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MET alteration as a primary – secondary oncogenic driver

METex14 skipping

✓ 3% of adenocarcinomas

✓ 2% of squamous cell carcinomas

✓ 8–22% of sarcomatoid carcinomas

MET amplification
 Primary oncogenic driver in 1-5% of NSCLC

MET alterations as primary drivers
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Where to seek for MET?

Patients with METex14 skipping

Older (median age 74 years) than 
those with MET amplification, and 
EGFR or ALK mutations

60 % current or former smokers 

50–70% female

Wolf J, et al. EORTC/NCI/AACR Symposium 2018. /Awad MM, et al. J Clin Oncol 2016/ Wolf J, et al. N Engl J Med  2020/ Paik P, et al. N Engl J Med 2020
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Where to seek for MET?

Patients with METex14 skipping
Patients with MET amplification

Older (median age 74 years) than 
those with MET amplification, and 
EGFR or ALK mutations Younger (median age 64 years)

60 % current or former smokers 

50–70% female

Predominantly male

More frequently current 
or former smokers (>90%)

Wolf J, et al. EORTC/NCI/AACR Symposium 2018. /Awad MM, et al. J Clin Oncol 2016/ Wolf J, et al. N Engl J Med  2020/ Paik P, et al. N Engl J Med 2020

Sarcomatoid tumour



Hombre de 79 años

Ex fumador de 20 cigarrillos/día con DA de 40 paq-a. 

HTA

EPOC leve

RTU por neoplasia vesical superficial en el 2010 

Dx en setiembre 2019, a raíz de TAC de control de seguimiento

Carcinoma pleomórfico (con adenocarcinoma) LSD cT2N2M0. 

PD-L1 80%. EGFR / ALK/ KRAS / ROS1 / BRAF negativos.

PS1. Exploración anodina. 
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MET in NSCLC

Hong L et al. Therapeutic Advances in Medical Oncology 2021



Ways to inhibit MET

Hongge Liang et al. OncoTargets and Therapy 2020

Ficlatuzumab
Rilotuzumab

Onartuzumab
Emibetuzumab
Amivantamab
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Why to inhibit MET?

Christopoulos P, et al. Poster number 1381P at the European Society for Medical Oncology (ESMO) Congress 2023 | October 20–24, 2023 | Madrid, Spain 

rwPFS for 1L (A) IO and (B) IO+CT compared with 1L tepotinib in VISION

Patients at risk:
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Ways to inhibit MET

Hongge Liang et al. OncoTargets and Therapy 2020

Ficlatuzumab
Rilotuzumab

Onartuzumab
Emibetuzumab
Amivantamab

Crizotinib Altiratinib
Cabozantinib Golbatinib

MGCD265      AMG208

Capmatinib Tivantinib
Tepotinib Savolitinib

Glumetinib



Crizotinib

PROFILE 1001: Crizotinib in METex14 NSCLC 

Drilon A, et al. Nat Med 2020;26:47-51

mOS 20.5m



Capmatinib

GEOMETRY: Phase II trial of capmatinib in patients with with METex14 or MET amplification

Stage IIIB  or IV 

NSCLC (N = 373)

• Aged ≥ 18 years
• Any histology

• EGFR wt

• ALK-negative

• MET dysregulation by  

central assessment
• ECOG PS ≤ 1

• ≥ 1 measurable lesion  

(as per RECIST 1.1)

Cohort 1:  

Pretreated

Cohort 2: Pretreated patients with MET GCN ≥ 4 and < 6 (n = 54) 

Cohort 3: Pretreated patients with MET GCN < 4 (n = 30)

Cohort 4: Pretreated patients with METex14 regardless of GCN (n = 69)

Cohort 5:  

treatment-naïve  

(n = 43)

Cohort 6: Pretreated patients with either MET GCN ≥ 10 without 

METex14  or METex14 regardless of MET GCN (n = 34)

Cohort 7: Treatment-naïve pts with METex14 regardless of GCN (n = 32)

Cohort 1a: MET GCN ≥ 10 (n = 69)

Cohort 1b: MET GCN ≥ 6 and < 10 (n = 42) 

Cohort 5a: MET GCN ≥ 10 and no METex14 (n = 15)

Cohort 5b: METex14 regardless of MET GCN (n = 28)

Treatment with  

capmatinib  
400 mg b.i.d.

