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Background
− 15–30% of patients with EGFRm NSCLC treated with 

osimertinib develop resistance through MET amplification 

(METamp)1,2

• TBx FISH, the gold standard METamp detection method 

has detection rates of ~30% compared with ~15% with 

NGS LBx2–5

− METamp is associated with a poor prognosis2,6

− Tepotinib + an EGFR TKI have shown clinical activity 

in EGFRm NSCLC with METamp

• INSIGHT study (tepotinib + gefitinib)7

• Real-world evidence (tepotinib + osimertinib)8

1. Ramalingam SS, et al. Ann. Oncol. 2018;29(suppl 8):viii740; 2. Wang Y, et al. Lung Cancer. 2018;118:105–110; 3. Smit EF, et al. Future Oncol. 2022;18:1039–1054; 

4. Heydt C, et al. Comput. Struct. Biotechnol. J. 2019;17:1339–1347; 5. Cho BC, et al. Ann. Oncol. 2018;29:ix177. Abstract LBA8; 6. Koulouris A, et al. Cancers. 2022;14:3337; 

7. Wu YL, et al. Lancet Respir Med. 2020:8(11);1132–1143; 8. Le X, et al. Poster presentation at WCLC 2022. [EP08.02-162]; 9. Leonetti A, et al. Br J Cancer. 2019;121(9):725–737.

The combination of tepotinib plus osimertinib is being investigated in patients with EGFRm 

NSCLC with METamp in INSIGHT 2: here we present initial results from this study

MET amplification15−30%

7−15%

HER2 amplification

Acquired oncogenic fusions

Acquired MAPK-PI3K mutations

Acquired cell-cycle 

gene alterations

Unknown

Transformations
Acquired EGFR mutations

Resistance mechanisms to 1L osimertinib2,9

Adapted from Leonetti et al., 2019. 
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Study Design of INSIGHT 2

Key inclusion criteria

‒ Locally advanced or metastatic NSCLC 

with activating EGFR mutation

‒ Acquired resistance to 1L osimertinib

‒ METamp detected by either central or local* 

FISH testing (TBx) or central NGS testing 

(LBx)†

‒ ECOG PS of 0 or 1

‒ Stable, treated brain metastases allowed

Tepotinib 500 mg QD

+

Osimertinib 80 mg QD‡

Tepotinib

monotherapy arm#

*Enrollment could take place based on local results while central confirmation of METamp was ongoing. †Submission of tumor tissue and blood sample obtained after progression on 1L osimertinib was mandatory 

for all patients, for METamp testing. ‡Safety run-in was completed prior to combination treatment. #Patients receiving tepotinib monotherapy could switch over to the combination at the time of disease progression.

Primary objective

‒ ORR by IRC for patients with 

METamp centrally confirmed by 

TBx FISH treated with tepotinib 

plus osimertinib

Secondary objectives include:

‒ ORR by IRC in patients with:

• METamp by LBx NGS treated with tepotinib 

plus osimertinib

• METamp centrally confirmed by TBx 

FISH treated with tepotinib monotherapy

An open-label, two-arm Phase II study of advanced EGFRm NSCLC with METamp after progression 

on 1L osimertinib (N=~120)

Initial results are presented; global enrollment is complete, 

primary analysis is planned when all patients have ≥9 months’ follow-up
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Detection of METamp

METamp definitions

and/or

Central testing was mandatory for both 

TBx FISH:

MET GCN ≥5 

and/or

MET/CEP7 ≥2

LBx NGS: 

MET GCN ≥2.3; 

Archer®

TBx FISH: METamp -

MET GCN, 2.33; MET/CEP7, 0.96

TBx FISH: METamp +

MET GCN, 17.4; MET/CEP7, 7.35

− Among 425 pre-screened patients, METamp

was detected in 153 patients (36%) by:

LBx 

NGS

N=47

(11%)

N=106

(25%)

TBx

FISH

N=139

(33%)*

N=14

(3%)

N=33 

(8%)

*30 patients were local TBx FISH test positive and were also analyzed by central TBx FISH. 

When excluding these locally preselected patients, the central TBx FISH METamp rate was 28%.
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Patient Disposition

At the cut-off date of April 26, 2022, 425 patients had been assessed: METamp was detected centrally 

in 153 patients and 100 patients had received treatment*

*Main reasons for pre-screening (n=35)/screening (n=18) failures: no measurable disease, worsening of performance status, out of range laboratory values. †Seven patients did not receive 1L osimertinib; four patients 

were local TBx FISH test positive; 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). 

