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1. About Your Clinician Group

The Research Excellence, Active Leadership (REAL) Canadian Breast Cancer Alliance is an equitable standing nucleus committee of
multi-disciplinary, clinical and academic oncologists across Canada and Breast Cancer Canada, a patient organization. Formed in
December 2023 in recognition of the need for a national voice to support evidence-based and equitable breast cancer management.
The REAL Alliance publishes national clinical consensus recommendations, routinely updated, to guide timely health policy and funding
decisions and to support knowledge translation and clinical adoption to ensure optimal outcomes for breast cancer patients across all
provinces and territories in Canada.

2, Information Gathering

Our members met virtually and exchanged views via email to discuss our clinical recommendations for abemaciclib in patients with
HR+/HER2- advanced or metastatic-stage breast cancer whose breast cancer has progressed on endocrine therapy (ET). Our
recommendations were compiled to reflect our clinical opinion as medical specialists in breast cancer on what we believe is best for
our patients. Our opinion is based on literature review, level 1 data from clinical trials, and recent data releases from international
congresses, as well as our collective clinical expertise. We urge CDA to consider our clinical recommendation along with the
submissions put forward by patient advocacy groups. The collective expertise from this group spans decades of clinical experience in
the management of patients with breast cancer.

3. Current Treatments and Treatment Goals

Breast cancer is the most common cancer among women around the world and is one of the leading causes of cancer-related deaths
in women [1]. Among its subtypes, HR+/HER2- is the most prevalent, comprising 70% of all cases [2]. Advances in the last decade
have resulted in curative treatments for the early stages of the disease. Despite this, many women still progress to the metastatic
setting. In the metastatic setting, palliative treatment goals include extending progression-free survival (PFS) and overall survival (OS)
while minimizing adverse events (AEs) to preserve quality of life. Of note, a key goal of clinicians and of patients living with metastatic
breast cancer is delaying the need for chemotherapy by utilizing targeted and systemic therapies, with a preference for oral therapies.
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Delaying chemotherapy aligns with patient preferences but also reduces both the burden on chemotherapy clinics and hospital resource
utilization. Historically, ET has been the backbone of first-line treatment for metastatic HR+/HER2- breast cancer with aromatase
inhibitors (Als) being the preferred initial ET. In the last decade, the addition of a CDK4/6 inhibitor to an Al has significantly improved
outcomes, making this combination the standard of care for most patients [3—6]. That said, Al monotherapy remains a relevant option
for some patients with indolent or low-burden disease or those preferring a less intensive first-line approach, particularly in light of.
recent findings from the SONIA trial, which showed non-inferior PFS2 when a CDK4/6 inhibitor (mostly palbociclib) was delayed to the
second-line setting [7].

When patients are on an Al in the first-line setting (with or without a CDK4/6 inhibitor) and their disease progresses, the standard of
care is to switch the ET backbone from an Al to fulvestrant. For patients who had not had first line CDK 4/6 inhibition, fulvestrant is
usually combined with a CDK4/6 inhibitor in the second line setting (usually ribociclib, or palbociclib outside of Quebec). Alternatively,
everolimus (an mTOR inhibitor) combined with exemestane can be used, though this approach predates the widespread adoption of
CDKA4/6 inhibitors. The availability of multiple CDK4/6 inhibitor options with fulvestrant provides flexibility in treatment selection, allowing
physicians to tailor therapy based on patient-specific factors, including contraindications. However, access to CDK4/6 inhibitors in
Canada is limited to ribociclib and palbociclib, as abemaciclib is only reimbursed in Quebec in this setting [8—12]. While both ribociclib
and palbociclib are available, palbociclib has not demonstrated an OS benefit, making it a less desirable option [5,13]. In contrast,
ribociclib in combination with fulvestrant has shown overall survival benefit in the second-line setting [14,15]. However, its toxicity
profile, including concerns over QTc prolongation and liver enzyme elevations, raises issues, especially in cardiac patients and those
at risk of drug interactions. This gap in drug treatment options has led to the frequent use of palbociclib despite OS statistical
significance not being reached in either the first- or second-line setting.

4, Treatment Gaps (unmet needs)

4.1. Considering the treatment goals in Section 3, please describe goals (needs) that are not being
met by currently available treatments.