Endpoints

Primary ORRa assessed by BIRC, by cohort

Secondary
- DoR assessed by BIRC, by cohort

- TTR, DCR, and PFSc assessed by investigator and BIRC, by cohort

- Plasma concentration–time profiles and PK parameters

- ORR and DoR assessed by investigator, by cohort

- OS by cohort

- AEs, vital signs, ECGs, and laboratory abnormalities

Wolf J, et al. N Engl J Med. 2020 / Wolf J, et al. Presented at ASCO 2021



Capmatinib

in METex14

Cohort 5b (n = 28)

METex14-treatment-naïve patients
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in METex14
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Capmatinib

in METex14

Wolf J, et al. N Engl J Med. 2020 / Wolf J, et al. Presented at ASCO 2021
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Capmatinib

in MET GCN ≥ 10

Wolf J, et al. N Engl J Med. 2020 / Wolf J, et al. Presented at ASCO 2021

Cohort 5a naïve (n=15) Cohort 1a pretreated (n=69)

ORR % (95% CI) 40 (16.3 -67.7) 29 (18.7 – 41.2)

DCR % (95% CI) 66.7 (38.4 - 88.2) 71 (58.8 – 81.3)

mPFS (95% CI) 4.17 m (1045 - 6.87) 4.07 (2.86 – 4.83)

mOS (95% CI) 9.56m (4.8 – NR) 10.61 (6.28 – 17.22)

mDoR (95% CI) 7.5 (2.6 - 14.3) 8.3 (4.2 – 15.4)

Cohorts 1b, 2 y 3 (MET GCN < 10) closed due to futility



Tepotinib

VISION: Single-arm, Phase II trial of tepotinib in patients with NSCLC harboring MET alterations

PaikPK, et al. N EnglJ Med 2020



Tepotinib in METex14

PaikPK, et al. Jama Oncol 2023

Tissue Biopsy Liquid Biopsy Tissue/Liquid biopsy

1st Line 2nd Line Overall 1st Line 2nd Line Overall 1st Line 2nd Line Overall

ORR 58.6% 49.5% 54.3% 58.9% 43.4% 51.7% 57.3% 45% 51.4%

mPFS (m) 15.9 11.5 13.7 10 8.2 8.9 12.6 11 11.2

mOS (m) 29.7 20.4 22.9 17.6 16.2 17.6 21.3 19.3 19.6
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PaikPK, et al. Jama Oncol 2023

Tissue Biopsy Liquid Biopsy Tissue/Liquid biopsy

1st Line 2nd Line Overall 1st Line 2nd Line Overall 1st Line 2nd Line Overall

ORR 58.6% 49.5% 54.3% 58.9% 43.4% 51.7% 57.3% 45% 51.4%

mPFS (m) 15.9 11.5 13.7 10 8.2 8.9 12.6 11 11.2

mOS (m) 29.7 20.4 22.9 17.6 16.2 17.6 21.3 19.3 19.6

Worse prognostic factors
↑ CNS involvement
↑Tumoral volume
Worse PS

ORR 50%
PFS 14m
OS 23m

ORR 50%
PFS 9m
OS 18m

ORR 50%
PFS 11m
OS 20m



Tepotinib

in METampl

Le X, et al. J ClinOncol2021

mPFS 4.2m



Savolitinib

Phase II trial of Savolitinib in patients with NSCLC  METex14+

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Phase II study of savolitinib in METex14+PSC/other 
NSCLC (NCT02897479) 

Shun Lu

Study population:

Unresectable/metastatic 
PSC or other NSCLC

METex14+ & 
EGFR/ALK/ROS1-

Failed/or medically unfit for 
chemotherapy

Naïve to MET inhibitor 

ORR: Objective response rate; DCR: disease control rate; DoR: duration of response; TTR: time to response; PFS: progression free survival; OS: 

overall survival; PSC: pulmonary sarcomatoid carcinoma; NSCLC: non-small cell lung cancer; RECIST, Response Evaluation Criteria In Solid Tumors.

