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Generic Drug Name (TRUQAP™): Capivasertib

Indication: TRUQAPTM (capivasertib tablets), in combination with fulvestrant, is indicated for the
treatment of adult females with hormone receptor (HR) positive, human epidermal growth factor
receptor 2 (HER2) negative locally advanced or metastatic breast cancer with one or more
PIK3CA/AKT1/PTEN alterations following progression on at least one endocrine-based regimen in
the metastatic setting or recurrence on or within 12 months of completing adjuvant therapy.

Name of Clinician Group: REAL Canadian Breast Cancer Alliance

Author of Submission: <Dr. Mita Manna>

1. About Your Clinician Group

The REAL (Research Excellence Active Leadership) Canadian Breast Cancer Alliance is a newly formed organization with the
goal of providing an ecosystem of academic leadership with the most impactful voice of breast cancer therapeutic recommendations
for timely health policy, funding, and consistent clinical adoption based on medical evidence to ensure optimal outcomes for breast
cancer patients across all provinces and territories in Canada.

REAL Alliance consists of a multidisciplinary breast oncology expert membership (nucleus committee) who have established a
partnership with Breast Cancer Canada with the vision to improve breast cancer outcomes in Canada. REAL members aim to work
alongside health policy makers, clinicians, and patients, to ensure evidence-based, equitable breast cancer management is
delivered.

Mission statement: “When research meets the real world, we save lives.”

2. Information Gathering

Our members met virtually and exchanged views via email to discuss our clinical recommendations for capivasertib. We
recommend that capivasertib be accessible to all adult patients with hormone receptor-positive (HR+), human epidermal growth
factor 2-negative (HER2-) metastatic breast cancer with one or more PIK3/AKT1/PTEN alterations in the second-line setting
and in the first-line setting for patients who relapse on or within 12 months of completing adjuvant endocrine therapy. Using
this CADTH template, our recommendations were compiled to reflect our clinical opinion on what we believe is best for our patients.
Our opinion is based on literature review, data from clinical trials and recent international congresses, as well as our collective clinical
experience. We urge CADTH to consider our clinical recommendation in this document along with the submissions put forward by
patient advocacy groups to make an informed decision regarding the place in therapy for capivasertib in patients with HR+/HER2—
metastatic breast cancer.

3. Current Treatments and Treatment Goals

Breast Cancer in Canada
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Breast cancer is the leading cause of cancer among Canadian women. In 2023, the Canadian Cancer Society estimated that 29,400
Canadian women would be diagnosed with breast cancer, representing 26% of all new cancer cases in women. It was also estimated
that 5,400 Canadian women would die from breast cancer in 2023, accounting for 13% of all cancer deaths in women for that year."
Additionally, 260 Canadian men were estimated to be diagnosed in 2023, with 55 anticipated deaths.! Although most women are
diagnosed with early stage disease (>90%), many women who undergo several years of adjuvant therapy for early breast cancer still
have a persistent risk of distant recurrence and death from the disease.? Further, between 5-10% of women are initially diagnosed
with metastatic breast cancer.® Approximately 70-80% of metastatic breast cancers express the hormone receptor (HR) estrogen or
progesterone (or both) and do not overexpress the human epidermal growth factor receptor 2 (HER2); this subtype is classified as
HR+/HER2-.47

Therapeutic Goals

The selection of a therapeutic strategy depends on clinical factors and tumour biology, with the goal being a personalized approach.
Although a minority of patients with oligometastatic disease may benefit from an intensified locoregional approach, most patients with
advanced breast cancer receive systemic therapy consisting of chemotherapy, endocrine therapy (ET), targeted and/or biologic
therapies, and supportive care measures. The primary goals of systemic treatment for advanced breast cancer are: a) prolongation
of survival (progression-free survival [PFS] and overall survival [OS]); b) alleviation of symptoms, and maintenance or
improvement in quality of life; c) managing/minimizing toxicities associated with treatment; d) and delaying the initiation of
chemotherapy including the use of antibody drug conjugates (ADCs), which is a recognized clinical trial endpoint and a priority
for patients in this setting.%°

First-line and Adjuvant Treatment

Prior to 2016, the mainstay of treatment for HR+/HER2—- metastatic breast cancer in postmenopausal women was ET either with
tamoxifen, aromatase inhibitors (Als; anastrozole, exemestane, or letrozole), or fulvestrant, combined with ovarian suppression in
premenopausal women.” In the last decade, the focus has been on developing targeted therapies, including cyclin-dependent kinase
4 and 6 (CDK4/6) inhibitors. ET combined with a CDK4/6 inhibitor is now the standard-of-care (SOC) for HR+/HER2- metastatic
breast cancer, with improved PFS and OS and a favorable toxicity profile seen in several trials.®® ET alone in the first-line setting
should be reserved for the small group of patients with comorbidities or a performance status (PS) that prevents the use of
combinations with a CDK4/6 inhibitor. Historically, chemotherapy has been favored in patients with visceral metastases, however,
evidence indicates that ET plus CDK4/6 inhibitors is also beneficial in this setting.'®

