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The Integration of PD1 blockade with epigenetic therapy is highly
active and safe in heavily treated patients with T-cell ymphoma (PTCL)

and cutaneous T-cell lymphoma (CTCL).
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Median age, years (range) 65(38-77)

Sex
Male il
Female 6
Race
White,/Non-Hispanic 6
White/Hispanic 1
Black 3
Asian 2
Histology
PTCL, NOS 5
AITL 3
Mycosis Fungoides 2
ATLL 1
Sezary Syndrome 1
Stage at diagnosis
I 1
I 1
I i
v 5
Tumor Stage i
Median number of prior therapies (range) 2 (1-5)
Adverse Event, Grade 3/4,n (%)
Thrombocytopenia i
Neutropenia 2
Fatigue 1
Vomiting 1
Hyponatremia 1
Rash 1
Evaluable/Total Patients (Best Response)
ArmA 2/4 (POD, POD)
Amm B 2/4 (CR, PR)
ArmC 1/4 (3D)
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Abstract

Background: Our group has demonstrated that combinations of
epigenetic modifiers produce potent synergy in pre-clinical models of
PTCL and induce the expression of cancer testis antigen, suggesting a
role in the addition of the immune-checkpoint inhibitor, pembrolizumab.

Methods: This is a phase 1b study of pembrolizumab combined with



pralatrexate alone (Arm A), with pralatrexate + decitabine (Arm B), or
decitabine alone (Arm C) in patients with relapsed and refractory PTCL
and CTCL. A standard 3+3 dose-escalation is applied in the triplet Arm
(Arm B) while in the doublet Arms (A and C) de-escalation is applied in
case of toxicity. Pharmacokinetic and pharmacodynamic studies are
ongoing.

Results: We treated a total of 12 patients with 4 patients in each Arm. All
patients that received at least one dose of drug were evaluable for
toxicity. There was a dose limiting toxicity (DLT) in each arm including
prolonged grade 3 thrombocytopenia (Arm A), febrile neutropenia (Arm
B), grade 3 hyponatremia, and rash (Arm C). There were no
treatment-related deaths. Six patients out of 12 were evaluable for
response at the time of this analysis. One patient achieved a complete
remission, 2 had partial remission, 1 had stable disease, and 2
experienced progression of disease. Interestingly, all of the responses
were seen in the triple combination of pralatrexate, decitabine, and
pembrolizumab. Table summarizes the patient characteristics, toxicities,
and response rates.

Conclusions: These preliminary clinical data suggest that the integration
of pembrolizumab on an epigenetic backbone is safe and demonstrates
encouraging responses in patient with PTCL and CTCL. Clinical trial
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