 N15 117.9(3)° C8 C9 N10 118.6(3)°
Cs C9 C14 120.0(3)° N1C ce C14 123.4(3)°
co N10 Cni 118.7(3)° N10 C11 c12 123.7(3)°
N10 Ct1 H111 117.041° c12 C11 H111 119.278°
C11 C12 C13 118.8(3)° C11 C12 H121 120.443°
C13 C12 H121 120.783° c12 C13 C14 119.3(3)°
c12 C13 H131 120.694° C14 C13 H131 119.952°
C9 C14 C13 118.1(3)° Co C14 H141 120.942°
C13 C14 H141 120.983° cs8 N15 C16 117.6(3)°
N15 Ci6 c17 105.7(3)° N15 Ci16 C23 110.8(3)°
c17 c18 C23 1156.7(3)° N15 ci18 H161 107.681°
c17 C16 H161 107.726° c23 C18 H161 108.910°
C16 C17 N18 120.7(3)° C18 C17 N21 131.2(3)°
N18 C17 N21 108.0(3)° C5 N18 c17 122 .3(3)°
C5 N18 C19 128.6(3)° C17 N18 C19 109.0(3)°
N18 C19 C20 105.7(3)° N18 c19 Cc22 124.9(3)°
C20 C19 caz 129.3(3)° C19 C20 N21 108.8(3)°
C18 C20 H201 127.007° N21 C20 H201 124.433°
c17 N21 C20 108.7(3)° C17 N21 H211 125.928°
c20 N21 H211 126.351° C19 c22 H221 110.225°
c19 c22 H222 | 109.368° H221 C22 H222 108.664°
C19 c22 H223 | 111.184° H221 c22 H223 109.452°
H222 Cc22 H223 | 107.885° C16 C23 C24 107.9(3)°
C16 C23 H231 107.712° C24 C23 H231 110.073°
c18 C23 H232 | 111.123° C24 Cc23 H232 109.430°
H231 C23 H232 ! 110.583° C23 C24 C25 118.8(3)°
Cc23 C24 H241 107.661° C25 C24 H241 104.516°
C23 C24 H242 | 109.365° c25 C24 H242 106.503°
H241 C24 H242 | 109.671° C24 C25 026 123.3(3)°
Cz24 C25 Qz7 114.4(3)° 026 C25 027 122 4(3)°
C25 Q27 Cc28 115.2(3)° 027 c28 H281 108.952°
oz7 C28 H282 | 110.269° H281 c28 H282 109.738°
027 C28 H283 | 108.681° H281 Cc28 H283 110.225°
H282 C28 H283 | 108.563° 081 580 082 111.9(2)°
081 $80 083 116.1(2)° 082 S80 083 111.2(3)°
08t S80 C84 106.30(18)° 082 $80 C84 104.5(2)°
083 580  C84 107.0(2)° S80 C84 85 117.6(4)°
580 Cg4 C89 122.1(4)° C85 C84 C89 120.2(5)°
Ccs4 C85 Cc86 121.6(6)° Cc84 C85 H851 119.148°
86 C85 H851 119.276° C85 C86 cs87 117.5(8)°
C85 C86 | Hs6t 121.859° ' c87 C86 HE61 120.608°
86 cs7 88 124 9(7)° Cg6 cs7 H871 117.763°
Ca8 cs7 . H871 117.378° c87 cgs Cc89 116.0(7)°
c8vy C8s Ha881 122.592° Cc89 C88 H881 121.435°
Cs4 | c89 c8s 119.8(8)° C84 Cc89 H891 120.080°
C88 Cc8g HB891 120.078°
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Figure 49
Test Time 0 1 month 40 C+2 Cl 1 month 55°C

75%15% RH

Appearance of the

Off white cohesive
cake, bright surface,

Off white cohesive cake,
bright surface, some

Yellowish shrunk

lyophilisate some vials show : cake
vials show cracks
cracks
Reconstitution time 40 s 25 s 31s

(V=4 mL)

Appearance of
reconstitutedsolution

Clear, pale yellow
solution free of visible

Clear, pale yellow
solution free of visible

Clear, pale yellow
solution free of visible

particles particles particles
Osmolality 292 mOsm/Kg - -
Moisturecontent 0.33% 0.69% 1.05%
(0.34%; 0.33%) (0.73%; 0.65%) {1.10%,; 1.01%)
20.6 mglvial 20.3 mg/vial 20.2 mglvial
HPLC content/assay 103% 102% 101%

Total RS = 0.56%
CNS7054X =0.07%
RRT 0.66 = 0.04%

Total RS = 0.66%
CNS7054X =0,20%
RRT 0.66 = 0,03%

Total RS = 1.33%
RRT 0,36 = 0.03%
CNS7054X = 0.90%

= g,
HPLESUm RS & | RRT 0.60 = 0.06% RRT 0.68 = 0.04% RRToCT- g'ggo/’"
RRT 0.92 = 0.13% RRT 0.92=0,11% RRT 0.92 = 0.10%
RRT 1. 32=0. 23% RRT 1.32 = 0,25% RRT 1.32= 0 2 4%:’
0 = o AET M
- |_4M1 10R10 e i o e e
-] [+]
Test Time 0 1 m;)g;? i‘& (;'-'_21 C/ 1 month 55°C
Appearance of the Off~w_hite cohesive fo—white cohesive cake, Yellowish shrunk
lvophilisate cake, irregular edge | irregular edge all around cake
yop all around the cake the cake
Reconstitution time 50 s 81 s 65 s

