OLAPARIB PHARMACOKINETICS AND TARGET ENGAGEMENT

. 250 10 mm Vehicle
S . g Olaparib 100mg/kg
s 150 1 g
o 140 S
< R 'Cos 2
n 120 Ola g 0.1 o
® )
o 100 -lL S
o . 001 =
< 807. °
a . >
- 607 0.001 T
8 0T 3
N 30—
i ] 3
= 20 o
= - =
CZD 10—_ 5

0 T T | |

Veh 1h 6h 24h

Supplementary Figure S8

Olaparib pharmacokinetics and target engagement at steady state 1, 6 and 24 h after the last
of five consecutive treatments (100 mg/kg, orally QD) given to HOC107 tumor bearing mice.
Unbound plasma concentration (right axis) and total PARylation in the tumor lysates (left axis).
PARylation (a PD biomarker of target engagement) was more than 90% inhibited 1-6 h after
dosing, but levels recovered to 30% by 24 h. Likewise after 6 h, the free plasma concentrations of

olaparib dropped below the in vitro DLD-1 BRCA2-/- cells clonogenic assay 1C95.



