
BACKGROUND
 �Gastric cancer (GC) is the fifth most common cancer, and is the third leading cause of cancer 
deaths worldwide1

 – A subset of GC exhibits platinum sensitivity and genomic instability,2 characteristic of 
homologous recombination deficiency (HRD)3

 � In patients with locally advanced or metastatic GC, fluoropyrimidine- and platinum-based 
combination chemotherapy is the first-line standard of care4

 �Despite refinement in chemotherapy regimens, prognosis is poor with low response rates and 
short survival duration5,6

 �Disease progression or toxicity can limit the duration of first-line therapy to less than 6 months7; 
however, there are no approved treatments for maintenance treatment after first-line therapy

 � Poly(ADP-ribose) polymerase proteins 1 and 2 (PARP1/2) are critical to repairing collapsed 
replication forks resulting from HRD-associated single-strand breaks8

 � PARP1/2 is involved in DNA damage repair, and their inhibition is cytotoxic for cells with HRD 
(Figure 1)9

Figure 1: PARP Mechanism And Prevention of DNA Repair With Parp Inhibition
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Abbreviations: BRCA, breast cancer; DSB, double-strand break; DVL, disheveled; HR, homologous recombination; PARP, poly (ADP-ribose) polymerase; 
RF, replication fork; SSB, single-strand break.

 � Pamiparib (BGB-290) is a selective PARP1/2 inhibitor that crosses the blood–brain barrier, 
has shown potent DNA–PARP trapping, and has demonstrated robust antitumor activity in 
preclinical models10,11

 � To investigate the antitumor activities of BGB-290, small cell lung cancer xenograft models were 
established in BALB/c Nude mice using patient biopsy samples12 
 – Pamiparib maintenance delayed relapses in mice treated with etopiside/carboplatin and 
demonstrated sustained tumor growth inhibition versus mice receiving no further treatment 
(Figure 2)

 � In clinical studies (NCT02361723; NCT03333915), pamiparib was generally well tolerated and 
showed preliminary antitumor activity as a single agent and established 60 mg orally twice daily 
as the recommended dose10,13

 � Here we describe a trial-in-progress of pamiparib as maintenance therapy in patients with locally 
advanced or metastatic GC that responded to platinum-based first-line chemotherapy
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Figure 2:  Pamiparib as Maintenance Therapy in the BCLU-080 Small Cell Lung Cancer 
Xenograft Model
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Abbreviations: ESCC, esophageal squamous cell carcinoma; 5-FU, 5-fluorouracil; G/GEJ, gastric/gastroesophageal junction.

METHODS

Overall Design and Study Objectives
 � This ongoing, global, double-blind, placebo-controlled, randomized, multicenter phase 3 study 
(NCT03427814) is designed to compare the efficacy, safety, and tolerability of pamiparib with 
placebo as maintenance therapy in patients with advanced GC who have responded to first-line 
platinum-based chemotherapy (Figure 3)
 � The primary objective will be to evaluate the efficacy of maintenance with pamiparib versus placebo in 
terms of progression-free survival (PFS) assessed by a Blinded Independent Review Committee (BIRC)
 � Key secondary objectives include comparisons of pamiparib versus placebo for other efficacy 
assessments (overall survival [OS]; PFS by investigator assessment; time from randomization to 
second disease progression or death from any cause, whichever is first  [PFS2]; time to second 
subsequent treatment [TSST]; and objective response rate [ORR], duration of response [DoR], 
and time to response, all by investigator assessment), along with safety and tolerability

Patient Population
 � Approximately 540 patients will be enrolled at 110 study centers in Asia, Australia, Europe, and 
North America
 � Key inclusion/exclusion criteria are provided in Table 1

Treatment
 � Patients will be randomized 1:1 to receive either pamiparib 60 mg twice daily or placebo, given 
as 28-day cycles 
 � Patients will receive treatment until the occurrence of progressive disease, unacceptable 
toxicity, or treatment discontinuation for other reasons
 � Up to two dose reductions of the study drug will be permitted during the study, and treatment 
can be withheld for up to approximately 28 consecutive days 
 � Treatments and supportive care (such as antiemetic therapy, hematopoietic growth factors, 
and/or red blood cell/platelet transfusions) considered necessary for a patient’s welfare will be 
permitted in keeping with the local standards of medical care

Study Assessments and Statistical Analysis
 � Primary and key secondary endpoints are presented in Table 2
 � Radiologic assessments will be centrally evaluated per RECIST v1.1 at screening and then every 
8 weeks after first dose to evaluate disease progression
 � Long-term follow-up assessments will include survival status, new anticancer therapy, diagnosis 
of myelodysplastic syndrome or acute myeloid leukemia, and tumor assessments every 8 weeks 
for patients without progressive disease

Figure 3: Study Design
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Table 1: Key Inclusion and Exclusion Criteria

Inclusion Criteria Exclusion Criteria

• Aged ≥18 years

• Histologically confirmed adenocarcinoma of the 
stomach/gastroesophageal junction 

• Received platinum-based first-line chemotherapy 

 – Achieved CR or PR maintained for ≥4 weeks 

• Archival tumor tissue for central laboratory 
determination of HRD status

• ECOG performance status ≤1

• GC overexpressing HER2

• Prior treatments ≤14 days before randomization

 – Chemotherapy, biologic therapy, 
immunotherapy, investigational agent, anticancer 
Chinese medicine, or herbal remedies 

 – Major surgical procedure, open biopsy, gastric 
resection, or significant traumatic injury 

• Comorbidities

 – Leptomeningeal disease, brain metastasis, or MDS

 – Clinically significant cardiovascular disease

 – Chronic diarrhea, active inflammatory GI disease, 
or any disease resulting in malabsorption 
syndrome

• Concomitant medications

 – Strong/moderate CYP3A inhibitors or strong CYP3A 
inducers within 10 days before randomization

Abbreviations: CR, complete response; CYP3A, cytochrome P450 3A; ECOG, Eastern Cooperative Oncology Group; GC, gastric cancer; GI, gastrointestinal; 
HER2, human epidermal growth factor receptor 2; HRD, homologous recombination deficiency; MDS, myelodysplastic syndrome; PR, partial response.

Table 2: Primary and Secondary Endpoints

Primary Endpoints Key Secondary Endpoints

• PFS by BIRC assessment 

• Treatment groups in the ITT population will be 
compared using a stratified 1-sided log-rank test 
at a 0.025 significance level, incorporating the 
randomized stratification factors; the HR and 
its 2-sided 95% CI will be estimated using the 
stratified Cox proportional hazards model

• An interim analysis will be performed when 242 
PFS events have occurred, with a final analysis 
performed when 363 PFS events have occurred

• Investigator-assessed PFS in the per-protocol 
analysis population

• Overall survival (OS)

 – Treatment groups in the ITT population will 
be compared using a stratified log-rank test; 
incorporating the randomized stratification 
factors; the HR will be estimated using the 
stratified Cox proportional hazards model

 – Median OS will be estimated using the Kaplan–
Meier method

• Objective response rate

 – Treatment groups in the ITT population will be 
compared using a Cochran-Mantel-Haenszel 
score test

• Progression-free survival at 2 y

• Time to second subsequent treatment

• Duration of response

• Safety/tolerability

Abbreviations: AE, Adverse events; HR, hazard ratio; ITT, intent-to-treat; PFS, progression-free survival.


