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Targeted therapy .-
Nuevo inhibidor selectivo de RET UPDATES
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RET fusion 1-2% NSCLC

Hasta el momento actual no existen farmacos dirigidos aprobados en las
fusiones de RET

Multikinase inhibitors are pharmacokinetically-limited

Several multikinase inhibitors suboptimally inhibit RET even at full doses.
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Inhibidores multikinasa: Respuestas bajas y toxicidad alta
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Next-generation RET kinase inhibitors are more RET-selective

pre-2017

many repurposed rationally designed
to focus on RET or selected to more
inhibition optimally inhibit RET and BLU-667

target activating RET alterations
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Estudio ARROW: BLU-667, Inhibidor Selectivo de RET (UNG CANCER
(Subbiah V. et al) . UPDATES
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Se presentan los resultados del estudio first-in-human, BLU-667 ARROW, en

tumores RET positivos con un nuevo inhibidor oral selectivo de RET (total 56
pacientes)

BLU-667 ARROW first-in-human study Diverse RET genotypes enrolled

(Ml:boum-w\ Part 2: Dose expansion - eavolling
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Key objectives
« MTD, safety, pharmacokmetics, phammacodynamics, ard-tumor acivty
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Response Rate and DOR
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BLU-667 has durable activity and high response rate in RET-allered NSCLC
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Potent actiity against KIFSE-RET NSCLC - post-vandetind+veralimus
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Drug RET-rearranged
lung cancers
Cabozantinib ORR 28%
Vandetanib ORR 18-47%
BLU-667 ORR 36% (n=5/14)
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Potent activity against KIFSB-RET NSCLC - post chemotherapy
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Activity against KIF5B-RET NSCLC brain metasiases
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Understanding the safety profile of BLU-667 Most adverse events were
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Overall toxicity comparison of BLU-667 with older RET inhibitors

Dose Drug Diarrhes Rash Liver Drug-
Reduction Discontinuation (e Eadey:|icars R e) dy=function related AE
Rate Rate Y9 1 y:9 (any grade) (=grade 3)
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No grade 4 or 5 treatment-related AEs.
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* Mayor capacidad de inhibicion selectiva y mejor perfil de toxicidad que
los inhibidores RET multikinasa

En NSCLC-RET+, BLU-667 consigue 50% de respuestas (7/14) con 36%
respuestas confirmadas (5/14)

* Respuestas en pacientes pretratados asi como no tratados previamente
con TKiIs

Se confirma actividad preliminar intracranial

Fase expansion del estudio en marcha
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Precision Targeted Therapy With BLU-667 for RET-Driven Cancers
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Otros inhibidores selectivos de RET presentados LUNG CANCER
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4784 / 13 - TAS0286/HMO5, a novel highly selective RET

inhibitor, prominently inhibits various RET defective tumor
growth. H. Fujita

4785 / 14 - NMS-E668, a highly potent orally available RET
inhibitor with selectivity towards VEGFR2 and demonstrated

antitumor efficacy in multiple RET-driven cancer models. E.
Ardini
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