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Figure 1
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In Vitro — In Vivo Correleation (IVIVC): mechanistic PK model
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Calculated (symbols) versus observed (lines) plasma concentration

PK parameters:

AUC,z, [h*ng/mL] (observed) | Cnax[ng/mL] (observed)
Form A 100 mg 1440 (1438) 145.2 (159.3)
Form B 100 mg 1046 (1317) 109.3 (99.5)
Capsule 50 mg 865 (745) 1159 (119.7)
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Figure 2
solubility of AFQO056 at 37C in different aqueous
q
media
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0.5% LDAO (Lauryldimethylamine N-oxide) is the medium for testing the
dissolution rate

Raising ethanol levels in the pure aqueous solution leads to a steadily increasing
solubility of AFQ056

Aqueous 0.5% LDAO solution:

*  Up to 20% of ethanol the solubility of AFQ056 remains comparable.
* in the presence of 40% ethanol the solubility with/without LDAO is
dominated by the presence of the ethanol
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Figure 3
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When tested with a biorelevant dissolution rate method all modified release

dosage strengths show consistently a lower dissolution rate in the presence of

20% ethanol. Based on the solubilities one would have expected rather the same
dissolution rate.
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Figure 4
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When tested with a biorelevant dissolution rate method immediate release (IR)
dosage strengths show consistently a trend to faster dissolution rate in the
presence of 20% and 40% ethanol which is expected. However, the modified
release (MR) forms independent of their strengths are dissolving similarly or at a
slower rate in the presence of ethanol. Even in the presence of 40% ethanol
despite the high solubility an increase of the dissolution rate is not noted.
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Figure 5

Dissolution profile: Immediate release Form (IR) Capsule 50 mg

50 mg Capsule in media + 40% EtOH
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Figure 6

Dissolution profile: Immediate release Form (IR) Capsule 400 mg

400 mg DS in Capsule in media + 40% EtOH
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Figure 7
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Dissolution Profile: Modified Release (MR) tablet cores of 200 mg
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Method: - paddle, 0.5% LDAO in water, 900 ml, 100 rpm (X377, X328, X329)
- paddle, 0.5% LDAO in water, 900 ml, 75 rpm (X145)
- paddle, 0.5% SDS in water, 1000 ml, 50 rpm (X077)
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Figure 10

PK Resulis

Mean {SD} plasma concentration-time profile of MR form B fasted versus fed
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Figure 11
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FParticle size distribution
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