In the adjuvant setting, use of ET has proven beneficial to reduce breast cancer recurrence.'! Similar to the metastatic setting, there
is growing evidence that the addition of CDK4/6 inhibitors in adjuvant therapy increases benefits for patients with HR+/HER2- early
breast cancer at higher risk of relapse.'>'3 Currently abemaciclib is indicated in combination with ET for select high risk patients in
Canada.™

Second-line Treatment

Selection of therapy (chemotherapy versus continuation of ET-based therapy) is based on disease aggressiveness, extent and
function of affected organs, and consideration of the associated toxicity profile. Although the optimal sequence after progression on
first-line treatment is not well defined, several strategies are possible and are primarily guided by tumour genomics, including
PIK3CA mutations, estrogen receptor 1 (ESR1) mutations, and germline BRCA1/2 mutations. Evidence-based options for second-
line therapy include exemestane-everolimus, tamoxifen-everolimus, fulvestrant-everolimus, or chemotherapy.2° Notably, none of
these treatment options have demonstrated an OS benefit and all are associated with tolerability issues. Furthermore, BOLERO-2
(everolimus plus exemestane) was conducted before the availability of CDK4/6 inhibitors. More recently, new targeted therapies
have been investigated, including alpelisib plus fulvestrant (for PIK3CA-mutated tumours), or poly-(ADP-ribose)-polymerase (PARP)
inhibitors for tumours harbouring germline BRCA1/2 mutations.®® In Canada, alpelisib plus fulvestrant has received Health Canada
approval, though there is no public funding and thus limited access for patients. This implies that a significant number of patients with
PIK3CA-mutated breast cancer will not have access to this combination.

Later-line Treatment
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For women who progress after two lines of ET, treatment must be individualized based on their prior treatment response, tumour
burden, and preferences. Options include chemotherapy and ADCs (sacituzumab govitecan and trastuzumab deruxtecan). For
patients who are asymptomatic with slowly progressive disease, continuation of ET is reasonable, and tamoxifen may be an
appropriate later-line option.8°

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.

The focus of this submission is patients in the second-line setting (i.e., those who have relapsed on first-line therapy in the
metastatic setting) and patients who relapse on or within 12 months of completing adjuvant ET. While the combination of ET
and CDKA4/6 inhibitor has significantly improved PFS and OS as compared to ET alone in the first-line setting most patients will
experience disease progression, and treatment options with survival benefit and good tolerability are limited.%'® Thus, the
treatment goals that are not being met by currently available treatments in this population are OS, maintenance of quality of life,
minimizing toxicities, and delaying the onset of chemotherapy.

Patients who relapse on or within 12 months of completion of adjuvant endocrine therapy are a particularly difficult patient
population as they likely have more aggressive disease and/or a certain degree of endocrine resistance where estrogen receptor
dysregulation may be more effective.'®'® Not all patients respond to available treatments and patients may become refractory to
current treatment options; thus, additional 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?

AKT is the key signaling node of the phosphatidylinositol 3-kinase (PI3K)-AKT—PTEN pathway.'” This pathway is of particular
interest in the second-line setting as it is overactivated in approximately 50% of HR+/HER2- breast cancers by means of activating
mutations in PIK3CA and AKT1 and inactivating mutations of the tumour suppressor PTEN.'8-20 While some alterations may be
present at the time of diagnosis of metastatic disease, they can also develop in response to selection pressure during first-line
treatment (e.g., with CDK4/6 inhibitors).?!22 AKT signaling may also be activated in the absence of genetic alterations in patients with
endocrine resistance.?-2% The inhibition of this pathway has led to the regulatory approval of the PI3K a-selective inhibitor alpelisib,
combined with fulvestrant, in PIK3CA-mutant tumours.26-28 However, there is limited data about efficacy after CDK 4/6 inhibition and
there is currently no public access to alpelisib in Canada.

More recently, capivasertib, an oral small molecule inhibitor of all 3 AKT isoforms (AKT1/2/3), has received Health Canada approval
based on the results of the CAPItello-291 clinical trial (NCT04305496) for tumours harbouring alterations in the AKT pathway
(PI3K/AKT/PTEN), and in tumours reliant on signaling via this pathway for survival.2%:30

Recommendation

We recommend that capivasertib (in combination with fulvestrant) be made available as a treatment option for all patients
(men and pre, peri, and postmenopausal women) who have HR+/HER2- metastatic breast cancer and have progressed on
first-line SOC treatment in the metastatic setting or have progressed on or within 12 months after completing adjuvant ET
and have one or more PIK3/AKT/PTEN alterations. Capivasertib is a first-in-class medication that works to block all 3
isoforms of the cancer-driving protein, AKT (AKT1/2/3).3

The median PFS, OS, and quality of life results of CAPItello-291 are the basis for our recommendation.'” Capivasertib (in
combination with fulvestrant) would be preferred to alpelisib and would replace everolimus in the CADTH algorithm in the second-line
setting for patients with one or more PIK3/AKT/PTEN alterations. This would allow us to offer our patients a treatment with
demonstrated OS and improved tolerability.

