S Impact of selinexor dose reductions on selinexor, bortezomib, dexamethasone (SVd) outcomes in patients (pts)
with lenalidomide (LEN)-refractory multiple myeloma (MM): BOSTON trial subgroup analysis
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INTRODUCTION RESULTS (continued)
= First-line treatment for patients with MM typically includes a Disposition and treatment Figure 2. PFS with SVd in LEN-Refractory Patients by
combination of lenalidomide (LEN), :jexamethasone, and = Table 2 summarizes patient disposition and treatment. Dose Reduction Group
daratumumab with o.r without bortezomib. = Reasons for selinexor discontinuation were similar between 100 - S - |
" However, most patients relapse and develop LEN-refractory groups. | P ey Selnexor Patien's Without Selinexor
fjlsleadse.tRei;omr?en_?stlons fotrhrelapsedgrefractocrjyl/ MI;/I (RRI\IAM) = Patients who received dose reductions had a longer median > 80+ ?Q,Zf/:,a&fFS’ v (6:§E> <3.55,'1NE)
mc_tu he trea men W,: thmtorteh an t.o n? hrug ant Er 9 rug c1ass duration of treatment (7.9 mo) than patients without dose 2
switc 0233n agent that the patient has not had previous reductions (2.5 mo). 2 0. -
exposure.? 3 I_I
. Se.llnexor IS a flr.st-ln-clas-s, orally avallab!e XPO1 |nh|b|tor with a Table 2. Disposition and Treatment 5 40-
unique mechanism of action that results in nuclear retention and _ _ _ _ 8
functional activation of tumor suppressor proteins ultimately Patients With Patients Without P
_ _ , . Selinexor Dose Selinexor o
impacting cellular proliferation and tumor growth rates. Parameter Reductions Reductions
= Selinexor is approved by the EMA and US FDA in combination (n=35) (n=18) 01 , , *+Censored
with bortezomib and dexamethasone (SVd) for adults with Primary reason for discontinuation ° P e %0
RRMM who have received at least one prior therapy, and in Disease progression 16 (46) 8 (44) bationte with 35 s - . . , 1 .
combination with dexamethasone (Sd) for adults with RRMM Withdrawal by patient 8(23) > (28) dose reduction
who have received at least four prior therapies and whose Adverse events/toxicity to study drug 6 (17) 3(17) Patients without 18 4 1 0
disease is refractory to at least two Pls, at least two IMiD agents, Deaﬂ_’ | N 2(0) 1(6) close reduction
and an anti-CD38 monoclonal antibody.*5 Physician decision 1) 1)
_ Median selinexor dose/week, mg 77.8 (44-98.6) 100 (70-108.2) . . _ . ]
= In LEN-refractory patients, extended follow-up subgroup data (range) - ' ' Patients with selinexor dose reductions experienced
from the phase_3 BOSTON trial Sh(?WGd a clinically meaningful Median time to first dose reduction, 62 (15-808) NA greater improvements in quahty of life compared to
improvement with SVd vs bortezomib and dexamethasone (Vd) days (range) : -
_ _ ) . . those without dose reductions
in progression-free survival (PFS; 10.2 mo vs 7.1 mo), overall r""'\gd(';’:‘g:)rat'O“ of treatment, 7.9 (0.5-33.2) 2.5 (0.1-10.9) - Global health status QOL howed or t
survival (OS; 26.7 mo vs 18.6 mo), and overall response rate _ _ =iobal hea hS da HS q SCOTes showe gre_e;]er |mTpr§Iv e;nen
(ORR: 68% Vs 47%).¢ rl\:lizd(lgasno/s%rl\)nval follow-up, 28.2 (23.4, 33.4) 27.2 (22.7. NE) in patients with dose reductions vs patients without (Table 4).
= Moreover, results of a post hoc analysis of all patients in the
BOSTON trial demonstrated that selinexor dose reductions (vs _ _ _ o Table 4. EORTC QLC-C30 Global Health Status
without dose reductions) were associated with longer Selinexor dose reductions were associated with higher Patients With Patients Without
progression-free survival (PFS; 16.6 mo vs 9.2 mo), duration of response rates, Ionger duration of response, Ionger _ Selinexor Dose Selinexor Dose
: : : : Score Analysis Reductions Reductions
response (DOR; NR vs 12.0 mo), and time to next treatment duration of treatment, and extended time to next
_ . .. . . (n=35) (n=18)
(TTNT; 22.6 mo vs 10.5 mo).” In addition, this analysis showed treatment
_ _ Patients with non-missing baseline and at least 32 (91) 16 (89)
e o oo e Teace) + ORR (7% and very 900 parl rospons (VGPR) o bter | e et orsios e o
with selinexor dgse reyductions P P (49%) rates were higher in patients with dose reductions Best change from baseline, mean  SD 10.4 + 23.2 3.7 £26.9
_ | ' _ _ compared to patients without dose reductions (56% and 11%, (95% Cl) (2.0, 18.8) (-10.7,18.0)
= The impact of selinexor dose reductions in LEN-refractory respectively; Figure 1). Patients with at least one post-baseline score 24 (69) NA

patients remains unknown. on or before first selinexor dose reduction and

= Median DOR and median TTNT were longer for patients with at least one post-baseline score after first dose

