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The Scottish Medicines Consortium (SMC) has completed its assessment of the above product and
advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on its use in
NHSScotland. The advice is summarised as follows:

ADVICE: following a full submission
abemaciclib (Verzenios®) is accepted for use within NHSScotland.

Indication under review: in combination with endocrine therapy for the adjuvant treatment
of adult patients with hormone receptor (HR)-positive, human epidermal growth factor
receptor 2 (HER2)-negative, node-positive early breast cancer at high risk of recurrence. In
pre- or perimenopausal women, aromatase inhibitor endocrine therapy should be combined
with a luteinising hormone-releasing hormone (LHRH) agonist.

In an open-label, randomised, phase Il study, the addition of abemaciclib to adjuvant
endocrine therapy improved invasive disease-free survival (IDFS) compared with endocrine
therapy alone in patients with HR-positive, HER2-negative, node-positive early breast cancer
at high risk of recurrence. The cohort of study patients with either at least four positive
axillary lymph nodes or one to three positive axillary lymph nodes plus either grade 3 disease
and/or tumour size >5cm supported the evidence for patients of high risk of recurrence in
clinical practice.

This advice applies only in the context of an approved NHSScotland Patient Access Scheme
(PAS) arrangement delivering the cost-effectiveness results upon which the decision was
based, or a PAS/ list price that is equivalent or lower.

Chairman
Scottish Medicines Consortium
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Indication

In combination with endocrine therapy for the adjuvant treatment of adult patients with
hormone receptor (HR)-positive, human epidermal growth factor receptor 2 (HER2)-negative,
node-positive early breast cancer at high risk of recurrence. In pre- or perimenopausal
women, aromatase inhibitor endocrine therapy should be combined with a luteinising
hormone-releasing hormone (LHRH) agonist.!

Dosing Information

The recommended dose of abemaciclib is 150mg twice daily when used in combination with
endocrine therapy. Abemaciclib should be taken continuously for 2 years or until disease
recurrence or unacceptable toxicity occurs. The dose can be taken with or without food. It
should not be taken with grapefruit or grapefruit juice. The tablets should be swallowed
whole.

Abemaciclib should be initiated and supervised by physicians experienced in the use of anti-
cancer therapies.!

Product availability date
16 May 2022

Summary of evidence on comparative efficacy

Abemaciclib is an oral selective inhibitor of cyclin-dependent kinases 4 and 6 (CDK4 and CDK®6). In
some cancers, including hormone receptor (HR)-positive breast cancer, the activity of CDK4 and
CDK®6 is increased, which helps cancer cells to multiple uncontrollably. Abemaciclib blocks CDK4
and CDK6 and proliferation by inhibiting progression from G1 phase into S-phase of cell division
leading to suppression of tumour growth. Abemaciclib was originally licensed for use in advanced
or metastatic breast cancer but has recently received marketing authorisation for adjuvant
treatment in early breast cancer.’ 2

The evidence comes from an ongoing, open-label, randomised, phase Il study (monarchk)
evaluating the efficacy and safety of abemaciclib plus endocrine therapy compared with endocrine
therapy alone in 5,637 patients with early breast cancer at high risk of recurrence. Eligible adult
patients had confirmed HR-positive, human epidermal receptor 2 (HER2)-negative, early stage
invasive breast cancer without evidence of distant metastases, who had undergone tumour
resection within 16 months. They could have completed and recovered from (neo)adjuvant
chemotherapy and/or radiotherapy with 221 days between chemotherapy and randomisation.
Patients had an Eastern Co-operative Oncology Group (ECOG) performance status of <1. The study
design included two cohorts, which defined high risk of recurrence differently. In cohort 1,
patients had at least four positive axillary lymph nodes or one to three positive axillary lymph
nodes plus either grade 3 disease and/or tumour size 25cm. In cohort 2, patients had one to three
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positive axillary lymph nodes plus Ki-67 index >20% (Ki-67 is a biomarker of proliferation). Eligible
patients were randomised equally to receive abemaciclib 150mg orally twice daily plus endocrine
therapy (n=2,808) or endocrine therapy alone (n=2,829). Abemaciclib treatment was to continue
for up to 2 years or until discontinuation criteria were met. Endocrine therapy was determined by
the physician and was continued for 5 to 10 years as indicated clinically, with patients also
receiving luteinising hormone-releasing hormone (LHRH) agonists as clinically indicated.
Randomisation was stratified according to previous chemotherapy, menopausal status and
geographical region.?

