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INTRODUCTION

• Selinexor is a first-in-class novel, oral potent selective inhibitor of nuclear 
export which blocks the transport protein called Exportin-1. 

• Carboplatin+ Taxol (CT) is one of the standard chemotherapy regimens used 
in various tumor types. 

• Preclinical models have suggested that selinexor and CT exerts antitumor 
activity in multiple malignancies.

METHODS (Cont’d)

• The primary objective was to establish the safety and tolerability of Selinexor 
when given in combination with standard chemotherapy regimens and to 
determine the disease control and progression free survival of selinexor 
administered with standard chemotherapy treatments were the secondary 
objectives. 

• The primary efficacy parameter was the safety according to NCI CTCAE v 4.03 
and the secondary parameters were clinical benefit rate (CBR; percentage of 
complete response, partial response plus stable disease), disease control rate 
(DCR; percentage of complete response, partial response plus stable disease 
for at least 4 months, assessed according to RECIST 1.1 criteria), the objective 
tumor response rate (complete response + partial response), assessed 
according to RECIST 1.1 criteria and progression-free survival (PFS) defined as 
the time between the cycle 1 start date and the date of disease progression 
or death, whichever is reported first.

CONCLUSION

• One weekly oral selinexor can be safely combined with carboplatin/ 
paclitaxel and the RP2D was 60 mg once weekly in combination with 
carboplatin and paclitaxel. 

• The combination conferred appreciable clinical activity with durable 
objective responses which should further be explored in tumor types 
for which carboplatin + paclitaxel is used as standard of care and 
supports the evaluation of the combination of selinexor and 
carboplatin plus paclitaxel in patients with carboplatin and paclitaxel 
naïve disease.
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METHODS

Patients
• Adult (age ≥18 years) patients with histologically documented, advanced or 

metastatic solid tumors (excluding brain tumors) who were unresponsive or 
had relapsed following prior systemic therapy or where the addition of 
selinexor to standard chemotherapy deemed appropriate and acceptable, 
were eligible. 

• Patients in the study had to have at least one measurable target lesion as 
defined by Response Evaluation Criteria in Solid Tumors (RECIST v1.1) criteria 
for solid tumors, except for patients with castrate resistant prostate cancer 
(CRPC) where prostate cancer working group 2 (PCWG2) criteria was utilized.

• Key exclusions were patients with primary CNS tumor or active CNS tumor 
involvement, evidence of complete or partial bowel obstruction or needing 
total parenteral nutrition, prior treatment with an agent targeting the exportin, 
and unstable cardiovascular functions. 

Study design and treatment
• This was an open label, single-center, multi-arm phase 1B of selinexor in 

combination with standard chemotherapy to determine the dose-limiting 
toxicities (DLTs) and maximum tolerated dose (MTD) of selinexor and further 
explore the safety and tolerability of the MTD in patients with advanced or 
metastatic solid tumors (ClinicalTrials.gov identifier: NCT02419495). 

• The study was conducted in multi-arms utilizing a “3 + 3” design and a “basket 
type” expansion. 

• Selinexor in combination with carboplatin and paclitaxel was employed as one 
of the 13 parallel arms. 

• While carboplatin was dosed at AUC4 along with paclitaxel at 175 mg/m2 
intravenously every 3 weeks, selinexor was dosed at 60 mg twice weekly orally 
on days 1, 3, 8, and 10 of each 21-day cycle as well as 40-60 mg once weekly on 
days 1, 8, and 15.  

• The study protocol was approved by the Institutional Review Board or 
Independent Ethics Committee at the MD Anderson Cancer Center and was 
conducted in accordance with the Declaration of Helsinki, Good Clinical 
Practice, and all local and federal regulatory guidelines. 

• All patients signed informed consent prior to enrolling onto the study.

RESULTS (Cont’d)

• The most prevalent grade ≥ 3 TEAE were neutropenia (69%), 
thrombocytopenia (53%), leukopenia (46%), and anemia (15%). 

• One patient at 60mg once weekly had experienced DLT with grade 4 
neutropenia lasting >7 days. 

• Partial response was noted in 4 patients (33.3%) in patients with esophageal 
(n=2), 1 patient each with breast and ovarian cancer. (Figure 1)

• Five patients (41.7%) achieved stable disease and the clinical benefit rate was 
75%. Disease control rate (DCR; percentage of CR+PR+SD ≥4 months) was 
41.7%. (Figure 1)

• Majority of patients (84%), including 3 patients who had PR, had prior 
exposure to carboplatin and/ or paclitaxel. 

• Treatment time to failure (TTF) ranged from 6 to 154 weeks. 

