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metastatic setting.
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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 trastuzumab deruxtecan (T-
DXd) in patients with hormone receptor positive (HR+), HER-2 low (IHC 1+ or IHC 2+/ISH-) or HER2-ultralow (IHC 0 with membrane
staining) advanced or metastatic-breast cancer which has progressed on endocrine-based 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 Canada’s Drug Agency (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 T-DXd in patients with HR+ HER2-low/ultralow advanced or metastatic breast cancer who are ET ineligible due to disease
progression on endocrine-based therapy. 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
HER2-directed therapy is locked behind chemo for HER2-low patients.

Historically, HER2 status in breast cancer was viewed through a binary lens—either positive or negative. However, it is now recognized
that HER2 expression exists on a continuum. Tumours classified as HER2-negative include both those with no detectable HER2
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expression (HER2 0) and those with minimal or low levels of HER2 expression, a group now defined as HER2-ultralow and low. This
phenotype is characterized by a HER2 immunohistochemistry (IHC) score of 1+ or 2+ without HER2 gene amplification by in situ
hybridization (ISH) or in the case of HER2-ultralow, IHC 0 with ISH positive membrane staining. While approximately 80% of breast
cancers are HER2-negative by traditional criteria, it is estimated that nearly 65% of these fall into the HER2-low category and 25% in
the HER2-ultralow category with the vast majority being in the hormone receptor-positive (HR+) subtype [1-5].

In HR+ metastatic breast cancer with low expression of HER2, treatment is initially guided by hormone receptor status [6]. The standard
of care begins with ET, often an aromatase inhibitor combined with a CDK4/6 inhibitor. Subsequent lines of treatment may include
PARP inhibitors for BRCA-mutated disease or single agent selective estrogen receptor degraders (SERDs) like fulvestrant, sometimes
in combination with targeted therapies such as alpelisib or capivasertib for PIK3CA-mutated tumours. However, resistance to ET-based
therapy is inevitable, and once this occurs, evidence-based options become limited with a transition to chemotherapy-based treatment.

Once the breast cancer is ET ineligible, treatment goals in HR+ metastatic breast cancer are to prolong progression-free and
overall survival, maintain quality of life, minimize treatment-related toxicity, and—where possible—delay the use of
conventional generic chemotherapy associated with poor outcomes. However, following ET ineligibility, the first HER2-targeted
therapies studied in HER2-low disease failed to show benefit, leading to limited optimism about this approach [7,8]. As such, up until
recently, chemotherapy was the only available approach following ET ineligibility for patients harboring a disease with low expression
levels of HER2. Oral agents like capecitabine are often used for their convenience and tolerability, while more aggressive intravenous
chemotherapy is reserved for patients with visceral or rapidly progressing disease. Unfortunately, these regimens are frequently
associated with only modest efficacy which results in poor disease control—leading to a higher symptom burden from cancer itself and
reduced quality of life.

Fortunately, the emergence of more potent agents, particularly antibody-drug conjugates (ADCs), revived interest in targeting tumours
with low levels of HER2 expression. This culminated with trastuzumab deruxtecan (T-DXd), a HER2-directed ADC, in the DESTINY-
Breast04 trial which demonstrated a clear benefit in HR+ HER2-low heavily pre-treated metastatic breast cancer [9]. And now,
DESTINY-Breast06 trial is expected to move T-DXd to an earlier place in therapy for the treatment of patients with HR+ HER2-low and
ultralow disease after ET-based therapy has been exhausted in the metastatic setting.

4. Treatment Gaps (unmet needs)

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

Need for a HR+ HER2-low-directed therapy before conventional generic chemotherapy

Chemotherapy has long been the default option for HR+ metastatic breast cancer with low HER2 expression following ET ineligibility.
However, this strategy remains suboptimal: response rates to chemotherapy in this setting are typically low with nearly no complete
response rates [9—11]. This leaves patients with limited options. Even if T-DXd can be used to salvage this response in a later line of
therapy, reserving it for later may serve as a disservice to the management of the tumour and symptom burden. This is particularly
concerning in patients with visceral disease, where rapid control of tumour burden is critical[12]. Furthermore, most conventional
generic chemotherapy lacks evidence to meaningful delay of disease progression or overall survival.

Need for a HR+ HER2-ultralow directed therapy

An emerging critical unmet need lies in the management of HER2-ultralow disease, which currently falls outside the eligibility criteria
for HER2-directed therapies used in highly HER2 positive breast cancer [1-5]. Currently, these patients are left with chemotherapy as
their only immediate post-ET option, even though they harbor a distinct, targetable biological profile. This gap highlights the need to
broaden therapeutic access and better align treatment options with emerging molecular understanding.

Overall
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Current treatment options fail to maximize disease control in HR+ HER2-low and ultralow metastatic breast cancer while
preserving quality of life in the immediate post-ET setting (i.e. first introduction of chemotherapy phase of treatment), and
this is the case especially for patients with visceral disease. HER2-directed treatment options are needed for these patients.

5. Place in Therapy

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

T-DXd outperforms chemotherapy immediately following ET treatment exhaustion in HER2-low and ultralow HR+ metastatic
breast cancer

T-DXd is poised to significantly shift the treatment paradigm for patients with HR+ HER2-low or HER2-ultralow metastatic breast cancer
following exhaustion of ET-based therapy. The 2024 update of the DESTINY-Breast06 trial demonstrated that T-DXd outperforms
standard chemotherapy options—capecitabine, nab-paclitaxel, or paclitaxel—when used after ET-based therapy (i.e. single agent or
combined with CDK4/6 inhibitor) in the metastatic setting, including in patients who were chemotherapy-naive [11,13].