The primary outcome was invasive disease free survival (IDFS) defined as the time from
randomisation to first occurrence of ipsilateral invasive breast tumour recurrence, regional
invasive breast cancer recurrence, distant recurrence, death from any cause, contralateral invasive
breast cancer or second primary non-breast invasive cancer. IDFS was assessed using the
Standardised Definitions for Efficacy End Points in Adjuvant Breast Cancer Trials (STEEP) criteria
and was confirmed by biopsy or imaging when possible. A hierarchical statistical testing strategy
was applied with no formal testing of outcomes after the first non-significant outcome in the
hierarchy. The hierarchical order of analyses was IDFS in the intention to treat (ITT) population
(defined as all randomised patients); IDFS in the subpopulation of the ITT population with high Ki-
67 (>20%); IDFS in the subpopulation of cohort 1 with high Ki-67 and overall survival (secondary
outcome) in the ITT population. Distant relapse-free survival (DRFS), defined as the time from
randomisation to date of first occurrence of distant recurrence or death from any cause, was
another secondary outcome but was not included in the hierarchical testing strategy.> 3

The primary outcome was met at the time of the second interim analysis of IDFS (16 March 2020)
after a median follow-up of 15.5 months. One hundred and thirty-six (4.8%) IDFS events in the
abemaciclib plus endocrine group and 187 (6.6%) in the endocrine therapy alone group had been
reported (hazard ratio 0.75 [95% confidence interval: 0.60 to 0.93], p=0.01).3 Results for primary
and secondary outcomes at the final IDFS analysis (cut-off date 8 July 2020) and an updated
analysis (cut-off date 1 April 2021; planned as the first interim analysis for overall survival) are
detailed in table 1.24

Table 1: results for the primary and secondary outcomes in the ITT population of the monarchE
study?*

Final IDFS analysis (8 July 2020) | Updated analysis (1 April 2021)
Abemaciclib + ET alone Abemaciclib + ET alone
ET ET
ITT n=2,808 n=2,829 n=2,808 n=2,829
Median duration of 19.1 27.1
follow-up, months
IDFS
Number of patients with 163 (5.8%) 232 (8.2%) 232 (8.3%) 333 (12%)
an IDFS event, n (%)
Hazard ratio (95% Cl) 0.71 (0.58 to 0.87), p<0.001 0.70 (0.59 to 0.82), p<0.001
IDFS rate at 2 years, % 92% 89% 93% 90%




IDFS rate at 3 years, %

NE

NE

89%

83%

DRFS

Number of patients with
a DRFS event, n (%)

131 (4.7%)

193 (6.8%)

191 (6.8%)

278 (9.8%)

Hazard ratio (95% Cl)

0.69 (0.55 to 0.86)

0.69 (0.57 to 0.83)

DRFS rate at 2 years 94% 91% 94% 92%
DRFS rate at 3 years NE NE 90% 86%
Overall survival

Number of deaths, n (%) AiC AiC AiC AiC

Hazard ratio (95% Cl)

AiC

AiC

ET=endocrine therapy; ITT=intention to treat; IDFS=invasive disease-free survival; Cl=confidence interval;
DRFS=distant relapse free survival; NE=not estimable; AiC=academic in confidence

The submitting company considered that patients in cohort 1 of monarchE would represent those
eligible for abemaciclib using the definition of high risk of recurrence in clinical practice. Results for
cohort 1 are based on post hoc analyses at the updated analysis (cut-off 1 April 2021) as requested

by the regulator, and were consistent with the overall study.