There is a need for more choices for CDK4/6 inhibitors in the second-line setting

As mentioned, our treatment goals in metastatic breast cancer are to extend life while preserving quality of life. It should be stated that
OS is the most important efficacy endpoint in clinical trials, and it is also the most important outcome for patients. In addition, a core
therapeutic goal in metastatic breast cancer is to delay the need for chemotherapy while maintaining disease control. Finally, if possible,
oral agents are preferred over intravenous (IV) infusions as the burden on the cancer clinic and resource utilization is reduced.
Currently, we only have access to two other CDK4/6 inhibitors in the second-line setting that meet these goals: one without OS benefit
(palbociclib) and the other with sometimes challenging potential toxicities (ribociclib). Thus, there is a need for another therapeutic
choice with an OS benefit drug in the second-line setting.

Abemaciclib in combination with fulvestrant in the second-line setting has proven PFS and OS benefit and a manageable safety profile
and yet it is not reimbursed in the second-line setting outside of Quebec [8,9]. The publicly funded CDK4/6 inhibitor options in Canada
in the second-line setting are ribociclib and palbociclib. Ribociclib has demonstrated a clear OS advantage, but its use comes with
challenges [6]. In the clinical trials, ribociclib was associated with QTc prolongation and thus, there is a Health Canada requirement for
electrocardiogram (ECG) monitoring. Furthermore, at least 10% of patients need to permanently discontinue ribociclib due to severe
liver toxicity, a result of an auto-immune reaction requiring steroid administration. Ribociclib also carries issues of drug-drug
interactions, specifically with antidepressants/sedatives, antinausea agents or drugs which may affect QTc intervals. This is especially
concerning given that the prevalence of depressive symptoms among survivors of breast cancer is significantly higher (66%) in
comparison to the general population and persists many years after diagnosis[16]. Palbociclib does not require ECG monitoring but it
has not demonstrated an OS benefit in clinical trials, making it a less desirable option. [5,13]. Additionally, both ribociclib and palbociclib
require a 21-day on/7-day off dosing schedule to manage neutropenia, which, in our experience, can lead to adherence issues or
dosing errors.

5. Place in Therapy
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5.1. How would the drug under review fit into the current treatment paradigm?

Abemaciclib’s OS benefit, sustained PFS benefit, and distinct safety profile make it an important choice for CDK4/6 inhibitor-
based therapy

The 2024 updates to the MONARCH-2 trial confirmed the sustained PFS benefit and the OS benefit of abemaciclib combined with
fulvestrant in the second-line HR+/HER2- setting in patients whose disease had progressed on or within 12 months of prior endocrine
therapy [17]. The study population included both postmenopausal (83%) and pre/perimenopausal (17%) women.

The latest analysis confirmed a significant OS advantage with abemaciclib, in addition to an impressive PFS benefit. At the 5-year
mark, OS rates were 41.2% versus 29.2% in favor of abemaciclib, and at 6 years, the OS benefit is ongoing in favour of abemaciclib
at 34.7% versus 23.7% (median OS: 45.8 vs 37.2 months; HR: 0.784; 95% CI: 0.644-0.955) [17]. Notably, the addition of abemaciclib
to fulvestrant significantly delayed the need for chemotherapy (HR: 0.674; 95% CI: 0.562-0. 809), reinforcing its role in prolonging
disease control while preserving quality of life. Thus, along with results demonstrating significant PFS benefit (HR: 0.553; 95% CI:
0.449-0.681; p < 0.001), this latest update to MONARCH-2 highlights abemaciclib as a compelling choice for the second-line setting.

With regards to AEs, while concerns such as diarrhea, nausea, and decreased appetite are noted, these side effects are typically low-
grade, occur early in treatment, and can be effectively managed with supportive care and dose adjustments. Clinicians are now very
experienced with managing abemaciclib as we have been prescribing it more often in the adjuvant setting for two years. Unlike ribociclib
and palbociclib, abemaciclib causes significantly less neutropenia, allowing for a continuous dosing schedule. In our experience,
continuous dosing is often preferred by patients and increases the likelihood of adherence to treatment. Its manageable safety profile
and unique pharmacological advantages highlight its value as a treatment option. Importantly, the availability of abemaciclib in this
setting will not alter current algorithms or add cost or complexity to subsequent lines of therapy. If used, it would replace the other
CDKA4/6 inhibitors.

