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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-academic oncologists across Canada and Breast Cancer Canada, a patient organization. Formed in
December 2023 in recognition that a national ecosystem of leadership should address evidence-based guidance and recommendations
for equitable breast cancer clinical management. REAL Alliance publishes national clinical consensus recommendations, routinely
updated, for timely health policy, funding, and consistent clinical adoption based on research evidence and medical specialty expertise
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
hormone receptor positive (HR+), HER-2 negative (HER2-), advanced or metastatic-stage breast cancer in the first-line setting. 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 as per the evidence in
this document along with the submissions put forward by patient advocacy groups to make an informed decision regarding the place
in therapy for abemaciclib with an aromatase inhibitor in patients with HR+/HER2- advanced or metastatic breast cancer in first-line
treatment setting. The collective expertise from this group equates to decades of clinical experience in the management of patients
with breast cancer.

3. Current Treatments and Treatment Goals

CDK4/6is + ET is the gold standard for first-line treatment of advanced or metastatic HR+/HER2-.

Breast cancer remains a significant health challenge in Canada, with an estimated 78 women diagnosed daily. In 2022, approximately
5,500 Canadian women were expected to succumb to breast cancer, accounting for 14% of all cancer-related deaths among women
[1]. Despite recent advancements in breast cancer treatments, progression to metastatic disease shifts the focus from curative to
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palliative, focusing on prolonging survival and preserving quality of life. That said, many patients live a good quality of life for years with
metastatic disease.

The principles of treatment in the HR+/HER2- metastatic setting are to tailor therapy according to the treatment-free interval after the
completion of adjuvant therapy, using the most effective agents in the first-line setting, and planning for subsequent lines of therapy.
The goals of treatment are to extend life, maintain quality of life, minimize treatment-related adverse events (AEs). A key strategy in
managing metastatic breast cancer is delaying the need for chemotherapy by utilizing targeted and systemic therapies with a
preference for oral therapies to reduce the burden of healthcare resource utilization. As clinicians, it is important to have access to all
evidenced-based therapies as patients are individuals and may tolerate one therapy and not another.

Since 2016, the introduction of cyclin dependent kinase 4/6 inhibitors (CDK4/6is) has transformed the treatment landscape for
HR+/HER2- metastatic breast cancer. Palbociclib was the first to be approved, followed by ribociclib in 2018 [2] and abemaciclib
in 2019 [3]. In 2020, ribociclib’s approval expanded to include premenopausal women [4]. All agents, when combined with endocrine
therapy (ET), significantly improve progression-free survival (PFS) in the first-line metastatic setting. Only ribociclib and abemaciclib
have demonstrated an overall survival (OS) benefit over single-agent ETs while maintaining an acceptable quality of life. Palbociclib
failed to demonstrate an OS benefit in the first-line metastatic setting. Notably, CDK4/6is are oral agents and are known to delay the
need for chemotherapy, which are attributes valued by both patients and clinicians. In Canada, ribociclib and palbociclib have been
approved for reimbursement in the first-line setting, even though palbociclib failed to demonstrate an OS advantage. Despite the pan-
Canadian Oncology Drug Review’s (pCODR) recommendation for reimbursement approval in 2019 (PC0161-000) [5], abemaciclib has
only been approved for reimbursement in Quebec in the metastatic setting [5,6].

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.

Inconsistent OS and safety limitations amongst currently funded CDK4/6i

Among publicly funded CDK4/6 inhibitors, ribociclib is the preferred option for the first-line treatment of HR+/HER2- advanced or
metastatic breast cancer, given its proven OS benefit [7]. In contrast, palbociclib demonstrated a PFS benefit but failed to show a
significant improvement in OS [8]. When ribociclib established its OS benefit, OS data for abemaciclib was still immature. As a result,
palbociclib — despite its inferior OS data — remains the funded alternative for patients who are ineligible for or intolerant to ribociclib.

In the clinical trials, ribociclib was associated with QTc prolongation and thus, there is a Health Canada requirement for ECG monitoring.
Furthermore, at least 10% of patients need to indefinitely stop 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 and
antinausea agents, as it is a moderate inhibitor of CYP3A4 (a key enzyme in drug metabolism) [9]. 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 [10]. For patients who cannot tolerate ribociclib, either due to the burden of ECG
monitoring, risk of prolonged QTc interval, liver toxicity, or drug-drug interactions, there is currently no other publicly funded CDK4/6i
that can offer an OS benéefit.