Table 2: results of post hoc analyses of primary and secondary outcomes in cohort 1 of the

monarchE study® %5

Updated analysis (1 April 2021)

Abemaciclib + ET ET alone
Cohort 1 n=2,555 n=2,565
Median duration of follow-up, months 27.7
IDFS
Number of patients with an IDFS event, 218 (8.5%) 318 (12%)
n (%)
Hazard ratio (95% Cl) 0.68 (0.57 t0 0.81)
IDFS rate at 2 years 93% 90%
IDFS rate at 3 years 89% 83%
DRFS
Number of patients with an IDFS event, 179 (7.0%) 266 (10%)
n (%)
Hazard ratio (95% Cl) 0.67 (0.55 to 0.81)
DRFS rate at 2 years 94% 91%
DRFS rate at 3 years 90% 86%
Overall survival
Number of deaths, n (%) 90 (3.5%) 88 (3.4%)

Hazard ratio (95% Cl)

1.04 (0.78 to 1.40)

ET=endocrine therapy; IDFS=invasive disease-free survival; Cl=confidence interval; DRFS=distant relapse free survival.

During monarchE, quality of life was assessed using the Functional Assessment of Cancer Therapy-
Breast Cancer (FACT-B) and treatment-related symptoms using the FACT-Endocrine Subscale and

the Functional Assessment of Chronic lliness Therapy (FACIT) items on cognitive symptoms,




bladder symptoms and fatigue as well as the general EQ-5D-5L questionnaire. These tools were
used at baseline, 3 months, 6 months, 12 months, 18 months and on study discontinuation, 30
days post study discontinuation and follow-up. Results in cohort 1 indicated that mean scores and
changes in scores from baseline appeared similar between treatment groups with the exception of
one item (FACT-ES “I have diarrhoea”) that was worse during initial treatment with abemaciclib.? ®

Other data were also assessed but remain confidential. *

Summary of evidence on comparative safety

The safety of abemaciclib in addition to endocrine therapy for the adjuvant treatment of early
breast cancer has not highlighted any new safety concerns compared to its use in metastatic
breast cancer. However the impact and tolerability of adverse events (AEs) to patients may differ
in the adjuvant setting compared with patients with advanced disease.?

The safety population of monarchE included 5,591 randomised patients who had received at least
one dose of study medicine. At the latest analysis (cut-off 1 April 2021), the median duration of
study treatment was 102.7 weeks with abemaciclib and 103 weeks of endocrine therapy in both
treatment groups; 72% of patients had completed the 2-years of abemaciclib treatment and 18%
had discontinued treatment early. Any treatment-emergent adverse event (TEAE) was reported by
98% (2,745/2,791) of patients in the abemaciclib plus endocrine therapy group and 89%
(2,486/2,800) of patients in the endocrine therapy alone group; these were grade 3 or higher in
50% versus 16%, respectively and serious in 15% versus 8.8%, respectively. In the abemaciclib plus
endocrine therapy group, 18% of patients discontinued abemaciclib or abemaciclib plus endocrine
therapy due to an AE and 6.5% versus 1.1% of patients in the respective groups discontinued all
study treatment due to an AE.%*

The most frequently reported TEAEs of any grade in the abemaciclib plus endocrine therapy group
versus the endocrine therapy alone group were: diarrhoea (84% versus 8.6%), neutropenia (46%
versus 5.6%), fatigue (41% versus 18%), leukopenia (38% versus 6.6%), abdominal pain (36%
versus 9.8%), nausea (30% versus 9.0%), arthralgia (27% versus 38%), anaemia (24% versus 3.7%),
headache (20% versus 15%), vomiting (18% versus 4.6%), hot flush (15% versus 23%), lymphopenia
(14% versus 3.4%), cough (14% versus 7.9%), thrombocytopenia (13% versus 1.9%), lymphoedema
(12% versus 8.9%), increased alanine aminotransferase (12% versus 5.6%), increased aspartate
aminotransferase (12% versus 4.9%) and rash (11% versus 4.5%).% 4

