ABSTRACT

lenalidomide and rituximab are highly active in both frontline and
relapsed disease. Obinutuzumab has increased antibody dependent
cellular cytotoxicity (ADCC) compared to rituximab in preclinical
models and is approved for FL. We hypothesized that the immunologic
properties of obinutuzumab and lenalidomide would be synergistic in
relapsed FL. The study's objectives were to determine the MTD of
lenalidomide with obinutuzumab and describe the efficacy of the
combination.

Methods: This open label phase /Il study enrolled relapsed/refractory
Gr 1-3a FL. Exclusions included transformation, prior malignancy, and
infection. Lenalidomide was given on D 2-22 with 1000 mg
obinutuzumab on D1, 8, 15, and 22 of cycle 1 and monthly on D 1
for up to 12 cycles. Extended dosing with obinutuzumab was given
every 2 months thereafter for up to 30 months total in patients (pts)
who responded following doublet therapy. During phase |, three esca-
lating dose levels were planned with 10, 15, and 20 mg of
lenalidomide. Phase Il planned to enroll 30 pts at MTD with efficacy
and safety as primary endpoints.

Results: All 36 pts with FL enrolled (6 in dose escalation and 30 at
MTD), and all are eligible for efficacy and safety analysis. The median
age was 65 with a median of 2 prior therapies. No DLTs were observed
in phase |, and 20 mg of lenalidomide was used for the phase Il dose.
To date, the most common all grade non-hematologic toxicities
included fatigue (83%), diarrhea (67%), and rash (53%). Grade 3+ toxic-
ities included neutropenia (23%), infection (11%), and fatigue (8%). The
overall response rate was 100% with 78% (95% Cl: 60.85-89.88%), of
pts attaining complete remission (CR/Cru). At a median follow up of
14 months, 10 pts progressed. The estimated 24 month PFS is 61%
(95% Cl: 43-87%).

Conclusions: Lenalidomide and obinutuzumab is highly active with
durable remissions in relapsed FL, with all pts responding and 78%
achieving CR. The majority of pts remain on therapy and the combina-
tion appeared safe. Correlatives are ongoing to identify biomarkers of
response and frontline studies of the combination are currently
enrolling.
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Introduction: Phosphatidylinositol 3-kinase (PI3K) is a therapeutic tar-
get for patients (pts) with indolent non-Hodgkin's lymphoma (iNHL).
Copanlisib is a pan-Class | PI3K inhibitor with predominant activity
against PIBK-a and PI3K-& isoforms. In contrast to oral PI3K inhibitors
that are dosed continuously, intermittent IV administration of
copanlisib has demonstrated a different safety profile. We report
results here from a pooled safety analysis.

Methods: Safety data from 4 studies (NCT00962611, NCT01660451
parts A and B, and NCT02155582) including iNHL pts were pooled
for analysis. All pts had received IV copanlisib on days 1, 8, and 15 of
a 28-day cycle at either 0.8 mg/kg or an equivalent fixed dose of
60 mg. Treatment emergent adverse events (TEAE) were reported
using MedDRA terms and worst NCI CTCAE grading.

Results: A total of 168 pts with iINHL were available for safety analysis,
including follicular (75%) and marginal zone lymphoma (15%) pts.
Median prior lines of therapy was 3 (range 1-10); including rituximab
(n = 168) and alkylating agents (n = 167). The mean duration of treat-
ment was 30.2 weeks (+30.4) and mean number of cycles 7.5 (£7.6).
The most common TEAEs (occurring in 220% of the pts) were transient
hyperglycemia (51%), diarrhea (36%), transient hypertension (35%),
fatigue (29%), nausea (26%), neutropenia (25%), and pyrexia (24%).
The most common grade 3 TEAEs (25%) were hyperglycemia (32%),
hypertension (27%), neutropenia (8%), and pneumonia (8%); hypergly-
cemia and hypertension were transient and largely asymptomatic.
Grade 4 TEAEs (25%) were neutropenia (12%) and hyperglycemia
(6%). Serious TEAES (22%) were pneumonia (10%), pyrexia, hyperglyce-
mia and pneumonitis (5% each), neutropenia, diarrhea and lung infec-
tion (2% each). There were six grade 5 TEAEs, with 3 reported as
drug-related: lung infection, respiratory failure, and embolism. Infec-
tions (25%) included upper respiratory (14%), pneumonia (11%), bron-
chitis (9%), urinary (7%), oral herpes (6%), and rhinitis (5.4%).
Opportunistic fungal infections occurred in 3 pts; two Pneumocystis
jiroveci pneumonia and one bronchopulmonary aspergillosis. Gl toxicity
included grade 3 diarrhea (5%) and one case of colitis (grade 4) was
reported. Suspected non-infectious pneumonitis was reported in 9%
(3% grade 3 and no grade 4/5). Treatment discontinuations due to
TEAEs (24%) included pneumonitis (2%), neutropenia, thrombocytope-
nia, fatigue, pneumonia, platelet count decreased, and hyperglycemia
(1.8% each).

