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BACKGROUND

Immune checkpoint inhibitor (ICl) maintenance therapy is the standard of care for frontline management of
extensive-stage small cell lung cancer (ES SCLC). However, the overall survival benefit of the addition of ICI
maintenance to frontline ES SCLC treatment is modest and further improvement is needed. We hypothesized
that the addition of poly (ADP-ribose) polymerase inhibition to ICI maintenance therapy for patients with
platinum-sensitive ES SCLC could improve the antitumor efficacy of ICI.

METHODS

Asingle-arm, investigator-initiated phase Il trial (NCT03958045) enrolled patients with platinum-sensitive

ES SCLC who received frontline maintenance nivolumab 480 mg IV every 4 weeks, and rucaparib, 600 mg PO
twice a day after the completion of 4-6 cycles of the platinum doublet. The primary outcome was median
progression-free survival. Secondary endpoints included assessment of objective response and adverse
effects (AEs) per CTCAE 5.0. Correlative studies included pretreatment and during-treatment immune assays
and circulating tumor DNA TP53 mutation status.

RESULTS

42 patients consented, and 33 met eligibility criteria and were treated. All patients received 4-6 cycles

of frontline platinum doublet and had at least a partial response by RECIST at enrollment. In the 33
participants, the most common grade 3 and 4 AEs (at least possibly related) were hypokalemia (3%),
hyponatremia (3%), elevated alanine aminotransferase (3%), neutropenia (3%) and leukocytopenia (3%).
No grade 5 AE was noted. The median PFS (mPFS) was 3 months from the time of enrollment on frontline
maintenance (post platinum doublet). The mPFS was 11 months from cycle 1 of the platinum doublet.
Overall, 89.8% of patients were alive at 12 months, and 54.4 % of patients were alive at 24 months from
the start of the platinum doublet. Currently, 2 patients are on active treatment, and the other two have
completed study treatment and are on observation with stable disease.

CONCLUSIONS

Maintenance rucaparib combined with immune checkpoint inhibition was tolerable and showed promising
activity after completion of frontline chemotherapy in platinum-sensitive extensive-stage small cell lung
cancer patients.
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