Ribociclib and palbociclib also present treatment challenges related to neutropenia. Both drugs follow a 21-day on/7-day off dosing
schedule to allow for the bone marrow recovery, which can affect patient adherence and lead to fluctuating therapeutic levels during
off-treatment periods. This inconsistency may limit their suitability for patients with more aggressive disease, who comprise
approximately 15% of cases [11]. In contrast, abemaciclib is associated with lower rates of neutropenia and thus can be dosed
continuously. It is also the most potent of the three CDK4/6 inhibitors, is the only one that has demonstrated monotherapy efficacy,
and is preferred by some clinicians for aggressive disease [12].

Thus, more CDK4/6i options are required that have demonstrated OS benefit in the front-line HR+/HER2- metastatic breast
cancer setting to address the long-term survival needs of patients. Expanding the range of available CDK4/6i therapies
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ensures a more personalized approach to treatment, maximizing both efficacy and tolerability, for a broader spectrum of
patients.

5. Place in Therapy

5.1. How would the drug under review fit into the current treatment paradigm?

Abemaciclib is more potent than ribociclib or palbociclib with a lower half-maximal inhibitory concentration (IC50) for both CDK4
and CDK®6 and is 14 times more potent against CDK4 (important for breast tumorigenesis) than CDK6. This CDK4 selectivity results
in significantly lower rates of neutropenia than either ribociclib or palbociclib, which allows for continuous dosing, enhancement of
adherence, and consistent drug exposure [13,14]. Abemaciclib is also the only CDK4/6i that has demonstrated single agent activity in
the metastatic setting [15].

The 2024 update to MONARCH-3 trial confirmed the long-term PFS and OS benefit of abemaciclib in HR+/HER2- post-menopausal
patients in the first-line metastatic setting whose breast cancer relapsed >12 months after completion of adjuvant endocrine therapy
[16]. In this endocrine-sensitive population, the final PFS analysis at a median follow-up of 26.7 months demonstrated a remarkable
13.4-month improvement in median PFS with abemaciclib plus an aromatase inhibitor (Al) versus Al alone, with a hazard ratio (HR) of
0.540 (95% CI: 0.418-0.698; P<0.000002). With a median follow-up of 8.1 years the PFS treatment effect is persistent with a
median PFS of 29 months for abemaciclib compared to 14.8 months in the placebo arm (an absolute difference of 14.3 months). With
a median follow-up of 8.1 years, the final OS results demonstrated a median OS of 66.8 months for abemaciclib and 53.7 months for
the placebo arm, an absolute difference of 13.1 months. The 5- and 6-year OS rates were 54.5% versus 42.1% and 45.7% versus
35.2%, respectively, for abemaciclib versus placebo. The threshold for statistical significance was not met though this trend was
consistent across all subgroups, including those with visceral crisis (median OS: 63.7 vs 48.8 months; HR 0.758; 95% CI: 0.558-1.030;
P=0.0757). Although the OS benefit did not reach statistical significance, likely due to the study being underpowered compared to
similar trials with palbociclib and ribociclib, the observed survival difference of 13 months is clinically meaningful. This trend in
OS benefit, despite being a secondary endpoint, reinforces the role of abemaciclib in this setting.

A ITT population B Subgroup with Visceral Disease

Patients Events
Abemaciclib + NSAI 173 113 (65.3%)
Placebo + NSAI 90 65 (72.2%)

Patients  Events
Abemaciclib + NSAI 328 198 (60.4%) 90
Placebo + NSAI 165 116 (70.3%)

70

66.8 months (A = 13.1) 63.7 months (A = 14.9)

40 53.7 months 48.8 months

Overall survival (%)
Overall survival (%)

Log-rank P = 0.0664 Log-rank P = 0.0757
1
°1 HR = 0.804 (95% CI 0.637-1.015) %1 HR= 0758 (95% Cl 0.558-1.030)
0 0
6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Time (months) Time (months)
Number at risk Number at risk
Abemaciclib + NSAI 328 304 281 266 247 229 211 199 187 174 156 144 131 117 104 99 66 Abemacicib+NSAI 173 161 147 138 126 116 107 100 95 8 76 72 63 53 46 45 27 3
Placebo + NSAI 165 155 149 138 127 116 104 95 84 73 62 56 51 47 40 37 28 Placebo + NSAI 90 83 80 74 64 56 49 a4 40 34 29 24 2 19 17 16 9 0

Figure 1. Kaplan—Meier curves of overall survival in the (A) ITT population and (B) subgroup with visceral disease. Cl, confidence
interval; HR, hazard ratio; ITT, intent-to-treat; NSAI, nonsteroidal aromatase inhibitor. Figure taken from Goetz et al. 2024 [16].

