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PURPOSE

The challenge of developing poorly soluble drugs continues to grow as
more and more new chemical entities (NCEs) are poorly soluble.

RESULTS

Compound A (BCS Class lla)
No DDI Expected in Clinic Studies

Compound C (BCS Class lIb)
Product Formulated to Minimize DDI from ARA

Compound B (GDC-0941%, BCS Class llb)
Strong DDI Expected in Clinic Studies
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Compound A: BCS Class lla Salt
Formulated Tablet, 200 mg of API;

Compound B: BCS Class Ilb
Formulated Tablet, 20 mg of API

Compound C: BCS Class llb
Formulated Tablet, 50 mg of API

profile (top right);

flux values (bottom

left) were

calculated by fitting concentration-time profile In the

Dog PK Study
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Figure 6. AUC in dog PK
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Table 1. C_,, and AUC

pK. 4.3 (monoprotic acid) pK. 1.53, 4.3 (di-protic base) pK. 1.1, 3.3, 5.0 (tri-protic base)
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Il dissolution bath. In situ
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dissolution and absorption

~25% reduction In flux and absorbed
amount in vitro
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amount in vitro

No difference in flux or absorbed o
amount in vitro

Receiver FO Probe
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N I IJ E * [n vitro data correlated well with PK data (animal and human) and
I correctly rank-ordered formulations designed to minimize DDI In
o | hypochlorhydric patients. o
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* Full size formulated products in USP apparatus I