(V=8 mL)

Appearance of
reconstitutedsolution

Clear, pale yellow
solution free of visible

Clear, pale yellow
solution free of visible

Clear, pale yellow
solution free of visible

particles particles particles
Osmolality 596 mOsm/Kg - -
: 0.53% 0.95% 0.98%
Moisturecontent (0.54%: 0.52%) (0.79%; 1.12%) (0.95%: 1.01%)
41.0 mg/vial 40.1 mg/vial 39.7 mglvial
HPLC content/assay 103% 100% 09%

HPLC sum of RS &
RS details

Total RS = 0.56%
CNS7054X = 0.06%
RRT 0.66 = 0.04%
RRT 0.69 = 0.06%
RRT 0.92=0.12%
RRT 1.32 = 0.24%
RRT 1.92=0.03%

Total RS = 0.61%
CNS7054X =0,16%
RRT 0.66 =0,03%
RRT 0.68 =0,06%
RRT 0.92=0,11%
RRT 1.32 = 0,25%

RRT 1.92 <LOQ

Total RS = 1.34%
RRT 0.34 = 0.03%
RRT 0.36 = 0.03%
CNS7054X = 0.88%
RRT 0.67 = 0.03%
RRT 0.71 = 0.06%
RRT0.92 =0.10%
RRT 1.32 = 0.24%
RRT 1.97<LOQ (*)
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Figure 50
(-] + [+
Test Time 0 1 month 40°C12°C / 1 month 55°C

75%25% RH

Appearance of the
lyophilisate

Off white cohesive
cake, surface less
brighter than the
other formulations,
some vials show
irregular edge all
around the cake

Off-white cohesive cake
further shrunk, irregular
edge all around the cake,
surface less brighter than

the other formulations

Yellowish shrunk cake

Reconstitution time
{V=4 mL)

50 s

43 s

45s

Appearance of
reconstifutedsolution

Clear, pale yellow
solution free of visible

Clear, pale yellow solution

free of visible particles

Clear, pale yeltow
solution free of visible

pariicles particles
Osmolality 329 mOsm/Kg - -
. 0.34% 0.78% 0.83%
WMoisturecontent (0.31%; 0.36%) (0.82%; 0.73%) (0.73%; 0.92%)
20.5 mglvial 20.2 mgfvial 19.9 mglvial
HPLC content/assay 103% 101% 100%

HPLC sumof RS &
RS details

Total RS = 0.58%
CNS7054X = 0.08%
RRT 0.66 = 0.05%
RRT 0.69 = 0.06%
RRT 0.92 = 0.13%
RRT 1.32 = 0.24%
RRT 1.92=0.03%

Total RS = 0.88%

CNS7054X =0,22%
RRT 0,61 =0.03%
RRT 0.66 = 0,03%
RRT 0.68 = 0,05%
RRT092=0,11%
RRT 1.32 = 0,23%
RRT 1.92 = 0,03%

Total RS =1.76%

RRT 0,34 = 0.05%
RRT 0,36 =0.05%
CNST7054X = 1.21%
RRT 0.64 <LOQ
RRT 0.67 = 0.03%
RRT 0.71 = 0.06%
RRT 0.92 = 0.10%
RRT 1.32 = 0.24%
RRT 1.46 = 0.03%
RRT 1.97<LOQ (*)
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Figure 51
o, + Q.
Test Time 0 1 month 40°C£2°C / 1 month 55°C

75%%5% RH

Appearance of
the lyophilisate

Off-white cohesive
cake, bright surface,
irreguiar edge all
around the cake,
shrunk cake, surface
less brighter than

Off-white cohesive
cake further
shrunk, irregular
edge all around the
cake, surface less
brighter than the

Yellowish shrunk cake

fogfucl)at?izrns other formulations
R?\(;:; ,;'E';e 62's 81 54 5

Appearance of
recon solution

Clear, pale yeliow
solution free of
visible particles

Clear, pale yellow
solution free of
visible particles

Clear, pale yellow solution

free of visible particles

RRT 1.92 = 0.03%

RRT 1.32 = 0,25%
RRT 1.92 < LOQ

Osmolality 648 mOsm/Kg - -
: 1.03% 100% 0.95%
Moisturecontent | 1 1590 019%,) (0.92%: 1.08%) (0.96%: 0.94%)
HPLC 40.6 mg/vial 40.5 mgvial 39.8 mg/vial
content/assay 102% 101% 100%
Total RS = 0.58%% | Total RS = 0.72% Total RS = 2.23%
CNS7054X = 0.07% | CNS7054X =0,25% |  RRT 0,34 = 0.04%
RRT 0.66 = 0.04% | RRT 0,61 = 0,03% RRT 0,36 = 0.05%
HPLC sumof | RRT 0.69 =0.07% | RRT 0.66=0,03% | CNS7054X = 1.65%
RS & RRT 0.92 =0.12% | RRT 0.68 = 0,05% RRT 0.64 = 0.03%
RS details RRT 1.32=0.25% | RRT0.92=0,11% RRT 0.67 = 0.03%

RRT 0.71 = 0.07%
RRT 0.92 = 0.10%
RRT 1.32 = 0.24%
RRT 1.97<LOQ (*)

(*)Stight shift of the RRT, this RS has to be compared with RRT 1.92
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