




Reference of Osimertinib; 

1. Regulatory & Prescribing Information 

1. U.S. FDA. TAGRISSO® (osimertinib) tablets—Full Prescribing Information. AstraZeneca 

Pharmaceuticals; updates for metastatic EGFRm NSCLC and adjuvant settings. 

2. European Medicines Agency (EMA). Tagrisso – EPAR Product Information. 

3. NCCN Guidelines® for NSCLC (EGFRm), which incorporate osimertinib for 1L, adjuvant, 

and metastatic progression. 

 

2. Pivotal Phase III Trials (Most Important) 

FLAURA — First-line metastatic EGFR-mutated NSCLC 

4. Soria J-C, Ohe Y, Vansteenkiste J, et al. Osimertinib in Untreated EGFR-Mutated Advanced 

NSCLC (FLAURA). 

N Engl J Med. 2018;378:113–125. doi:10.1056/NEJMoa1713137. 

5. Ramalingam SS, Vansteenkiste J, Planchard D, et al. Overall Survival with Osimertinib in 

EGFR-mutated NSCLC (FLAURA OS update). 

N Engl J Med. 2020;382:41–50. 

 

 ADAURA — Adjuvant osimertinib 

6. Wu Y-L, Tsuboi M, He J, et al. Osimertinib in Resected EGFR-Mutated NSCLC (ADAURA). 

N Engl J Med. 2020;383:1711–1723. 

7. Herbst RS, Wu Y-L, John T, et al. Overall Survival with Adjuvant Osimertinib in Resected 

EGFRm NSCLC (ADAURA OS). 

Lancet. 2023. 

 

 FLAURA2 — Osimertinib + chemotherapy (1L combination) 

8. Pasi A Jänne, Johnson ML, et al. Osimertinib plus platinum–pemetrexed in EGFR-mutated 

advanced NSCLC (FLAURA2). 

N Engl J Med. 2023;389:1681–1693. 

 



 AURA Program — T790M-positive, resistance setting 

AURA3 (Phase III) 

9. Mok TS, Wu Y-L, Ahn M-J, et al. Osimertinib vs. chemotherapy in T790M-positive NSCLC 

(AURA3). 

N Engl J Med. 2017;376:629–640. 

AURA Extension & AURA2 (Phase I/II) 

10. Yang JCH, Ahn MJ, Kim DW, et al. Osimertinib in T790M-positive NSCLC (AURA extension, 

Phase I/II). 

Lancet Oncol. 2015;16:990–998. 

AURA Phase I (first-in-human) 

11. Jänne PA, Yang JC-H, Kim DW, et al. AZD9291 in EGFR-mutant advanced NSCLC (first-in-

human). 

N Engl J Med. 2015;372:1689–1699. 

 

 3. CNS Penetration & Brain Metastasis Data (Key) 

12. Reungwetwattana T, Nakagawa K, Cho BC, et al. CNS response to osimertinib in EGFR-m 

NSCLC. 

J Clin Oncol. 2018;36(26):2702–2709. 

13. "ADAURA CNS subgroup analyses" — Multiple 2021–2023 publications in JTO and Ann 

Oncol. 

14. Goldberg SB, Gettinger SN, et al. Osimertinib activity in leptomeningeal metastases. 

J Clin Oncol. 2020;38(6):538–547. 

 

 4. Resistance Mechanisms (C797S, bypass pathways) 

15. Thress KS, Paweletz CP, et al. EGFR C797S mutation as a resistance mechanism. 

Nat Med. 2015;21:560–562. 

16. Ramalingam SS, Yang JC-H, Lee CK, et al. Mechanisms of acquired resistance to 

osimertinib. 

Ann Oncol. 2018. 

17. Schoenfeld AJ, et al. Resistance to third-generation EGFR inhibitors. 

Clin Cancer Res. 2020. 



 

 5. Pharmacokinetics, Safety, and Drug Interaction Studies 

18. Planchard D, Smit EF, Groen HJ, et al. Safety and tolerability of osimertinib across trials. 

J Thorac Oncol. 2016. 

19. FDA Clinical Pharmacology Review for Osimertinib (PK, metabolism, QT, organ 

impairment). 

20. Ballard P, et al. Preclinical characterization of AZD9291 (osimertinib): selectivity, brain 

penetration, resistance profile. 

Cancer Discov. 2014;4(9):1046–1061. 

 

 6. Important Reviews & Guideline-Based Summaries 

21. Ramalingam SS, Jänne PA. Osimertinib: review of clinical development. 

Nat Rev Clin Oncol. 2018. 

22. ESMO Clinical Practice Guidelines for metastatic NSCLC (EGFRm). 

23. ASCO NSCLC Guidelines incorporating osimertinib in 1L and adjuvant settings. 

24. Peters S, Camidge DR. Targeted therapy in EGFR-mutated NSCLC: focus on osimertinib. 

Lancet. 2017. 

 

 7. Useful ClinicalTrials.gov Identifiers 

• FLAURA: NCT02296125 

• ADAURA: NCT02511106 

• FLAURA2: NCT04035486 

• AURA3: NCT02151981 

• AURA Extension / AURA2: NCT01802632 / NCT02094261 

• AZD9291 First-in-Human: NCT01802632 
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