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Background: Osimertinib, a third-generation, CNS-active EGFR-TKI, potently and
selectively inhibits both EGFR-TKI sensitizing and EGFR T790M resistance mutations.
We report results from a second planned interim analysis of the ongoing ASTRIS study
(NCT02474355), including analysis of outcomes by specimen source (tissue, plasma or
others) used for determining T790M status.

Methods: Pts with T790M-positive advanced NSCLC, assessed by any approved molecu-
lar testing method from any specimen, treated with prior EGFR-TKI therapy, with WHO
performance status (PS) 0-2 were included. Asymptomatic, stable CNS metastases were
permitted. Eligible pts received osimertinib 80 mg once daily. Efficacy outcomes include
investigator assessed response, progression-free survival and overall survival.

Results: From 18 Sep 2015 to 20 Oct 2017 data cut-off (DCO), 3014 pts across 16 coun-
tries had received >1 dose of osimertinib, 2870 had >1 investigator-assessed response
documented at DCO: median follow-up 7.9 months (range <1-24), median age 62
years (27-92), 13% age >75, 64% female, 69% Asian. Samples were assessed for T790M
status in tissue (n = 1611, 53%), plasma (n = 1242, 41%) and other specimens (fine
needle aspirate, fluid cytology, bone marrow; n = 160, 5%). T790M was tested by
cobas® EGFR Mutation Test v2 (n = 1593, 53%), PNA-clamp (n =371, 12%), Qiagen
therascreen (n =322, 11%) ddPCR (n = 134, 4%). Overall clinical response was
reported in 1611/2870 pts (56.1%; 95% CI 54.3, 58.0); 978/1565 pts by tissue (62.5%;
95% CI 60.0, 64.9), 539/1147 pts by plasma (47.0%; 95% CI 44.1, 49.9) and 94/158 pts
by other specimens (59.5%; 95% CI 51.4, 67.2). Clinical results in the table.

Table: 4660 Efficacy outcomes in FAS and by tissue and plasma
T790M test

Overall Tissue Plasma
(FAS;n=3014) (h=1611) (n=1242)
Median PFS, months' 11.0 12. 9.0
(95% Cl) (106, 11.1) (11.0,12.5) (84, 10.3)
Median TTD, months' 126 15.1 104
(95% Cl) (12.2,13.7) (13.8,15.7) (9.7,11.5)
Deaths, n (%) Estimated 593 (19.7) 75.8 252 (156) 809 304 (24.5) 67.1
1-year OS rate”, % (73.7,77.8) (78.2,83.3) (63.2,70.7)

(95% Cl)
FAS, full analysis set; NC, not calculable; OS, overall survival; PFS, progres-
sion-free survival; TTD, time to treatment discontinuation. '95% Cl for OS/
PFS/TTD calculated using the log-log transformation. "-yr OS rate calcu-
lated using the KM estimate.
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Conclusions: ASTRIS, the largest real-world study of osimertinib in T790M-positive
NSCLC, showed clinical activity consistent with the osimertinib clinical trial program.
Clinical outcomes were better in pts T790M positive by tissue compared with pts
T790M positive by plasma.

Editorial acknowledgement: Melanie Francis.
Clinical trial identification: NCT02474355.

Legal entity responsible for the study: AstraZeneca.
Funding: AstraZeneca.

Disclosure: H.C. Freitas: Advisory board member: Pfizer, MSD; Steering committee:
Astrazeneca; Travel grants: MSD, Pfizer, Roche, Astrazeneca, BMS; Speaker’s bureau:
MSD. K. Park: Advisor, consultant: AstraZeneca. M. Tiseo: Advisory boards, speakers’
fee: AstraZeneca J. Laskin: My institution receives funding for studies that I am PI for:
Roche, BI, Pfizer, AstraZeneca; Honoraria for academic talks: Roche, AstraZeneca,
Pfizer. B. Solomon: Advisory boards, honoraria: AstraZeneca, Roche, Pfizer, Novartis,
Merck, Bristol-Myers Squibb. M. Miranda: Permanent employee, shareholder:
AstraZeneca. J. Rigas: Employee: Kelly Services as a full-time consultant: AstraZeneca.
P.K. Cheema: Advisory board, honoraria: AstraZeneca, Roche, Merck, Bristol-Myers
Squibb, Novartis, Takeda, Pfizer. All other authors have declared no conflicts of
interest.

© European Society for Medical Oncology 2018. Published by Oxford University Press on behalf of the European Society for Medical Oncology.

All rights reserved. For permissions, please email: journals.permissions@oup.com.


http://www.oxfordjournals.org/

	mdy446-TF1



