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Program Objectives for This Lecture:

RET
 ARROW  (Pralsetinib [BLU-667])
 LIBRETTO-001  (Selpercatinib [LOXO-292]

MET
 VISION (Tepotinib)
 GEOMETRY (Capmatinib)

B-RAF
 BRF113928 (Dabrafenib/Tremetinib)





RET Alterations: Diverse Oncogenic Drivers Lacking <br />Targeted Therapeutic Approach





PRALSETINIB
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BLU-667 Demonstrates Substantial Antitumor Activity <br />in RET Fusion+ Advanced NSCLC

PRALSETINIB
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Previously Treated Group

SELPERCATINIB







Data cut-off. June 17th, 2019. AE- adverse event, Total % for any given AE may be different than the sum of the individual grades,
due to rounding. 



Conclusion on RET Inhibitors
 Pralsetinib demonstrates a broad and durable antitumor activity in patients with RET+ advanced NSCLC; similarly, 

Selpercatinib demonstrates a robust and durable response in similar population.
Pralsetinib Selpercatinib

ORR (prior platinum)     60% 68% 
ORR (naive) NE 85%
DOR (prior platinum) NR 20.3 months
DOR (naïve) NE NR
Active in CNS met Yes Yes
ORR CNS 78% (5/7) 91% (10/11)
Safety profile most AEs G1/2          most AEs low grade
Discontinuation TRAEs                  7%                               1.7%

 Pralsetinib has FDA breakthrough therapy designation in RET fusion+ NSCLC that progressed following platinum-
based chemotherapy.

 Selpercatinib: New Drug Application (NDA) submission planned by the end of 2019.





















GEOMETRY mono-1: A phase II trial of capmatinib in patients with advanced NSCLC harboring MET exon14 skipping mutation



Baseline characteristics 



Prior therapies



Best overall response (pretreated cohort 4)



Best overall response (treatment naive cohort 5b)



BIRC neuro-radiologist review confirms activity against brain metastases<br /><br /> 



Safety summary<br />Favorable and manageable safety profile



Conclusion on MET Inhibitors
 Tepotinib has durable clinical activity in patients with NSCLC harboring METex14 mutation and 

Capmatinib has demonstrated clinically meaningful activity in the same driver mutation population. 
Tepotinib Capmatinib

ORR (naïve) L+: 58%; T+:44% 67.9% 
ORR (>2 lines) L+: 45%; T+:45% 40.6%
DOR (naïve) 14.3 months                                            11.1 months
DOR (>2 lines) L+: 12.4 mo; T+: 12.4 mo 9.7 months
Active in CNS met Yes Yes
Safety profile G3: 19.5%; no G4                              G3/4: 35.6%; G4: 4.5%
Discontinuation TRAEs                             4.6%                                                         11.1%

 Capmatinib: Orphan Drug Designation and Breakthrough Therapy Designation granted to this agent. 







B-Raf/MEK Inhibitors

Dabrafenib/Trametinib
 Melanoma (metastatic and adjuvant)
 Lung cancer (metastatic)

Cobimetinib/Vemurafenib* 
 Melanoma (metastatic)
 Erdheim-Chester Disease*

Binimetinib/Encorafenib
 Melanoma (metastatic)
 Colon Cancer (metastatic)** (with cetuximab)



Previously treated patients
Dabrafenib 150 mg po twice daily 
(n=78)

First line patients
Dabrafenib 150 mg po twice daily
Trametinib 2 mg po daily
(n=36)

Previously treated patients
Dabrafenib 150 mg po twice daily 
Trametinib 2 mg po daily 
(n=57)

Study Design: Dabrafenib plus Trametinib in Patients with 
B-RAF V600E Metastatic Non-Small Cell Lung Cancer 

A phase 2, multicenter, non-randomized, non-comparative, open-label trial



Dabrafenib + Trametinib: Best Confirmed Response in 
 2nd Line; BRF113928 Trial.
• Clinically meaningful anti-tumor activity with a higher ORR when compared indirectly 

with dabrafenib monotherapy in BRAF V600E mutated NSCLC
• ORR = 63% and DCR = 75% for dabrafenib plus trametinib
• ORR = 33% and DCR = 56% for dabrafenib as monotherapy

Planchard D, et al. Lancet Oncol. 2016;17:642-650. Planchard D, et al. Lancet Oncol. 2016;[in press].



Baseline, October 2014 

Images courtesy of B. Johnson. DFCI.

+8 months (May 2015)

Dabrafenib + Trametinib: Outcome

 65 years old male patient (former smoker) with V600E 
BRAF mutation



First-Line: Dabrafenib + Trametinib in Patients With B-Raf V600E 
Metastatic NSCLC: Overall Response Rate
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First-Line: Dabrafenib + Trametinib in Patients With B-Raf V600E 
Metastatic NSCLC: Overall Response Rate



First-Line: Dabrafenib + Trametinib in Patients With B-Raf V600E 
Metastatic NSCLC: Overall Response Rate





Conclusion

NCCN Guidelines Version 3.2020- NON-SMALL CELL LUNG CANCER

Tepotinib
Capmatinib

Praseltinib
Selpercatinib

NCCN Guidelines Version ?.2020- NON-SMALL CELL LUNG CANCER



Question.
The most common Grade 3/4 adverse event found with MET inhibitors is:

a. Neutropenia
b. Nausea
c. Diarrhea
d. Peripheral Edema
e. Fatigue

Answer.
Peripheral edema is an adverse event that has been described with MET inhibitors such as crizotinib as 
well as novel and more potent MET inhibitors such as tepotinib and capmatinib. In the VISION study, the 
incidence of grade 3 peripheral edema was 8%; in the GEOMETRY study, peripheral edema grade 3-4 was 
seen in 7.5%. Moreover, in the discontinuation rate due to adverse event, peripheral edema was the most 
common cause. 