Savolitinib treatment:

600mg (BW 50kg), or 

400mg (BW<50kg) 

Orally, once daily, 21 days/cycle

Tumor evaluation by investigators

1st year: every 6 weeks

After 1 year: every 12 weeks

(Independent review retrospectively)  

Treatment until 
disease 

progression

or

unacceptable 
toxicity 

Baseline Characteristics: 70 pts enrolled & 

assigned to treatment (FAS)

25 diagnosed as PSC, 45 as other NSCLCs.      

28 were treatment-naïve, 42 were pretreated.      

15 pts had CNS lesions.

Primary Endpoint:

ORR (RECIST v1.1)

Secondary Endpoints:

DCR, DoR, TTR, PFS, 6-
month PFS rate, OS

Safety and tolerability

Data cutoff for final analysis: Jun 28, 2021 

14 (20%) pts with >18 months treatment.

Median follow up 28.4 months (IQR 26.2 36.3).

Shun Lu ELCC 2021

Savolitinib in MET exon 14 mutation + NSCLC

ORR: 49.2%

Lu et al ASCO2020

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

PFS results in FAS & subgroups (assessed by investigators)

12-m PFS rate (95%CI)

31% (19.6-42.6)

15-m PFS rate (95%CI)

25% (15.0-36.9)

Number at risk (number censored)

Total         70      54      46     32     24     20      17      13     12     12     10       9       7      6        5   5       4       3       2       2        2       2        2       1       1       1        1      0

(0)     (7)      (9)   (10)  (10)   (10)   (11)   (12)  (12)  (12)   (12)   (12)   (14)  (15)   (16)  (16)  (16)   (17)  (17)   (17)   (17)   (17)  (17)  (18)  (18)   (18)   (18)  (19)

Events/N mPFS(95%CI), mo

51/70 6.9 (4.57, 8.25)

Number at risk (number censored)

Previous treated

Treatment naive

12-m PFS rate (95%CI)

Previous treated: 37% (21.6-52.3)

Treatment naïve: 21% (7.8-39.3) 

15-m PFS rate (95%CI)

Previous treated: 28% (14.9-43.5)

Treatment naïve: 21% (7.8-39.3) 

Treatment naïve

Previous treated

Events/N mPFS(95%CI), mo

Previous treated 30/42 6.9 (4.17, 13.73)

Treatment naïve 21/28 6.9 (4.07, 8.25)

12-m PFS rate (95%CI)

With BM: 31% (9.5-55.4)

Without BM: 31% (18.3-44.2)

15-m PFS rate (95%CI)
With BM: 31% (9.5-55.4)
Without BM: 24% (13.1-37.2)

Number at risk (number censored)

Brain Metastases

non-Brain Metastases

15

(0)

13

(2)

12

(2)

9

(2)

5

(2)

5

(2)

3

(3)

3

(3)

3

(3)

3

(3)

2

(3)

2

(3)

1

(4)

1

(4)

0

(5)

55

(0)

41

(5)

34

(7)

23

(8)

19

(8)

15

(8)

14

(8)

10

(9)

9

(9)

9

(9)

8

(9)

7

(9)

6

(10)

5

(11)

5

(11)

5

(11)

4

(11)

3

(12)

2

(12)

2

(12)

2

(12)

2

(12)

2

(12)

1

(13)

1

(13)

1

(13)

1

(13)

0

(14)

Events/N mPFS(95%CI), mo

With BM 10/15 7.0 (4.07, 19.29)

Without BM 41/55 6.2 (4.17, 8.31)

Other NSCLC

PSC

12-m PFS rate (95%CI)

Other NSCLC: 36% (20.9-51.0)

PSC: 22% (8.0-40.1) 

15-m PFS rate (95%CI)

Other NSCLC: 27% (13.7-41.9)

PSC: 22% (8.0-40.1) 

Number at risk (number censored)

Events/N mPFS(95%CI), mo

Other NSCLC 31/45 7.0 (5.52, 13.73)

PSC 20/25 5.5 (2.63, 6.90)

45

(0)

36

(5)

33

(7)

23

(8)

17

(8)

15

(8)

12

(9)

9

(9)

8

(9)

8

(9)

7

(9)

6

(9)

4

(11)

3

(12)

2

(13)

2

(13)

1

(13)

