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Background: Outcome of high-risk stage III melanoma patients (pts) has been poor,
with a 5-year overall survival (OS) rate of< 50%. Adjuvant IPI improved 5-year
relapse-free survival (RFS) and OS and adjuvant (adj) anti-PD1 improved RFS further.
Neoadjuvant (neoadj) IPIþNIVO has been shown in 3 investigator-initiated trials to
induce high pathologic response rates. While standard dosing regimen of IPI 3mg/kgþ
NIVO 1mg/kg has been too toxic for broader application, OpACIN-neo identified 2
courses IPI 1mg/kgþNIVO 3mg/kg as well tolerated and effective scheme to proceed
to phase 3. Pathologic response was a good predictor for early outcome (none of the pts
relapsed), but longer follow-up (FU) data are missing so far.

Methods: Between August 2015 and October 2016, 20 high risk, stage IIIB/IIIC mela-
noma pts with palpable nodal disease were included in the phase 1b feasibility OpACIN
trial. Pts were randomized to receive IPI 3mg/kg plus NIVO 1mg/kg, either adj 4
courses, or split 2 courses neoadj and 2 adj. Pathological response was reviewed by a
blinded pathologist, response was defined as< 50% viable tumor cells. The study was
not powered to compare both arms, all efficacy endpoints are descriptive.

Results: After a median FU of 31.6 months (minimum 23.5 months FU of pts alive)
none of the 7 pts that achieved a pathologic response in the neoadj arm have relapsed.
Two non-responding pts in the neoadj arm have relapsed, and 4 pts in the adj arm. 1 pt
died in the neoadj arm and 3 in the adj arm. Estimated 30 months RFS rates were 80%
for the neoadj arm and 60% for the adj arm and 30 months OS rates were 90% and
67%, respectively. Of the 18 (90%) pts that had developed one or more grade 3-4
adverse events, all recovered to� grade 1, except for grade 2 endocrine toxicities need-
ing hormonal suppletion therapy that are ongoing in 8 (50%) of 16 pts alive.

Conclusions: OpACIN was the first trial investigating neoadj IPIþNIVO in pts with
macroscopic stage III melanoma, thus having the longest FU. None of the pts with a
pathologic response has relapsed, suggesting that this could become a primary read-out
for subsequent neoadj immunotherapy trials and a surrogate marker for RFS and OS.
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Background: In the global, open-label, phase 2/3 study KEYNOTE-010, pembro
10 mg/kg or 2 mg/kg Q3W improved OS vs docetaxel in pts with previously treated
advanced NSCLC with PD-L1 TPS�50% and�1% (coprimary analyses) at median
follow-up of 13.1 mo. We present long-term results overall, in pts who completed 35
cycles (�2 y) of pembro, and in pts who received a second course of pembro.

Methods: Pts aged>18 y with previously treated advanced NSCLC with PD-L1 TPS
�1% were randomized 1:1:1 to pembro 10 mg/kg or 2 mg/kg Q3W, or docetaxel
75 mg/m2 Q3W. Pts received pembro for 35 cycles, until disease progression/intolerable
toxicity. Response was assessed every 9 wk (RECIST 1.1 by independent central review),
and survival every 2 mo posttreatment. There was no difference between pembro doses
in the primary analysis, thus doses were pooled in this analysis.

Results: As of March 16, 2018, median (range) follow-up was 42.6 (35.2–53.2) mo
overall (N¼ 1033). Pembro improved OS vs docetaxel in pts with PD-L1 TPS�50%
(HR, 0.53; 95% CI, 0.42–0.66; P< 0.00001) and TPS�1% (HR, 0.69; 95% CI, 0.60–
0.80; P< 0.00001). In pts with PD-L1 TPS�50%, median (95% CI) OS was 16.9 (12.3–
21.4) mo with pembro vs 8.2 (6.4–9.8) mo with docetaxel; 36-mo OS rates were 35% vs
13%, respectively. Similar to the primary analysis, 16% of pembro pts and 36% of doce-
taxel pts had grade 3–5 treatment-related AEs. 79 of 690 pembro pts received 35 treat-
ment cycles (�2 y). 36-mo OS rate among these 79 pts was 99% and 75 (95%) had PR/
CR as best response; 72 pts (91%) remained alive. 48 pts (64%) had an ongoing
response; median duration of response was not reached (range, 4–46þmo). 25 of 79
pts (32%) had PD (investigator review) after stopping 35 cycles of pembro. 14 pts
received second course pembro, 5 of whom completed 17 cycles; 6 (43%) had PR, 5
(36%) had SD, and 11 (79%) remained alive.

