
451PD Updated results of the PARP1/2 inhibitor pamiparib in combination
with low-dose (ld) temozolomide (TMZ) in patients (pts) with locally
advanced or metastatic solid tumours

A. Stradella1, M.L. Johnson2, S. Goel3, S.R. Chandana4, M.D. Galsky5, E. Calvo6,
V. Moreno7, H. Park8, H.-T. Arkenau9, A. Cervantes10, L. Fari~nas Madrid11, L. Mileshkin12,
R. Plummer13, J. Evans14, L. Horvath15, A. Prawira16, R.J. Pelham17, S. Mu18, C. Andreu-
Vieyra19, M. Barve20

1Medical Oncology, Institut Catal�a d’Oncologia, Barcelona, Spain, 2Medical Oncology,
Sarah Cannon Research Institute-Cancer Centre, Nashville, TN, USA, 3Medical Oncology,
Montefiore Medical Center (East campus) - Medical Park at Eastchester Albert Einstein
Cancer Center, New York, NY, USA, 4Developmental Therapeutics, START Midwest,
Grand Rapids, MI, USA, 5Hematology and Medical Oncology, Icahn School of Medicine
at Mount Sinai, New York, NY, USA, 6START Madrid - Centro Integral Oncol�ogico Clara
Campal, Hospital Madrid Norte San Chinarro - Centro Integral Oncologico Clara
Campal, Madrid, Spain, 7Phase 1 Trials Unit, START Madrid - FJD, Hospital Fundaci�on
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Background: DNA damage caused by TMZ can sensitize tumors to PARP inhibitors.
Pamiparib is an investigational PARP1/2 inhibitor that has shown PARP trapping
activity, brain penetration, and synergistic cytotoxicity with ld TMZ in nonclinical
studies.

Methods: This ongoing study consists of a dose-escalation phase (3þ 3 design) and a
dose-expansion phase enrolling pts with gastric or small cell lung cancer (GC and
SCLC). During dose escalation, pamiparib was administered at 60 mg PO BID on days
1–28 and ld TMZ was given at escalating doses PO QD on days 1–7, 1–14, or 1–28 of
28-day cycles. During dose expansion, pts are being treated at the recommended phase
2 dose (RP2D); eligibility criteria include metastatic GC and extensive stage SCLC pts
treated with�2 prior lines of chemotherapy. Tumor assessments are performed every 8
weeks. Primary and secondary endpoints include safety/tolerability and antitumor
activity (RECIST v1.1)/PK, respectively; biomarker assessment (eg, BRCA) is explora-
tory. We present updated results that include the RP2D and data from expansion
cohort pts.

Results: As of 1 March 2019, 66 pts were enrolled in 8 dose escalation cohorts and 24
pts were enrolled at the RP2D pamiparib 60 mg PO BID days 1–28 and TMZ 60 mg PO
QD days 1–7 (N¼ 90). Median age was 65 years (range, 30–85) and median prior lines
of therapy was 3 (range, 1–10). The most common adverse events (AEs) related to study
drugs across all doses were nausea (46%; 0% grade (G)3/4), anemia (43%; 24% G3/4),
fatigue (41%; 1% G3/4), neutropenia (26%; 21% G3/4), and thrombocytopenia (27%;
14% G3/4). There were no fatal AEs. Pamiparibþ TMZ plasma exposure was similar to

that of each single agent. Among 63 dose escalation pts with measurable disease eval-
uated for efficacy, 9 achieved partial response (PR; 14%; 95% CI, 7–25) across ld TMZ
doses and indications (6 confirmed PR). Responses were seen in pts regardless of
known BRCA status. Disease control rate was 53% and median duration of response
was 5.5 months (range, 1.9–7.3).

Conclusions: Pamiparib combined with ld TMZ continues to demonstrate promising
antitumor activity and remains generally well tolerated in pts with advanced solid
tumors.

Clinical trial identification: NCT03150810.
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