
This is a randomized, multi-center, double-blinded, placebo-controlled phase 3 study aimed at evaluating and 

comparing the efficacy of selinexor versus placebo, assessed by the investigator, as maintenance therapy for 

advanced or recurrent EC. 

A total of 248 patients will be randomized in a 2:1 ratio (2 selinexor:1 placebo) 

Hypothesis testing will be used for the primary efficacy endpoint and for selected secondary efficacy endpoints in order 

to evaluate the superiority of selinexor compared with placebo. Results from phase II study (SIGN) showed that selinexor administered twice weekly (50 

mg/m2= ~80 mg) to patients with heavily pretreated EC resulted in disease control rate of 

35%. These data, as well as the unmet medical need to manage patients with advanced or 

recurrent EC support further development of selinexor treatment for EC.

The current clinical trial is enrolling patients with advanced or recurrent EC with a 

response (PR or CR) after at least 12 weeks of platinum-taxane combination therapy for 

primary stage IV or recurrent disease, for maintenance therapy with selinexor or placebo 

control.

This study is supported by Karyopharm Therapeutics.
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Exportin 1 (XPO1) is the major nuclear export protein 

for:1

• Tumor suppressor proteins (TSPs, e.g., p53, IkB, and FOXO) 

• eIF4E-bound oncoprotein mRNAs (e.g., c-Myc, Bcl-xL, 

cyclins)

Inhibition of XPO1 impacts tumor cells via 2 core 

mechanisms:1

• Increases nuclear levels and activation of tumor suppressor 

proteins (p53, etc)

• Traps oncoprotein mRNA in the nucleus leading to reduced 

oncoprotein levels (c-Myc, etc.)

Selinexor is an oral selective XPO1 inhibitor –

Preclinical data supports that selinexor:2

• Reactivates multiple TSPs by preventing nuclear export

• Inhibits oncoprotein translation

• Nuclear XPO1 is overexpressed in ovarian cancers with aggressive behavior and is correlated with poor outcome and platinum 

resistance.3

• Selinexor showed anti-tumor activity in various ovarian cancer cell lines, increased nuclear localization of FOXO1 and facilitated 

the anti-tumor effect of cisplatin.4

• Selinexor, alone or in combination with platinum, reduced tumor growth in platinum-resistant PDX mice and in ovarian-cancer 

patients and was well tolerated .3

• Ovarian and endometrial cancer (EC) are similar in many aspects.5 In a phase 2 study6, selinexor 50 mg/m2(~80 mg) twice 

weekly (BIW) demonstrated a disease control rate of 35% (median duration 6.3 months) with 2 confirmed partial responses 

among 23 patients with heavily pretreated EC. Patients with disease control had markedly improved overall survival (OS) 

compared to patients without disease control. Thus median OS was 20.4 months for patients with disease control versus 3.9 

months in patients without disease control. Nearly all patients had been previously treated with a platinum-based chemotherapy 

(52% refractory) and taxanes.

• We are conducting this study to evaluate the efficacy of selinexor compared with placebo as maintenance therapy in patients with

advanced or recurrent EC as an effort to improve PFS after platinum-based chemotherapy.
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SIENDO/ENGOT-EN5 Study Design

Key Inclusion/Exclusion Criteria

Key Inclusion Criteria

• Female patients ≥ 18 years with histologically confirmed EC 

of the endometroid, serous or undifferentiated type. 

Carcinosarcoma of the uterus is also allowed 

• In PR or CR according to RECIST v1.1 

• Completed a single line of at least 12 weeks of taxane-

platinum combination therapy and achieved PR or CR 

according to RECIST V1.1:

– For Primary Stage IV disease OR 

– At first relapse

• ECOG 0-1 

• Adequate organ functions

Key Exclusion Criteria

• Has any sarcomas, small cell carcinoma with neuroendocrine 

differentiation, or clear cell carcinomas

• Previous treatment with an XPO1 inhibitor or with anti-PD-1 or 

anti-PD-L1 immunotherapy 

• Known contraindications or uncontrolled hypersensitivity to 

selinexor

• Active brain metastases 

SIENDO/ENGOT-EN5 Trial Endpoints

Primary 

• PFS as assessed by the investigator

Secondary 

• PFS, as assessed by a blinded independent central review 

• Disease-specific survival 

• Overall survival 

• Time to first subsequent therapy 

.
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SIENDO/ENGOT-EN5: A randomized phase 3 trial of maintenance with selinexor/placebo after 
combination chemotherapy in patients with advanced or recurrent endometrial cancer.
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Stratification:
a. primary stage 
IV vs recurrent 
b. PR vs CR

• Quality of Life Questionnaire Secondary cont’d 

• Disease-control rate among patients with PR as best 

response to prior chemotherapy (QLQ)-C30, EuroQol-5 

Dimension 5 Level (EQ-5D-5L), and EORTC QLQ-EN24.

• The safety and tolerability of study drug


