Abstract 127: Nivolumab plus ipilimumab (N+l) in patients (pts) with colorectal cancer (CRC) with BRCA1/2 alterations (alts):

ASCO TAPUR

Results from the Targeted Agent and Profiling Utilization Registry (TAPUR) Study

OB Alese!, M Rothe?, E Garrett-Mayer?, C Carrera3, E Pisick?, TL Cannon>, JT Moyers®, M Akce’, ] Hwang®, M Krishnan?®, A Biswas!%, M Chahin!!, M McKean'?, DPS Sohal*3, TK Sundaresan?4, U Suryadevara®>, M Usman'®, GN Grantham?, DC Hinshaw?, A Gregory?, PK Mangat?, S Halabi'’, RL Schilsky?

IWinship Cancer Institute of Emory University, Atlanta, GA; ’American Society of Clinical Oncology, Alexandria, VA; 3Trinity Health IHA Medical Group, Ypsilanti, MI; City of Hope Chicago, Zion, IL; °Inova Schar Cancer Institute, Fairfax, VA; °The Angeles Clinic and Research Institute, A Cedars-Sinai Affiliate, Los Angeles, CA;
’O’Neal Comprehensive Cancer Center, The University of Alabama at Birmingham Heersink School of Medicine, Birmingham, AL; 8Atrium Health Levine Cancer Institute, Wake Forest University School of Medicine, Charlotte, NC; °University of Nebraska Medical Center, Omaha, NE; 1°%Aurora Cancer Care, Aurora Health Care, Milwaukee, WI; 11Lewis Cancer and Research Pavilion, St. Joseph’s/Candler, Bluffton, SC;
12Sarah Cannon Research Institute, Nashville, TN; 13University of Cincinnati Cancer Center, Cincinnati, OH; 14San Francisco Medical Center, Kaiser Permanente, San Francisco, CA; 1°Alta-Bates Summit Comprehensive Cancer Center, Berkeley, CA; 1°Bronson Oncology & Hematology Specialists, Kalamazoo, Ml; *’Duke University Medical Center, Durham, NC

Background:

Table 3: Efficacy Outcomes (n=30)

Conclusion: Nivolumab + Ipilimumab did not meet prespecified

. TAP'UR is a phase I basket. study that evaluates the antitu.mor act.i\{ity of commercially - - ) R ) ) DC rate, % (1-sided 90% ClI) (p-value) 24 (9, 100), p=0.33
available targeted agents in pts with advanced cancers with specific genomic alts. criteria to declare a signal of activity in heavily pretreated patients o % (85% Cl 3 (<L 17)

. . . . . . . rate, % (95% <l,
Results of a cohort of pts with CRC with BRCA1/2 alts treated with N+I are reported. with CRC with BRCA1/2 alterations. .

Methods: . . . . Median PFS, wks (95% C|) 8 (7, 9)

Study Design: Future Direction: Other treatments should be considered for these patients, |EFY TSR 19 (11, 25)

* Eligible pts: Advanced CRC, ECOG performance status (PS) 0-2, adequate organ function, including treatments offered in clinical trials.

Figure 1: Best Percent Change from Baseline in Target Lesion Size (n=30)
Best Study Response

measurable disease, and no standard treatment (tx) options. Tx was assigned according ) o o
Table 1. Demographic and Clinical Characteristics (N=33)

to prespecified matching rules based on genomic tests performed in CLIA-certified, CAP- g 60 - B PR

accredited labs selected by sites. For most pts, the genomic test performed did not Characteristic ® ; gg;m

distinguish between germline and somatic mutations (mut). Median Age Years (range) 64 (31-76) § . B PD
* Pts received N at 1 mg/kg IV every 3 weeks (wks) in combination with | at 3 mg/kg every S Ll . HE B B B o o S K

: Sex Female 11 (33) +

3 wks for 4 doses. N was then continued at 240 mg every 2 wks or 480 mg every 4 wks . . . S H H H

until disease progression, unacceptable toxicity or pt or physician choice to discontinue. | Race A5|an/AS|an-Amer|can- 1 (3) = 0 Waterfall plot shows response in 30 evaluable pts.
* Primary endpoint: Disease control (DC) defined by investigator assessment of objective Black or African American 6 (18) 2 .| FOF 1ptwho left study dim to clinical progression but no post-treatmsnt tumor

: : White 21 (64 L 71 measurements, a 20% increase was assigned.

response (.OR) O.r stable disease (SD) of at Iea.St 16 wks duration (SD16+) per RECIST M th 1 (3 ) D # For 2 pts who ended treatment due to AE/SAE related to disease progression’butno

v1.1. Confirmation of response was not required. Ore than one race (3) g -40 1 post-treatment tumor measurements, a 20% increase was assigned.
o secondary endpoints: OR, progression—free survival (PFS); overall survival (OS), duration Other 2 (6) E’ ~ Fir.?pts with’not all target lesions measured at ths only follow-up visit and new lesions

. ) . Pref p) "= _go-| atthe same evaluation, a 20% increase was assigned.

of response, duration of SD are reported. Grade 3-5 adverse events (AEs) or serious reter not to answer (6) <! $ For 1 pt who died within 30 days of leaving study due to disease progression but o

adverse events (SAEs) per CTCAE at least possibly related to tx are reported. Duration of | Ethnicity Hispanic 1 (3) _5.:% 4| POSt-treatment tumor measurements, a 20% increase was assigned.

response is defined as time from pt’s first documented OR to progressive disease (PD). Not Hispanic or Latino 29 (88) O + Stable target lesions, but new lesions present at same evaluation. _

i i ) i > Stable target lesions, but progression in non-target lesions at same evaluation.