Table 1. Patients baseline demographics and disease characteristics
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Table 2. Summary of treatment-emergent and -related adverse 
events in all grades of severity

Poster- 554P

554P

Characteristic
n (%)

Carboplatin 5AUC and Paclitaxel 175mg/m2 IV Q3W Carboplatin 4AUC and Paclitaxel 
175mg/m2 Intravenous Q3W

Arm E
(N= 13)

Selinexor 40mg 
PO QW (n=1)

Selinexor 60mg 
PO BIW (n=1)

Selinexor 60mg 
PO QW (n=4)

Selinexor 40mg 
PO QW (n=5)

Selinexor 60mg 
PO QW (n=2)

Age at consent (years)

Median
Range

45
(45-45) 57

60 
(41-70)

58 
(50-71)

55.5 
(50-61)

57.6

(41.8 - 71.6)

Gender, n (%)
Male 0 0 1 (25) 3 (60) 1 (50) 5 (38)
Female 1 (100) 1 (100) 3 (75) 2 (40) 1 (50) 8 (62)

Race, n (%)
White 1 (100) 0 4 (100) 1 (20) 2 (100) 8 (62)
Hispanic 0 1 (100) 0 2 (40) 0 3 (23)
Black 0 0 0 2 (40) 0 2 (15)

ECOG performance status, n (%)
0 0 1 (100) 0 0 0 1 (8)
1 1 (100) 0 4 (100) 5 (100) 2 (100) 12 (92)

Primary tumor, n (%)
Ovarian 0 1 (100) 1 (25) 0 0 2 (15)
Breast 0 0 1 (25) 2 (40) 1 (50) 4 (31)

Endometrial/fallopian 0 0 1 (25) 0 0 1 (8)

Lung 0 0 1 (25) 1 (20) 0 2 (15)
Neuroendocrine 0 0 0 0 0 0
Pancreas 0 0 0 1 (20) 0 1 (8)
Esophageal 0 0 1 (20) 1 (50) 2 (15)
Liver/

cholangiocarcinoma 1 (100) 0 0 0 0 1 (8)

Prior lines of systemic therapies, n (%)
0 - 1 0 0 0 1 (20) 0 1 (8)
2 - 3 1 (100) 0 2 (50) 2 (40) 2 (100) 7 (53)
4 - 5 0 1 (100) 2 (50) 0 0 3 (23)
> 5 0 0 0 2 (40) 0 2 (15)

Prior exposure to carboplatin and/or paclitaxel, n (%)
Yes 0 1 (100) 4 (100) 4 (80) 0 11 (85)
No 1 (100) 0 0 1 (20) 0 2 (15)

N (%) Treatment emergent adverse events (TEAE) Treatment related adverse events (TRAE)

All grades Grade 3/4 All grades Grade 3/4

Anemia 11 (84) 2 (15) 7 (53) 2 (15)

Leukopenia 11 (84) 6 (46) 11 (84) 6 (46)

Neutropenia 11 (84) 9 (69) 11 (84) 9 (69)

Thrombocytopenia 11 (84) 7 (53) 11 (84) 7 (53)

Constipation 6 (46) 0 2 (15) 0

Diarrhea 4 (30) 0 2 (15) 0

Nausea 7 (53) 1 (7) 7 (53) 1 (7)

Vomiting 6 (46) 1 (7) 6 (46) 1 (7)

Elevated AST/ALT 6 (46) 1 (7) 3 (23) 1 (7)

Fever 4 (30) 0 0 0

Fatigue 8 (61) 0 6 (46) 0

Anorexia 4 (30) 0 3 (23) 0

Hyponatremia 3 (23) 1 (7) 3 (23) 1 (7)

Hypomagnesemia 7 (53) 0 2 (15) 0

Peripheral motor/ sensory 
neuropathy

7 (53) 0 4 (30) 0

Dyspnea 3 (23) 1 (7) 1 (7) 0

Cough 5 (38) 0 0 0

Elevated CPK 2 (15) 1 (7) 1 (7) 1 (7)

Infection or infestation 5 (38) 4 (30) 0 0
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Figure 1.  Waterfall plot of maximum change in tumor measurements (per 
RECIST v1.1) for evaluable patients and summary of best overall tumor response

Measure

Arm E

(N= 13)
Response, n (%)

CR 0
PR 4 (33)
SD 5 (42)
CBR (CR+PR+SD)

DCR (CR+PR+SD ≥4 months)

9 (75)

5 (41.7)

PD 3 (25)
Not evaluated 1

RESULTS

• Of 13 patients treated, 12 patients were evaluable for response. The most 
common cancers were breast (n=4), esophageal (n=2), ovarian (n=2) and 
non-small cell lung cancers (n=2). (Table 1)

• All 13 patients had at least one treatment-emergent adverse events (TEAE) 
and the commonest TEAE were anemia (84%), neutropenia (84%), leukopenia 
(84%), thrombocytopenia (84%), fatigue (61%), elevated AST or ALT (61%), 
nausea (53%), hypomagnesemia (53%), and peripheral motor or sensory 
neuropathy (53%). (Table 2)
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