Other AEs of interest included venous thromboembolic events (VTE), including pulmonary
embolism and deep vein thrombosis, which were reported in 2.5% of patients in the abemaciclib
plus endocrine therapy group compared with 0.6% of patients in the endocrine therapy alone
group. Interstitial lung disease was reported in 3.2% and 1.3% of patients respectively.?®

The SPC provides warnings on increased risks of neutropenia, infections, VTE, transaminases,
diarrhoea and interstitial lung disease/pneumonitis.!


https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf

Summary of clinical effectiveness issues

HR-positive, HER2-negative breast cancer is the most common subtype accounting for 70% of all
breast cancer cases. More than 90% of breast cancers are diagnosed at an early stage when
treatment is potentially curative. Many factors determine the most appropriate treatment
including patient factors such as age, and clinical and pathological factors that indicate the risk of
recurrence. Following surgery with or without radiotherapy and (neo)adjuvant chemotherapy,
patients with HR-positive, HER2-negative, early breast cancer receive endocrine therapy,
comprising tamoxifen or an aromatase inhibitor for 5 to 10 years according to their menopausal
status and risk of recurrence. However, despite these treatments, approximately 30% of patients
will have disease recurrence often with metastases which is no longer curable. Up to 2 years of
treatment with abemaciclib would be added to standard endocrine therapy in eligible patients to
reduce the risk of disease recurrence.>”'8

The monarchE study demonstrated that the addition of abemaciclib to standard endocrine
therapy significantly improved IDFS in the ITT population with relative and absolute risk reductions
of 29% and 2.4% respectively at the primary analysis, after 19 months follow-up. The company
considered that patients in cohort 1 of monarchE (91% of the ITT population) reflected the
licensed population of patients at high risk of recurrence in practice; clinical experts consulted by
SMC agreed with this. Results for cohort 1 come from a later post hoc analysis, after 27.7 months
of follow-up, which demonstrated a relative and absolute reduction in the risk of IDFS of 32% and
3.9% respectively. The treatment effect was considered clinically relevant. This analysis was not
pre-planned and was conducted at one time-point at the request of regulators. The results are
consistent with the primary analysis of the study. Kaplan Meier estimates indicate that the IDFS
treatment effect increased with longer follow-up as illustrated by the 3-year IDFS rates. IDFS is
considered an acceptable primary outcome in early breast cancer. The ultimate aim of adjuvant
therapy in patients who have been deemed cancer-free is to improve the cure rate. At the latest
analysis, overall survival data were immature and no survival benefit was observed; longer term
data are required to confirm a treatment effect on later recurrences and on survival. The company
has committed to providing 5-year follow-up data of monarchE.?

The results of analyses in pre-defined subgroups of reasonable size suggested that the treatment
effect of IDFS was consistent in cohort 1 and the treatment effect was established regardless of Ki-
67 status. In cohort 1, the treatment effect favoured abemaciclib regardless of menopausal status
(in pre-menopausal patients [n=2,220], the hazard ratio was 0.58 [95% Cl:0.44 to 0.77] and in post-
menopausal patients [n=2,900], the hazard ratio was 0.76 [95% Cl:0.61 to 0.95]) and of backbone
endocrine therapy (when tamoxifen was used first [n=1,588], the hazard ratio was 0.54 [95% ClI:
0.39 to 0.74] and when aromatase inhibitors were used first [n=3,478], the hazard ratio was 0.76
[95% Cl: 0.62 to 0.94]).2

All study patients received concomitant standard endocrine therapy as determined by the
investigator and the two treatment groups were balanced for use of tamoxifen, aromatase
inhibitors and GnRH analogues for pre- and postmenopausal women. Current guidelines also
recommend considering the use of bisphosphonates for patients with low oestrogen status (for



example postmenopausal) to improve disease-free survival, breast cancer specific survival and to
reduce skeletal complications. In monarchE, 57% of patients were postmenopausal but only 14%
of patients in the abemaciclib plus endocrine therapy group and 17% of patients in the endocrine
therapy alone group of cohort 1 received bisphosphonates. This may be lower than would be
expected in clinical practice and could affect the generalisability of study results.2

The addition of abemaciclib to adjuvant endocrine therapy increased the incidence of AEs and at
the latest analysis, 17% of patients had stopped abemaciclib treatment early due to AEs, with 6.5%
also stopping endocrine therapy. The available patient-reported outcomes suggest that quality of
life was not detrimentally affected, other than by the effects of diarrhoea. However, it is difficult
to draw firm conclusions on these data which are limited by a lack of assessment during the initial
3 months of treatment, when the impact of AEs may be higher, and by the lack of blinding of
patients to treatment allocation.?

