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Complexing
Agent
Gelucire 44/14 - - - - . - - _ _ B
Gelucire 50/13 - - - - . - - _ _ i
Klucell EF + - - - - ; - + _ +
Tutrol F127 - - + - - - - + + _
Luviskol VA64 + - - - ; + _ _ B T
PEOX50 - - - - . . - - + _
PEOX500 + - . - + _ _ i _ T
Plasdone K-12 + - - - - - _ + _ T
Plur PE10500 + - + - + - _ n + _
Plur PE6800 + - - - - - - - - R
Pluronic F108 - - - - + - . - - _
PMAMVE. - - - P - - R
PVP 40 - - - - - - - - - -
PVP K90 + - + - . - - _ _ +
PVP10 + - - - . - - _ _ _
Soluplus + - - - _ + _ + T T
Tetronic 1107 + - + - - . + - - _
TPGS + - + - - - - ; + _

+ Redispersable complex Abiraterone acetate formulation in water

- non-redispersable complex Abiraterone acetate formulation in water

Figure 1
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Figure 2
Soluplus ratio to Abiraterone acetate

SDC ratio to

Abiraterone acetate

2X 3X 4X

Redispersibility and stability

0.2X not dispersable dispersable, unstable  dispersable, unstable
0.6X not dispersable dispersable, stable dispersable, stable
1X dispersable, unstable dispersable, stable dispersable, stable
PAMPA permeability (10° cm/s)
0.2X 0.504 0.584 0.784
0.6X 0.665 0.699 0.677
1X 0.629 0.604 -

Figure 3
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Solvent Concentration of Components
S
Solution 1/a Tetrahydrofuran biraterone acetate Soluplus®
10 mg/mL 40 mg/mlL
e
Solution 1/b Tetrahydrofuran biraterone acetate Soluplus®
20 mg/mL 80 mg/ml.
Abirat tat luplus®
Solution 1/c Tetrahydrofuran fraterone acetate Soluplus
40 mg/mL 160 mg/ml.
. Sodium d holat
Solution 2/a purified water odium deoxycholate )
1.500 mg/mL
. Sodium d holat.
Solution 2/b purified water odium deoxycholate )
1.340 mg/mL
. Sodium d holat
Solution 2/c purified water odium deoxycholate )
1.260 mg/mL

Figure 5

Appearance of

Solution 1 Solution 2 Solvent 1: Solvent 2 ratio redispersed
formulation

Solution 1/a Solution 2/a 1:4 milky solution
Solution 1/b Solution 2/b 1:9 milky solution

Solution 1/c¢

Solution 2/¢ 1:19

milky solution

Figure 6
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Figure 10
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Figure 19
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Figure 21
pH
Right after the production
Reconstitution with 50 mL purified water 7.35
After 2 months storage
Reconstitution with 50 mL purified water 7.40

Figure 22
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Bottle ID Water content (%) Average SD
Uo1e61 1.85
Uo1o1 1.74 1.84 0.10
Uo1o1 1.93

Measured at RH=75%

Figure 23

Bottle ID: U0920 E:;l;/o:nL) Abiraterone acetate content (mg)
Ve Eur water= 50 mL 1.0404 52.02
Rinsing with Veh Eur water= 10 mL 0.0747 0.75
Rinsing with Viethano= 10 mL 0.0390 0.39
Total 53.16
Figure 24

Composition of complex Abiraterone acetate granulation

Granulated complex Abiraterone

Lactose-monohydrate (Flowlac 100)

Microcrystalline-cellulose (Vivapur 101)

Croscarmellose sodium
Sodium-deoxycholate

active ingredient 31.32 w/w%
filler 31.32w/w %
filler 15.66 w/w %
disintegrant 14.99 w/w %

absorption supporting agent  6.71 w/w %

Figure 25
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Figure 27
Feeding
Test article e (h) C, (mmol/ml)  AUC,, (h*nmol/ml)
condition
Complex
Fasted 050+ 0 1064 = 219 1575 = 339
Abiraterone
Complex High fat
0.38 + 0.13 1086 = 433 1345 + 435
Abiraterone meal
Zytiga Fasted 1.06 = 0.54 76 £ 38 138 £ 75
High fat
Zytiga 0.81+ 13 443 + 215 773 £ 300
meal

Figure 28



WO 2016/128891 PCT/IB2016/050672
21/21
LOOO
--»--200 mg fed
£ —— 200 mg fasted
o8 :
2 100
o
2
-
{0
b
S 10
@
(=
c
O
(%
ge]
& 1
L
o
Q.
0,1
0 4 8 12 16 20 24
time (h)
Figure 29
ZYTIGA COMPLEX COMPLEX
FASTED* ABIRATERONE, ABIRATERONE,
FASTED FED
Dose (mg) 1000 200 200
AUC,, (ng*h/ml) 503 (100) 399 (80) 295 (59)
(% of 1000 mg Zytiga)
C  (ng/ml) 93.5 206 72
Variability (AUC,,, CV%) 0.5 0.3 0.2
Variability (max/min AUC, ) 9 23 2.2
Food effect (fed/fasted AUC,) 5 0.74
t 0 16 15 13

Figure 30



