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● ZEAL-1L (NCT04475939) is a Phase 3, randomised, double-blind trial in patients with
advanced or metastatic NSCLC without known driver mutations
that will compare efficacy and safety of nira + pembro with placebo + pembro.
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● NSCLC accounts for approximately 85% of lung cancers and a high proportion of
patients with NSCLC have advanced or metastatic disease at diagnosis.1

● Pembro, a PD-1 inhibitor, maintained until disease progression with or without
platinum-based chemotherapy, is a standard 1L treatment for advanced/
metastatic NSCLC.2

● However, durable long-term benefit is limited to a small subset of patients.
● There remains an unmet need for treatments that extend survival and maintain quality

of life in patients with NSCLC.
● Platinum-based chemotherapy induces DNA double-strand breaks, leading to

cytotoxicity, which may be further increased by impairment of DNA damage repair via
PARP inhibition.3

● Nira, a PARP inhibitor, promotes PARP trapping, activates the STING pathway,
recruits T cells, and upregulates PD-L1, making it a promising partner for PD-1
inhibitors.4,5

● Nira crosses the blood–brain barrier in animal models with 34-fold higher brain tissue
exposure than other PARPi, suggesting it may reduce risk/progression of BM.6

● Nira + pembro has shown antitumour activity and acceptable safety in triple-negative
breast cancer and platinum-resistant ovarian cancer (TOPACIO/KEYNOTE-162), and
as 1L therapy in advanced/metastatic NSCLC (JASPER).7,8

● The Phase 3 ZEAL-1L study is registered at clinicaltrials.gov (NCT04475939) and is 
currently active and recruiting.

● Recruitment began in November 2020.
● Ongoing research to address the unmet need for patients with advanced/metastatic 

NSCLC is crucial.
● PARP inhibitors such as nira, when combined with PD-1 inhibitors like pembro, may 

have the potential to prolong responses after 1L chemotherapy.
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Study population Current status and key points

• Histologically/cytologically confirmed 
diagnosis of NSCLC without known 
targetable driver mutations (non-
squamous, squamous or mixed 
histology allowed)

• Advanced (stage IIIB not amenable 
to definitive chemoradiotherapy or 
stage IIIC) or metastatic (stage IV) 
NSCLC

• Completed 4–6 cycles of standard-
of-care platinum-based 1L induction 
chemotherapy plus pembro

• SD, PR or CR after 4–6 cycles of 
platinum-based 1L induction 
chemotherapy plus pembro

• ECOG PS 0 or 1

• Mixed SCLC or sarcomatoid
variant NSCLC

• Prior treatment with PARP inhibitor(s)

• Systolic BP >140 mmHg or diastolic 
BP >90 mmHg

• Leptomeningeal disease, 
carcinomatous meningitis, 
symptomatic BM, or radiologic signs 
of CNS haemorrhage (asymptomatic 
BM permitted if patient is off 
corticosteroids and anticonvulsants 
for ≥7 days)

• Active/prior autoimmune or 
inflammatory disorder

Key inclusion criteria Key exclusion criteria

Dual primary endpoints
PFS* and OS† of patients treated with nira + pembro versus 
placebo + pembro

Secondary endpoints 
TTP in the CNS assessed by BICR per RANO-BM criteria

Investigator-assessed PFS per RECIST v1.1 criteria

PFS* and OS† by PD-L1 status (TC <1% vs ≥1%)

TTD in lung symptoms‡

Change from baseline in HRQoL per EORTC QLQ-C30 and EORTC 
QLQ-LC13

Safety and tolerability of nira + pembro vs placebo + pembro

Plasma concentrations of nira over time

Study endpoints

Safety follow-up 30 and 90 (±3) days after last dose

Survival assessment Every 90 (±14) days after last dose

Study design
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Patients
Approximately 650

Randomisation (1:1)
Stratification
• NSQ vs SQ

• PD-L1 <1% vs ≥1%
• CR/PR vs SD

Nira
(200 or 300 mg, orally, 

daily) + pembro
(200 mg IV on Day 1 of 

each 21-day cycle)

Placebo 
+ pembro

(200 mg IV on 
Day 1 of each 
21-day cycle)

Disease assessments
Imaging Q6W from date of randomisation for 
48 weeks or until PD; Q12W for patients who 

remain on treatment thereafter

Induction period
4–6 cycles of 1L platinum-based

chemotherapy + pembro

Pre-screening: Day –42 to –22
Screening: Day –21 to –1

Treatment period
Day 1 to PD, unacceptable toxicity, or death

Recovery period (optional)
1 cycle of pembro without chemotherapy
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Rationale for combination therapy

*Assessed by BICR per RECIST v1.1 criteria. †Defined as time from randomisation to date of death 
due to any cause. ‡Time from randomisation to meaningful deterioration on a composite endpoint of 
dyspnoea, chest pain and cough, from EORTC QLQ-LC13.
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