
LBx NGS+

(n=31)

BOR, n (%)

PR 16 (51.6)

SD 3 (9.7)

PD 7 (22.6)

NE 5 (16.1)

ORR
% 
(95% CI)

51.6
(33.1, 69.8)

DOR

Median, months 
(95% CI)

5.6
(2.9, ne)

Events, n (%) 7 (43.8)

PFS

Median, months 
(95% CI)

4.6
(2.7, 6.9)

Events, n (%) 19 (61.3)

OS

Median, months 
(95% CI)

ne
(6.8, ne)

Events, n (%) 9 (29.0)

TBx FISH+

(n=98)

BOR, 
n (%)

PR 43 (43.9)

SD 15 (15.3)

PD 23 (23.5)

NE 17 (17.3)

ORR
% 
(95% CI)

43.9 
(33.9, 54.3)

DOR

Median, months 
(95% CI)

9.7 
(5.6, ne)

Events, n (%) 11 (25.6)

PFS

Median, months 
(95% CI)

5.4
(4.2, 7.1)

Events, n (%) 51 (52.0)

OS

Median, months 
(95% CI)

ne
(11.1, ne)

Events, n (%) 23 (23.5)
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CONCLUSIONS

• Tepotinib + osimertinib was highly active in patients with EGFRm NSCLC with acquired 
resistance to 1L osimertinib and METamp

• The combination treatment was well tolerated with no new safety signals observed

• Tepotinib + osimertinib provides a potential chemotherapy-sparing oral targeted therapy 
option in this population with a high unmet need, regardless of the method used for 
detecting METamp

METHODS

Abbreviations: 1L, first line; AE, adverse event; BOR, best overall response; CEP7, centromere 7; CI, confidence interval; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; FISH, fluorescent in situ hybridization; GCN, gene copy number; IRC, independent review committee; LBx, liquid biopsy; MET, mesenchymal–epithelial transition factor; METamp, MET amplification; 
ne, not evaluable; NGS, next-generation sequencing; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PR, partial response; QD, once daily; RANO-BM, Response Assessment in Neuro-Oncology Brain Metastases; SD, stable disease; SD, standard deviation; SOLD, sum of longest diameters of target lesion; TBx, tissue biopsy; TKI, tyrosine kinase inhibitor; TRAE, 
treatment-related adverse event.
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• METamp is a common resistance mechanism in patients 
with EGFRm NSCLC following treatment with 1L osimertinib1

• Clinical studies suggest that tepotinib, an oral, once daily, 
highly selective MET inhibitor, when combined with EGFR 
TKIs in EGFRm METamp NSCLC may be an effective 
treatment following osimertinib resistance2–4

• Here we report new interim data from the INSIGHT 2 study 
evaluating the efficacy and safety of tepotinib + osimertinib 
in patients with EGFRm NSCLC harboring METamp and 
resistance to 1L osimertinib with ≥3 months’ follow-up by 
September 26, 2022 (data cut-off)

• Enrolled patients received tepotinib 500 mg (450 mg active moiety) 
+ osimertinib 80 mg once daily (Supplementary Figure 1)

• METamp was detected centrally by TBx FISH (MET GCN ≥5 and/or 
MET/CEP7 ≥2) and/or by LBx NGS (MET GCN ≥2.3; Archer®)

• The primary endpoint was objective response by IRC for patients with 
centrally detected METamp by TBx FISH, treated with 
tepotinib + osimertinib

• Secondary endpoints included objective response for patients with 
METamp detected by LBx NGS, DOR, PFS, OS, and safety
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Figure 1. Patient disposition

TRAEs, n (%) Tepotinib + osimertinib (N=122)

Any grade 99 (81.1)

Grade ≥3 34 (27.9)

Leading to dose reduction 21 (17.2)

Leading to treatment discontinuation 7 (5.7)

Leading to death 2 (1.6)*

TRAEs in >15% of patients, n (%) All grades Grade ≥3

Diarrhea 57 (46.7) 0

Peripheral edema 42 (34.4) 5 (4.1)

Paronychia 25 (20.5) 1 (0.8)

Decreased appetite 22 (18.0) 4 (3.3)

Nausea 20 (16.4) 2 (1.6)

Safety
• Tepotinib + osimertinib was well tolerated

• Treatment-related adverse events led to dose reduction in 21 (17.2%) patients 

‒ Tepotinib dose was reduced in 19 patients

‒ Osimertinib dose was reduced in four patients

• Seven patients (5.7%) discontinued treatment due to treatment-related adverse events

Figure 3. Efficacy outcomes in patients with METamp detected centrally by LBx NGS receiving 
tepotinib + osimertinib. A. Summary and B. Tumor shrinkage.

