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Background

Adding tarlatamab to 1L ES-SCLC therapy showed encouraging efficacy in the phase 1b DeLLphi-303 study (NCT05361395). We report the
primary analysis of the randomized phase 3 DeLLphi-305 trial evaluating tarlatamab + durva vs durva as 1LM therapy for ES-SCLC.

Methods

563 patients (pts) with ES-SCLC without progression after 1L durva + EP were randomized (1:1) to receive either tarlatamab + durva (n =
282) or durva (n = 281) until progression or unacceptable toxicity. Tarlatamab was given 1 mg IV cycle 1 day 1 (C1D1); 10 mg IV C1D8,
C1D15, then 10 mg IV Q2W; durva was given 1500 mg IV Q4W. The primary endpoint was overall survival (OS) with key secondary endpoint
progression-free survival (PFS) per investigator assessment, each measured from time of randomization. Additional secondary endpoints
were objective response rate (ORR) and safety.

Results

With median (m) follow-up time of 15.9 and 16.1 months (mo), respectively, tarlatamab + durva significantly improved OS (HR: 0.42; 95% CI
0.32, 0.54; P <0.001; mOS: 21.1 [95% CI, 20.8 to NE] vs 12.7 mo [95% CI, 11.2 to 14.8]). Tarlatamab + durva significantly improved PFS
(HR: 0.34; 95% CI 0.28, 0.42; P < 0.001; mPFS: 7.4 vs 1.9 mo). ORR was 26.4% (95% CI 20.9%, 32.5%) for tarlatamab + durva and 4.1%
(95% CI 2.0%, 7.4%) for durva (P < 0.001). Grade ≥ 3 TEAEs occurred in 46.8% (tarlatamab + durva) and 40.6% (durva) of pts. Cytokine
release syndrome (CRS) and immune-effector cell-associated neurotoxicity syndrome (ICANS) occurred in 49.6% and 1.1% of tarlatamab +
durva pts and were mostly low grade (Table).Table: LBA3

Tarlatamab + durva (n = 282) Durva (n = 281)
OS
mOS, mo (95% CI) 21.1 (20.8, NE) 12.7 (11.2, 14.8)
HR (95% CI); P value 0.42 (0.32, 0.54); P < 0.001
12 mo OS rate, % (95% CI) 79.4 (74.2, 83.7) 53.3 (47.3, 59.0)
Median follow-up, mo 15.9 16.1
PFS
mPFS 7.4 (5.6, 9.1) 1.9 (1.9, 2.0)
HR (95% CI); P value 0.34 (0.28, 0.42); P < 0.001



ORR, % (95% CI) 26.4 (20.9, 32.5) 4.1 (2.0, 7.4)
P value P < 0.001
TEAEs, n (%) (n = 282) (n = 278)
Any grade 281 (99.6) 258 (92.8)
Gr ≥ 3 132 (46.8) 113 (40.6)
CRSa , n (%)
Any grade 140 (49.6) 4 (1.4)
Gr ≥ 3 1 (0.4) 0
ICANSa , n (%)
Any grade 3 (1.1) 0
Gr ≥ 3 0 0

Tarlatamab + durva (n = 282) Durva (n = 281)

aNo fatal events occurred. NE, not estimable; Gr, grade; TEAE, treatment-emergent adverse event.

Conclusions

Tarlatamab + durva significantly improved OS, PFS, and ORR in 1LM ES-SCLC. The overall incidence of adverse events was comparable
between groups. CRS and ICANS events were primarily low grade and no fatal events occurred. These results establish tarlatamab + durva
as a new standard of care 1LM therapy for ES-SCLC.
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NCT06211036.
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