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N=3246
• Men and women (any menopausal
 status) with HR+, HER2– ABC
• No prior ET for ABC
 – DFI >12 months from completion 
  of (neo)adjuvant therapy required 
  if NSAI
• ≤1 prior line of CT for ABC
• ECOG PS of ≤2
• CNS metastases permitted

Primary endpoint
• Safety and tolerability
Secondary endpoints
• Time to progression
• Overall response rate
• Clinical benefit rate
• Patient-reported outcomes

RIB+LET
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Background
• Central nervous system (CNS) metastases occur in patients with breast cancer, with brain 

metastases being diagnosed in up to 30% of patients with breast cancer.1

• The development of CNS metastases can be associated with debilitating neurological 
symptoms and poor survival outcomes.2

• Clinical trials, however, are frequently limited to patients with good performance status and 
often exclude those who have CNS metastases.3,4

• Ribociclib, an oral, selective, cyclin-dependent kinases 4 and 6 inhibitor (CDK4/6i) 
has demonstrated overall survival benefit in 2 Phase III trials in patients with hormone 
receptor-positive (HR+), human epidermal growth factor receptor 2-negative (HER2–) 
advanced breast cancer (ABC), when in combination with different endocrine therapy (ET) 
partners and while maintaining patient quality of life.5,6,7

• CompLEEment-1 is a Phase IIIb trial that investigates the safety and efficacy of ribociclib 
in combination with letrozole in a large, diverse cohort of patients with HR+, HER2– ABC, 
including patients with stable CNS metastases. Safety and efficacy results from the overall 
population have been previously presented.8

Methods
Treatment Regimen and Study Design
• Patients with HR+, HER2– ABC, who had no prior ET and up to 1 line of prior chemotherapy  

for advanced disease were given ribociclib 600 mg/day (3 weeks on/1 week off) plus letrozole 
2.5 mg/day (continuous; Figure 1).

 – Men and premenopausal women were given concomitant luteinizing hormone-releasing 
hormone agonist goserelin 3.6 mg once per month subcutaneously or leuprolide 7.5 mg 
once per month intramuscularly.

• Key inclusion criteria included the following:

 – Locally advanced or metastatic HR+, HER2– breast cancer not amenable to curative 
therapy.

 – No prior ET for advanced disease.

 – Eastern Cooperative Oncology Group performance status of ≤2. 

 – ≤1 line of chemotherapy for advanced disease.

 – Disease-free interval >12 months from completion of (neo)adjuvant therapy if treatment 
included a nonsteroidal aromatase inhibitor.

 – Adequate bone marrow and organ function.

 – QT interval corrected by Fridericia’s formula of <450 ms and resting heart rate of ≥50 bpm 
at screening electrocardiogram.

• Key exclusion criteria included the following:

 – CNS metastases unless lesions have been clinically stable for ≥4 weeks.

 – Prior treatment with a CDK4/6i and/or systemic hormonal therapy for ABC.

 – Concurrent malignancy ≤3 years prior to starting study drug (except adequately treated 
basal cell or squamous cell carcinoma, non-melanomatous skin cancer, or curatively 
resected cervical cancer).

 – Clinically significant heart disease and/or recent cardiac events (eg, uncontrolled 
hypertension).

 – A gastrointestinal impairment or disease that may significantly alter study drug absorption.

Results
Patient Characteristics and Disposition
• Baseline characteristics for the 51 patients with CNS metastases (as of November 8, 2019) are 

shown in Table 1.

• Median duration of exposure to ribociclib was 16.8 months.

• Overall, 32 (62.7%) patients permanently discontinued treatment, mostly due to progressive 
disease (35.3%) and adverse events (AEs) (11.8%).

Table 2: Overview of Adverse Events

All Patients 
(N=3246)

Patients With 
CNS Metastases 

(N=51)

Category, n (%) All Grades Grade ≥3 All Grades Grade ≥3

AEs 3203 (98.7) 2461 (75.8) 49 (96.1) 38 (74.5)

Treatment-related 3091 (95.2) 2192 (67.5) 48 (94.1) 33 (64.7)

SAEs 702 (21.6) 590 (18.2) 8 (15.7) 6 (11.8)

Treatment-related 203 (6.3) 178 (5.5) 2 (3.9) 2 (3.9)

Fatal SAEs 62 (1.9) 61 (1.9) 2 (3.9) 2 (3.9)

Treatment-related 14 (0.4) 14 (0.4) 1 (2.0) 1 (2.0)

AEs leading to discontinuation 528 (16.3) 310 (9.6) 7 (13.7) 5 (9.8)

Treatment-related 418 (12.9) 237 (7.3) 4 (7.8) 4 (7.8)

AEs leading to dose  
adjustment/interruption

2434 (75.0) 2095 (64.5) 37 (72.5) 31 (60.8)

Treatment-related 2235 (68.9) 1964 (60.5) 33 (64.7) 29 (56.9)

AEs requiring additional therapy 2624 (80.8) 844 (26.0) 41 (80.4) 7 (13.7)

Treatment-related 1613 (49.7) 392 (12.1) 21 (41.2) 3 (5.9)
A patient with multiple severity grades for an AE was only counted under the maximum grade.
AE, adverse event; CNS, central nervous system; SAE, serious adverse event.

Efficacy
• Time to progression (TTP) results are summarized in Figure 2.

