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Introduction

Duvelisib is a potent phosphoinositide-3-kinase delta (PI3K-8) and gamma (PI3K-y) inhibitor which has demonstrated efficacy
in T-cell lymphomas (TCL) and low-grade B-cell Non-Hodgkin Lymphomas (B-NHL). It exerts its effect through inhibition of
malignant cell proliferation and differentiation, as well as disruption of the tumor microenvironment. We aimed to evaluate
the safety and efficacy of one year of duvelisib maintenance after consolidative autologous stem cell transplant (autoSCT) in
patients with TCL and B-NHL.

Methods

Patients with TCL or B-NHL who received standard consolidative autoSCT began duvelisib maintenance after count recovery
(approximately 30 days after transplant) and continued for 11 cycles (one year after transplant). Duvelisib started at 25 mg
orally twice daily for two 28-day cycles (schedule 1), followed by 25 mg twice daily for 14 days on/ 14 days off (schedule 2) if
the patient was in complete remission (CR) at day +100 or if intolerable toxicities developed. Patients in partial remission (PR)
at day +100 continued schedule 1, and those with stable (SD) or progressive disease (PD) were taken off study.

Results

Twelve patients have been enrolled, starting in July 2020. Histologic subtypes were transformed follicular lymphoma (FL,
n=5), peripheral T-cell lymphoma (PTCL, n= 1), anaplastic large cell ymphoma (ALCL, n= 3), and angiocimmunoblastic T-
cell lymphoma (AITL, n= 3). Seven patients were male, median age was 62 (range, 25-71), and 10 patients had stage lll/IV
disease at diagnosis. Pre-transplant, 11 patients were in CR and 1 patient was in PR. Median follow-up was 23.7 months and
median duration of duvelisib treatment was 8.7 months. Following enrollment of 7 patients, 2 patients developed grade 3
toxicities (elevated liver enzymes and diarrhea, respectively), prompting them to come off study. Patients were enrolled at
schedule 2 thereafter, with subsequent improvement in tolerability. Most common adverse events (AEs) were hematologic,
gastrointestinal, and hepatic (Table. 1). Grade 2-3 AEs probably related to treatment were seen in 6 patients: neutropenia (n=
2), lymphopenia (n= 1), diarrhea (n= 2), and elevated liver enzymes (AST/ALT) (n= 1). There were no grade 4-5 AEs and no
deaths related to treatment. Permanent discontinuation of duvelisib due to grade 3 AEs occurred in 3 patients: elevated liver
enzymes (AST/ALT), diarrhea, and lower extremity muscle weakness, respectively. The latter was deemed unlikely related to
treatment and symptoms resolved upon follow-up. Of the 12 patients enrolled, 4 have relapsed (TCL, n= 2 and B-NHL, n= 2)
and proceeded to additional treatment. All patients remain alive to date.

Conclusions

Duvelisib maintenance for up to one year after consolidative autoSCT in patients with TCL or B-NHL is safe and well tolerated
at a dose schedule of 25 mg twice daily for 14 days on/ 14 days off, of 28-day cycles. Enrollment of patients undergoing
consolidative autoSCT for TCL is ongoing to evaluate the efficacy of duvelisib maintenance.
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Safety / Tolerability Schedule 1 (n=7) Schedule 2 (n=5)
Adverse Events (AEs) Gl1-2 G3 Gl-2 G3
Hematologic
e Neutropenia 2 0 1 0
e Lymphopenia 3 2 2 2
e Anemia 0 0 1 0
e Thrombocytopenia I 0 1 0
Gastrointestinal
e Nausea / Emesis 4 0 I 0
e Diarrhea L 1 1 0
e Colitis 0 0 1 0
e Pancreatitis 0 0 0 0

Hepatologic
e ALT/AST Elevation 3 1 5 0
e Alk. P/T. bili Elevation 3 0 1 0
Respiratory
e Cough 0 0 1 0
e Dyspnea 2 0 1 0
’ 0 0 0 0

e Pneumonitis / Pneumonia

Figure 1
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