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Background: NSCLC can acquire resistance to EGFR tyrosine kinase inhibitors (EGFR
TKIs) via MET activation; dual MET/EGFR inhibition may have potential in EGFR
TKI-resistant NSCLC. TEP is a potent, selective MET TKI. We report randomized
phase 2 data from a phase 1b/2 signal detection trial of TEPþGEF vs chemotherapy
(pemetrexedþ cisplatin/carboplatin) in patients (pts) with METþ/EGFRþT790M-
NSCLC (NCT01982955).

Methods: Asian pts with advanced METþ (IHC2þ, IHC3þ, gene amplification)
NSCLC, acquired resistance to 1st-line EGFR TKI and ECOG performance status 0–1
were eligible. Tumors had an EGFR-activating mutation (T790M-). Pts received
TEPþGEF 500/250mg once-daily. Primary endpoint: progression-free survival (PFS by
investigator). Secondary endpoints: safety, antitumor activity, pharmacokinetics.

Results: Due to low recruitment, enrolment was halted after 55 pts were randomized to
TEPþGEF (n¼ 31) or chemotherapy (n¼ 24): male n¼ 23, median age 60.4 (range
42–82) years. There was a numeric trend towards TEPþGEF on PFS in the intent-to-
treat analysis set (hazard ratio [HR]: 0.71 [0.36, 1.39]), driven by the IHC3þ (HR: 0.35
[0.17, 0.74]) and gene-amplified (HR: 0.17 [0.05, 0.57]) pts (Table) confirming these as
predictive biomarkers as indicated by phase 1b data. All pts had treatment-related (TR)
treatment-emergent adverse events (TEAEs). In the TEPþGEF vs chemotherapy arms,
respectively, 9.7 vs 4.3% had TEAEs leading to permanent discontinuation, 3.2 vs 0%
had TEAEs leading to death (none were TRTEAEs), 16.1 vs 30.4% had serious
TRTEAEs, 51.6 vs 52.2% had Grade�3 TRTEAEs, 12.9 vs 8.7% had a TRTEAE of spe-
cial interest (lipase/amylase increase�3).

Conclusions: TEPþGEF shows promising antitumor activity in pts with MET protein
overexpression (IHC3þ) and gene amplification EGFR-MT NSCLC and was generally
well-tolerated. This positive signal warrants further exploration in this pt population.

Clinical trial identification: NCT01982955.

Editorial acknowledgement: Medical writing assistance (funded by Merck KGaA,
Darmstadt, Germany) was provided by Lisa Jolly PhD of Bioscript Science
(Macclesfield, UK).

Legal entity responsible for the study: Merck KGaA.

Funding: Merck KGaA.

Disclosure: S. Lu: Research support: AstraZeneca; Speaker fees: AstraZeneca, Eli Lilly,
Roche, Pfizer; Advisor, consultant role: AstraZeneca, Hutchison MediPharma,
Simcere, BMS, Roche, Pfizer. R. Bruns, A. Johne, J. Scheele: Employee: Merck KGaA. Y-
L. Wu: Speaker fees: AstraZeneca, Eli Lilly, Pfizer, Roche, Sanofi. All other authors have
declared no conflicts of interest.

1378O ARCTIC: Durvalumab 1 tremelimumab and durvalumab
monotherapy vs SoC in� 3L advanced NSCLC treatment

D.M. Kowalski1, N. Reinmuth2, S.V. Orlov3, J.R. Fischer4, S. Sugawara5, S. Mandziuk6,
D.M. Medine7, S. Novello8, Y. Takeda9, R.A. Soo10, K. Park11, M. McCleod12, S.L. Geater13,
M. Powell14, R. May15, P. Stockman16, D. Planchard17

1Department of Lung Cancer and Thoracic Oncology, The Maria Sklodowska-Curie
Memorial Institute of Oncology, Warsaw, Poland, 2Asklepios Fachkliniken Muenchen-
Gauting, Asklepios Kliniken GmbH, Gauting, Germany, 3Oncology, Pavlov Medical
University, St. Petersburg, Russian Federation, 4Oncology, Klinik Loewenstein GmbH
Med Klinik II Onkologie, Loewenstein, Germany, 5Pulmonary Medicine, Sendai Kousei
Hospital, Sendai, Japan, 6Oncology, Centrum Medyczne Luxmed Sp, Lublin, Poland,
7Oncology, Hospital Universitari Arnau de Vilanova, Lleida, Spain, 8Oncology, University
of Turin, Orbassano, Italy, 9Department of Respiratory Medicine, National Center for
Global Health and Medicine, Tokyo, Japan, 10Haematology-Oncology, National
University Hospital, Singapore, 11Division of Heamatology/Oncology, Medicine,
Samsung Medical Center Sungkyunkwan University School of Medicine, Seoul, Republic
of Korea, 12Medical Oncology, Florida Cancer Specialists, Fort Myers, FL, USA, 13Internal
Medicine, Prince of Songkla University, Songkhla, Thailand, 14Biostatistics, AstraZeneca,
Gaithersburg, MD, USA, 15Clinical Research, AstraZeneca, Gaithersburg, MD, USA,
16Clinical Research, AstraZeneca, Macclesfield, UK, 17Medical Oncology, Institut Gustave
Roussy, Villejuif, France

Background: PD-1/PD-L1 inhibitors (PDx) improve survival in� 2L NSCLC, primar-
ily in PD-L1 high pts. Combining PDx with CTLA-4 agents may address unmet medical
needs by providing synergistic antitumor activity even in PD-L1 low/neg pts in this set-
ting. This Phase 3 trial (NCT02352948) evaluated durvalumab (D) vs SoC and D plus
anti-CTLA-4 tremelimumab (T) vs SoC in Stage IIIB/IV NSCLC.

