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Figure 1. Proposed Mechanism of Action

Table 3. Adverse events of all grades (>10% frequency) and

T grade 3-4 (2+ patients) (n=15)
Targeting phosphatidylinositol 3-kinase (PI13K) has emerged as an Duvelisib * Characteristics of the 15 patients enrolled are summarized in Table 2
efficacious approach for treatment of chronic lymphocytic leukemia Duvelisib e Median age was 74 (59-82) years, 8/15 (53%) were female
(CLL) and non-Hodgkin lymphoma (NHL).! However, toxicities of the All Grades (>10% « Patients were primarily Caucasian (13/15; 87%)
PI3K inhibitors are an important concern limiting their use.? 5 (33%) . 0 0 '
Duvelisib is a potent oral inhibitor of both the PI3K-6 and PI3K-y 4 (27%) . Heavil 2775 (4/(;[5).h;1d ECC;C.)G Ofa;d 7.3/()'.(11/1?) ECOG 1 1-6
isoforms with proven efficacy in CLL/SLL.3 The proposed mechanism 4 (27%) €avily pre-treate with median ? prlorolnes of therapy (range 1-6)
of action is illustrated in Figure 1. Here we report the results of a ALT increased 4 (27%) * 14 patlents. had FISH results available, 79% (11/14) were abnormal
phase 2 study evaluating efficacy and safety of duvelisib with AST increased 4 (27%) * 29% with TP53 gene loss, 21% del(13q), and 14% del(11q)
intermittent dosing in patients with relapsed/refractory CLL/SLL. 4 (27%) * Fifty-seven percent (8/14) had unmutated IGHV
Alkaline phosphatase increased 4 (27%)  Of the 15 patients treated, 4 were not evaluable for efficacy due to
Lymphocyte count increased 3 220%; coming off study early for toxicity (2), development of MDS unrelated
excusz Nausea 3 (20% 19 infecti
* Open-label, single arm, phase 2 study N Yo Abdominal pain 3 (20%) . A tolsicuc]ic]}/. drug (1) Ior Sleath (?ue tOSC:ZCZ/\/IDh]:g In;elggon ijli.gfy SD
* Enrolled patients with CLL/SLL treated with at least 1 prior line of \, °,° cxcLs — . Platelet count decreased 3 (20%) mong € lcacy-evao ua S patlenots, . o achieve , an 0
therapy with active disease as defined by the iWCLL 2008 criteria Malignant B-Cell (not to scale) Microenvironment Chills g (13%) e 12-month PFS was 43% (95 %Cl: 18%)‘66%)) and median PFS was 9.9
* Duvelisib induction was given at 25 mg PO BID for 28-day cycles Blood bilirubin increased 2 (13%) months (95% CI: 5.5-NA) (Figure 2).
for a total of 12 weeks, followed by maintenance at a dose of 75 mg Table 2. Patient Characteristics (n=15) Neutrophil count decreased 2 (13%) * Among 9 responders, median DOR was 5.3 months (95%Cl: 1.9-NA)
PO BID 2 days on and 5 days off for repeated 28-day cycles until All patients 2 (13%) and 12-month DOR was 22% (95%Cl:3%-51%).
| death, intolerance or disease progression P N = 15 (%) 2 (13%) * Five patients (33%) discontinued therapy due to adverse events,
* Primary e”dpg'”ti przgr?SS'O” f]:ee Sur‘(;'VT‘_l ('PFISI)oat 1f2. months A 2 (13%) which occurred during the induction phase in 4/5 of the patients.
>econdary endpoints: satety and clinical benefit Medi 24 (59 — Arthralgia 2 (13%) * Five patients (33%) discontinued due to progressive disease — all
* The trial was originally planned to enroll 27 patients but was edian (range) e T e 2 (13%) ) :
e e . . 32) Pap 0 during the maintenance phase of treatment.
stopped early due to difficulties with enrollment following changing Grade 3-4 (2+ patients) o : . _ o ,
FDA guidance for the use of PI3K inhibitors. Prior Lines of Therapy 3 (20%) * Additionally, 2 patients discontinued due to MD decision; one patient
_ Median (range) 3 (1-6) ALT increased 2 (13%) developed MDS which was unrelated to duvelisib; one patient died
Table 1. Dosing Schema Race : v during treatment due to complications from COVID-19.
- AST increased 2 (13%) T y 1 tol 4 with th A
25 day oy ek 7 2 (1% reatment was generally welltolerated with the most common AEs
CEE 7 > (13% summarized in Table 3.
Induction 25 mg PO BID 3 13 (86) * The adverse events leading to treatment discontinuation occurred
- 75 mg PO BID 2 days on and Until death, intolerance or _ Figure 2. PFS among all patients (n=15). Median PFS: 9.9 primarily during induction.
alhtenante 5 days off progression m S (57) months (95% Cl: 5.5-NA).
vae ) Conclusions
(] e, © [ e, ® 1ﬂ — eNsoare
Dose leltlng Toxicities ECOG performance status + Censored
o 4 (86)  Patients who received duvelisib on an intermittent schedule
* Grade 2 4 hematologic toxicities persisting for > 7 days E 11 (14) 08 - achieved some clinical benefit, however, the desired 12-month
e All Grade >3 norT-hematoIoglc toxicities except: PFS goal of 50% was not reached.
* Asymptomatic Grade 3 laboratory abnormalities that are C1SH ab it 11 (79) > 05- , | ol - |
reversible to < Grade 2 within 72 hours apnormalities £ : Adverse events in gene.ra we.re managea e and mainly re ated
* Grade 3 tumor lysis syndrome (TLS) TP53 gene loss 4 (29) 5 to gastrointestinal and liver toxicity
* Grade > 3 increase in amylase/lipase if present for <10 days, is m_ 3 (21) r 04-  After aninitial 12 weeks of continuous duvelisib treatment, the
asymptomatic with no evidence of pancreatitis; Del(11q) Z (14) incorporation of intermittent dosing appears to be a viable
e Grade=>3 hyperglycemla. or Grad§ 3 .hyp.ertensmn if present IGHV unmutated 3 (57) . option for patients with previously treated CLL/SLL
for < 7 days, unless requires hospitalization _
* Hepatic toxiFities: ALT/AST > 8 X ULN, or A.LT/AST >5X anq <8X Efficacy Evaluable = 11 References
ULN,. tha.t fails to return to. Qrao!e 0-1 within 2 weeks despite Overall Response Rate q (82) 0.0 _
medical Intervention, or bilirubin > 5 ULN . AtRisk | 15 10 1 a 1.  Shouse, G., Danilova, 0., Danilov A. Current status of phosphoinotiside-3 kinase inhibitors in blood cancers. Curr Opin Oncol. 2022 Sep
. i . . Partial Response 9 (82) | | | | 1;34(5):540-545.
 Febrile NEUtrOpenla defined as a fever 2100.4 concurrent with an . 0 6 18 24 2. FDA warns about possible increased risk of death and serious side effects with cancer drug Copiktra (duvelisib). US Food and Drug
absolute neutroph” count <500 Stable Dlsease 2 (18) Administration. Available at: https://www.fda.gov/media/159559/download
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