OSI-SAVE: Increasing the dosing interval of
osimertinib in patients with EGFR mutated
locally advanced or metastatic non-small cell
lung cancer (KCE-241540)

6.1 Trial Design
The study will be a randomized-controlled multicenter non-inferiority trial comparing standard treat-
ment of osimertinib 80 mg QD with or without chemotherapy to treatment with osimertinib 80 mg
QOD with or without chemotherapy. Patients are eligible for inclusion when diagnosed with a locally
advanced or metastatic NSCLC with an EGFR exon 19 deletion or exon 21 L858R mutation, are being
treated with first-line osimertinib for at least three months with or without platinum-pemetrexed
chemotherapy and have a response on radiologic assessment. Minimisation will be used to random-
ize patients according to the following factors:
- Duration of treatment with osimertinib before randomisation (< 6 months, 6-12 months, 12-24
months, 24-36 months, > 36 months)
- Previous or simultaneous treatment with chemotherapy i.e. FLAURA-2 regimen [13] (with chemo-
therapy or without chemotherapy)
- Tumor EGFR mutation status (Ex19del or L858R)
- Treating center

Patients will be randomized 1:1 to the intervention arm, where 80 mg osimertinib is administered
QOD with or without chemotherapy or the control arm, where osimertinib 80 mg QD with or without
chemotherapy is continued until disease progression; until death; until switch of systemic treatment
regimen; until the occurrence of unacceptable or clinically significant toxic effects; or the patient opts
to discontinue further treatment (Figure 2).
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Inclusion criteria

- Locally advanced or metastatic NSCLC with an EGFR exon 19 deletion or exon 21 L858R
mutation, not eligible for curative intent therapy;

- Treatment with first-line osimertinib 80 mg QD with or without chemotherapy for at least

three months according to standard of care;



Exclusion criteria

- Patients with known CNS metastases at baseline;

- Usage of strong CYP3A4 inducers as described in 9.1.2;

- Treatment related toxicity for which a dose reduction of osimertinib is indicated;

- Patients who are either pregnant, breastfeeding, or actively trying to conce