EGFRm NSCLC progressing on prior EGFR TKIs due to METamp 

(N=100)

Tepotinib + osimertinib† (N=88)

METamp detected by central/local TBx FISH and/or central LBx NGS

Tepotinib monotherapy (N=12)

METamp detected by central TBx FISH

with prior 1L osimertinib

METamp detected by central TBx FISH (N=70)

with prior 1L osimertinib

− 48 patients with follow-up ≥3 months (median follow-up: 8.3 months)

− 22 of 48 patients with follow-up ≥9 months (median follow-up: 12.1 months)

METamp detected by 

central LBx NGS (N=27)

with prior 1L osimertinib

− 23 patients with follow-up ≥3 months

− 16 of 23 patients with follow-up ≥9 months
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n (%)

All treated

N=100

Tepotinib + 

osimertinib

N=88

Tepotinib 

monotherapy

N=12
Age Median, years (range) 61 (20–84) 61 (20–84) 60 (44–73)

Sex
Female 62 (62.0) 53 (60.2) 9 (75.0)

Male 38 (38.0) 35 (39.8) 3 (25.0)

Race

Asian 56 (56.0) 50 (56.8) 6 (50.0)

White 36 (36.0) 32 (36.4) 4 (33.3)

Other/not collected 8 (8.0) 6 (6.8) 2 (16.7)

Smoking status*
Never 66 (66.0) 57 (64.8) 9 (75.0)

Former/current 31 (31.0) 28 (31.8) 3 (25.0)

ECOG PS
0 32 (32.0) 28 (31.8) 4 (33.3)

1 68 (68.0) 60 (68.2) 8 (66.7)

Brain metastases at study entry† Yes 27 (27.0) 22 (25.0) 5 (41.7)

EGFR mutation

Del19 58 (58.0) 51 (57.9) 7 (58.3)

L858R 40 (40.0) 35 (39.8) 5 (41.7)

L861Q 2 (2.0) 2 (2.3) 0 (0.0)

Time on prior 1L osimertinib‡ <12 months 30 (30.0) 25 (28.4) 5 (41.7)

≥12 months 63 (63.0) 56 (63.6) 7 (58.3)

*Smoking status missing for three patients. †Target and/or non-target lesions as assessed by investigator and/or IRC. ‡Seven patients did not receive 1L osimertinib.

In patients treated with tepotinib plus osimertinib with METamp detected by central TBx FISH, 

median GCN was 10.45 (range: 2.08–45.26) and median MET/CEP7 was 1.96 (range: 0.92–10.06)

Baseline Characteristics of Patients in INSIGHT 2
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METamp by 

central TBx FISH

METamp by 

central LBx NGS

Follow-up ≥9 months 

(N=22)

≥3 months 

(N=48)

≥9 months 

(N=16)

≥3 months 

(N=23)

ORR

(95% CI)

54.5% 

(32.2, 75.6)

45.8% 

(31.4, 60.8)

50.0% 

(24.7, 75.3)

56.5% 

(34.5, 76.8)

BOR, n (%)

PR

SD

PD

NE

12 (54.5)

2 (9.1)

4 (18.2)

4 (18.2)

22 (45.8)

5 (10.4)

10 (20.8)

11 (22.9)*

8 (50.0)

1 (6.3)

5 (31.3)

2 (12.5)

13 (56.5)

1 (4.3)

5 (21.7)

4 (17.4)

Similar ORRs were reported according to METamp GCN (TBx FISH):

Patients with ≥3 months’ follow-up (N=48): ≥10 GCN: 51.9% (95% CI: 31.9, 71.3) (N=27); 

5–<10 GCN: 40.0% (95% CI: 19.1, 63.9) (N=20)†

Objective Response Rate of Tepotinib plus Osimertinib

Tepotinib plus osimertinib (IRC) Tepotinib monotherapy (IRC)

METamp by 

central TBx FISH

Follow-up ≥6 months 

(N=12)

ORR

(95% CI)

8.3%  

(0.2, 38.5)

BOR, n (%)

PR

SD

PD

NE

1 (8.3)

2 (16.7)

8 (66.7)

1 (8.3)