Table 2. Most common TRAEs in patients treated with tepotinib + osimertinib

RESULTSTepotinib + osimertinib for EGFR mutant 
(EGFRm) NSCLC with MET amplification 
(METamp) after first-line (1L) osimertinib

RESULTS

Patients
• Efficacy data are reported for patients with ≥3 months’ follow-up, and safety data for all patients who received at least one dose 

of tepotinib + osimertinib

• METamp is commonly detected by NGS or by FISH, but FISH has been shown to be the most sensitive diagnostic tool of the two4

A

• Of 31 patients with LBx NGS+ METamp, including 24 who were also TBx FISH+, median MET GCN 
was 16.4 (range 2.1–45.3) and mean SOLD ± SD was 93.9 ± 51.4 mm

Case study: Control of brain metastases in a 33-year-old* Asian 
male with a durable response to tepotinib + osimertinib

2021 2022 2023

J F M A M J J A S O N D J F M A M J J A S O N D J F M A

= Disease progression

Osimertinib Tepotinib

Osimertinib

Courtesy of Pongwut Danchaivijitr. *Age at INSIGHT 2 study entry. †Osimertinib 80 mg QD. ‡RANO-BM analysis planned at the time of the primary analysis. §Tepotinib 500 mg QD 
plus osimertinib 80 mg QD.

Table 1. Demographics and characteristics of patients receiving 
tepotinib + osimertinib

*Eight patients did not receive 1L osimertinib. *Seven patients had METamp detected by central LBx NGS only (TBx FISH was not evaluable in five patients; TBx FISH 
was negative in two patients).

B Best overall response
Partial response
Stable disease
Progressive disease
Not evaluable

*Two patients were excluded due to baseline/post-baseline measurement not being available.

A large comprehensive 
analysis of METamp detected 

by TBx FISH and/or 
LBx NGS after 1L 

osimertinib, from INSIGHT 2 
prescreening is reported by 
Yu et al. (Poster 9074, 

ASCO 2023)

METamp detected 

(N=175)

Tepotinib + osimertinib (N=122)

Prescreened  

(N=472)

METamp results by TBx FISH and/or 
LBx NGS (N=451)
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39%

Eligible for efficacy
METamp centrally detected by TBx FISH 

and/or LBx NGS, following 1L 
osimertinib (N=105)

METamp by TBx FISH
Primary efficacy 

objective    
(n=98)

METamp by LBx NGS
Secondary efficacy
objective (n=31)*

Both
(n=24)

Nov 2021 April 2023

Efficacy
• Of 98 patients with TBx FISH+ METamp (primary analyses set), median MET GCN was 11 

(range 5.0–50.6) and baseline tumor load (mean SOLD ± SD) was 73.2 ± 47.1 mm

• BOR was PR in 43 patients, for an ORR of 43.9% (95% CI: 33.9, 54.3); as the data matures, 
six additional PRs have been confirmed. Treatment was still ongoing in 42 patients 

Figure 2. Efficacy outcomes in patients with METamp detected centrally by TBx FISH 
receiving tepotinib + osimertinib (primary analysis set). A. Summary, B. Time on treatment 
in patients with objective response, C. Tumor shrinkage, D. DOR, and E. PFS. 

*Four patients were excluded due to baseline/post-baseline measurement not being available.
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*By IRC; treatment-end decisions were based on investigator-assessed disease progression.

Lung Liver Brain Lung Liver Brain

Months since treatment initiation 

9 3 15 12 6 0 18

Best overall response*:
Partial response

Time of: 
Partial response*
Disease progression*

Treatment ongoing

A

Baseline characteristics
Tepotinib + 
osimertinib

(N=122)

Median age, years (range) 61 (20–84)

Sex, n (%)
Female 73 (59.8)

Male 49 (40.2)

Race, n (%)

Asian 73 (59.8)

White 43 (35.2)

Others/Not collected 6 (4.9)

Smoking status, n (%)
Never 83 (68.0)

Former/Current 39 (32.0)

ECOG PS, n (%)
0 34 (27.9)

1 88 (72.1)

Brain metastases by IRC, n (%) Yes 21 (17.2)

EGFR mutation, n (%)

Del19 72 (59.0)

L858R 44 (36.1)

Other exon 21 mut. 5 (4.1)

Other 1 (0.8)

Mean SOLD, mm ± SD 72.1 ± 43.8

Time on 1L osimertinib*, n (%)
<12 months 35 (28.7)

≥12 months 79 (64.8)

At data cut-off (Sep 26, 
2022), efficacy population 
had ≥3 months’ follow-up. 

Primary analysis will be 
conducted when patients 

have ≥9 months’ follow-up

*Two patients had AEs leading to death that were considered potentially related to either trial drug by the investigator (pneumonia/pneumonitis and dyspnea/pneumonitis).

DOR*

mDOR: 9.7 months
(95% CI: 5.6, ne)

PFS

mPFS: 5.4 months
(95% CI: 4.2, 7.1)

Enrolled in INSIGHT 2‡

TBx FISH METamp
Brain metastases in the 

parietal lobe

Diagnosis
Stage IV 

adenocarcinoma
EGFR exon 19 deletion

Bone and multiple 
intrapulmonary 

metastases

1L osimertinib†

PR with treatment duration 
(osimertinib monotherapy): 

9 months

2L tepotinib + osimertinib§

Treatment ongoing with total 
duration of treatment: 18 months
Overall PR with resolution of the 

target lesions and control of 
brain metastases
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*Only patients with a response (n=43) were included in Kaplan–Meier analyses.
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