The introduction of abemaciclib for early breast cancer would offer an additional treatment to
adjuvant endocrine therapy that may reduce the risk of disease recurrence. Abemaciclib would
require twice daily dosing for the 2-year treatment period. At present, patients receiving adjuvant
endocrine therapy are managed in general practice. The addition of abemaciclib could have
substantial service implications as patients would be treated and monitored by oncologists.
Clinical experts consulted by SMC considered that abemaciclib was a therapeutic advance offering
an improvement in IDFS.

Summary of comparative health economic evidence

The submitting company presented a cost utility analysis comparing abemaciclib in combination
with endocrine therapy to endocrine therapy alone. Patients in the model had been diagnosed
with HR-positive, HER2-negative, node-positive early breast cancer at high risk of recurrence. The
definition of high risk aligned with that used in cohort 1 from the monarchE study, which was > 4
nodes positive or 1-3 nodes positive and at least one of Grade 3 or >5cm invasive tumour size.
SMC clinical experts agree this definition is relevant in the Scottish context.

The model was a de novo cohort state transition model with five health states: IDFS, non-
metastatic recurrence (NMR), remission, metastatic recurrence (MR), and death. MR was
modelled as an absorbing health state. This meant that upon entering that state patients were
allocated a fix value of health outcomes and costs before dropping out the model.

The model design was informed by a systematic literature review and had a similar structure to
models previously submitted to health technology assessment (HTA) bodies in the UK. The model
had a 28-day cycle length and a time horizon of 49 years.

Efficacy data on IDFS, time to treatment discontinuation (TTD), and overall survival (OS) without
distant recurrence were from the monarchkE study, cohort 1 dataset. Parametric curves were fitted
to the data and extrapolated over a lifetime. Statistical fit, visual fit, comparisons to unpublished
real world evidence and clinical opinion were all used in selecting the most appropriate survival
curves. The base case analysis used a log-logistic curve for IDFS in both arms and an exponential
curve for OS without distant recurrence in both arms. For TTD a hazard spline 2 knots curve was



used for abemaciclib, an exponential curve for endocrine therapy in the abemaciclib arm, and an
exponential curve for the endocrine therapy alone arm.

Constant transition probabilities from IDFS to MR and NMR states were derived from cohort 1 of
the monarchE study.

Evidence for the remaining health states were obtained from various published sources, including
previous HTA submission.

A 2-year stopping rule was applied to abemaciclib. A 5-year stopping rule was applied for
endocrine therapy in the base case, with 10 years explored in scenario analyses. Waning in the
treatment effect of abemaciclib was included, with the company assuming treatment waning
commences at year 8 in the model (6 years after discontinuation) and continues for 19 years until
year 27.

The health related quality of life in the IDFS state was estimated using EQ-5D-5L data collected in
the monarchE trial. This was crosswalked to the 3L scale using van Hout et al. (2012).1' The data
showed no difference between treatments, so overall utilities for the IDFS state were applied to
both treatment arms. Utilities for the other health states in the model were derived from
published sources. The model also included utility decrements for AEs, which were taken from the
values estimated in the MONARCH3 study or extracted from published HTA documents.

Resource use estimates were based on monarchE, previous HTA submissions and expert opinion.
Medicine acquisition costs and dosing for abemaciclib and endocrine therapy were adjusted to
reflect monarchE. No drug administration costs were included as medicines for both arms are
taken orally. Concomitant medication costs were included as were cost of AEs. Costs for the IDFS
state included GP visits, oncology visits, and hospitalisations, mammograms and multidisciplinary
meetings. Resource use and costs for remaining health states were based on published literature,
HTA documents and the MONARCH2 and MONARCH3 studies. A cost of terminal care was
incorporated for all those who die in the model.

