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Imlunestrant with or without abemaciclib for treating
ER-positive, HER2-negative locally advanced or
metastatic breast cancer after endocrine therapy

Company/Developer Eli Lilly and Company Ltd
<] New Active Substance [_] Significant Licence Extension (SLE)

NIHRIO ID: 33651 NICE ID: Not available UKPS ID: Not available
Licensing and Market Availability Plans
Currently in phase Il clinical trial.

Summary

Imlunestrant with or without abemaciclib is in development for the treatment of patients with
locally advanced or metastatic oestrogen receptor positive (ER+) and human epidermal growth
factor receptor 2-negative (HER2-) breast cancer. 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.
ER+ breast cancer is a type of breast cancer that expresses the oestrogen hormone receptors.
HER2- breast cancers have low or no expression of the HER2 protein in cancer cells. Targeted
therapies remain an unmet need in the treatment of ER+/HER2- metastatic breast cancer due to
the development of resistance to existing hormonal treatment.

Imlunestrant is a medicinal product that is given orally. It works by binding into a specific part of
the cancer cells, called the oestrogen receptor, causing a change in the shape of the receptor,
leading to its breakdown. By doing this, imlunestrant disturbs the growth and survival mechanism
of cancer cells that express the oestrogen receptors. In preclinical trials, imlunestrant had
enhanced efficacy when combined with abemaciclib in ER+ models. If licenced, imlunestrant with
or without abemaciclib could provide a new treatment option for patients with locally advanced
or metastatic ER+/HER2- breast cancer.

This briefing reflects the evidence available at the time of writing and a limited literature search. It is not intended to be a definitive
statement on the safety, efficacy or effectiveness of the health technology covered and should not be used for commercial purposes
or commissioning without additional information. A version of the briefing was sent to the company for a factual accuracy check.
The company was available to comment.
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Proposed Indication

For the treatment of adult patients with oestrogen receptor positive (ER+) and human epidermal receptor
2-negative (HER2-) locally advanced or metastatic breast cancer previously treated with endocrine
therapy.!

Technology
Description

Imlunestrant (LY-3484356) is an orally bioavailable selective oestrogen receptor degrader (SERD) and ER
antagonist. Imlunestrant has been specifically designed to deliver continuous ER target inhibition
throughout the dosing period and regardless of oestrogen receptor gene (ESR1) mutational status.?

Upon oral administration, imlunestrant specifically targets and binds to the ER and induces a
conformational change that results in ER degradation. This prevents ER-mediated signalling and inhibits
both the growth and survival of ER-expressing cancer cells.®

Imlunestrant as monotherapy and in combination with abemaciclib is currently in clinical development for
the treatment of patients with ER+/HER2- locally advanced or metastatic breast cancer previously treated
with endocrine therapy (EMBER-3; NCT04975308). In phase lll clinical trial, patients receive imlunestrant
400 mg orally once daily (QD) continuously in 28-day cycles as monotherapy, or in combination with
abemaciclib administered orally.>*

I Key Innovation I

Targeted therapies remain an unmet need for the treatment of locally advanced breast cancer, aside from
HER2-positive tumours.> For metastatic HR+/HER2- breast cancer, endocrine therapy remains the
recommended treatment option according to available international guidelines.®” However, there are
several cases of patients developing resistance to endocrine therapy.!°

As the ER is the key therapeutic target for patients with ER+/HER2- breast cancer, novel degraders of ER
have showed their ability to overcome endocrine therapy resistance while providing consistent oral
pharmacology and convenience of administration.? Imlunestrant has pure antagonistic properties resulting
in sustained inhibition of ER-dependent gene transcription and cell growth. In a phase 1a/b trial (EMBER,
NCT04188548), imlunestrant monotherapy demonstrated a favourable safety profile with
pharmacokinetic exposures that exceeded standard of care endocrine therapy. It also showed single agent
efficacy in patients with ER+, HER2- metastatic breast cancer, including in patients with baseline ESR1
mutations.* Preclinically, imlunestrant has favourable efficacy and pharmacokinetic properties, including
antitumor activity in ER 1-mutant models, along with enhanced efficacy when combined with
abemaciclib.** If licenced, imlunestrant with or without abemaciclib will offer an additional treatment
option to patients with ER+/HER2- locally advanced or metastatic breast cancer after endocrine therapy.

Regulatory & Development Status

Imlunestrant as a monotherapy or in combination does not currently have marketing authorisation in the
EU/UK for any indication.

Abemaciclib is marketed in the EU/UK in combination with other technologies for the following
indications:!?
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Adjuvant treatment of adult patients with hormone receptor positive, HER2-, node-positive early
breast cancer at high risk of recurrence

Hormone receptor positive, HER2-, locally advanced or metastatic breast cancer as initial
endocrine-based therapy, or in women who have received prior endocrine therapy.

Imlunestrant is also currently in phase I clinical development for early breast cancer that is ER+/HER2-.13

Patient Group
Disease Area and Clinical Need

Breast cancer is when abnormal cells in the breast begin to grow and divide in an uncontrolled way and
eventually form a growth (tumour). Breast cancer starts in the breast tissue, most commonly in the cells
that line the milk ducts of the breast.** Cancers that have receptors for oestrogen are ER+ breast cancers.
When a breast cancer is HER2-negative, it means that the cancerous cells do not contain high levels of the
protein HER2.1® Metastatic cancers have spread from where they started to other parts of the body.
Cancers that have spread are often thought of as advanced when they cannot be cured or controlled with
treatment.!” There are several risk factors that can cause breast cancer, including being overweight,
drinking alcohol, contraceptive pill, hormone replacement therapy (HRT), ageing, diabetes and dense breast
tissue.’® Symptoms include a new lump or thickening in the breast or armpit, a change in size, shape or feel
of the breast, skin changes in the breast such as puckering, dimpling, a rash or redness of the skin, fluid

leaking from the nipple in a woman who is not pregnant or breast feeding and changes in the position of
the nipple.??