Duration of SD is defined as time from tx start to PD. Prefer not to answer 3 (9) S100 - o e T oo

Stg.t's"'cf‘" MthOr's‘ e . b oth et of 15% DC ECOG PS 0 10 (30) Figure 2: Percent Change from Baseline of Tumor Burden During Tx of N+l in
imon s.optlma two-stage design wa.s used to test null hypothesis of 15% ra.te VS. 1 20 (61) Pts with CRC with BRCA1/2 alts (n=26)
alternative of 35%. Power = 85%; 1-sided a = 10%. At least 7 of 28 pts must achieve DC to 2 3 (9)
reject the null hypothesis and consider tx worthy of further study. D
J YP Y Y Prior Systemic Regimens? 1-2 6 (18) = Best S’[udy Response

Results: >3 27 (82) D o, -PR
* 33 pts enrol!ed from Octo!:)er 2017 to September 2023. Pt demographics and clinical 329 pts received platinum therapy and no pts received a PARP inhibitor as one of their 3 most recent therapies = © - SD16+

characteristics are shown in Table 1. orior to TAPUR. as 0 288
* Pts had adenocarcinoma (n=32) or CRC not otherwise specified (n=1) with the following ) ) ) L &

sidedness: 11 (33%) right, 9 (27%) rectal, 6 (18%) undetermined, 5 (15%) left, 2 (6%) not Table 2. Tumor Sidedness and Alterations of Pts Meeting Response Criteria (n=5) g 7

20 =

reporte.d. _ Response Sidedness Timeon Tx(wks) BRCA1/2 Alteration MS/TMB/PD-L1 Status Q

* Alterations: 20 (61%) had BRCA2 mut; 6 (18%) had BRCA1 deletion (del); 6 pts (18%) g’ i
. o _ . _ / Z —

had BRCA1 mut; 1 (3'@) had co-occurring BRCA1 del angl BRCAZ2 mut. | BRCA1 deletion exons MS Stable E 0 - \/
* PD-L1 status was positive for 4 pts, low for 2 pts, negative for 9 pts, not reported for 9 PR Right 11 16-18 TMB 4 mut/Mb O

pts, and not tested for 9 pts. Tumor mutational burden (TMB) was not reported for 6 pts, PD-L1 Not Tested = /

undetermined for 3 pts, <10 mut per megabase (mut/Mb) for 21 pts, and MS and TMB Cannot be )

>10 mut/Mb for 3 pts. Microsatellite status (MS) was stable in 27 pts, undetermined in 3,| SD16+ Right 26 BRCA2 H2074N? Determined O ~

and not reported in 2, and not detected in 1. PD-L1 Not Reported L
« Outcomes: 3 pts were not evaluable for efficacy. Of 30 evaluable pts, 1 (3%) had PR SD16+ Left 42 BRCA2 V1532fs ?ﬂl\jétab;ep[) o R | 5 3 6 o 0

(recorded at the final study visit) and 4 pts (13%) had SD16+. Median duration of SD was and PD-L1 Not Reporte VISt (weeks)

33 wks (range, 17-44) for the 4 pts with SD16+ (Table 2). DC rate was 24% (90% Cl, 9 to MS Stable

100) and OR rate was 3% (95% Cl, <1 to 17). The null DC rate failed to be rejected >D16+ Right 11 BRCAZ E2878 l'[\)"fim“t(/(':\f)g 2% Funding supported by Bristol Myers Squibb. The authors would like to thank

. - Oow ( . . . . . . .

(p=0.33) (Table 3). No pts with DC had POLE or POLD1 co-alts. yr— the patients who participated in this cohort and the clinical centers and staff.
® . o) _ ; : : aple . .

Safety: 12 pts (36%) had >1 grade 3-4 AE or SAE, a'II of which were consistent with the D16+ rectal - BRCA L583fs VB Not Resorted Contact: TAPURPublications@asco.org

drug labels, except: encephalopathy (3%), generalized muscle weakness (3%), \ep (] . . .

_ } ] _ PD-L1 Positive (CPS 30%) H-;‘-ﬁ Copies of this poster obtained through Quick Response (QR) Code are for personal use only and may
hypophosphatemia (3%), hypotension (3%), INR increase(3%), leukocytosis (3%), EI"F'. B not be reproduced without permission from ASCO® and the author of this poster.

o |

proteinuria (3%), and sinus tachycardia (3%). *Variant of unknown significance
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