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Background Treatment Results (n=18)
Ind.uction chemqtherapy for older adglts Vyith poor-risk AML | - Buissieln G0 MRk Di-E R Response Rates Response Rate in Patients Treated at RP2D (n=16)
typically results in CR rates of 20-50%, with 5-year OS Induction . Cytarabine 100 mg/m2/day CIVI D1-7 ORR (CR+CRi 8 (509
ranging from 2-15%. This illustrates the need for novel 7+3+Selinexor - Cohort 1: Selinexor 60 mg D1,3,8,10,15,17 A" SAML w/ ( ) (50%)
treatment strategies. Selinexor is an oral Selective Inhibitor > ekt 20 SEllineer S0 g 27,28, 10 19,17 Patients Prior HMA 6 (37.5%)
of Nuclear Export (SINE) that has shown promising single | | N (n=18) (n=7) 2 (12.5%)
primary export protein, XPO1, selinexor localizes tumor (if indicated) * Cytarabine 100 mg/m=/day CIVI D1-5 ORR 10 (56%) 9 (60%) 3 (43%) 4 (36% 1(14%)
suppressor proteins to the nucleus leading to their activation. 5+2+Selinexor * Selinexor same dose as Induction Y (CR+CRi)

Furthermore, selinexor inhibits DNA damage repair,

)
All Patients .
o o o o o
rationalizing its use in combination with DNA damaging Consolidation * Daunorubicin 45 mg/rgz/day D1&2 A gRRI 2 (411;'0;0) ; (411;;’) 30(4030/A’ ) 3 (2970//") 10(104;//") (n=18) CR/CRi Relapse
agents. Preclinical data from our institution suggest selinexor q28 days upto 2 cycles [ A A (12%) | 2(18%) | 0(0%) | 1(9%) 0)) - 0(0%) 7 (39%) | 3/8(43%) | 1/3 (33%)
Karyotype

1
synergizes with daunorubicin when used in CD34* AML cells. 5+2+Selinexor . S?I,igz),(%same cose as fncucton y Treatment | 8 (44%) 6 (40%) 4 (57%) 7 (64% 6 (86%)
Here we report results from a phase | clinical trial with Failure Monosomal 6 (33%) 2/6 (33%) | 0/2 (0%)
selinexor plus cytarabine and daunorubicin in patients with Maintenance ) Karyotype ---
newly diagnosed, poor-risk AML. g21 days up to 12 mos o ’ — Responders n=10
y diag p . Cohort 2: Selinexor 80 mg D188 All Patients n=18 P Chromosome 5/7 | 8 (44%) | 3/8 (38%) | 2/3 (67%)
6.7 months Median age (years) | 68 (58-77) abnormalities

» Cohort 1: Selinexor 60 mg D1&38
Remain alive 10 (56%) Age =70 3 (30%) P53 mutation 7 (39%) | 3/7 (43%) | 0/3 (0%)
Median OS Not Reached 9 (90%)

Selinexor

Median f/u time

Study Design and Endpoints

Single institution phase | clinical trial with a 3+3 design and Demographics

I \

S : 0 0 0
an expansion phase at the maximal tolerated dose _ Total Enroliment Evaluable for __ Splicing mutations © (28%) 315 (60%) | 173 (33%)
= = 0 0

(MTD)/recommended phase 2 dose (RP2D). Sonder (P _ IW7(r|:| (:7103 T :2293%0:?697523313)) 12 (66%) Secondary AML 4 (40%) FLT3-ITD 2 (11%) 112 (50%) | 1/1 (100%)

o o o (o) . . 0 -
Primary endpoint: MTD/RP2D of selinexor oo ngs pewr) | ge v T ssran | Medan€Fs | aSmonis [ Pior HMARrARD | 1 (10% ML | 5@ 35 60w | 2B e
Secondary endpoints Est. 12 month O 2% Induction Needed | 1 (10%) (28%) | 315 (60%) | 213 (67%)
L gunirEe 08 7 (39%) -
¢ veralsuiviva Intermediate: 2 (10% - ian Ti
° Re|apse free survival (RFS) Risk Stratification k Ie:)rorT;? ;376(9402)) ) Responders n=10 Patlents Slp HCT n=5 Medlan Tlme tO Recovery (dayS)

* Toxicity assessment.

Hospital Days (n=19) 37 (24-82)

Plts >50,000 (n=10) | 35 (25-77

Median f/u time 8.5 months Median f/u time 5.1 months
8/13 (62%) w/ SAML | 7 /11 (64%) w/ SAML 8 (80%) 5 (100%)

0 (60% —
selinexor 60 mg

N

Eligibility and Enroliment

ANC > 500 (n=10) 26 (18-45
Response (n=10) 42 (31-77)

)

* Previously untreated AML (non-M3)
* Poor-risk features (at least one of the following):
« Karyotype

Cohort 2: o o
selinexor 80 mg 17(81%) 16 (89%)

Went to allo. HCT 5 (1 planned) (60%)

' glutaticénal FX&T@( AVILY Toxicity Assessment (n=21) Conclusion
° econaary S
o :  The MTD of selinexor was not reached
Age 2 60 years Treatment Emergent Adverse Events in Treatment Emergent Adverse Treatment Emergent Adverse . The RP2D of selinexor was 80 mg twice weekly which
* 21 patients enrolled on study Induction 210% (n=21) Events in Consolidation 220% Events in Maintenance (n=1) was safely administered with daunorubicin and cytarabine

« 21 patients evaluable for safety _ Grade 3/4
o 1 tient I le f
° patients evaluable for response Febrile Neutropenia| 0 | 16 (76%)
Phase of Treatment Eval. for Response (n=18) 11 (52%) 6 (29%)
Hyponatremia | 11 (52%) | 7 (32%)

(n=6) ~ |Grade 1/2|Grade 3/4
| Grasetz | Graveds M Faige | 0 | 1

1(47%) | 107%) B Anoeda | 1| 0
1(47%) | 1(7%) W Bureavson | 1 | o
583%) 0 [ Constipaton | 1| 0

as induction for patients with poor-risk AML, including
older adults

* Most prominent AEs were febrile neutropenia, diarrhea
and hyponatremia

 Count recovery is similar to 7+3 alone

 Response rates are encouraging compared to historical

 sepsis |0 | 409w

6 (33%) — Each received 1 cycl 5(71%) 0  weakness 1o [N

3(14% |0 |60 Day Morialiy (n=21)|  1(4.6%) (IR I L g e R
ypotension | 9 (@3%) | 0 ccute renal falure caused by anbiofics. + 743 plus selinexor warrants further investigation with

Never had a response assessment. direct comparison to 7+3



