
Methods: We conducted the multi-center retrospective study in patients with EGFR-
mutant NSCLC after acquired resistance to EGFR-TKIs appeared at any line of therapy.
The outcomes between afatinib followed by osimertinib and 1st-G EGFR TKIs followed
by osimertinib (3rd-G EGFR TKI) were evaluated.

Results: We enrolled 111 T790M mutation-positive patients treated with osimertinib.
The median age was 69 (range: 39-88) year old. Among them, 33 (29.7%) were male,
100 (90%) were with PS 0-1, and 35 (31.5%) were treated with afatinib followed by osi-
mertinib. The median treatment line with afatinib or 1st-G EGFR TKI followed by osi-
mertinib was 5 or 4. In all patients, the objective response and disease control rates were
63.1% and 77.5%, respectively. The objective response and disease control rates were
significantly higher in patients with afatinib followed by osimertinib than in those with
1st-G EGFR TKI followed by osimertinib [82.9% vs 53.9% (p¼ 0.0065) and 91.4% vs
71.1% (p¼ 0.032)], respectively. The median PFS (with<60% events) was longer and
in favor of afatinib followed by osimertinib compared with 1st-G EGFR TKI followed
by osimertinib (15.7 vs 8.9 months, p¼ 0.195). The follow-up is still ongoing.

Conclusions: Afatinib followed by osimertinib may provide better clinical benefit for
NSCLC patients harboring T790M mutation compared with 1st-G EGFR TKIs.
Afatinib followed by osimertinib is one of the first line sequential options even if osi-
mertinib can be used as a first line therapy.
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Background: EGFR tyrosine kinase inhibitors (EGFR-TKIs) are standard therapy for
EGFRm aNSCLC. Upon progression, 50-60% will develop the secondary T790M muta-
tion. Recent trials demonstrated improvement in outcomes with osimertinib over
standard platinum-based chemotherapy as 2L therapy for T790M-positive EGFRm
aNSCLC. To identify T790M, tumour biopsy or plasma testing is necessary. This study
aimed to evaluate biopsy procedures and mutational analysis at two Canadian cancer
centres.

Methods: BC Cancer-Vancouver and Cross Cancer Institute performed a retrospective
review of pts who signed consent to enroll to the AURA2, AURA3 or ASTRIS studies.
Pt characteristics, biopsy method, rebiopsy methods/complications, number of rebiop-
sies performed, and incidence of the T790M mutation were collected.

Results: 84 pts were considered for trial enrolment. 80 signed consent with M:F
32:68%; ECOG 0/1/2: 11/66/23%; smoker/ex-smoker/never smoker: 6/21/73%; exon
19/L858R/other: 60/36/4%; prior curative intent treatment in 18%. 78 pts underwent
biopsy, most commonly CT/US-guided biopsy (50%), bronchoscope/EBUS (32%),
thoracentesis/surgical biopsy (12%). 3 pts had plasma testing. Type of biopsies were
cores (47%), fine needle biopsy (18%), transbronchial biopsy (14%), other (21%). The
most common sites for biopsy were lung or nodes (64%). The median number of biop-
sies performed was 2. Only 8% of pts experienced complications after biopsy. 77% of
samples were adequate for T790M testing: 35% performed locally, 65% centrally.
Overall, 47 pts were found to have T790M; of which, 44 were enrolled in a trial. Among
40 pts who were ineligible for trials, reasons included: T790M negative (72.5%), decline
in performance status/death (15%), inadequate tissue (5%), biopsy refusal, unable to
biopsy, and symptomatic brain metastases requiring radiation (2.5% each). Additional
data on practice pattern will be presented.

Conclusions: Patients and physicians were amenable to re-biopsy at progression for
further tumor characterization and treatment selection. The incidence of complications
was low despite the majority being pulmonary biopsies. 23% of the samples were not
adequate for molecular analysis.
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Background: Osimertinib is a third-generation, CNS-active EGFR-TKI that potently
and selectively inhibits both EGFR-TKI sensitising and EGFR T790M resistance muta-
tions. We report results from the European subset of the ongoing global ASTRIS study
(NCT02474355).

Methods: Eligible pts receive osimertinib 80 mg once daily. Inclusion criteria: Stage
IIIB/IV T790M-positive NSCLC; T790M status confirmed locally by validated test, not
restricted by sample type; prior EGFR-TKI therapy received; WHO performance status
(PS) 0� 2; acceptable organ and bone marrow function and no history of interstitial
lung disease (ILD) or QTc prolongation. Asymptomatic, stable CNS metastases are per-
mitted. The primary efficacy outcome is overall survival (OS). Second interim data cut-
off (DCO) 20 Oct 2017.

Results: From Sept 18 2015, 759 pts were enrolled across 8 European countries and
received�1 dose of osimertinib: median follow-up 10.9 months (mo) (range<1� 24),
median age 66 yrs (32–92), 24%�75 yrs, 69% female, 97% White, 14% WHO PS 2, 44%
prior chemotherapy. T790M-positive status was identified from tissue in 290 pts (38%),
plasma ctDNA in 415 pts (55%) and from other sources in 53 pts (7%). At DCO, 545 pts
(72%) had discontinued treatment (214 [28%] ongoing); 442 pts (58%) had withdrawn
from the study, including 268 deaths (35%); median duration of exposure 9.7 mo (<1–
25). In pts evaluable for response, investigator-assessed clinical response rate was 55.3%
(381/689; 95% CI 51.5, 59.1). Estimated median progression-free survival (PFS) was
9.7 mo (95% CI 8.5, 10.8), with 470 (62%) progressions/deaths. OS data are not mature
(OS at 12 mo was 67.4%; 95% CI 63.7, 70.8). Adverse events (AEs) leading to dose modi-
fication and treatment discontinuation were reported in 149 pts (20%) and 53 pts (7%),
respectively. Serious AEs were reported in 147 pts (19%). ILD / pneumonitis-like events
were reported in 22 pts (3%), and QTc prolongation in 7 pts (1%).

Conclusions: In this European dataset from ASTRIS, clinical activity (response and
PFS) with osimertinib in patients with T790M-positive NSCLC is similar to that
observed in the global ASTRIS population and the wider osimertinib clinical trial pro-
gramme with no new safety signals.

Clinical trial identification: NCT02474355.
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