Conclusions: At 43-mo follow-up, pembro continued to prolong OS vs docetaxel in
pts with previously treated, PD-L1–expressing advanced NSCLC, with manageable
long-term safety. Most pts who completed 35 cycles (�2 y) of pembro had durable
response. The majority of pts with PD by investigator review who received second
course pembro had either PR or SD and remained alive.
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Background: Despite high initial response rates, most patients (pts) with SCLC relapse
soon after first-line (1L) treatment (tx), with limited tx options and a poor prognosis.
Nivo is approved in the US for tx of metastatic SCLC with progression after platinum-
based chemo and�1 other line of tx. We report results from CheckMate 331
(NCT02481830), a global, open-label, phase 3 trial of nivo vs chemo in pts with
relapsed SCLC after 1L platinum-based chemo.

Methods: Pts (N¼ 569) with limited- or extensive-disease SCLC and recurrence/pro-
gression after 1L platinum-based chemo were randomized 1:1 to receive nivo (n¼ 284)
or chemo (n¼ 285; topotecan or amrubicin where locally approved; see Table for all
dosages), stratified by platinum sensitivity (90 days) and CNS metastases. Pts were
treated until progression (or no longer deriving clinical benefit with nivo) or unaccept-
able toxicity. Primary endpoint was overall survival (OS) with nivo vs chemo.
Approximately 482 events were expected, providing 90% power to detect a hazard ratio
(HR) of 0.745 favoring nivo (2-sided alpha, 0.05).

Results: Minimum follow-up was 15.8 months. Baseline characteristics were balanced
between arms. No statistically significant improvement in OS was seen with nivo vs
chemo (HR, 0.86 [95% CI, 0.72–1.04]); however OS curves showed delayed separation
after month 12. HR for OS with nivo vs chemo in pts with platinum-resistant SCLC
was 0.71 (95% CI, 0.54–0.94). Other efficacy outcomes are shown in the table.
All-grade (grade 3–4) tx-related adverse events (AE) occurred in 55% (14%) of nivo-
and 90% (73%) of chemo-treated pts. There were 2 tx-related deaths with nivo and 3
with chemo.

Conclusions: CheckMate 331 did not meet the primary endpoint of OS for nivo vs
chemo in 2L SCLC. However, late separation of curves and potential activity in the
platinum-refractory setting suggests possible long-term benefit for some pts. There
were no new safety signals, with lower AE rates observed with nivo.
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Table: LBA5 Efficacy outcomes with nivolumab vs chemotherapy
in recurrent SCLC

Nivoa (n¼ 284) Chemob (n¼ 285)

Overall survival

Events, n (%) 225 (79) 245 (86)

Median, months (95% CI) 7.5 (5.7–9.2) 8.4 (7.0–10.0)

HR (95% CI) 0.86 (0.72–1.04) P¼ 0.11c

1-year OS rate, % (95% CI) 37 (31–42) 34 (29–40)

Progression-free survival

Events, n (%) 258 (91) 235 (82)

Median, months (95% CI) 1.4 (1.4–1.5) 3.8 (3.0–4.2)

HR (95% CI) 1.41 (1.18–1.69)

1-year PFS rate, % (95% CI) 11 (8–15) 10 (7–14)

Objective response rate, n (%) 39 (14) 47 (16)

Odds ratio (95% CI) 0.80 (0.50–1.27)

Duration of response

n events/n responders (%) 28/39 (72) 43/47 (92)

Median, months (95% CI) 8.3 (7.0–12.6) 4.5 (4.1–5.8)
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