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CDK 4/6 - Inhibition for Breast Cancer 

 
Posttest Rationale 

 
1. Which 1L systemic treatment would you select for a 54yo postmenopausal woman with hypertension, 

hypothyroidism, and metastatic recurrence in the liver, spine, and ribs of ER+/HER2- (IHC 0) BC who 
previously received treatment with TC and XRT, letrozole, exemestane, and 5 years of AI? 
 

a. AI + CDK4/6i 
b. Chemotherapy 
c. Elacestrant 
d. Fulvestrant + CDK4/6 

 
Rationale: The guidelines prefer first-line treatment with an AI or fulvestrant plus a CDK4/6 inhibitor; the use of 
fulvestrant plus CDK4/6 inhibitor is preferred as second- or subsequent-line therapy. An AI plus a CDK4/6 inhibitor 
is likely the best choice for this patient and allows for the potential, subsequent use of fulvestrant plus  a CDK4/6 
inhibitor. The mPFS was similar with the addition of a CDK4/6 inhibitor to ET vs ET alone, regardless of the CDK4/6 
inhibitor (abemaciclib: 28.2 vs 14.8 months; ribociclib: 25.3 vs 16.0 months; palbociclib: 25.3 vs 16.0 months), 
though mOS did not reach statistical significance (abemaciclib: 67.1 vs 54.5 months; ribociclib: 53.9 vs 51.2 
months; palbociclib: 63.9 vs 51.4 months). 
 
Reference: National Comprehensive Cancer Network (NCCN). NCCN Clinical Practice Guidelines in Oncology (NCCN 
Guidelines®): Breast Cancer (v2.2023). Updated February 7, 2023. Accessed February 16, 2023. 
https://www.nccn.org/professionals/physician_gls/pdf/breast.pdf 

Goetz MP, Toi M, Huober J, et al. LBA15 MONARCH 3: Interim overall survival (OS) results of abemaciclib plus a 
nonsteroidal aromatase inhibitor (NSAI) in patients (pts) with HR+, HER2- advanced breast cancer (ABC). Ann 
Oncol. 2022;33:S1384. doi:10.1016/j.annonc.2022.08.009 

Hortobagyi GN, Stemmer SM, Burris HA, et al. Updated results from MONALEESA-2, a phase III trial of first-line 
ribociclib plus letrozole versus placebo plus letrozole in hormone receptor-positive, HER2-negative advanced 
breast cancer. Ann Oncol. 2018;29(7):1541-1547. doi:10.1093/annonc/mdy155 

Finn RS, Rugo HS, Dieras VC, et al. Overall survival (OS) with first-line palbociclib plus letrozole (PAL+LET) versus 
placebo plus letrozole (PBO+LET) in women with estrogen receptor–positive/human epidermal growth factor 
receptor 2–negative advanced breast cancer (ER+/HER2− ABC): Analyses from PALOMA-2. J Clin Oncol. 
2022;40(17_suppl):LBA1003-LBA1003. doi:10.1200/JCO.2022.40.17_suppl.LBA1003 

Rugo HS, Finn RS, Dieras V, et al. Palbociclib plus letrozole as first-line therapy in estrogen receptor-positive/human 
epidermal growth factor receptor 2-negative advanced breast cancer with extended follow-up. Breast Cancer Res 
Treat. 2019;174(3):719-729. doi:10.1007/s10549-018-05125-4 

Hortobagyi GN, Stemmer SM, Burris HA, et al. Overall Survival with Ribociclib plus Letrozole in Advanced Breast 
Cancer. N Engl J Med. 2022;386(10):942-950. doi:10.1056/NEJMoa2114663 

Johnston S, Martin M, Di Leo A, et al. MONARCH 3 final PFS: a randomized study of abemaciclib as initial therapy 
for advanced breast cancer. NPJ Breast Cancer. 2019;5(1):5. doi:10.1038/s41523-018-0097-z 

 


