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Background Results Response
: . N - - - Here, we describe the result for 25 patients with metastatic melanoma that
*The introduction of checkpoint inhibitors (CPI) into the clinic has revolutionized the treatment ’ : — : _ : _
options for cancer patients among different tumor types. In melanoma, single agent anti-PD1 were treated with the combination of selinexor at a starting dose of 60mg PO Total number of patients evaluable for response: 23
therapy leads to response rates of up to 40% in treatment naive melanoma patients with twice Weekly and pembrthumab at 240mg |.V. every 3 weeks in ARM L. 150  withdrew consent: 1
unresectable stage Il or IV disease. Combining anti-PD1 with anti-CTLA-4 leads to upfront Seventeen patients were treatment naive. Not reached restaging yet: 1 Median Follow up time:
response rates of 58%, however, at a price of significant toxicities, with 59% of patients _ : : 4 months (ran 1-14
experiencing grade 3 or 4 toxicities, which is in stark contrast to the ~10% of grade 3 or 4 Tab.1. Patient demographics and outcomes o 83 months (range 0 )
toxicities observed with single agent anti-PD1. Factor Category N (%) S 100 _
*Despite these success, multiple areas of unmet need exist. For treatment naive patients, @ Median Age:
combination of anit-PD1 with a different agent that leads to similar response rates like the Sex Female 12 (48) < 65.8 (range 31.4-83)
combo of anit-PD1/TLA-4, but with significant grade 3 or 4 toxicities would represent a attractive Male 13 (52 =
options for patients, potentially especially for patients who would not be able to tolerate this (52) © 5o
combination. Furthermore, it is currently unclear how to best salvage patients who progress on Race Caucasian 23 (92) o
either single PD-1 or anti-PD1/CTLA-4 combo. Finally, patients with uveal melanoma (UM) have : : %’, ---------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------
very limited treatment options, as prior trials have not shown encouraging overall outcomes. Hispanic 2 (8) =
*Selinexor is a selective inhibitor of nuclear export used as an anti-cancer drug. It works by Di . Mel 19 (76 ﬁ -I I .I .I ) @
binding to exportin 1 and thus blocking the transport of several proteins involved in cancer-cell 1agnosis €lanoma (76) ® 0 | ' I
growth from the cell nucleus to the cytoplasm, which ultimately arrests the cell cycle and leads Uveal 6 (24) %
to apoptosis (Fig 1) It is the first drug with this mechanism of action. melanoma =
*The hypothesis that using the combination of Selinexor with pembrolizumab (an anti-PD1 CPI) No of prior systemic therapies 0 17 (68) 3
is well tolerated by patients and will induce overall response rates that are comparable to the 1 1(4 @ -50 )
combination observed with anti-PD1/CTLA-4, and to be able to salvage patients who (4) o Non-uveal melanoma: 10 refractory ~ m Non-uveal melanoma: 10 naive
progressed on prior CPI, and to induce response in patients with UM. 2 2 (8)
Uveal melanoma
3 2 (8)
4 1(4) 0 Patients
' 6 1(4) Fig 3.: Waterfall plot of best response in melanoma patients treated with Selinexor in combination with Pembrolizumab (n=23
A ¢ evaluable patients)
= ﬂ(ﬁ@ \ AN g 10 1(4)
L @m‘ \ ) ]"m]‘r Off treatment/ Active Active 13 (52) Tab. 3: Responses based on prior 10 status and uveal melanoma patients
A 74 ° "o S e | ¢ T e A Off treatment | 12 (48) Number of =~ . PR SD pp  Objective
@ o w 7 : luable Response
: L gP» +\VR\ o 2 Reason for Off Treatment* Progression 6 (50) eva. n (%) n (%) n (%) n (%) P
— e _ patients n (%)
# i Toxiclty 3(25) Non-Uveal melanoma: 10
: FOxosa & = -
. i 9 0 3 (33 3 (33 3 (33 3 (33
Oncc:'::tEem\/:RNA Pa.tlent requeSt 2 (17) refractory ( ) ( ) ( ) ( )
e B Dead 1(8) Non-Uveal melanoma: 10 naive 9 2(2) 3(33) 3(33) 1(11) 5 (56)
e Uveal Melanoma 5 0 0 5(100) O 0
| N , ) :::nz%{%\% Adverse Events Total evaluable patients 23 2 (9) 6(26) 11(48) 4(17) 8 (35)
A Y Gmmm;;%my There were 248 adverse events from 25 patients reported after the first treatment date, which were either possibly,

xPo1 " probably or definitely related to treatment. If a patient experienced the same AE at different period of time or Survival
grade, only the maximum attribution with highest grade and highest attribution to selinexor would be counted.

