Selinexor maintenance Is feasible and tolerable after allogeneic stem cell transplant (allo-SCT) for patients with acute
myeloid leukemia (AML) and myelodysplastic syndrome (MDS)

Hongtao Liu, MD, PhD; Andrew S. Artz, MD; Richard A. Larson, MD; Satyajit Kosuri, MD; Wendy Stock, MD; Michael Bishop, MD

Background: Selinexor, an oral exportin 1 (XPO1) inhibitor, has demonstrated anti-leukemic
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Abstract
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effects as a single agent in relapsed/refractory AML. We hypothesized that selinexor could be » This phase | trial tests selinexor as a maintenance therapy in patients with AML/MDS after allo- Donor| Day | Day | Dayli§ | Day Day | Taple 3: Chimerism and
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. o L . continued for 12 928 days cycles If tolerated, and there was no relapse of disease. EM chimerism (CD3 Haplo- immune re-constitution
there was no relapse of disease. Dose limiting toxicity (DLT) was defined as any grade 3 or population) cord 03 03 -3 00 _
higher treatment-related adverse event (AE) that occurred within the first treatment cycle (28 o o | | data are listed here. Both
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Results: From January 2016 to March 2017, nine patients were enrolled including seven with SO TS EOHE :f;d 0.8 846 16 17028 | chimerism especially in
AML and two with MDS. Selinexor dose levels were 60mg weekly (n=6) and 80mg weekly (n=3). = . . CD3 population, but
Per stem cell transplant disease risk index (DRI), three patients had high risk and six had CI I nlcal Trlal DeSIQ 1 MUD | 8.9 15.96 10345 ( 9132 rebounded later.
inte_rmediate risk. Six patients with AML e_ntered aIIo-S_CT ir_1 CR (five CR1, one CR2) and one Absolute CD19 connts Haplo-
pat!ent had refractory AML. Two MDS patients had active disease at the time of transplant. Four Dose Level Selinexor cord 113 10132 611.06
patients had matched related donors (MRD), two had matched unrelated donors (MUD), anc _
three had haplo/cord SCT. One patient had myeloablative conditioning, and eight had RIC. The -1 40 mg weekly (160 mg per cycle) e e 12519 7123
median time from allo-SCT to first dose of selinexor was 97 days (range: 66-102). One of the I=G level Haplo-
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were enrolled to 80mg weekly dose level. While there was no DLT during the first cycle

treatment at 80mg weekly, the dose of selinexor was decreased to 60mg weekly at the
beginning of cycle 2 due to decreased chimerism in one patient and in one in cycle 3 dueto
neutropenia; one patient stopped treatment in the middle of cycle 2 due to leg cramping. The
RP2D of selinexor post allo-SCT was determined to be 60mg weekly. The most common AEs
were fatigue (67%), anorexia (56%), nausea (56%), vomiting (33%) and diarrhea (22%) which
were grades 1-2 with the exception of one case of grade 3 nausea. These AEs were manageable
with adequate supportive care, including ondansetron, dexamethasone, megestrol and short

Patient Characteristics and AEs

Table 2: Adverse event profiles of selinexor
maintenance. One patient in the 60mg cohort had
Grade 3 nausea (DLT), thus three more patients were
enrolled into 60mg cohort without DLT, three patients

Transplant outcomes

Table 4. Engraftment and transplant
outcomes of the patients on
selinexor maintenance

hold of drug. Two patients finished 12 cycles of treatment without major complications. One
patient developed grade 1 skin GVHD during tapering immunosuppression not related to
selinexor, and 2 patients developed skin and/or liver GVHD after donor lymphocyte infusion

Characteristic No
97 days (66-102)
98 days (37-NR-currently at 354 days)

were started on 80mg cohort without DLT, but all had
dose reduction after cycle 1. MTD was determined to be
60mg weekly.

Time form SCT to start of Selinexor

Table 1. Characteristics of the 9 patients

Days on selinexor treatment

Reasons off selinexor

(DLI) for low chimerism, which was not related to selinexor. With median follow-up of 359 (219-
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In the dose escalation cohort