In the intention-to-treat (ITT) population—which included both HER2-low (n=713) and HER2-ultralow (n=153) patients—T-DXd
significantly extended median progression-free survival (PFS) to 13.2 months compared to 8.1 months with chemotherapy (HR: 0.63;
95% Cl: 0.53-0.75; p < .0001), representing a clinically meaningful gain of delaying disease by over five months (Figure 1). This
magnitude of benefit is consistent with the results of DESTINY-Breast04, which evaluated T-DXd in a later-line setting in more heavily
pre-treated patients [9]. In the HER2-ultralow subgroup, a similar trend in PFS benefit was observed (T-DXd: 13.2 months [95% CI:
9.8-17.3] vs. chemotherapy: 8.3 months [95% CI: 5.8-15.2]), although statistical significance was not reached—Ilikely due to the
smaller sample size —the numerical difference still represents a clinically relevant signal that supports treatment benefit in this
population (Figure 1). The consistency across settings supports the rationale for earlier use, when patients are more likely to be fit,
able to tolerate therapy, and derive maximum clinical benefit. Delaying access to the most effective available option may reduce this
opportunity, as treatment attrition and declining performance status can prevent some patients from benefiting to this therapy in later
lines. Early disease control can also help preserve quality of life and may favorably influence long-term outcomes. Accordingly, while
overall survival (OS) data from DESTINY-Breast06 remains immature at a median follow-up of 18.6 months, the sustained PFS benefit
and limited number of OS events suggest a potential for longer-term survival benefit with T-DXd that may emerge with further follow-

up.
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Figure 1. PFS in ITT (left) and HER2-ultralow (right) populations from DESTINY BREAST-06. For the HER2-ultralow data statistical
significance was not tested, and the corresponding confidence interval for the hazard ratio was not adjusted for multiplicity. Figure
adapted from [11,13].
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Importantly, T-DXd nearly doubled the response rate compared to chemotherapy, with a confirmed objective response rate (ORR)
of 56.5% (95% CI: 51.2—61.7) versus 32.2% (95% CI: 27.4-37.3), respectively. These findings strongly support the early use of T-DXd
immediately after endocrine therapy resistance, rather than defaulting to conventional generic chemotherapy.

Although overall survival (OS) data remains immature for DESTINY-Breast06 at the median follow-up of 18.6 months, the lack of early
separation suggests patients who received T-DXd may be living longer.

T-DXd in patients with aggressive disease

Notably, approximately 90% of the DESTINY Breast06 population had visceral disease—a group historically underserved by
existing chemotherapy options [11]. The improved PFS and higher ORR with T-DXd in this cohort highlight its potential to address this
critical unmet need. In addition, the clinical benefits of T-DXd were also consistent across key subgroups, including those defined by
the number of metastatic sites, time to progression on first-line ET, and type of endocrine resistance. These findings support consistent
efficacy of T-DXd across diverse HR+ HER2-low/ultralow patient profiles.

Safety is as expected

From a safety standpoint, no new concerns emerged in DESTINY Breast06 compared to previous trials using T-DXd. Interstitial
lung disease (ILD)/pneumonitis remains the most important adverse event of special interest. However, clinicians have increasing
experience managing this risk given the broader use of T-DXd in HER2-positive disease. Furthermore, multiple international and
country-specific guidelines—including Canadian-specific recommendations—are now available to support early recognition and
management of ILD in clinical practice [14].

Overall

Overall, the DESTINY Breast06 results support the positioning of T-DXd as the preferred option over chemotherapy in HR+ HER2-low
and ultralow disease immediately following ET-based therapy resistance, particularly in patients with visceral involvement with superior
efficacy, manageable safety, and consistent benefit across subgroups compared to conventional generic chemotherapy. Reflecting
this, T-DXd has recently received expanded approval in both Europe [15] and the United States [16] for use in the metastatic
setting without the prior requirement of chemotherapy, and in both HER2-low and ultralow populations—further reinforcing its growing
role in clinical practice.

Thus, based on the results of DESTINY-Breast-06 and our clinical experience, we recommend that T-DXd be made available
as a treatment option immediately after endocrine therapy resistance in the transition to first chemotherapy treatment for
patients with HR+/HER2-low or ultralow advanced or metastatic breast cancer [11].

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 T-DXd in patients with HR+/HER2-low or ultralow advanced or metastatic breast cancer who have exhausted
endocrine-therapy having had at least one prior ET-based treatment in the advanced setting. This population has been shown to
clearly derive PFS and ORR benefits [11]. We also recommend this target population where progression of disease is within 24
months on adjuvant ET.

Least suitable patient populations would include those ineligible for the DESTINY Breast06 study or whom have a contraindication to
T-DXd. [11,17]

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 for recurrence would occur when clinically indicated, as per the current standard of care for post-ET setting.
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5.4 What factors should be considered when deciding to discontinue treatment with the drug
under review?

T-DXd therapy should be discontinued at the first evidence 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 treatment recommendation and monitoring of T-
DXd therapy.

6. Additional Information

Scoring HER2 expression across the full spectrum (including HER2-low and ultralow)

The 2023 ASCO/CAP guideline update provides additional clarity for reporting HER2 IHC 1+, IHC 2+/ISH- results, and outlines best
practices for distinguishing HER2-low and ultralow from truly HER2-negative disease [5]. While HER2-low tumors can often be inferred
from current reporting, HER2-ultralow status is not routinely captured in clinical practice. The updated guidelines aim to support more
precise classification by encouraging standardized scoring criteria and the adoption of higher-sensitivity assays. Importantly, these
refinements can be integrated into existing pathology infrastructure, with the added emphasis on more sensitive and standardized
interpretation—leveraging assays and scoring tools that are now available.
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