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Background Study Design

* Osimertinib is standard therapy for .
EGFR-mutant NSCLC

* Daily 80-mg dosing provides .
sustained therapeutic exposure

* High treatment cost remains a
major barrier to access

* Osimertinib is substantially
metabolized through CYP3A4

* CYP3A4 inhibition with )
itraconazole may increase .
systemic exposure

* Hypothesis: Pharmacokinetic
boosting may permit less
frequent osimertinib dosing
while maintaining exposure

Open Label, randomized pharmacokinetic
study

Phase I- 3+3 dose-escalation framework
14 patients screened > 12 randomized
4 groups- 3 patients/group

ltraconazole Supra-bioavailable 130mg BD
BID x 7 days > CYP3A4 inhibition

Maintenance OD dose thereafter
Osimertinib initiated on Day 8

PK assessment after 7 days of osimertinib
therapy
PK Time Endpoints-

1. AUCO0-24

2. C-trough

3. Plasma Conc. Derived using LC-MS
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Study Participants

Characteristic 80mgEOD (n=3) 80mgQ3D(n=3) 40mgEOD (n=3) 40mg Q3D (n=3)
Mean age, years 47.7 55.7 62.0 61.0
Female, % 33 100 100 100
Stage IV, % 66.7 100 100 33
Osimertinib as

ond line, % 66.6 66.6 33 66.6
(I)3ra|n metastasis, 33 33 33 0
Yo

ORR, % 66.7 100 66.7 100
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Mean PK Profiles
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