Confirmed ORR was 54.5% in patients with METamp detected by TBx FISH 

with ≥9 months’ follow-up

Seven patients switched to tepotinib plus 

osimertinib and five of them are still on 

combination treatment

*Incomplete post-baseline assessments (n=2), SD <12 weeks (n=3), COVID-19-related early discontinuation (n=1), and PD/AE-related early discontinuations (n=5). †One patient had GCN 4.96 and enrolled through 

a MET/CEP7 ratio ≥2.
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Antitumor Activity of Tepotinib plus Osimertinib

Tumor shrinkage (IRC) in patients with METamp detected by central TBx FISH (N=48)†

Best overall response

Partial response

Stable disease

Progressive disease

Not evaluable
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METamp detection

MET GCN

*One patient had GCN 4.96 and enrolled through a MET/CEP7 ratio ≥2. †Three patients were excluded due to a baseline/post-baseline measurement not being available.

Hashed bars indicate patients with ≥9 months’ follow-up. BM, brain metastases at baseline.

METamp detection

TBx FISH

LBx NGS

MET GCN

5 – <10

≥10
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METamp 

detection:

TBx FISH

LBx NGS

Responses to Tepotinib Plus Osimertinib were Rapid and Long-lasting

Time on treatment in responders (IRC) with METamp detected by central TBx FISH and/or LBx NGS treated 

with tepotinib plus osimertinib (N=26)

Months since treatment initiation 
0 12 6 3 9 15 

Best overall response:*

Partial response

Time of: 

Partial response*

Disease progression*

Treatment ongoing

Responses mostly occurred within 6 weeks; half of responders had a duration of treatment ≥6 months

Median DOR was not reached

*By IRC; treatment-end decisions were based on investigator-assessed disease progression.
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Safety Profile of Tepotinib plus Osimertinib

− AEs led to a dose reduction in 16 patients 

(18.2%) 

• Tepotinib dose was reduced in 14 patients (15.9%)

• Osimertinib dose was reduced in four patients (4.5%)

• Two patients had a dose reduction in both drugs

− Primary reason for treatment discontinuation 

was AEs in six patients (6.8%)

− Two patients had AEs leading to death that 

were considered potentially related to 

either trial drug by the investigator

• One patient had pneumonia/pneumonitis

• One patient had pleural effusion

TRAEs of any grade 

in >10% all patients,

n (%)

Tepotinib + osimertinib

N=88

Any grade Grade ≥3

Any 65 (73.9) 21 (23.9)

Diarrhea 36 (40.9) 0

Peripheral edema 21 (23.9) 4 (4.5)

Paronychia 15 (17.0) 1 (1.1)

Nausea 12 (13.6) 0

Decreased appetite 10 (11.4) 2 (2.3)

Vomiting 10 (11.4) 1 (1.1)

The safety profile of the combination was consistent with the known safety profiles of

tepotinib and osimertinib
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Conclusions

− The initial analysis of INSIGHT 2 showed that tepotinib plus osimertinib had promising activity in patients 

with EGFRm NSCLC who progressed on 1L osimertinib with METamp centrally confirmed by TBx FISH

• ORR was 54.5% in patients with ≥9 months’ follow-up (N=22) and 45.8% in patients with ≥3 months’ 

follow-up (N=48)

− Our data indicate that FISH MET GCN of ≥5 and/or MET/CEP7 ratio of ≥2 in TBx samples define 

a METamp-positive population with an original sensitizing EGFR mutation that derives clinical benefit 

from the combination of tepotinib plus osimertinib

− The safety profile of the combination was consistent with the known safety profiles of tepotinib 

and osimertinib

Tepotinib plus osimertinib is an active oral regimen, providing a potential chemotherapy-sparing 

targeted therapy option for patients with EGFRm NSCLC with METamp after progression on 

1L osimertinib, who have a high unmet need
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Abbreviations

1L, first line

AE, adverse event

BOR, best overall response

CEP7, chromosome 7 centromere 

DOR, duration of response

ECOG PS, Eastern Cooperative Oncology Group 

performance status

EGFR, epidermal growth factor receptor

FISH, fluorescence in situ hybridization

GCN, gene copy number

HER2, human epidermal growth factor receptor 2

IRC, independent review committee

LBx, liquid biopsy

m, mutation

MAPK, mitogen-activated protein kinase

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

PD, progressive disease

PI3K, phosphoinositide 3-kinase

PR, partial response

QD, once daily 

SD, stable disease

TBx, tissue biopsy 

TKI, tyrosine kinase inhibitor

TRAE, treatment-related adverse event
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