0

(14)

25

(0)

18

(2)

13

(2)

9

(2)

7

(2)

5

(2)

5

(2)

4

(3)

4

(3)

4

(3)

3

(3)

3

(3)

3

(3)

3

(3)

3

(3)

3

(3)

3

(3)

3

(3)

2

(3)

2

(3)

2

(3)

2

(3)

2

(3)

1

(4)

1

(4)

1

(4)

1

(4)

0

(5)

Other NSCLC

PSC

With brain metastases 

(BM) 

Without BM

Shun Lu

42

(0)

32

(4)

28

(6)

20

(6)

16

(6)

15

(6)

13

(6)

9

(7)

8

(7)

8

(7)

6

(7)

6

(7)

4

(9)

3

(10)

2

(11)

2

(11)

2

(11)

2

(11)

1

(11)

1

(11)

1

(11)

1

(11)

1

(11)

1

(11)

1

(11)

1

(11)

1

(11)

0

(12)

28

(0)

22

(3)

18

(3)

12

(4)

8

(4)

5

(4)

4

(5)

4

(5)

4

(5)

4

(5)

4

(5)

3

(5)

3

(5)

3

(5)

3

(5)

3

(5)

2

(5)

1

(6)

1

(6)

1

(6)

1

(6)

1

(6)

1

(6)
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(7)
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OS results in FAS & subgroups

18-m OS rate (95%CI)

42% (30.2-53.5)

24-m OS rate (95%CI)

31% (20.8-42.7)

Number at risk (number censored)

Total

Event/N mOS(95%CI), mo

49/70 12.5 (10.48, 21.39)

70

(0)

62

(1)

59

(1)

52

(3)

47

(3)

42

(3)

34

(3)

30

(3)

30

(3)

28

(3)

26

(3)

24

(3)

19

(5)

16

(8)

13

(11)

11

(13)

8

(14)

7

(15)

5

(16)

4

(17)

3

(18)

3

(18)

2

(19)

2

(19)

1

(20)

1

(20)

1

(20)

0

(21)

18-m OS rate (95%CI)

Previous treated: 50% (34.2-64.6)

Treatment naïve: 30% (14.1-47.1)
24-m OS rate (95%CI)

Previous treated: 38% (22.8-52.2)

Treatment naïve: 22% (9.1-39.1)

Number at risk (number censored)

Previous treated

Treatment naive

Treatment naïve

Previous treated

Event/N mOS(95%CI), mo

Previous treated 28/42 19.4 (10.48, 31.31)

Treatment naïve 21/28 10.9 (7.46, 13.96)

18-m OS rate (95%CI)

With BM: 50% (22.9-72.2)

Without BM: 40% (26.9-52.8) 24-m OS rate (95%CI)

With BM: 36% (13.0-59.4)

Without BM: 30% (18.6-42.9)

Number at risk (number censored)

With BM

Without BM

15

(0)

14

(1)

13

(1)

12

(1)

12

(1)

12

(1)

10

(1)

9

(1)

9

(1)

7

(1)

6

(1)

6

(1)

4

(2)

3

(3)

2

(4)

1

(6)

55

(0)

48

(0)

46

(0)

40

(2)

35

(2)

30

(2)

24

(2)

21

(2)

21

(2)

21

(2)

20

(2)

18

(2)

15

(3)

13

(5)

11

(7)

10

(8)

8

(8)

7

(9)

5

(10)

4

(11)

3

(12)

3

(12)

2

(13)

2

(13)

1

(14)

1

(14)

1

(14)

0

(15)

Event/N mOS(95%CI), mo

With BM 9/15
17.7 

(10.48, Not evaluable)

Without BM 40/55 10.9 (8.97, 21.39)

18-m OS rate (95%CI)

PSC: 30% (13.4-48.4)

Other NSCLC: 49% (33.5-62.8) 24-m OS rate (95%CI)

PSC: 26% (10.5-43.9)

Other NSCLC: 34.7% (21.0-48.9)

Number at risk (number censored)

Other NSCLC

PSC

Event/N mOS(95%CI), mo

Other NSCLC 29/45 17.3 (10.61, 23.62)

PSC 20/25 10.6 (4.57, 13.96)

45

(0)

42

(1)