*The median PFS for the entire cohort has not been reached
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: : Tab.2: Summary of grade 3 or above adverse events from 16 :
All the twenty-five patients had a total of 246 AEs. : y oy  6-month PFS rate was 0.65 (95% CI: 0.475, 0.91).
i i | i patients - 9-month PFS rate was 0.57 (95% Cl: 0.37, 0.87)
) ] ] Sixteen patlents experlenced twenty'nme grade 3 AE Category AE Term Grade | SAE | Attribution | Attribution ) ) ) 0 T 1 )
Fig.1: Mode of action of Selinexor or above AEs (Table 2). to selinexor| o -The median overall survival (OS) has not been reached
emprolizu
el * 6 months OS rate of .81 (95% CI. 0.63, 1).
Methods Three pts discontinued therapy due to adverse Caboratory WEC | 3 [ No | Probable | Unrelated * 22/25 pts are still alive.
This open label, single center Phase IB combination therapy study in metastatic or locally events. Metabolism and Anorexia 3 No | Definte | Unrelated 0 |
advanced cancers enrolled either treatment naive (t/n) pts or pts who relapsed on prior nutrition o |
therapies (r/p). The addition of SEL to multiple standard chemotherapy and CPI regimens was 10 Laboratory Neutrophil | 3 No | Definite | Unrelated o
tested in parallel (13 arms total), with ARM L using PEM (240mg IV g3 weeks) in combination 90 Metabolism and Potassium | 3 No | Probable | Unrelated |
with SEL (starting dose 60mg PO twice/week). nutrition o ]
: : : : It 80 Metabolism and Sodium | 3 No Probable Unrelated % 40
Primary objective was to establish the safety and tolerability of SEL/PEM. nutrition g2 "
Secondary endpoints included response rate (RR) and_progression free _survival_ (PFS). 0 T Siarhen 3 e o B e £ ]
Anal_yses of OS and PFS were performed. OS was defined as from the time qf first treatment to | e Lo Anemia 3 [ ves | Probable | Possiie “qé; °]
the time of death or to the time of last contact. PFS was defined as from the time of first o Caboratory ymphooyies 1 | 3 | No | Possble | Possible B o
treatment to the time of progression or death, whichever occurred first or to the time of last E————— . : . L a0
. ) . ) astrointestinal Diarrhea 3 Yes Possible Possible .
contact. The distributions of OS and PFS were estimated by the Kaplan-Meier method [1]. All 40 . . . 0 ]
lVses were performed in SAS 9.4 and R General Fatigue 3 No Possible Possible |
analy ' ' 30 Investigations ALT 1 3 No | Probable | Unrelated 80 |
m G | Fati 3 |v Probabl Probabl -100 | o
Conflict Statement, Sponsor and g el shove o] Probable | Probae |
10 sl nansea o | Yos | Probable | Hmelaled e e S
contaCt . Laboratory Anemia 3 No [ Probable Possible ' ' ' ' '  Number of Weeks ' ' ' ' '
) ] ] 0 Metabolism and Sodium | 3 No Possible Possible Fig.5: Kinetics of Response
The first author has no conflict of interest to declare. The study was sponsored by Karyopharm Grade5 Graded Grade3 Grade2 Grade1 nutrition co“cl usion
Therapeutics Inc. 15t Author Contact: icglitza@mdanderson.org Metabolism and Sodium | 3 No | Possible Possible _ _ _ o _ _ _
Possible ®mProbable  Definite e Treatment with selinexor in combination with pembrolizumab is well-tolerated
Conclusion Fig.2: Summary of Events Attributed to Selinexor OO Neutrophill | S | Mo | Possible | Unrelated and shows significant clinical activity in t/n pts compared to historic single

agent pembolizumab. The combination warrants further evaluation.
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