Methods: Eligible pts had�2 prior systemic treatments (1 platinum-based CT), WHO
PS 0/1, no prior PDx and were EGFR/ALK WT. From Q2 2015, in sub study A (SSA),
PD-L1 TC�25% (Ventana SP263 assay) pts were randomized 1:1 to D 10 mg/kg IV

CI], months Objective response rate, n (%) [90% CI]

14 (45.2) [29.7, 61.3]

8 (33.3) [17.8, 52.1]

OR: 1.99 [0.56, 6.87]

13 (68.4) [47.0, 85.3]

5 (33.3) [14.2, 57.7]

4.33 [1.03, 18.33]

8 (66.7) [39.1, 87.7]

3 (42.9) [12.9, 77.5]

2.67 [0.37, 19.56]

and/or increased gene copy number (GCN �5 or
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q2w for up to 12 mo or SoC (erlotinib 150 mg QD PO, gemcitabine 1000 mg/m2 IV
[day 1, 8, and 15 of a 28-day cycle] or vinorelbine 30 mg/m2 IV [day 1, 8, 15, and 22 of a
28-day cycle]). In sub study B (SSB), PD-L1 TC<25% pts were randomized 3:2:2:1 to
DþT (D 20 mg/kg IVþ T 1 mg/kg IV q4w for up to 12 wks then D 10 mg/kg IV q2w for
34 wks); SoC (as SSA); D (as SSA); or T 10 mg/kg IV q4w for 24 wks then q12w for 24
wks. Co-primary endpoints were OS and PFS for DþT vs SoC in SSB and D vs SoC in
SSA. Secondary endpoints included 12-mo OS and PFS, ORR, safety and QoL. All 5%
alpha was given to SSB (4% OS; 1% PFS); SSA was descriptive with no statistical
testing.

Results: Due to recruitment challenges 126/250 (SSA) and 469/600 (SSB) planned pts
were randomized (DCO Feb 09 2018). Baseline characteristics were well balanced. In
SSB, median OS was 11.5 vs 8.7 mo with DþT vs SoC (HR 0.80 [95% CI 0.61, 1.05];
p¼ 0.109). 12-mo OS rates were 49.5% and 38.8%. Median PFS was 3.5 vs 3.5 mo (HR
0.77 [0.59, 1.01]; p¼ 0.056) with 12-mo PFS rates of 20.6% and 8.0%. ORR was 14.9%
DþT and 6.8% SoC. In SSA, median OS was 11.7 vs 6.8 mo with D vs SoC (HR 0.63
[0.42, 0.93]). 12-mo OS rates were 49.3% and 31.3%. Median PFS was 3.8 vs 2.2 mo
(HR 0.71 [0.49, 1.04]) with 12-mo PFS rates of 19.4% and 9.9%. ORR was 35.5% D and
12.5% SoC. Grade�3 treatment-emergent AEs were 46.8% DþT and 54.5% SoC in
SSB; 45.2% D and 66.7% SoC in SSA.

Conclusions: In the�3L setting, D monotherapy provided a clinically meaningful
improvement in OS vs SoC in PD-L1 TC�25% pts. DþT did not significantly improve
OS or PFS vs SoC in PD-L1 TC<25% pts. DþT, D and T exhibited manageable safety
profiles. Further biomarker analyses may help identify pts who may benefit most from
DþT, D or T in advanced NSCLC.
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Background: The ALEX study (NCT02075840) showed superior investigator (INV)-
assessed PFS with ALC vs crizotinib (CZ) (stratified HR 0.47, 95% CI 0.34–0.65,
p< 0.001): median PFS not estimable ALC vs 11.1 months [m] CZ. Follow-up analysis
(cut-off Dec 1 2017) indicated a median PFS of 34.8m ALC vs 10.9m CZ (stratified HR
0.43, 95% CI 0.32–0.58) [Camidge et al. ASCO 2018]. We report efficacy data from
ALEX by EML4-ALK variant group.

Methods: Patients (pts) with stage IIIB/IV ALKþNSCLC (by central IHC) and no
prior systemic therapy for aNSCLC were enrolled (asymptomatic CNS metastases
allowed) and randomized 1:1 to receive ALC 600mg BID (n¼ 152) or CZ 250mg BID
(n¼ 151). ALK rearrangement was assessed in baseline samples by next generation
sequencing (NGS; FoundationOne

VR

[tissue] and Foundation ACT [plasma]) using the
primary data cut-off (Feb 9 2017). PFS (INV-assessed, RECIST v1.1), objective
response rate (ORR) and duration of response (DoR) were assessed by EML4-ALK
variant.

Results: Baseline demographics/PFS were comparable between the biomarker evalu-
able populations (BEP; n¼ 203 tissue, n¼ 222 plasma) and the ITT population
(n¼ 303). ALK rearrangement was detected by NGS in 136/203 (67%; tissue) and 145/
222 (65%; plasma) pts. EML4-ALK variants 1, 2 and 3a/b accounted for�90% of var-
iants (variant 2 was least prevalent). In the primary data set analysis, no significant dif-
ference was observed in INV-assessed PFS or ORR between the EML4-ALK variant
groups in both tissue and plasma BEPs for ALC- and CZ-treated pts (Table). Median
DoR was similar for EML4-ALK variants 1, 2 and 3 in the ALC arm but not in the CZ
arm. Efficacy data by independent review were comparable.

Conclusions: These exploratory post-hoc analyses from the ALEX study show that the
greater efficacy benefit of ALC vs CZ in ALKþ aNSCLC appeared independent of the
EML4-ALK variant.
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