41

(1)

37

(2)

35

(2)

30

(2)

25

(2)

23

(2)

23

(2)

21

(2)

19

(2)

17

(2)

13

(4)

10

(7)

8

(9)

6

(12)

4

(12)

3

(13)

2

(14)

1

(15)

0

(16)

25

(0)

20

(0)

18

(0)

15

(1)

12

(1)

12

(1)

9

(1)

7

(1)

7

(1)

7

(1)

7

(1)

7

(1)

6

(1)

6

(1)

5

(2)

5

(2)

4

(2)

4

(2)

3

(2)

3

(2)

3

(2)

3

(2)

2

(3)

2

(3)

1

(4)

1

(4)

1

(4)

0

(5)

Other NSCLC                                

PSC

With BM

Without BM

Shun Lu

42

(0)

32

(4)

28

(6)

20

(6)

16

(6)

15

(6)

13

(6)

9

(7)

8

(7)

8

(7)

6

(7)

6

(7)

4

(9)

3
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2

(11)

2

(11)
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(11)
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(11)

1

(11)
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(11)
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(11)

1

(11)

1

(11)

1

(11)
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(11)
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(0)
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(3)
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(3)
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(4)
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ORR 49%
mPFS 6.9m
mOS 12.5m 



MET tirosin kinase inhibitors. Safety 

Le, IASLC Targeted Therapies 2022



MET tirosin kinase inhibitors. Sumary

Drilon, Nat Med 2020 / Wolf NEJM 2020 / Paik NEJM 2020 / Paik WCLC 2020 / Lu Lancet Resp Med 2021 / Le IASLC Targeted Therapies 2022

CRIZOTINIB CAPMATINIB TEPOTINIB SAVOLITINIB

PROFILE - 001 GEOMETRY-mono-1 VISION NCT02897479

Sample Size 1L 26 2L+43 1L 60 2L 100 1L 164 2L+ 241 1L 28 2L+ 42

Median Age 72 71 71 75 71 69

ORR 25% 37% 67% 44% 56% 45% 46% 41%

mPFS (mo) 7.3 12.4 5.4 12.6 11 5.6 6.9

mOS (mo) 9.1 20.8 13.6 19.1 20 12.5
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CRIZOTINIB CAPMATINIB TEPOTINIB SAVOLITINIB

PROFILE - 001 GEOMETRY-mono-1 VISION NCT02897479

Sample Size 1L 26 2L+43 1L 60 2L 100 1L 164 2L+ 241 1L 28 2L+ 42
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ORR 25% 37% 67% 44% 56% 45% 46% 41%

mPFS (mo) 7.3 12.4 5.4 12.6 11 5.6 6.9

mOS (mo) 9.1 20.8 13.6 19.1 20 12.5

✓ EMA approved 

😃



MET tirosin kinase inhibitors. Sumary

Drilon, Nat Med 2020 / Wolf NEJM 2020 / Paik NEJM 2020 / Paik WCLC 2020 / Lu Lancet Resp Med 2021 / Le IASLC Targeted Therapies 2022