CADTH Clinician Group Input Template CADTH Reimbursement Reviews 3
March 2022



CADTH

Even though the mechanism of action of capivasertib is at a different place in the PI3K—AKT—PTEN pathway than alpelisib (i.e.,
inhibiting AKT isoforms versus inhibiting PIK3 kinase) they do share some common toxicities. The ESMO guidelines note that
“toxicity was increased substantially in the alpelisib arm, especially hyperglycemia, rash, gastrointestinal (Gl) toxicity

(nausea, vomiting, loss of appetite, mucositis, diarrhea) and fatigue, which led to dose reductions/interruptions in ~70% and
discontinuations in 25% of patients.”?8

The ASCO Rapid Update addresses this issue as follows: “There are no comparative efficacy data for choosing a PIK3CA targeted
option for those who are potential candidates for capivasertib or alpelisib treatment. For such patients, the Panel recommends
selecting the targeted agent based on perceived risk-benefit considerations such as hyperglycemia, diarrhea, or treatment
discontinuation for adverse events (AEs) (Evidence quality: Low; Strength of recommendation: Weak).” The ASCO Rapid Update
noted the rates of Grade 3 or greater AEs as follows: diarrhea (9.3% capivasertib vs 6.7% alpelisib), rash (12.1% capivasertib vs
9.9% alpelisib), and hyperglycemia (2.3% capivasertib vs 36.6% alpelisib).

The clinical trial efficacy evidence for capivasertib is superior to that of alpelisib. And it is our opinion that capivasertib is better
tolerated than alpelisib and that the monitoring to mitigate AEs is clear.

Everolimus (in combination with exemestane) is currently a second-line treatment option in the CADTH algorithm. The final analysis
of BOLERO-2 failed to demonstrate an OS advantage with everolimus.?® Of the patients in the everolimus treatment arm, 40%
experienced a treatment-related Grade 3/4 AE (compared to 8% in the placebo group) and 30% of patients discontinued treatment
due to an AE (compared to 5% in the placebo arm). Furthermore, BOLERO-2 was conducted prior to the CDK4/6 inhibitor era and
thus the patient population is completely different than the patients we treat every day. Thus, capivasertib is a preferred treatment
option over everolimus.

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 that the patients most likely to benefit from treatment with capivasertib are those who meet the CAPItello-291 study
criteria, including patients progressing on or within 12 months of adjuvant endocrine therapy. These patients can be identified by the
primary treating physician based on diagnosis, clinical examination, physician judgment, and appropriate genomic testing for
alterations. Patients most likely to respond would be those with relevant pathway alterations (PIK3, AKT, PTEN). Patients with
contraindications (uncontrolled medical conditions) or other diseases severely limiting their expected survival, or with ECOG PS 3-4
would not be appropriate for treatment. Companion diagnostic tests would need to be accessible to assess for alterations in the
above pathway. Treatment would be continued if demonstrating clinical benefit (response or stable disease) and tolerability until
disease progression.

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?

Assessing Treatment Response
The outcomes used in the CAPltello-291 study were aligned with clinical practice.

In practice, we monitor treatment response by considering changes in symptoms, physical findings, or tumour markers, as well as
evidence of disease progression based on serial imaging, with scans usually performed at least every 3 months initially. Treatment is
continued if the disease is either stable or responding radiographically according to Response Evaluation Criteria for Solid Tumours
(RECIST) 1.1.

We consider the following outcomes as clinically meaningful responses:
»  Stabilization or reduction in the frequency or severity of symptoms (e.g., pain, dyspnea)
*  Maintenance or improvement of performance status

» Ability to maintain or increase activities of daily living
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»  Tumour radiographic response with either stabilization of disease or response by RECIST 1.1 criteria.

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

Capivasertib would be discontinued upon evidence of disease progression by RECIST 1.1 criteria or the occurrence of severe toxicity
not amenable to treatment. The CAPItello-291 trial criteria for discontinuation would serve as guidance.

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]?

As for any breast cancer, many clinicians may be involved in the diagnosis of metastatic disease. However, capivasertib should only
be prescribed by physicians with expertise in the management of systemic cancer therapies and monitoring conducted by
oncologists or their teams, which may include advance practice nurses, oncology pharmacists and general practitioners in oncology.

6. Additional Information

Nothing to include.
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