A Patient Access Scheme (PAS) was submitted by the company and assessed by the Patient Access
Scheme Assessment Group (PASAG) as acceptable for implementation in NHS Scotland. Under the
PAS, a discount was offered on the list price.

Inclusive of the PAS on abemaciclib the incremental cost effectiveness ratio was estimated as
9,359 £/QALY.

In addition to the base case results, the company presented a selection of scenarios exploring
areas of uncertainty. These are presented in Table 3 below.



Table 3: Selected scenario analyses results: with PAS

#
1

10
11
12

ICER

Scenario description Base case description ICER with PAS
IDFS parametric curve — dependent . £13,597
lognormal IDFS parametric curve —
IDFS parametric curve — dependent dependent log-logistic £7 578
gompertz ’
OS without distant relapse
i -D £
parametric curve ependant 0S without distant relapse 9,359
lognormal .
. . parametric curve — Dependant
OS without distant relapse exponential
parametric curve — Dependant P £9,359
Weibull
TTD ext lation ET both
extrapotation £ 1 curve O. TTD extrapolation ET curve both
arms: Independent Hazard spline . £14,791
arms: Independent exponential
2-knot
Stopping rule for ET — 10 years Stopping rule for ET — 5 years £9,328
Abemaciclib treatment waning £11,875
starts year 5, ends year 15
Abemaciclib treatment waning Abemaciclib treatment waning
£16,616
starts year 4, ends year 8 starts year 8, ends year 27
Abemaciclib treatment waning £24101
starts year 3, ends year 5
Time horizon — 10 years £65,190
Time horizon — 49 ’
Time horizon — 15 years 'me horizon years £26,923
Patients in the abemaciclib + ET Patients in the abemaciclib + ET
arm receive two oncologist visits arm receive one oncologist visit £9,986

every six months

every six months

= incremental cost effectiveness ratio; PAS = patient access scheme; NMR = non-metastatic recurrence; IDFS =

invasive disease free survival; ET=endocrine therapy; SE = standard error; TTD = time to discontinuation

The

weaknesses of the economic case were identified as being:

The OS data from monarchE are immature, and there are no data indicating that abemaciclib is
associated with a survival benefit. Within the economic case, the company propose that IDFS
and DRFS are strong surrogates for OS, and the model projected higher quality and length of
life for those in the abemaciclib + endocrine treatment arm. These gains were driven by the
extrapolated IDFS data, the estimated proportions of patients transitioning into the MR and
NMR states and treatment waning assumptions. The survival benefits are therefore a source of
uncertainty. The exploration of alternative OS benefit outcomes was not sufficient to fully
address that uncertainty.

In the base case analysis, parametric curves were fitted to IDFS and OS without distant
recurrence data following best practice guidance. However, the extrapolation of that data into
the future was associated with uncertainty. Alternatives were explored in sensitivity analysis
and the ICER remained reasonably stable (see Scenarios 1-4).

Abemaciclib has a 2 year stopping rule, but in the base case analysis treatment waning is
assumed to commence at year 8 and continue for 19 years until year 27. Available data did
appear to support the extension of a treatment effect beyond the 2 years but duration of that
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treatment effect, and the speed with which it would disappear remained uncertain. The base
case was viewed as potentially optimistic. Scenario analysis showed that should waning start
earlier and completing faster could have a sizable effect on the ICER (see Scenarios 7-9).

SMC clinical experts noted that abemaciclib would have resource implications for oncology
services, with the need for monitoring of patients, their blood tests, and gastrointestinal
toxicity which will extend beyond the proposed duration of treatment. Current standard of
care does not require monitoring in tertiary care. The economic model included costs for one
oncology follow-up approximately every 6 months, with two visits every 6 months explored in
scenario analysis (see Scenario 12). However, both the base case and the scenario are likely to
underestimate the cost and practical implications of introducing abemaciclib into Scottish
clinical practice.

