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Background: Follicular lymphoma (FL) outcomes are in�uenced by tumour microenvironment composition andmanipulation.
As patients (pts) with FL are predominantely aged over 65 andmay require treatment multiple times over their disease course,
novel regimens which maintain or enhance ef�cacy and minimise toxicity are highly desirable.
We have previously reported favourable ef�cacy and safety of nivolumab plus rituximab as a 1 st line treatment in advanced-
stage, grade 1-3A treatment naïve FL, (ORR 92%; CR 54%; toxicity grade 3 or higher in 41%) in an investigator-led trial. 1-3 Oral
cereblon-modulating (CELMoD) compounds have shown substantial ef�cacy alone or in combination with rituximab in both
treatment naive and relapsed/refractory FL. 4,5 CELMoDs co-opt cereblon to promote degradation of key transcription fac-
tors in cell development and homeostasis, including Ikaros and Aiolos, which are upregulated in FL. 6 Additionally, they act as
immunomodulatory agents and augment immune host response. The novel CELMoD, BMS-986369 (golcadomide), demon-
strated enhanced antiproliferative and apoptotic activity in pre-clinical studies, with ORR of up to 75% following monother-
apy doses of 0.4mg or higher in heavily pre-treated FL pts. 7-10 Our follow-on study (’TOP-FLOR’; NCT05788081) builds on
these �ndings and potential immunomodulatory synergy to explore the ef�cacy and safety of BMS-986369 with rituximab
+/-nivolumab in treatment-naïve advanced stage FL pts.
Study Design and methods: This is an open label multicentre umbrella Bayesian Optimal randomised Phase II trial. The
study will randomise up to 40 eligible pts 1:1 to receive rituximab, BMS986369 +/- nivolumab (20 per arm) from 5 Australian
sites. Eligibility includes pts aged >18 years, with previously-untreated, stage II-IV, grade 1-3A FL with performance status of
0-1 who require systemic therapy. Treatment consists of 8 cycles (28 days each) of BMS-986369 0.4 mg po daily on days 1- 14
plus rituximab 375 mg/m2 IV day 1 in Arm A; BMS-986369, rituximab as above plus nivolumab 480mg IV day 1 in Arm B. All
pts in partial or complete response at end of induction receive 12-weekly rituximab maintenance (8 doses).
The primary endpoint will be CR rate in the absence of prohibitive toxicity in accordance with CTCAE V5.0 after eight cycles
of rituximab, BMS-986369 +/-nivolumab. Secondary endpoints include: Overall toxicity, response rate (according to modi�ed
Lugano criteria), time to treatment failure, progression-free survival and overall survival. Exploratory endpoints include: pt
reported outcomes as measured by EORTC-QLQ-c30 and FACT-Lym, PET radiomics and tissue, blood and stool immune and
genomic biomarkers.
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Study assessments include: PET/CT, biomarker blood collection and pt reported outcome measures performed at baseline,
post cycle 2, 5 and 8, then 6 monthly on maintenance therapy. Response assessment according to modi�ed Lugano criteria.
Safety assessments prior to each cycle until 28 days after the �nal study drug is administered using CTCAEv5.0. Interim
assessment of the primary endpoint will be conducted for 11 pts in each arm, arms will be closed for futility if fewer than 7
pts achieve the primary endpoint. Treatment arms will not be formally compared. Survival probabilities will be reported using
Kaplan-Meier analysis.
Status: This trial received IRB approval on 14 July 2023 (HREC/88597/Austin-2023) at Austin Health, Heidelberg, Australia.
Funding: This trial is supported by an investigator-sponsored research grant from Bristol-Myers Squibb. Nivolumab and BMS
989369 supplied by Bristol-Myers Squibb.
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OffLabel Disclosure: BMS-986369 is a CELMoD which is not an approved drug, nor approved for this indication.
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