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Phase II GOAL TRIAL DESIGN

• ENDPOINTS
• Primary endpoint:

• To assess the efficacy in terms of progression-free survival (PFS) of gefitinib in combination with olaparib, compared with gefitinib 
alone, in 1st line advanced NSCLC patients with EGFR mutations according to RECIST v1.1.
• With alpha error = 0.05 and potency of 80% number of events 116 needed to test the superiority hypothesis (HR 0.63). Total planned number 

of inclusions: 186 P

• Secondary endpoints:
• Overall survival (OS)
• Tumor response rate (ORR) per RECIST v1.1 criteria
• Toxicity profile of the drug combination (CTCAE v4.0)
• To identify the influence of BRCA1 mRNA expression, EGFR mutations and T790M on PFS
• To monitor EGFR mutations (including T790M) in serum
• Ancillary molecular analysis 

*Mutations could be first assessed locally by a local or national certified laboratory; for all patients tumor material had to be submitted to 
the reference laboratory for central EGFR confirmatory testing. EGFR mutations were centrally confirmed based on laser microdissection 
and TaqMan assay in the presence of a PNA designed to inhibit the amplification of the wild-type allele

RECIST 1.1 
assessment every 8 

weeks until
objective

progressive disease

Key inclusion criteria
Patients with locally advanced or metastatic 
NSCLC
≥ 18 years
EGFR mutant tumor with/without T790M*
No prior systemic anti-cancer/ EGFR TKI 
therapy
PS 0-2
Stable and previously treated CNS metastases

Gefitinib 250mg/day
(N=91)

Gefitinib 250mg/day
Olaparib 200mg TDS

(N=91)

R 

1:1



GOAL: Phase Ii Trial Results
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Combination of metformin plus TKI vs. TKI alone in EGFR(+) LUNG 
adenocarcinoma: A randomized phase II study Clinicaltrial
(NCT03071705)

ORR 71% vs 54%
PFS 13.1 vs 9.9
OS 31.7m vs 17.5m



Pembrolizumab in EGFR mutant NSCLC



Targeting EGFR exon 20 mutations



Trastuzumab deruxtecan

Presented By Hiroji Iwata at 2018 ASCO Annual Meeting
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RET-directed targeted therapy is lagged behind 
other oncogenes 

Alexander Drilon, Nature reviews 2018 
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New options for RET
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VISION: A Phase II, Single-arm Trial to Investigate Tepotinib
in Advanced NSCLC With METexon14-Skipping Alterations

Dr E. Felip

NGS, next-generation sequencing; NSCLC, non-small cell lung cancer; QD, once daily.

Tepotinib

500 mg QD

• Advanced/metastatic NSCLC 
• all histologies

• METexon14-skipping 
mutation-positive by NGS 
• tissue and blood based

• 1st, 2nd, 3rd line of therapy

• N = up to 120 

• Regions: EU, US, Japan

Primary endpoint

 Objective response rate 
by independent review

Secondary endpoints

 Objective response rate 
by investigator assessment 

 Safety

 Duration of response

 Progression free survival

 Overall survival 



Efficacy: Best Overall Response
Independent Review 

• Efficacy analysis includes only patients having at least 2 post-baseline 
assessments or who discontinued treatment for any reason (n=28)

Dr E. Felip

Tepotinib 500 mg
L+

(n=16)
T+

(n=26)
Combined analysis 

set (n=28)
Best overall response by RECIST 1.1

Complete response 0 (0) 0 (0) 0 (0)

Partial response 9 (56.3) 11 (42.3) 12 (42.9)

Stable disease  2 (12.5) 6 (23.1) 6 (21.4)

Progressive disease 3 (18.8) 5 (19.2) 5 (17.9)

Non-evaluable 2 (12.5) 4 (15.4) 5 (17.9)

Objective response rate,* n (%) 
[95% CI]

9 (56.3) 
[29.9, 80.2]

11 (42.3) 
[23.4, 63.1]

12 (42.9) 
[24.5, 62.8]

Disease control rate,† n (%)
[95% CI]

11 (68.8) 
[41.3, 89.0]

17 (65.4) 
[44.3, 82.8]

18 (64.3) 
[44.1, 81.4]

*Confirmed complete response/partial response; †Confirmed complete response/partial response or stable disease. 
CI, confidence interval; L+, METexon14-skipping mutation-positive in ctDNA; T+, METexon14-skipping mutation-positive in tumor  



All TEAEs*
Tepotinib 500 mg (N=38)

Any grade Grade ≥3
≥1 TEAE 34 (89.5) 18 (47.4)

≥1 drug-related TEAE, n (%) 26 (68.4) 7 (18.4)

Drug-related TEAEs reported in ≥3 patients at any grade, or ≥1 patient at grade ≥3, n (%)

Peripheral edema 13 (34.2) 0 (0.0)

Diarrhea 10 (26.3) 0 (0.0)

Amylase increased 4 (10.5) 2 (5.3)

Asthenia 4 (10.5) 1 (2.6)

Blood creatinine increased 4 (10.5) 0 (0.0)

Decreased appetite 4 (10.5) 0 (0.0)

Alanine aminotransferase increased 3 (7.9) 1 (2.6)

Aspartate aminotransferase increased 3 (7.9) 1 (2.6)

Nausea 3 (7.9) 0 (0.0)

Gamma glutamyl transferase increased 2 (5.3) 1 (2.6)

Lipase increased 2 (5.3) 1 (2.6)

Dizziness 2 (5.3) 1 (2.6)

Generalized edema 1 (2.6) 1 (2.6)

Pneumonia 1 (2.6) 1 (2.6)

Hyperkalemia 1 (2.6) 1 (2.6)

• Median number of 21-day cycles = 4.1

• Grade ≥4 TEAEs were reported in 4 (10.5%) patients; all were 
serious TEAEs. None were considered drug-related 

• TEAEs led to treatment discontinuation in 5 (13.2%) patients

• 8 (21.1%) patients had ≥1 dose reduction

• Seven patients have died:

• 4 non-treatment related AEs

• 1 progressive disease/disease-related condition

• 2 primary cause unknown

Serious TEAEs
Tepotinib 500 mg (N=38)

Any grade Grade ≥3
Serious TEAEs, n (%) 15 (39.5) 13 (34.2)

≥1 serious drug-related TREAE, n (%) 4 (10.5) 3 (7.9)

Serious drug-related TEAEs, n (%)

Pneumonia 1 (2.6) 1 (2.6)

Generalized edema 1 (2.6) 1 (2.6)

Asthenia 1 (2.6) 1 (2.6)

Dizziness 1 (2.6) 1 (2.6)

Interstitial lung disease 1 (2.6) 0 (0.0)

*Defined as events that are emergent during treatment having been absent pretreatment, or worsen relative to pretreatment and with onset dates occurring within the 

first dosing day until 33 days after the last dose of trial treatment. TEAE, treatment-emergent adverse event.

Dr E. Felip

Safety Results



Updated efficacy and safety data from the global phase III ALEX 
study of alectinib(AL) versus crizotinib(CZ) in untreated advanced
ALK+ NSCLC

Camidge R, Abstr 9043