 – Median TTP was not reached (NR) in patients with CNS metastases (95% confidence 
interval [CI], 15.5-NR).

 – Event-free probability at 30 months was 56.1% (95% CI, 39.3-69.8).

Figure 2: Kaplan–Meier Plot of Time to Progression

Figure 3: Best Overall Response Rate and Clinical Benefit Rate for Patients With 
Measurable Disease at Baselinea

Table 3: Adverse Events of Special Interest

All Patients 
(N=3246)

Patients With 
CNS Metastases 

(N=51)

Category, n (%) All Grades Grade ≥3 All Grades Grade ≥3

Neutropeniaa 2417 (74.5) 1856 (57.2) 34 (66.7) 26 (51.0)

ALT increased 526 (16.2) 249 (7.7) 10 (19.6) 3 (5.9)

AST increased 459 (14.1) 184 (5.7) 8 (15.7) 3 (5.9)

QTcF interval prolongation 217 (6.7) 33 (1.0) 3 (5.9) 0
Numbers (n) represent counts of patients. A patient with multiple severity grades for an AE was only counted under the 
maximum grade. 
aIncludes “neutropenia” and “neutrophil count decreased.”
AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; CNS, central nervous system;  
QTcF, QT interval corrected by Fridericia’s formula.

Patients were followed for 30 days after premature discontinuation of ribociclib or after treatment completion,  
as per protocol.
ABC, advanced breast cancer; CNS, central nervous system; DFI, disease-free interval; ECOG PS, Eastern Cooperative 
Oncology Group performance status; ET, endocrine therapy; HER2–, human epidermal growth factor receptor 2-negative; 
HR+, hormone receptor-positive; LET, letrozole; NSAI, nonsteroidal aromatase inhibitor; RIB, ribociclib.

Table 1: Patient Characteristics at Baseline

Characteristic
All Patients 

(N=3246)

Patients With 
CNS Metastases 

(N=51)

Median age, years (range) 58.0 (20-92) 56.0 (23-79)

Age ≥65 years, n (%) 1073 (33.1) 12 (23.5)

Premenopausal female patients, n (%) 722 (22.2) 18 (35.3)

ECOG PS 1-2, n (%) 1273 (39.2) 25 (49)

Histological grade, n (%)

Well differentiated 297 (9.1) 6 (11.8)

Moderately differentiated 1306 (40.2) 17 (33.3)

Poorly differentiated 626 (19.3) 12 (23.5)

Undifferentiated 30 (0.9) 0

Unknown 987 (30.4) 16 (31.4)

Metastatic sites, n (%)

0 15 (0.5) 0

1 903 (27.8) 3 (5.9)

2 923 (28.4) 10 (19.6)

3 644 (19.8) 12 (23.5)

4 375 (11.6) 10 (19.6)

≥5 386 (11.9) 16 (31.4)

Median time since initial diagnosis  
of primary site, months (range) 

42.5 (0.1-469.9) 31.9 (0.7-412.8)

CNS, central nervous system; ECOG PS, Eastern Cooperative Oncology Group performance status.

Safety
• An overview of AEs in patients with CNS metastases is summarized in Table 2. AEs in these 

patients were generally similar to those observed in the overall population.  

 – Serious AEs were less frequent in patients with CNS metastases.

 – A lower proportion of these patients discontinued treatment, had a dose  
interruption/adjustment, or required additional therapy due to treatment-related  
AEs (all-grade). 

Figure 1: CompLEEment-1 Study Design
• CompLEEment-1 (NCT02941926) is an ongoing, single-arm, open-label, multicenter, Phase IIIb 

study with broad inclusion criteria  representative of a real-world HR+, HER2– ABC population.9

• The most common all-grade AEs were neutropenia (66.7%), nausea (39.2%), and vomiting 
(29.4%).

• The most common grade ≥3 AEs were neutropenia (51.0%), leukopenia (13.7%), and increased 
alanine aminotransferase (5.9%), aspartate aminotransferase (5.9%), and gamma-glutamyl 
transferase (5.9%).

• Incidences of AEs of special interest are described in Table 3, and were generally consistent 
with the overall population. 

CI, confidence interval; CNS, central nervous system; NR, not reached. 

aResponse measurements did not take CNS evaluation into account. 
b2079 out of 3246 (64.0%) patients in the overall population and 35 out of 51 (68.6%) premenopausal patients had 
measurable disease at baseline.
CBR, clinical benefit rate; CR, complete response; ORR, overall response rate; PD, progressive disease;  
PR, partial response; SD, stable disease.

• Results for best overall response (ORR) and clinical benefit rate (CBR) are summarized in 
Figure 3.

• The ORR and CBR benefits observed in patients with CNS metastases were consistent with 
the overall population. 

Conclusions
• The safety profile associated with ribociclib in combination with letrozole in 

patients with CNS metastases was manageable and consistent with the overall 
population.

 – Serious AEs were infrequent and only 4 (7.8%) patients discontinued treatment 
due to treatment-related AEs. 

• A meaningful clinical benefit was demonstrated in this patient subgroup (median 
TTP NR) who are generally associated with a poor prognosis, consistent with the 
overall population (median TTP: 27.1 months).

• This subgroup analysis from the CompLEEment-1 trial demonstrated safety  
and efficacy results that support the use of ribociclib in combination with  
letrozole in patients with HR+, HER2– ABC and CNS metastases in a close to 
real-world setting.
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