Despite these limitations, the economic case was considered demonstrated.

Summary of patient and carer involvement

The following information reflects the views of the specified Patient Group.

We received a patient group submission from Breast Cancer Now, which is a registered charity.

Breast Cancer Now has received 0.65% pharmaceutical company funding in the past two years,
including from the submitting company.

A diagnosis of breast cancer can cause considerable anxiety to patients as well as their family
and friends. It can have a huge impact on their day to day lives, from work to social activities.
Patients are particularly concerned about the breast cancer returning and fear the cancer
spreading to other parts of the body where it becomes incurable secondary breast cancer.

Despite current hormone therapy, there does remain an unmet need for patients who may
experience disease recurrence. The risk of recurrence is higher for patients whose cancer have
certain features, such as a high number of lymph nodes positive or large tumour size. New
treatments which could help reduce the chances of breast cancer returning for this group of
patients are crucial.

The addition of abemaciclib could be a real-step change in the treatment options for this group
of patients, and patients and families would welcome a new effective treatment option that
could reduce the risk of recurrence. There are several potential side effects, which could have
a negative impact on patient’s quality of life, however, the treatment is generally well
tolerated and managed. For many the potential benefits of the treatment and the hope and
reassurance it may bring people, will outweigh the risk of side effects.

Additional information: guidelines and protocols

In September 2013, the Scottish Intercollegiate Guidelines Network (SIGN) produced guidance for
the treatment of primary breast cancer (Guideline 134).1* Following surgery with or without
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radiotherapy and adjuvant chemotherapy for early breast cancer, patients with oestrogen
receptor-positive disease should receive adjuvant endocrine therapy with the goal of reducing the
availability of oestrogen to the cancer cells. This can be achieved by blocking oestrogen receptors
with drugs such as tamoxifen, suppression of ovarian oestrogen synthesis by LHRH agonists, GnRH
agonists or surgical ovarian ablation. Tamoxifen is one treatment option for men and
premenopausal women, for a minimum of 5 years and maximum of 10 years, unless
contraindicated. Adjuvant ovarian ablation or suppression in combination with endocrine therapy
could also be considered for premenopausal women in combination with aromatase inhibitors.
Postmenopausal women should be considered for treatment with an aromatase inhibitor, which
prevent the synthesis of oestrogen from androgens, as an alternative to tamoxifen, either upfront
for 5 years or by switching to after 2 to 3 years of tamoxifen. This guideline also recommends that
postmenopausal patients who have completed 5 years of tamoxifen should be considered for
extended treatment with letrozole (up to 5 years). The choice of treatment pathway for adjuvant
endocrine therapy should be based on the balance between the benefit such as preventing
disease recurrence and the harms such as the side effects of each treatment.

In July 2018, the National Institute of Health and Clinical Excellence (NICE) published clinical
guideline 101 “Early and locally advanced breast cancer: diagnosis and management” .2 Following
surgery, with or without radiotherapy and (neo)adjuvant chemotherapy, this guideline also
recommended offering tamoxifen as the initial adjuvant endocrine therapy for men and
premenopausal women with oestrogen receptor-positive invasive breast cancer. It also
recommends that consideration should be given to ovarian function suppression in addition to
endocrine therapy for premenopausal women with oestrogen receptor-positive invasive breast
cancer. The benefits and harms of ovarian function suppression in addition to endocrine therapy
should be discussed with premenopausal women with oestrogen receptor-positive invasive breast
cancer. For postmenopausal women with oestrogen receptor-positive invasive breast cancer, an
aromatase inhibitor is recommended as initial adjuvant endocrine therapy to patients at medium
or high risk of disease recurrence. Tamoxifen can be offered to patients who are at low risk of
disease recurrence, or if aromatase inhibitors are not tolerated or are contraindicated. Consider
extending the duration of endocrine therapy for longer than 5 years for both premenopausal and
postmenopausal women with oestrogen receptor-positive invasive breast cancer.

