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BACKGROUND

Prognostic and predictive effects of TP53 co-mutations and RET fusion partners in
RET-rearranged advanced NSCLC
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RESULTS

RET fusions occur in ~1-2% of
patients with advanced non small
cell lung cancer (aNSCLC).

Selective RET inhibitors (SRIs),
such as  selpercatinib and
pralsetinib, have  significantly
improved outcomes, but yet ~10%
of patients progress in the first 6

months of treatment and ~30% by
12 months (1).

Predictors of response or early
progression remain poorly
characterized.

(1) Zhou C et al. N Engl J Med. 2023;389:1839-50.

METHODS

A multicenter retrospective analysis
(RET-MAP) of RET+ aNSCLC from
47 international centers evaluated
clinical and genomic correlates of SRI
outcomes.

Multivariable Cox models estimated
progression-free (PFS) and overall
survival (OS) and tested interactions

with  first-line (1L) SRI versus
chemotherapy *= immunecheckpoint
inhibitor (CH=ICI).

In parallel, genomic and
transcriptomic features were
characterized in an external Caris
Life Sciences (CLS) cohort of

patients with RET+ aNSCLC.

RET-MAP Cohort CLS Cohort
» 510 patients with aNSCLC (median age 63; 59% female; 36% ever-smokers; 92% adenocarcinoma). TP53-mutant tumors (74/211) were characterized by:
« SRl any line: 401 patients (1L n=151; later lines n=250) - mFUP (PFS): 29.7 mo (95% CI 26.0-37.0); mFUP (OS): 35.2 mo (95% CI 31.8—40.3). « Enrichment for RB1 mutations and association with KIF5B partner (Figure 4A).
_ « Higher expression of proliferative pathways in gene set enrichment analysis (Figure 4B).
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