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 New Active Substance               Significant Licence Extension (SLE)  
 

 
 

Licensing and Market Availability Plans 

Currently in phase III clinical development. 
 

Summary 

Abemaciclib with fulvestrant is in clinical development for the treatment of patients with hormone 
receptor positive (HR+) and human epidermal growth factor receptor 2-negative (HER2-) locally advanced 
or metastatic breast cancer with evidence of disease progression or recurrence following cyclin-dependant 
kinases (CDK) 4/6 inhibitor and endocrine therapy. Breast cancer is when abnormal cells in the breast 
begin to grow in an uncontrolled way and eventually form a tumour. Locally advanced breast cancer is 
where cancer has spread from the breast to areas close to the breast or to the chest wall. Metastatic breast 
cancer is where the cancer has spread to other parts of the body. HR+ breast cancer is a type of breast 
cancer that expresses either progesterone or oestrogen or both hormone receptors. HER2- breast cancers 
have low or no expression of the HER2 protein in cancer cells. Despite advances in the understanding of 
origin breast cancer, precise treatment of locally advanced HR+/HER2- breast cancer remains an unmet 
need.  

Abemaciclib is a medicinal product taken orally. It works by blocking the activity of certain enzymes known 
as CDK 4 and 6, which play a key role in regulating the way cells grow and divide. Fuvestrant blocks 
oestrogen receptor in breast cancer cells. If licenced, Abemaciclib with fulvestrant may provide a new 
treatment option for patients with HR+/HER2- locally advanced or metastatic breast cancer with evidence 
of disease progression or recurrence after previous CDK 4/6 inhibitor and endocrine therapy. 
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Treatment of patients with hormone receptor positive (HR+) and human epidermal growth factor receptor 
2-negative (HER2-) locally advanced or metastatic breast cancer following progression on cyclin-
dependent kinases (CDK) 4/6 inhibitor and endocrine therapy.1               

 

Technology 

Description 

Abemaciclib (Verzenios) is a potent and selective inhibitor of CDK 4 and 6, and most active against Cyclin 
D1/CDK4 in enzymatic assays.2 CDK4 and 6, play a key role in regulating the way cells grow and divide. 
In some cancers, including HR-positive breast cancer, the activity of CDK4 and CDK6 is increased, 
which helps the cancer cells to multiply uncontrollably. By blocking CDK4 and CDK6, abemaciclib slows 
the growth of HR-positive breast cancer cells.3  
Fulvestrant, is an anti-oestrogen. It blocks the receptors for oestrogen on cells and causes the number of 
oestrogen receptors to fall. As a result, the cancer cells are not stimulated to grow by oestrogen, and this 
slows down the growth of the tumour.4 
 
Abemaciclib with fulvestrant is currently in clinical development for the treatment of patients with 
HR+/HER2- locally advanced or metastatic breast cancer with evidence of disease progression or 
recurrence after CDK4/6 inhibitor and endocrine therapy. In the phase III clinical trial (NCT05169567), 
patients receive 150mg daily oral abemaciclib and  intramuscular fulvestrant.1  

Key Innovation 

Despite advances in the understanding of genomic nuances of breast cancer, targeted therapies remain an 
unmet need for the treatment of locally advanced breast cancer aside from HER2-positive tumours.5 
Endocrine therapy is the recommended treatment option for HR+/HER2- metastatic breast cancer.6 
However, the majority of patients develop resistance to endocrine therapy.7 Abemaciclib blocks the 
activity of CD4/CD6 enzymes and thereby slows the growth of HR-positive breast cancer cells. The 
addition of abemaciclib to fulvestrant, an oestrogen receptor blocker, may further slowdown the growth 
of cancer cells and provide effective treatment in patients with HR+/HER2- locally advanced or metastatic 
breast cancer.3,8 
If licenced, abemaciclib with fulvestrant may provide a new treatment option for patients with HR +/HER2- 
locally advanced or metastatic negative breast cancer with evidence of disease progression or recurrence 
after previous CDK4/6 inhibitor and endocrine therapy.              

Regulatory & Development Status 
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Abemaciclib is currently has Marketing Authorisation in the UK for:2 
• the treatment of women with HR+, HER2- locally advanced or metastatic breast cancer in  

combination with an aromatase inhibitor or fulvestrant as initial endocrine-based therapy, or in 
women who have received prior endocrine therapy.  