Breast cancer is the most common cancer in the UK, and it is more common in women than men. Around
55,500 women and around 370 men are diagnosed in the UK each year. 1 in 7 women in the UK develop
breast cancer during their lifetime. It is more common in older women.** HER2-negative breast cancer is
the most common type, accounting for about 70% of all breast cancers.?° Approximately 80% of breast
cancers are ER+.1® There are around 11,500 breast cancer deaths in the UK every year (2017-2019). It is
predicted that around 75.9% women diagnosed with breast cancer in England survive their disease for ten
years or more (2013-2017).2! Breast Cancer Now estimate that around 61,000 people are living with
metastatic breast cancer in the UK. In around 5% of women, breast cancer has already spread by the time
it is diagnosed.?? In England (2021-22), there were 244,374 finished consultant episodes (FCE) for
malignant neoplasm of the breast (ICD-10 code C50), of which 1,196 were for male patients and 243,116
were for female patients. This resulted in 240,790 admissions, 218,006-day cases and 60,220 FCE bed
days.?®

I Recommended Treatment Options I

The National Institute for Health and Care Excellence (NICE) currently recommends the following for the
treatment of hormone receptor positive, HER2-, advanced or metastatic breast cancer, who have had prior
treatment:

e Abemaciclib plus fulvestrant in adults who have had endocrine therapy only if exemestane plus
everolimus is the most appropriate alternative to a CDK 4/6 inhibitor. %*
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Ribociclib plus fulvestrant in adults who have had previous endocrine therapy only if exemestane
plus everolimus is the most appropriate alternative to a CDK 4/6 inhibitor.?

Palbociclib with fulvestrant in people who have had previous endocrine therapy only if exemestane
plus everolimus is the most appropriate alternative to a CDK 4/6 inhibitor. 2¢

Everolimus, in combination with exemestane.?”

Clinical Trial Information

EMBER-3: NCT04975308, EudraCT 2021-000079-35; A Phase 3, Randomized,
Open-Label Study of Imlunestrant, Investigator's Choice of Endocrine Therapy,
and Imlunestrant Plus Abemaciclib in Patients With Estrogen Receptor Positive,
HER2 Negative Locally Advanced or Metastatic Breast Cancer Previously Treated
With Endocrine Therapy

Phase IlI- recruiting

Location(s): 9 countries in EU, Australia, USA, and other countries

Primary completion date: April 2024

Trial Design Randomised, parallel assignment, open label

N=860 (planned); Patients with ER+, HER2- locally advanced or metastatic breast
cancer previously treated with endocrine therapy with a CDK4/6 inhibitor; aged
18 years and older

Population

e Receive imlunestrant 400 mg orally QD continuously in 28-day cycles*
e Receive Imlunestrant plus abemaciclib administrated orally

Comparator(s) Investigator's Choice of Endocrine Therapy; Exemestane and Fulvestrant

Primary outcomes

e Progression free survival (PFS) -Time Frame: from randomization to the
date of first documented progression of disease or death from any cause
(estimated as up to 3 years)
PFS in the oestrogen receptor 1 (ESR1)-mutation detected population
Time Frame: from randomization to the date of first documented
progression of disease or death from any cause (estimated as up to 3
years)

Intervention(s)

Outcome(s)

See trial record for full list of other outcomes.

Results ( efflcacy

T C—
Estimated Cost
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The cost of imlunestrant is not yet known.

The NHS indicative price (hospital only) for 28 tablets of 50mg, 100mg and 150mg abemaciclib are all
£1,475.%8

Relevant Guidance

NICE Guidance

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 publication date to be confirmed.

NICE technology appraisal guidance. Palbociclib with fulvestrant for treating hormone receptor
positive, HER2-negative advanced breast cancer after endocrine therapy (TA836). October 2022.
NICE technology appraisal guidance. Abemaciclib with fulvestrant for treating hormone receptor
positive, HER2-negative advanced breast cancer after endocrine therapy (TA725). September
2021.

NICE technology appraisal guidance. Ribociclib with fulvestrant for treating hormone receptor
positive, HER2-negative advanced breast cancer after endocrine therapy (TA687). March 2021.
NICE technology appraisal guidance. Palbociclib with fulvestrant for treating hormone receptor
positive, HER2-negative, advanced breast cancer (TA619). January 2020.

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

NICE clinical guideline. Advanced breast cancer: diagnosis and treatment (CG81). August 2017.
NICE quality standard. Suspected cancer (QS5124). December 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). BO1/S/a.

National Comprehensive Cancer Network (NCCN). Breast Cancer, Version 3.2022, NCCN Clinical
Practice Guidelines in Oncology. June 2022.%°

European Society for Medical Oncology. 5th ESO-ESMO international consensus guidelines for
advanced breast cancer (ABC 5). December 2020.%0

NHS England. Clinical Guidelines for the Management of Breast Cancer. 2019.3!

Additional Information

Eli Lilly and Company Ltd did not enter information about this technology onto the UK PharmaScan
database; the primary source of information for UK horizon scanning organisations on new medicines in
development. As a result, the NIHR Innovation Observatory has had to obtain data from other sources.
UK PharmaScan is an essential tool to support effective NHS forward planning; allowing more effective
decision making and faster uptake of innovative new medicines for patients who could benefit. We urge
pharmaceutical companies to use UK PharmaScan so that we can be assured of up-to-date, accurate and
comprehensive information on new medicines.
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