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; . . . O 0 —= Medlan SCTUIM albumln, (range) g/dL 3.7 (26-47) chain antigen (V450) (kappa or lambda) were used to identify
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. . chain double-pos_lt_lve MM patient samples were all sensitized by selln_exor and KOS- resistant U266PSR. Selinexor/PLD significantly improved survival in . .. ol
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High risk cytogenetics,= N (%) 1 (9%)
Deletion 17p, N (%) 1 (9%)
T(4;14), N (%) 1 (9%)
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were evaluated: A. SELDex twice weekly for 2 weeks, B.
One dose of SELDex. Primary and secondary end points: _
maximum tolerated dose (MTD) / recommended phase I . _

Eligible patients had relapsed or refractory myeloma and

dose (RP2D) of the combination and overall response rate , _ I ) | , ” , — ,
(ORR) per International Myeloma Working Group (IMWG) received = 2 prior therapies including lenalidomide and a Includes 1 patient with prior Oprozomib, There were two death on study. 1 patient developed

criteria. Results: 13 patients were enrolled (median age of proteasome inhibitor. The treatment schedule is summarized = Mghrisk: «4.14) or dell7p RSV pneumonia and ARDS in cycle 3 while in a MR.

59 years, median of 6 prior lines (range 2-9)). No dose in the table below. Primary and secondary end points: _ The patient had undergone her third autologous

limiting toxicities (DLT) were noted in dose level (DL) 1. 2 Maximum tolerated dose (MTD) / recommended phase II transplant 3 months prior to enrollment on study

patients experienced a DLT in DL2 (Gr4 thrombocytopenia dose (RPZD) of thg combination and ov_erall response rate Another patient with a baseline lymphocyte count of
and Gr 3 nausea). The loading phase was shortened to 1 (ORR) per International Myeloma Working Group (IMWG) nays on freatment 600 developed PCP pneumonia (without
dose of SEL (80mg) on day -7 (DL2m). 1/3 patients criteria ' o | VST prophylaxis) in cycle 7. Number and percentage of
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_ _ _ Dose level 1 PD Febrile neutropenia 1 (9%)
heavily pretreated patients support the continued - | ‘ Fatique 4 (36%) 2 (18%)

investigation of this combination in patients with RRMM

Hyponatremia 6 (54%)

13 patients yvere enrollled. (median age of 59 years (range 0 50 100 150 200 250 300 350 Nausea / vomiting 4 (36%) 3 (27%)
49'76), median of 6 prior MES (range 2-9)) PD: progressive disease, AE: 9ff stqdy Fiue to adverse event . - Diarrhea 3 (27%) 2 (18%)
* Death due to RSV pneumonia while in MR, ¥ Death due to PCP pneumonia while in VGPR

Background: SEL, an oral, first-in-class inhibitor of XPO1 No dose limiting toxicities (DLT) were noted in dose level L [P Al LR IR) B0 Hyperglycemia 2 (18%) 2 (18%)
showed activity in clinical trials for hematologic (DL) 1. 2 patients experienced a DLT in DL2 (Gr4

malignancies. Topoisomerase lla, a substrate for XPO1, is  thrombocytopenia and Gr 3 nausea). The loading phase o, patients are evaluable for response: 2 VGPR, 2 PR, The MTD was not reached and enrollment
located in the cytoplasm in doxorubicin resistant MM cells  was shortened to 1 dose of SEL (80mg) on day -7 (DL2m).  oMR 3 SD and 1 PD. | ’ continues on dose level 2m

versus nuclear localization in sensitive cells). Turner eta . 1/3 patients experienced a DLT on DLZm (Gr3 There was a correlation between maximum decrease in

have also demonstrated that SEL inhibits DNA damage hyponatremia). Monoclonal protein and the percent apoptotic cells treated Preliminary responses Ig hegvily pr.etre.ated patienjcs
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trial evaluating SEL dexamethasone in quad and penta-
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