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1. EXECUTIVE SUMMARY

Eli Lilly submitted this Efficacy Supplement with the final results of Study LIBRETTO-121 (J2G-
OX-JZJJ) entitled “A Phase 1/2 Study of the Oral RET Inhibitor LOXO-292 in Pediatric Patients with 
Advanced RET-Altered Solid or Primary Central Nervous System Tumors” to support labeling 
updates for safety, efficacy, and pharmacokinetics (PK) in pediatric patients with RET-altered solid 
tumors. The clinical pharmacology package for this supplement contains updated PK assessment and 
population PK (PopPK) analyses which include updated PK data from 10 additional pediatric patients 
≥ 6 years of age from the study. 

1.1 Recommendations

The Office of Clinical Pharmacology has determined that the proposed labeling updates are 
acceptable provided the Applicant accepts the recommended changes. This labeling supplement is 
approvable from a clinical pharmacology perspective.

1.2 Post-Marketing Requirements and Commitments

No new postmarketing requirement (PMR) or postmarketing commitment (PMC) studies are requested 
by the Office of Clinical Pharmacology.

2. SUMMARY OF CLINICAL PHARMACOLOGY ASSESSMENT

2.1 Summary of Regulatory History

RETEVMO® (selpercatinib) is currently approved for treatment of adult patients with locally 
advanced or metastatic NSCLC with a RET gene fusion and adult and pediatric patients 2 years of 
age and older with advanced or metastatic MTC, thyroid cancer, and other solid tumors with a RET 
mutation. The recommendation for accelerated approval in pediatric patients 2 years of age and older 
was based on the interim efficacy, safety and PK data from Study LIBRETTO-121. Patients received 
selpercatinib 92 mg/m2 orally twice daily (BID; maximum 160 mg BID) until disease progression, 
unacceptable toxicity, or other reason for treatment discontinuation. 

Given that the exposure in pediatric patients 2 to < 12 years of age following weight-based dosing 
did not match the adult exposure, body surface area (BSA) tier-based dosages were recommended for 
this age group (Table 1) based on PopPK analysis. The predicted selpercatinib exposures at steady 
state within each BSA tier in pediatric patients are similar to that in adult patients.

Table 1. BSA tier-based dosage in pediatric patients 2 to <12 years of age

BSA Recommended dosage
0.33 to 0.65 m2 40 mg three times daily
0.66 to 1.08 m2 80 mg twice daily
1.09 to 1.52 m2 120 mg twice daily
≥1.53 m2 160 mg twice daily
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