Abemaciclib has also shown effectiveness after disease progression on a prior CDK4/6 inhibitor. In the primary analysis of the
postMONARCH trial, abemaciclib provided significant PFS benefit [HR 0.73 (95% CI 0.57-0.95)] for patients previously treated with
palbociclib [18]. Since many patients in Canada are prescribed palbociclib as first-line treatment [19], these findings highlight the
potential of abemaciclib to help this patient group with recurrent disease while delaying chemotherapy. Additionally, its benefits remain
consistent regardless of ESR1 mutations or PI3K pathway alterations, eliminating the need for biomarker testing. This contrasts with
palbociclib, which is less effective in PIK3CA-mutated disease [20]. The effectiveness of ribociclib in this setting remains uncertain [21].

Abemaciclib is also the only CDK4/6i that has evidence of activity against central nervous system disease. In a phase Il trial
(NCT02308020), despite not meeting its primary endpoint of intracranial objective response, abemaciclib demonstrated clinical benefit
in a subset of patients with HR+ metastatic breast cancer with brain metastases, with a decrease in intracranial lesion size in 38% of
patients and an intracranial clinical benefit rate of 24.1% [22]. This adds to abemaciclib’s unique attributes making it an important
treatment option depending on the characteristics of the disease, such as CNS involvement or concerns about baseline QTc or hepatic
function.

Thus, based on these results, we recommend that abemaciclib, in combination with fulvestrant, be made available as a
treatment option for patients with recurrent HR+/HER2- advanced or metastatic breast cancer in the second-line setting.

5.2. Which patients would be best suited for treatment with the drug under review? Which patients
would be least suitable for treatment with the drug under review?

We recommend abemaciclib in combination with fulvestrant in HR+/HER2- MBC patients (women and men) whose disease has
progressed on first-line treatment with ET alone as per the MONARCH-2. Least suitable patient populations would include those
ineligible for the MONARCH-2 study, those with contraindications to abemaciclib, or those that have received frontline ribociclib [17].

For patients whose disease progressed on palbociclib + ET, the combination should be limited to patients who do not have rapid
disease progression, or a high burden of metastasis given the limitation of postMONARCH data.
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5.3 What outcomes are used to determine whether a patient is responding to treatment in clinical
practice? How often should treatment response be assessed?

Response assessments will be conducted using clinical evaluation (history, physical examination), periodic restaging scans, and
blood tests at standard frequencies, with more frequent monitoring as needed in the case of worsening symptoms. Typically, scans
are performed every 3 months, and the fulvestrant/abemaciclib protocol will not increase the burden of required diagnostic imaging.
Monitoring and clinical reassessments for adherence and toxicity will be conducted as outlined in the product monograph, with more
frequent checks during the first four months of abemaciclib initiation, including standard blood work. Treatment will continue until
disease progression is confirmed by clinical or radiographic criteria.

54 What factors should be considered when deciding to discontinue treatment with the drug
under review?

Abemaciclib + fulvestrant combination therapy should be discontinued at the first evidence of disease progression based on clinical
or radiographic criteria, or if persistent or unacceptable toxicity occurs.

5.5 What settings are appropriate for treatment with drug under review? Is a specialist required to
diagnose, treat, and monitor patients who might receive drug under review?

The settings required for the abemaciclib + fulvestrant combination therapy would be identical to those already in place for existing
drugs. Oncologists experienced in treating breast cancer patients are needed for the initial treatment recommendation and early
monitoring. AEs are manageable with early intervention, including dose reduction and standard supportive care. Current health
systems have already incorporated follow-up monitoring with the established use of CDK4/6 inhibitors, including health system
monitoring models that utilize pharmacists and nurses, when necessary, without adding additional clinical workflow burden.
Pharmacy and nursing expertise can support the management of oral agents, including adherence assessment, AE screening, drug
interaction, and toxicity management.

6. Additional Information

Of note, and per current standard practice with fulvestrant, men and pre- and peri-menopausal women also received goserelin
(ovarian function suppression).
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