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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 
• Itraconazole Supra-bioavailable 130mg BD 

BID × 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. AUC0-24
2. C-trough
3. Plasma Conc. Derived using LC-MS
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Study Participants
• Inclusion Criteria
• Adult patients with EGFR-mutant 

NSCLC 
• Adequate organ function 
• ECOG PS <2
• Measurable/assessable disease 
• Written informed consent 

• Exclusion Criteria
• Itraconazole/osimertinib 

contraindication or 
hypersensitivity 
• Significant hepatic/cardiac 

dysfunction 
• Clinically relevant CYP3A4 drug 

interactions 
• Pregnancy/lactation 
• Inability to comply with study 

procedures
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Characteristic 80 mg EOD (n=3) 80 mg Q3D (n=3) 40 mg EOD (n=3) 40 mg 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 
2nd line, % 66.6 66.6 33 66.6

Brain metastasis, 
% 33 33 33 0

ORR, % 66.7 100 66.7 100



Results

Parameter 80 mg EOD 80 mg Q3D 40 mg EOD 40 mg Q3D
AUC₀–₂₄ ng·h/mL 1994.6 2073.9 1151.8 675.6
Ctrough ng/mL 93.1 110.7 79.2 41.0
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Conclusion

• Itraconazole-mediated CYP3A4 inhibition enabled sustained 
osimertinib exposure despite reduced dosing frequency, with 40 
mg Q3D demonstrating suboptimal exposure.

• 40 mg EOD emerges as a promising cost-sparing regimen 
warranting validation in larger PK–PD and efficacy studies.