CRIZOTINIB CAPMATINIB TEPOTINIB SAVOLITINIB

PROFILE - 001 GEOMETRY-mono-1 VISION NCT02897479

Sample Size 1L 26 2L+43 1L 60 2L 100 1L 164 2L+ 241 1L 28 2L+ 42

Median Age 72 71 71 75 71 69

ORR 25% 37% 67% 44% 56% 45% 46% 41%

mPFS (mo) 7.3 12.4 5.4 12.6 11 5.6 6.9

mOS (mo) 9.1 20.8 13.6 19.1 20 12.5

✓ EMA approved 

😃
…on second line 🫠



MET tirosin kinase inhibitors. Sumary

CRIZOTINIB CAPMATINIB TEPOTINIB SAVOLITINIB

PROFILE - 001 GEOMETRY-mono-1 VISION NCT02897479

Sample Size 1L 26 2L+43 1L 60 2L 100 1L 164 2L+ 241 1L 28 2L+ 42

Median Age 72 71 71 75 71 69

ORR 25% 37% 67% 44% 56% 45% 46% 41%

mPFS (mo) 7.3 12.4 5.4 12.6 11 5.6 6.9

mOS (mo) 9.1 20.8 13.6 19.1 20 12.5

3 febrero  2021

16 febrero  2022

20 junio 2022

6 mayo 2020

Alta en financiación 

1 marzo 2022

1 marzo 20231 marzo 2023



MET tirosin kinase inhibitors. Sumary

CRIZOTINIB CAPMATINIB TEPOTINIB SAVOLITINIB

PROFILE - 001 GEOMETRY-mono-1 VISION NCT02897479

Sample Size 1L 26 2L+43 1L 60 2L 100 1L 164 2L+ 241 1L 28 2L+ 42

Median Age 72 71 71 75 71 69

ORR 25% 37% 67% 44% 56% 45% 46% 41%

mPFS (mo) 7.3 12.4 5.4 12.6 11 5.6 6.9

mOS (mo) 9.1 20.8 13.6 19.1 20 12.5

3 febrero  2021

16 febrero  2022

20 junio 2022

6 mayo 2020

Alta en financiación 

1 marzo 2022

1 marzo 2023

2 years

1 marzo 2023



MET tirosin kinase inhibitors. Sumary

Wolf NEJM 2020 / Paik WCLC 2020 / Lu Lancet Resp Med 2021 /  Lu S. AACR 2022 / Yu Y et al., eClinicalMedicine 2023

CAPMATINIB TEPOTINIB GLUMETINIB GUMAROTINIB

GEOMETRY-mono-1 VISION GLORY NCT04270591

Sample Size 1L 60 2L 100 1L 164 2L+ 241 1L 42 2L+ 27 1L 44 2L 35

Median Age 71 71 75 71 - 68.5 

ORR 67% 44% 56% 45% 66.7% 51.9% 71% 60%

mPFS (mo) 12.4 5.4 12.6 11 NE 5.7 11.7 7.6

mOS (mo) 20.8 13.6 19.1 20 NE NE 16.2



New ways to inhibit MET

Antibody-drug conjugate

Dagogo J ASCO 2022 / Camidge DR, et al. J Clin Oncol 2022;40(suppl):Abstr 9016
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Telisotuzumab Vedotin (teliso-v)
Telisotuzumab + monomethyl auristatin E 

(microtubule inhibitor + cytotoxin)
Phase II LUMINOSITY
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New ways to inhibit MET

Antibody-drug conjugate

Dagogo J ASCO 2022 / Camidge DR, et al. J Clin Oncol 2022;40(suppl):Abstr 9016

Telisotuzumab Vedotin (teliso-v)
Telisotuzumab + monomethyl auristatin E 

(microtubule inhibitor + cytotoxin)
Phase II LUMINOSITY

TeliMET NSCLC-01 Phase III TRIAL



New ways to inhibit MET

Bispecific antibodies

Krebs M et al. ASCO 2022



New ways to inhibit MET

Bispecific antibodies Amivantamab

Krebs M et al. ASCO 2022

Phase I CHRYSALIS



New ways to inhibit MET

Bispecific antibodies Amivantamab

Clinical benefit rate 59%

Krebs M et al. ASCO 2022

Phase I CHRYSALIS

Treatment naïve 71%
No prior MET 53%

Prior MET 58%



Inhibiting MET after EGFR TKI

+

Tepotinib

Savolitinib

Crizotinib

Osimertinib



Inhibiting MET after EGFR TKI

INSIGHT 2: Phase II study of advanced EGFRm NSCLC with METamp after progression on 1L Osimertinib 

Maxieres J. ESMO 2022 / Weng-Tan DS. ASCO 2023



Inhibiting MET after EGFR TKI

INSIGHT 2: Phase II study of advanced EGFRm NSCLC with METamp after progression on 1L Osimertinib 

Maxieres J. ESMO 2022 / Weng-Tan DS. ASCO 2023

Response Tumor Tissue FISH+  (n = 98)

ORR, % (95% CI) 43.9 (33.9-54.3)

Median DoR, mo (95% CI) 9.7 (5.6-NE)

Survival Tumor Tissue FISH+  (n = 98)

Median PFS, mo (95% CI) 5.4 (4.2-7.1)

Median OS, mo (95% CI) NE (11.1-NE)

