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TPS353 Trials in Progress Poster Session

A phase 2 study of neoadjuvant PARP inhibition followed by radical prostatectomy
(RP) in patients with unfavorable intermediate-risk or high-risk prostate cancer with
BRCA1/2 gene alterations (NePtune).

Rana R. McKay, Lin Liu, Minya Pu, Arlene Araneta, Luke Wang, Neremiah Castano, Jennifer Gomez, Archana Ajmera, Huihui Ye, Roberto Pili, Karie Runcie,
Deaglan Joseph McHugh, Kenneth Offit, Channing Judith Paller, Naomi B. Haas, Juan Javier-Desloges, Christopher J. Kane, Tyler M Seibert, Aditya Bagrodia; University of
California, San Diego, La Jolla, CA; Department of Urology, University of California, San Diego, La Jolla, CA; Cedars-Sinai Medical Center, Los Angeles, CA; University at
Buffalo, Buffalo, NY; Columbia University Irving Medical Center, New York, NY; Memorial Sloan Kettering Cancer Center, New York, NY; The Sidney Kimmel Comprehensive
Cancer Center at Johns Hopkins, Baltimore, MD; University of Pennsylvania-Abramson Cancer Center, Philadelphia, PA

Background: Patients with localized high-risk prostate cancer have an increased risk of relapse
following RP. Approximately 6%of patients with high-risk disease harbor germline alterations
in the DNA repair pathway, of which BRCA1/2 alterations are the most common. Patients with
germline BRCA1/2 mutations have higher rates of aggressive disease, distant metastases, and
worse survival compared to non-carriers. Olaparib is a PARP inhibitor which demonstrates
improved overall survival in patients with metastatic castration resistant prostate cancer with
BRCA1/2 germline and somatic alterations. Additionally, olaparib has demonstrated improved
invasive disease-free survival as adjuvant therapy in patients with germline BRCA1/2 HER-2
negative breast cancer. Novel, multimodal treatment strategies for patients with high-risk
localized prostate cancer with germline or somatic BRCA1/2 may improve outcomes for these
patients.Methods:Wedesigned amulticenter phase 2 single arm study evaluating neoadjuvant
olaparib in combination with a LHRH agonist for 6 months followed by RP. Eligible patients
include those with a Gleason score $4+3=7, PSA .20 ng/mL or T3 disease (by DRE or prostate
MRI) and lymph node,20mm. Patients with intraductal carcinoma are eligible independent of
Gleason score, PSA, or T stage. Patientsmust have a germline or somatic BRCA1/2 pathogenic or
likely pathogenic alterations identified on standard of caremolecular profiling. Eligible patients
receive olaparib 300mg bymouth twice daily and a LHRH agonist for 6months followed by RP.
The primary endpoint is the rate of a pathologic complete response (pCR) orminimum residual
disease (MRD, tumor#5mm) as determined by central pathology review. Secondary endpoints
include PSA response, surgical staging at RP, positive margin rate, time to testosterone
recovery, and safety. Exploratory endpoints include quality of life assessment, proportion of
downstaging on multi-parametric MRI (mpMRI), correlation of mpMRI with pathologic re-
sponse, and tissue based molecular predictors of response and resistance. The sample size was
estimated based a Binomial Exact test to assess the null hypothesis of the pCR/MRD rate#10%
with one-sided 5% significance level. If the observed rate from this study is $32.5%, to have
90% power to conclude that the pCR/MRD rate is above 10%, a total of 30 patients will be
enrolled.We can reject the null hypothesis if there are at least 7 responses. This trial is enrolling
patients through the Hoosier Cancer Research Network. The study is activated at the University
of California San Diego and University of Pennsylvania. Sites pending activation include: Johns
Hopkins Hospital, Memorial Sloan Kettering Cancer Center, Columbia University, and Univer-
sity of Buffalo. Clinical trial information: NCT05498272. Research Sponsor: AstraZeneca.

PROSTATE CANCER - LOCALIZED

D
ow

nl
oa

de
d 

fr
om

 a
sc

op
ub

s.
or

g 
by

 U
ni

ve
rs

ity
 o

f 
C

al
if

or
ni

a,
 S

an
 D

ie
go

 o
n 

D
ec

em
be

r 
5,

 2
02

4 
fr

om
 1

37
.1

10
.0

36
.0

74
C

op
yr

ig
ht

 ©
 2

02
4 

A
m

er
ic

an
 S

oc
ie

ty
 o

f 
C

lin
ic

al
 O

nc
ol

og
y.

 A
ll 

ri
gh

ts
 r

es
er

ve
d.

 

http://www.clinicaltrials.gov/ct2/show/NCT05498272
http://crossmark.crossref.org/dialog/?doi=10.1200%2FJCO.2024.42.4_suppl.TPS353&domain=pdf&date_stamp=2024-01-29