In 2019, the European Society for Medical Oncology (ESMO) published “Early breast cancer: ESMO
clinical Practice Guidelines for diagnosis, treatment and follow-up”.” Following surgery, with or
without neoadjuvant chemotherapy and radiotherapy, this recommends that patients with
oestrogen receptor-positive disease at high risk of recurrence should start adjuvant systemic
therapy preferably within 3 to 6 weeks after surgery. The decision should be based on risk of
relapse depending on tumour burden and biology, expected benefits and risks and patient’s age,
general health, co-morbidities and preference. All patients with oestrogen receptor-positive
disease should receive endocrine therapy, unless contra-indicated. The standard of care for
premenopausal women is tamoxifen for 5 to 10 years and in patients becoming postmenopausal
during the first 5 years of tamoxifen, a switch to letrozole should be considered, depending on
predicted risk of late recurrence. In high risk patients, tamoxifen may be changed to an aromatase
inhibitor. Ovarian function suppression should be strongly considered. For postmenopausal

women, aromatase inhibitors and tamoxifen are considered standard treatments, with aromatase
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inhibitors used initially or after 2 to 3 years of tamoxifen or as extended adjuvant therapy, after 5
years of tamoxifen. Extended adjuvant endocrine therapy should be discussed with all patients,
except those with a very low risk of relapse but the optimal duration and regimen are currently
unknown.

These guidelines predate the availability of abemaciclib for early disease.

Additional information: comparators

No other medicines are licensed for adjuvant treatment of early breast cancer in combination with
standard endocrine therapy.

Additional information: list price of medicine under review

Dose Regimen Cost per year (£)

abemaciclib 150mg orally twice daily 38,350

Costs from BNF online on 30 August 2022. Costs do not take patient access schemes into
consideration.

Additional information: budget impact

The submitting company estimated there would be 333 patients eligible for treatment with
abemaciclib in each year, rising cumulatively to 1667 patients eligible over 5 years.

SMC is unable to publish the with PAS budget impact due to commercial in confidence issues. A
budget impact template is provided in confidence to NHS health boards to enable them to
estimate the predicted budget with the PAS. This template does not incorporate any PAS discounts
associated with subsequent treatments.

Other data were also assessed but remain confidential. *
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*Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the SMC on
quidelines for the release of company data into the public domain during a health technology
appraisal:https://www.scottishmedicines.org.uk/about-us/policies-publications/

Medicine prices are those available at the time the papers were issued to SMC for consideration.
SMC is aware that for some hospital-only products national or local contracts may be in place for
comparator products that can significantly reduce the acquisition cost to Health Boards. These
contract prices are commercial in confidence and cannot be put in the public domain, including via
the SMC Detailed Advice Document. Area Drug and Therapeutics Committees and NHS Boards are
therefore asked to consider contract pricing when reviewing advice on medicines accepted by
SMC.

Patient access schemes: A patient access scheme is a scheme proposed by a pharmaceutical
company in order to improve the cost-effectiveness of a medicine and enable patients to receive
access to cost-effective innovative medicines. A Patient Access Scheme Assessment Group
(PASAG), established under the auspices of NHS National Services Scotland reviews and advises
NHSScotland on the feasibility of proposed schemes for implementation. The PASAG operates
separately from SMC in order to maintain the integrity and independence of the assessment
process of the SMC. When SMC accepts a medicine for use in NHSScotland on the basis of a
patient access scheme that has been considered feasible by PASAG, a set of guidance notes on the
operation of the scheme will be circulated to Area Drug and Therapeutics Committees and NHS
Boards prior to publication of SMC advice.

Advice context:
No part of this advice may be used without the whole of the advice being quoted in full.

This advice represents the view of the Scottish Medicines Consortium and was arrived at after
careful consideration and evaluation of the available evidence. It is provided to inform the
considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in
determining medicines for local use or local formulary inclusion. This advice does not override the
individual responsibility of health professionals to make decisions in the exercise of their clinical
judgement in the circumstances of the individual patient, in consultation with the patient and/or
guardian or carer.
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