dose reductions (Table 3). reduction, no. (%)
i i . Change from last post-baseline score on or 7.3+205 NA
OBJECTIVE Flgure 1. Response to SVd in LEN-RefraCtOI‘y Patients before first selinexor dose reduction to first (-1.4, 15.9)
= |In this subgroup analysis of the phase 3 BOSTON trial by Dose Reduction Group mf:;‘bf;el;'?gsf/cg; after first dose reduction,
(NCT03110562), we analyzed LEN-refractory patients who - ’ _
received SVd to determine the clinical benefit of selinexor dose 100% = PR Change from last post-baseline score onor - 18.1+ 21.5 NA
_ : 90% VGPR before first selinexor dose reduction to best (9.0, 27.1)
reductions on SVd efficacy. o 80% ORR 74.3 CR post-baseline score after first selinexor dose,
S 00 S >CR ] + SD (95% Cl)
mear
A 60% J ' ORR 55.6% § Best post-baseline score achieved after first 75.3+16.7 NA
M ETHODS g;) 50% ig_cé‘;R };}'_?;R selinexor dose reduction, mean £ SD (95% CI) (69.0, 81.5)
£ 40%
= |nthe BOSTON trial, patients randomized to the SVd arm (vs Vd) T~
received the following during each five-week cycle: oral selinexor & 0% — : . :
100 mg (day [D] 1, 8, 15, 22. 29). bortezomib 1.3 mg/m? o 25.7% Adverse events improved following the first dose
subcutaneously once weekly (D 1, 8, 15, 22), and oral 0% . . . . . reduction of selinexor
Patients With Selinexor Patients Without Selinexor . . . . . .
dexamethasone 20 mg (D 1, 2, 8, 9, 15, 16, 22, 23, 29, 30). Dose Reduction Dose Reduction = The safety profile of SVd in patients with and without selinexor

= In this post-hoc subgroup analysis, efficacy (ORR, DOR, PFS dose reductions remained consistent with the overall population

OS, TTNT), safety (TRAEs), and QOL (using the EORTC in the BOSTON trial.
QLC-C30) were analyzed in LEN-refractory patients who

Table 3. Summary of Response Timing and Duration

= |n patients with selinexor dose reductions, a lower proportion of

received SVd with and without selinexor dose reductions. Patients With Patients Without patients experienced any-grade treatment-related adverse
Selinexor Dose Selinexor Dose events (TRAES) after the first dose reduction, with the exception
Reductions Reductions _ _ ’
S S Parameter (n=35) (n=18) of thrombocytopenia, as shown in Table 5.
?I",?;":r“bt:t‘t‘:r;°r:§7t;ﬁs':‘)’"S"' 2.7 (0.7-11.7) 1.4 (0.7-2.1)
Patients ’ g Table 5. Most Common All-Grade TRAEs Before and
_ _ _ _ Median DOR, mo (95% ClI) 15.3 (12.2, NE) 4.2 (4.2, NE) g
= Fifty-three LEN-refractory patients were included in the SVd arm: Median TTNT*, mo (95% CI) 148 (13.4. 26.7) 458 (42, NE) After Dose Reduction
35 had selinexor dose reductions and 18 did not. - ’ —— — — Pre-Selinexor Post-Selinexor
_ o _ _ _ TTNT was calculated as a tlmg to event endpom’f from date of randomization to the start of next Dose Reductions Dose Reductions
= Baseline characteristics and prior therapies are shown in Table anti-MM treatment or death, whichever occurred first. All-Grade TRAEs, no. (%) (n=35) (n=35)
1 ] . . Hematologic TRAEs in 210% of patients
= Patients with selinexor dose reductions had poorer performance Selinexor dose reductions correlated with Ionger ;hrorr?bocytopenla 282((2633)) 265((1771))
. : . . - - nemia
status (PS) and more high-risk cytogenetic abnormalities. progression free SU"VWa'. | | | Neutropenia 5 (14) 4 (11)
_ o _ _ = Median PFS was Ionger In pgtlents with dosg reductions Nonhematologic TRAES in 220% of patients
Table 1. Baseline Characteristics and Prior Therapies (13.9 mo) compared to patients without dose reductions (5.1 mo; Nausea 19 (54) 8 (23)
] ] ] ] Fiaure 2). Fatigue 11 (31) 5 (14)
Patients With Patients Without g . ) - . . . . Diarrhea 10 (29) 7 (20)
e e T Selinexor Dose Selinexor Dose = Median OS was slightly longer in patients with dose reductions Decreased appetite 8 (23) 4 (11)
Reductions Reductions (26.7 mo) compared to patients without dose reductions Vomiting 8 (23) 6(17)
(n=35) (n=18) (24.6 mo) with a hazard ratio of 0.91 (95% CI 0.37,2.28). Weight decreased 7(29) > (14)
Median age, years (range) 63 (44-87) 69 (40-77)
wene- CONCLUSIONS
Male 22 (63) 15 (83)
Female 13 (37) 3(17) = |In LEN-refractory patients, selinexor dose reductions were associated with improvements in safety, efficacy, and quality of life and were
IMWG frailty index score, no. (%) consistent with the analysis of selinexor dose reductions for the entire intent-to-treat population of the BOSTON trial. Specifically, selinexor
< 26 (74) 13 (72) dose reductions were associated with
59 9 (26) 5 (28) — higher response rates (ORR 74% vs 56%) — longer duration of response (15.3 vs 4.2 mo)
ECOG PS, no. (%) — longer duration of treatment (7.9 vs 2.5 mo) — extended time to next treatment (14.8 vs 4.8 mo)
0 11 (31) 12 (67) — longer progression-free survival (13.9 vs 5.1 mo)  — greater improvements in quality of life compared to those without dose reductions
1 21 (60) 5 (28) — a lower proportion of any-grade treatment-related adverse events after the first dose reduction including nausea (54% to 23%), diarrhea
5 3(9) 1 6) (29% to 20%), decreased appetite (23% to 11%), and vomiting (23% to 17%).
High-risk cytogenetic abnormalities, 21 (60) 8 (44) = These findings highlight the benefit of selinexor dose reductions in optimizing the treatment of LEN-refractory patients receiving SVd.
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