•  in combination with endocrine therapy for the adjuvant treatment of adult patients with 
HR+/HER2-, node positive early breast cancer at high risk of recurrence. 

  
Fulvestrant currently has Marketing Authorisation in the EU/UK for a number of indications:9 

• As a monotherapy for the treatment of oestrogen receptor positive, locally advanced, or metastatic 
breast cancer in postmenopausal women not previously treated with endocrine therapy, or with 
disease relapse on or after adjuvant antioestrogen therapy, or disease progression on antioestrogen 
therapy.  

• In combination with palbociclib for the treatment of hormone receptor (HR)-positive, human 
epidermal growth factor receptor 2 (HER2)-negative locally advanced or metastatic breast cancer 
in women who have received prior endocrine therapy. In pre- or perimenopausal women, the 
combination treatment with palbociclib should be combined with a luteinising hormone releasing 
hormone (LHRH) agonist. 

 
Abemaciclib with fulvestrant is also in phase II/III development for other types of breast cancer, 
endometrial cancer and malignant neoplasms of female genital organs.10  

 

Patient Group 

Disease Area and Clinical Need 

Breast cancer most commonly starts in the cells that line the milk ducts of the breast. It is the most common 
cancer in the UK and mainly affects women.11 Some breast cancers are sensitive to the body's naturally 
occurring female hormones — oestrogen and progesterone.12 If the cancer cell has one or both hormone 
receptors above, the term hormone-receptive positive (also called hormone positive or HR+) may be 
used.13 HER2 is a protein that helps breast cancer cells grow quickly.14  If breast cancer cells produce low 
level of HER2 proteins, the breast cancer is considered HER2- negative.15  Symptoms of breast cancer 
include a lump or thickened area of breast tissue, changes in the size of one or both breasts, discharge 
from the nipples, lumps or swelling underneath the armpits, changes in the look or feel of the skin of the 
breast, and changes in the overall appearance of the nipple (e.g. becoming sunken into the breast).16 The 
causes of breast cancer are not always clear, however there are risk factors known to affect the likelihood 
of developing breast cancer which include age, family history, previous breast cancer or lump, dense breast 
tissue and other lifestyle factors like being overweight and drinking alcohol.17 
 
Breast cancer is the most common type of cancer in the UK, accounting for 15% of all new cancer cases 
(2016-2018), with about 1 in 7 women diagnosed with breast cancer during their lifetime, and less 
commonly, men can also be diagnosed.11,18 The age standardised incidence rate of breast cancer in England 
is 1.3 and 169.2 per 100,000 amongst males and females respectively.19 Between 2017 and 2019, there 
were 9,509 and 69 deaths from breast cancer in England for females and males respectively. The age 
standardised mortality rate per 100,000 population in England was 32.8 and 0.3 for females and males 
respectively.20 In England (2022-23), there were 259,866 finished consultant episodes (FCEs) and 256,441 
admissions for malignant neoplasm of the breast (ICD10 code C50), which resulted in 233,521 day cases 
and 61,787 FCE bed days.21 For patients diagnosed between 2013 and 2017, the 1-year and 5-year age-
standardised survival rates for stage III (locally advanced) breast cancer were 95.5.0% and 72% 
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respectively. In addition, the 1-year and 5-year age-standardised survival rates for stage IV (metastatic) 
breast cancer were 66.0% and 26.2% respectively.22 

Recommended Treatment Options 

The National Institute for Health and Care Excellence (NICE) currently recommends the following 
therapies for the treatment of locally advanced or metastatic HR+/HER2- breast cancer after endocrine 
therapy.23-25 

• Abemaciclib with Fulvestrant 
• Palbociclib-Fulvestrant 
• Ribociclib-Fulvestrant 

 

Clinical Trial Information 

Trial 

postMONARCH, NCT05169567: A Randomized, Double Blind, Placebo-
Controlled, Phase 3 Study to Compare the Efficacy of Abemaciclib Plus 
Fulvestrant to Placebo Plus Fulvestrant in Participants With HR+, HER2-, 
Advanced or Metastatic Breast Cancer Following Progression on a CDK4 & 6 
Inhibitor and Endocrine Therapy 
Phase III- active, not recruiting 
Location(s): Ten EU countries, USA, and other countries 
Primary completion dates: February 2024 

Trial Design Randomised, parallel assignment, double-masked 

Population 
N=368; Adult patients with a diagnosis of HR+, HER2- locally advanced or 
metastatic breast cancer who have radiologic evidence of disease progression or 
recurrence on or after CDK4/6 inhibitor and endocrine therapy. 