This update to Monarch-3 also showed that the regimen is reasonably well-tolerated with no late toxicity signals emerging.
Importantly, global patient-reported outcomes were like those in the control arm, indicating that quality of life is maintained. While
onset of diarrhea in this and other MONARCH trials is a known toxicity for abemaciclib, most diarrhea events occurred early in treatment
(during cycle 1) and were typically low grade, manageable, and reversable [17]. Other AEs, such as neutropenia, nausea, and
decreased appetite, were considerably less than what is observed with ribociclib and palbociclib. This contrasting AE profile allows
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clinicians options to individualize treatments in key populations, such as those with wide-spread bone marrow involvement who could
benefit from the lower cytopenia rate with abemaciclib. Of note, dose adjustments and discontinuation rates were slightly higher in
older patients, but the overall safety profile supports the inclusion of abemaciclib as a viable option for this population [17].

In support of the use of abemaciclib in patients with visceral crises, The ABIGAIL trial further explored abemaciclib + ET in
aggressive ER+/HER2- metastatic disease, including visceral involvement, comparing it to the usual standard of care paclitaxel
chemotherapy. Abemaciclib + ET met its primary endpoint, achieving an objective response rate (ORR) of 58.8% versus 40% with
paclitaxel [18]. This trial is significant as it challenges the traditional reliance on chemotherapy for these patients, demonstrating that
abemaciclib + ET can be an effective alternative. Given that many patients seek to avoid chemotherapy in the frontline setting,
these findings have important clinical implications.

The integration of abemaciclib into the current treatment paradigm for HR+/HER2— advanced and metastatic breast cancer offers a
valuable option in the first line setting, including patients with high-risk features such as visceral metastases. Its continuous dosing
schedule and manageable safety profile make it a practical and effective addition to standard Al, aligning well with current clinical
practice. Furthermore, as our experience with abemaciclib in the adjuvant setting has grown, improved management strategies have
emerged, which are likely to further optimize its side effect profile in real-world applications.

Thus, based on these results and our experience, we recommend that abemaciclib, in combination with Al, be made available
as a frontline treatment option for patients with HR+/HER2- advanced or metastatic breast cancer.

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 an Al in endocrine sensitive patients with HR+/HER2- advanced or metastatic
breast cancer who had no prior systemic therapy in the advanced setting, as per the MONARCH-3 trial eligibility criteria. This
population has been shown to clearly derive PFS and a trend towards OS benefit [16]. The eligible population would not expand;
rather abemaciclib would just be included as one of the treatment options for current front-line CDK4/6i standard of care.

Least suitable patient populations would include those ineligible for the MONARCH-3 study or contraindicated to abemaciclib.[16,19]

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?

Monitoring is required most notably in the first four months of abemaciclib initiation, which largely includes blood work, monitoring for
toxicities and adherence assessment. AEs are manageable with early intervention including dose reduction and standard supportive
care.

Current health systems in place can incorporate this follow up monitoring of oral at-home therapy, with consideration of health
system monitoring models that utilize pharmacists and nurses, where necessary, with no additional clinical workflow burden.
Importantly, it reduces resources needed for intravenous chemotherapy.

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

Abemaciclib + Al combination therapy should be discontinued at the first sign of disease progression or in the case of persistent
toxicity, as per the product monograph.

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?

Oncologists with experience in treating breast cancer patients are required for the initial treatment recommendation and early
monitoring of abemaciclib + Al combination therapy. Pharmacy/nursing expertise can support the management of oral agent
treatment and routine AE screening, including assessing for drug-drug interactions, checking lab tests, and assessing treatment
adherence.
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6.

Additional Information

Of note, and per current standard practice, men and premenopausal women also received goserelin (ovarian function suppression).
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