
1 PROTOCOL SUMMARY 

 
1.1 SYNOPSIS 

 

Protocol title: 

A randomized, multicenter, double-blind Phase 3 study of Study drug plus  palbociclib versus letrozole plus palbociclib for the 

treatment of patients with ER (+), HER2 (-) breast cancer who have not received prior systemic anti-cancer treatment for advanced 

disease 

Brief title: 

  Study drug plus palbociclib as first line therapy for patients with ER (+) HER2 (-) advanced breast cancer 

Rationale: 
 

The purpose of the proposed study is to demonstrate the superiority of a new oral selective estrogen receptor degrader (SERD), study drug, in 

combination with palbociclib versus letrozole in combination with palbociclib in participants with estrogen receptor-positive [ER(+)], human 

epidermal growth factor receptor 2 negative [HER2(-)] advanced or metastatic breast cancer who have not received prior systemic anti-cancer 

treatment for advanced disease. 

 

Overall design: 

This is a prospective multicenter, international, randomized, double-blind, double-dummy, Phase 3 trial comparing the efficacy and safety 

of study drug in combination with palbociclib versus letrozole in combination with palbociclib in men, pre/peri-menopausal women (with 

goserelin), and postmenopausal women, all with ER(+)/HER2(-) breast cancer who have not received prior systemic treatment for advanced 

disease. 

Eligible participants should have histologically or cytologically proven diagnosis of adenocarcinoma of the breast with evidence of either 

loco-regional recurrent or metastatic disease not amenable to radiation therapy or surgery with curative intention, and for whom chemotherapy 

is not indicated. 

Participants who progressed while on or within 12 months from completion of (neo)adjuvant   endocrine therapy with any of the following 

agents: aromatase inhibitor (eg, letrozole, anastrozole, exemestane); selective estrogen receptor modulator - eg, tamoxifen, toremifene, 



raloxifene; CDK4/6 inhibitors (eg, palbociclib, ribociclib, abemaciclib) will not be eligible. 

Participants should not have received prior systemic anti-cancer therapies for their advanced disease. Participants may have measurable 

disease as per RECIST v.1.1 or non-measurable bone only disease with at least one predominant lytic bone lesion or mixed lytic-blastic 

lesion. 

All eligible participants will be randomly assigned using an Interactive Response Technology (IRT) to either study drug plus palbociclib 

(experimental) arm or letrozole plus palbociclib (control) arm in a 1:1 ratio. 
 

The population will be stratified by: 

 De-novo metastatic disease (Yes or No) 

 Postmenopausal women (Yes or No) 

 Visceral metastasis defined by at least 1 liver, lung, brain metastasis, pleural, or peritoneal involvement (Yes or No). 

Participants will continue to receive their assigned treatment until objective disease progression, unacceptable toxicity, participant’s request 

to stop treatment, or investigator’s decision, whichever occurs first. However, participants may continue treatment as assigned at 

randomization beyond the time of RECIST defined disease progression at the discretion of the investigator, if that is considered to be in the 

best interest of the participant and as long as no new anticancer treatment is initiated. In these cases, the investigator must discuss the 

rationale with the sponsor before the decision to continue treatment on-study is made. 
 

 

Number of participants: 
 

Approximately 1333 participants will be screened in the study, and 1066 participants will be randomly assigned to study intervention with 

a balanced randomization ratio (533 participants randomized per treatment arm). 
 

Note: Enrolled participants are all participants from screened participants who have been allocated to an intervention regardless of whether the 

intervention was received or not. 
 

Intervention groups and duration: 
 

Participants will be randomly assigned (1:1) to either Arm A (experimental) or Arm B (control). 



 Arm A: Study drug 200 mg + letrozole-matching placebo + palbociclib 125 mg 

 Arm B: Placebo + letrozole 2.5 mg + palbociclib 125 mg. 
 

The treatments in both arms are given orally. During the treatment period, men and pre/perimenopausal women will receive 

goserelin subcutaneously. 
 

 

 



 

 

 

 

 
 

 

 

 

 



 

 

 
 

 

 

 

 



 
 

 

 

 

 

 

 



 

 

 
 

 

 

 

 

 

 

 

 

 



 

 
 

 

 

 

 

 



 

 

 

 

 
 

 

 

 

 

 

 



 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 

 

 

 

 

 

 

 

 

 

 

 

 