Response Blood-Based NGS+  (n = 31)*

ORR, % (95% CI) 51.6 (33.1-69.8)

Median DoR, mo (95% CI) 5.6 (2.9-NE)

Survival Blood-Based NGS+  (n = 31)*

Median PFS, mo (95% CI) 4.6 (2.7-6.9)

Median OS, mo (95% CI) NE (6.8-NE)
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Maxieres J. ESMO 2022 / Weng-Tan DS. ASCO 2023

Response Tumor Tissue FISH+  (n = 98)

ORR, % (95% CI) 43.9 (33.9-54.3)
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Inhibiting MET after EGFR TKI

Leighl B. ESMO 2021 / Shu C, et al ASCO 2022

CHRYSALIS: Phase I Amivantamab Monotherapy and + Lazertinib in Post-osimertinib EGFR- NSCLC 



Inhibiting MET after EGFR TKI

Leighl B. ESMO 2021 / Shu C, et al ASCO 2022

CHRYSALIS-2: Phase I Amivantamab + Lazertinib post- osimertinib and chemotherapy in EGFRm pts

CHRYSALIS: Phase I Amivantamab Monotherapy and + Lazertinib in Post-osimertinib EGFR- NSCLC 



Inhibiting MET after EGFR TKI

MARIPOSA-2: Phase III Amivantamab + Lazertinib + chemo vs Amivantamab + lazertinib vs chemotherapy post-

osimertinib

Passarano A, Annals of Oncology 2023

Intracranial



Inhibiting MET after EGFR TKI

MARIPOSA-2: Phase III Amivantamab + Lazertinib + chemo vs Amivantamab + lazertinib vs chemotherapy post-

osimertinib

Passarano A, Annals of Oncology 2023

Intracranial

Amivantamab-combos → first regimens to improve PFS 
vs chemotherapy in EGFR-m NSCLC after osimertinib 



Inhibiting MET and EGFR TKI

MARIPOSA:  Amivantamab + Lazertinib vs Osimertinib as First-line Treatment in EGFR-m NSCLC 

Cho CB, et al. ESMO 2023 



Caso clínico

Setiembre 2019

QT neoadyuvante 

Lobectomía superior derecha
pT1c N2

Marzo 2020

Progresión SR

Exéresis SR

Progresión 
pulmonar peritoneal 
mediastínica y ósea

Mayo 2020

SLP 4m SLP 2m

Octubre 2020

Biopsia líquida
Mutación MET ex14

SLP 5m

Progresión 
pulmonar

SLP 3a + 1m…

Noviembre 2019

Capmatinib 400mg/12h

EC KEYNOTE 189
Carboplatino  
pemetrexed 

pembrolizumab
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Take home message



Take home message
MET Exon 14 skip mut

METex14 is a targetable driver mutation and should be tested



✓ Capmatinib and tepotinib are effective with the best efficacy in 1st line

✓ Unfortunately, EMA approval is for 2nd line. 

Take home messages
MET Exon 14 skip mut



✓ Capmatinib and tepotinib are effective with the best efficacy in 1st line

✓ Unfortunately, EMA approval is for 2nd line. 

Take home messages
MET Exon 14 skip mut

ORR mOS

Platin-doublet 25% 12 m 

Pembro (PD-L1 high) 45% 26 m 

CT/Pembro (PD-L1 high) 61% 22 m 

Capmatinib / Tepotinib 1st line 55-70% 24 m 

Capmatinib / Tepotinib 2nd-3rd line 40-50% 14 m 

→Median age of 70a
→ Less prone to respond 

on IO



✓ Capmatinib and tepotinib are effective with the best efficacy in 1st line
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✓Role not only as a mechanism of resistance on EGFR but also to other drivers

✓Outcomes with double blockage using TKIs are modest

…but antibodies drug conjugates and bispecific antibodies are having 
promising results

→ Is it time to use double blockage upfront?

Take home messages
MET as a secondary driver

“New” toxicities should also be taken into account



Thank you

Anna Estival, MD, PhD
Unidad de Tumores Torácicos, Ensayos Clínicos y Sarcoma

Hospital Universitario Insular de Gran Canaria
aestgong@gobiernodecanarias.org

@Annestival



Muchas Gracias
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