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Fig. 10. Plasma concentration—time curves of CZP polymorphs and dihy- drop (~5X) in bioavailabil |ty of
drate after oral administration to dogs (n =4; mean +S.E.). Dose: 200 mg i
/body, #: Solution, W : Form I, ® : Form II, 4 : Dihydrate, Vemurafenlb
Table 3
Pharmacokinetic parameters of CZP polymorphs and dihydrate after oral administration in dogs (n =4; mean +S.E.) *

Cirax (ug/ml) () AUC (ug.h/ml)  Relative BA (%)

Dose: 200mng/body

Solution 5.59+0.45° 0.6+0.1 13.25+1.20° 100.0°
Form | 4.29+0.41 11+0.4° 9.10+1.00° 68.7°
Form Il 2.36%0.65° 1.3+0.4 6.33+2.3%¢ 478
Dihydrate 1.90+0.38° 0.8+0.1° 4.39+1.30° 33.1°

* Different superscripts indicate significant differences among the means (P <0.05) and same superscripts indicate no
significant difference.
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Polymer + Drug seeds
dissolved in organic solvent

2. Coprecipitation of drug & polymer in
acidic water

. Filtration of MBP

. Rinsing, washing and isolation of MBP
. Drying

. Milling as needed

1 Controlled precipitation in

Cold acidified water
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Washing — Drymg
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* Development of novel microprecipitated bulk powder (MBP) technology for
manufacturing stable amorphous formulations of poorly soluble drugs; Shah N, et.
al. Int J Pharm 438 (2012) 53-60
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125 mg/kg Dog PK / TK Study Result

Physical Forms Formulation AUC (n = 4) Study
Amorphous CD Formulation 745,000 ng * h/mi PK
Amorphous Klucel Suspension 555,000 ng *h/ml PK
Amorphous w/seeds? CD Formulation 380,000 ng *h/ml PK

DRF Batch - precipitates CD Formulation 4500 ng *h/ml DRF / TK

Dissolution Profile of Drug
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