Intervention(s) Oral abemaciclib plus intramuscular fulvestrant. 

Comparator(s) Matched placebo plus intramuscular fulvestrant 

Outcome(s) 

Primary outcome: 
Progression-Free Survival (PFS) [ Time frame: Randomization to the date of first 
documented progression of disease or death from any cause (estimated as up to 
3 years)] 
 
See trial record for full list of other outcomes 

Results (efficacy) - 

Results (safety) - 
 

Estimated Cost 

The NHS indicative prices (hospital only) for 28 and 56 tablets of 50mg, 100mg and 150mg abemaciclib 
are £1,475 and £2,950 respectively.26 
 
The NHS indicative price for fulvestrant two 250mg/5ml pre-filled disposable injections ranges from  
£261.21 to £522.41.27 

 

https://classic.clinicaltrials.gov/ct2/show/NCT05169567
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Relevant Guidance 

NICE Guidance 

• NICE technology appraisal guidance in development. Capivasertib with fulvestrant for treating 
hormone receptor-positive HER2-negative advanced breast cancer after endocrine treatment 
(GID-TA 11513). Expected date of issue to be confirmed. 

• Nice technology appraisal guidance in development. Imlunestrant for treating oestrogen receptor-
positive HER2 negative advance breast cancer after endocrine therapy (GID-TA11439). Expected 
date of issue to be confirmed. 

• NICE technology appraisal guidance in development. Datopotamab deruxtecan for previously 
treated hormone receptor-positive HER2-negative unresectable or metastatic breast cancer (GID-
TA11402). Expected date of issue to be confirmed.  

• NICE technology appraisal guidance in development. Vepdegestrant for treating hormone 
receptor-positive HER2-negative metastatic breast cancer after endocrine treatment (GID-
TA11400). Expected date of issue to be confirmed. 

• NICE technology appraisal guidance in development. Sacituzumab govitecan for treating hormone 
receptor-positive HER2-negative metastatic breast cancer after 2 or more therapies (GID-
TA10919). Expected date of issue to be confirmed. 

• NICE technology appraisal guidance. Everolimus with exemestane for treating advanced breast 
cancer after endocrine therapy (TA421). December 2016 

• NICE guideline. Early and locally advanced breast cancer: diagnosis and management (NG101). 
June 2023. 

• NICE guideline. Suspected cancer: recognition and referral (NG12). June 2015 (Last updated: 
October 2023).   

• NICE clinical guideline. Familial breast cancer: classification, care and managing breast cancer and 
related risks in people with a family history of breast cancer (CG164). June 2013 (Last updated: 
November 2023).  

• NICE clinical guideline. Advanced breast cancer: diagnosis and treatment (CG81). August 2017. 
• NICE quality standard. Breast cancer (QS12). June 2016 

NHS England (Policy/Commissioning) Guidance 

• NHS England. 2013/14 NHS Standard Contract for Cancer: Chemotherapy (Adult). B15/S/a.  
• NHS England. 2013/14 NHS Standard Contract for Cancer: Radiotherapy (All Ages). B01/S/a. 

Other Guidance 

• Chacón López-Muñiz, J. I., de la Cruz Merino, L., Gavilá Gregori, J., Martínez Dueñas, E., Oliveira, 
M., Seguí Palmer, M. A., et al. SEOM clinical guidelines in advanced and recurrent breast cancer 
(2018). Clinical and Translational Oncology. 2019.28 

• Gradishar, W. J., Anderson, B. O., Abraham, J., Aft, R., Agnese, D., Allison, K. H., et al. Breast Cancer, 
Version 3.2020, NCCN Clinical Practice Guidelines in Oncology. April 2020.29 

• ESMO Clinical Practice Guideline for the diagnosis, staging and treatment of patients with 
metastatic breast cancer. 2021.30  

 

Additional Information 
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