Conclusions: Integrated safety analysis demonstrates that copanlisib
had a tolerable and manageable safety profile with a low rate of severe
gastrointestinal toxicities, hepatotoxicities, pneumonitis, and opportu-
nistic infections. The most common grade 3 AEs were transient hyper-
glycemia and transient hypertension, both of which were predictable
and manageable and did not lead to significant discontinuation.
Keywords: non-Hodgkin lymphoma (NHL); PISBK/AKT/mTOR.
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Introduction: Lutetium (*””Lu) lilotomab satetraxetan (Betalutin®) is a
novel beta-emitting anti-CD37 ARC in a ready-to-use formulation.
CD37 is highly expressed (>90%) in B-cell NHL, providing an alterna-
tive target to CD20. LYMRIT 37-01 is a phase I/1l, open-label, dose-
escalation study to evaluate the safety and preliminary efficacy of
Betalutin® monotherapy in patients (pts) with relapsed non-Hodgkin's
lymphoma (NHL). We present updated safety and efficacy data for all
pts as of February 13, 2017.

Methods: Pts with histologically confirmed NHL (follicular (FL) grade
I-1IA, mantle cell (MCL) and marginal zone (MZL)) relapsing after
>1 prior therapy with <25% bone marrow involvement, platelets
(plt) >150 x 10?/L, no prior SCT/RIT, and a life expectancy of
>3 months were enrolled into 1 of 4 dose-escalation arms (part 1)
to determine the optimal lilotomab pre-dose and Betalutin® regimen
for further evaluation in an expanded cohort (part 2). All pts received
pre-treatment with rituximab. Responses were assessed using
Cheson IWG response criteria (including CT and PET-CT scans)
beginning at week 12.

Results: A total of 56 patients have been enrolled; 43 are evaluable
for safety and 38 for efficacy. Patients who had reached their plate-
let/neutrophil nadir were included in the safety assessment. NHL
subtypes were FL (n = 31), MCL (n = 4), and MZL (n = 8). The number
of prior therapies ranged from 1 to 8. A total of 38 pts received
lilotomab 40 mg pre-dose (Arm 1). A total of 10 pts received
lilotomab 100 mg/m? pre-dose (Arm 4). Arms 2 and 3 without
lilotomab pre-dosing were discontinued. Treatment-emergent grade

3/4 AEs in 22 pts were neutropenia (42/19%), thrombocytopenia

(28/23%), leukopenia (44/7%) and lymphocytopenia (35/2%); all were
reversible. Treatment emergent SAEs in 22 pts were thrombocytope-
nia (n = 2) and atrial fibrillation (n = 2). For patients receiving
15 MBg/kg Betalutin®, mean platelet and neutrophil nadirs were
62 and 1.0 x 10°/L with 40 mg lilotomab pre-dose (n = 25) compared
to 124 and 2.1 x 10%/L with 100 mg/m? (n = 3) lilotomab pre-dose,
respectively.

The ORR for all pts was 63% (CR 29%) and 65% (CR 27%) for FL pts.
Tumor reductions were seen in 84%. The ORR for 22 pts receiving
lilotomab 40 mg/15 MBq/kg Betalutin® (Arm 1 MTD) was 64%
(CR 36%).

Best Response All (N=38) FL (N=26)
Overall response rate (CR+PR) 24 (63%) 17 (65%)
CR 11 (29%) 7 (27%)
PR 13 (34%) 10 (38%)
SD 6 (16%) 3 (12%)
PD 8 (21%) 6 (23%)
Not evaluable 1 1

Conclusions: Betalutin® has promising single agent activity in relapsed
NHL and was generally well tolerated. A higher lilotomab pre-dose may
allow administration of a higher and potentially more efficacious dose
of Betalutin®—evaluation is ongoing and updated safety/efficacy
results will be reported at the meeting.

Keywords: indolent lymphoma; non-Hodgkin lymphoma (NHL);
radioimmunotherapy (RIT).
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Introduction: Expression of CD25 occurs in many lymphomas, includ-
ing Hodgkin (HL), peripheral T cell, cutaneous T cell, and diffuse large
B cell. ADCT-301 is an antibody drug conjugate comprising a human
monoclonal antibody against CD25 conjugated to a potent
pyrrolobenzodiazepine dimer toxin. ADCT-301 has demonstrated
potent anti-tumor activity in pre-clinical studies against CD25-

expressing hematological malignancies. This first in human clinical trial



