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RET Is activated by two major mechanisms in cancer

Non-small cell lung cancer (2%) RET mutations Medullary thyroid cancer
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KIFSB (most common in lung cancer) U I
CCDC6 or NCOA4 (most common in thyroid cancer) Common mutation: RET M918T

Drilon et al. Nat Rev Clin Oncol 2018;15:151-67; Kato et al. Clin Cancer Res 2017; 23:1988-97; Pietrantonio et al. Ann Oncol 2018;Mar 10; Su et al. PLoS One 2016;11(11)



LOXBG292 is a potent and selective RET inhibitor

Kinome selectivity Xenograft models Orthotopic brain model
Highly selective for RET Multiple fusions/mutations/histologies CCDCG6-RET orthotopic brain PDX
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Tumor models Treatments
B KIF5B-RET (PDX-NSCLC) — Vehicle
B CCDCS8-RET (PDX-CRCA) ——— LOX0-29230mg/kg BID =» Day 52 =» 3 mg/kg BID
1! CCDCB-RET-V804M (PDX-CRCA) = Ponatinib 20 mg/kg QD =» Day 52 =» 2 mg/kg QD

B KIF5B-RET (NIH-3T3)

B KIF5B-RET-V804M (NIH-3T3)

B RET C634W(TT cell line-MTC)

W CCDC8-RET (LC-ad cell line-NSCLC)

Subbiah et al. Ann Oncol 2018
Cabo = cabozantinib; PDX = patient-derived xenograft; NSCLC = non-small cell lung cancer; CRC = colorectal cancer; MTC = medullary thyroid cancer; BID = twice-daily; QD = once-daily



LIBRETTOO01: phase | dose escalation and pharmacokinetics




