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Summary of CADTH Recommendation

There is currently no funded triplet therapy for metastatic castration-
sensitive prostate cancer (MCSPC).

The PEACE-1 trial showed that abiraterone acetate and prednisone or
dexamethasone with docetaxel and androgen deprivation therapy
(ADT) showed improved overall and radiographic progression-free
survival in de novo mCSPC versus docetaxel and ADT, with a modest
increase in toxicity.

Patients identified a need for new, affordable treatments that can
prolong survival with less severe side effects than current therapies.

The CADTH Formulary Management Expert Committee (FMEC)
concluded that this therapy should be reimbursed for mCSPC. FMEC
noted that a lack of funded triplet therapies in this setting is an unmet
need that may be addressed by the new regimen.

While this therapy may cost more than doublet therapy, it will likely cost
less than other triplet therapies for mCSPC.
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What Is mCSPC?

Prostate cancer is the third leading cause of cancer death in males in Canada. Approximately 10%

of patients are diagnosed with locally advanced or de novo metastatic cancer. The disease will also
progress over many years in a subset of patients who initially had localized disease. mCSPC requires
androgens to sustain growth and can be controlled by reducing androgen levels to castrate levels.

What Did We Hear From Patients?

mCSPC and its treatments have negative impacts on daily life, such as detrimental effects on patients’
mental health at diagnosis, inconvenience of treatment, and adverse treatment events. Patients
expressed a need for additional treatment options that can prolong survival, have less severe side
effects, and are affordable.

Ia Refer to Patient Group Input section of the CADTH report.

What Did We Hear From Clinicians?

Current treatment options are not curative. New treatment options are needed that can delay disease
progression and prolong survival with acceptable toxicity profiles. The mechanisms of action of
abiraterone acetate, docetaxel, and ADT may complement each other to address the underlying
disease process.

@ Refer to Clinician Input section of the CADTH report.

What Did We Hear From the Pharmaceutical
Industry and Public Drug Programs?

One manufacturer of branded abiraterone noted that the subgroup of patients who would specifically
benefit from this treatment is unclear. Several other options are available in mCSPC, so the manufacturer
did not think there is an unmet need. The public drug programs provided questions related to treatment
implementation.

@ Refer to Industry Input and Drug Plan Input sections of the CADTH report.


https://www.cadth.ca/sites/default/files/DRR/2023/PX0298/Clinical%20and%20Pharmacoeconomic%20Combined%20Report.pdf#page=24
https://www.cadth.ca/sites/default/files/DRR/2023/PX0298/Clinical%20and%20Pharmacoeconomic%20Combined%20Report.pdf#page=24
https://www.cadth.ca/sites/default/files/DRR/2023/PX0298/Clinical%20and%20Pharmacoeconomic%20Combined%20Report.pdf#page=26
https://www.cadth.ca/sites/default/files/DRR/2023/PX0298/Clinical%20and%20Pharmacoeconomic%20Combined%20Report.pdf#page=27
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Deliberative Framework
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Decision Summary

Table 1: Why Did FMEC Make This Recommendation?

Decision node Vote Reason
(A) Yes (5) | ® No funded triplet therapy is available for mCSPC. Although the triplet therapy of
Is there a meaningful darolutamide plus docetaxel and ADT has received a positive recommendation from
unmet clinical need? PERC, this regimen is not currently funded by public drug programs.
No (2) e FMEC noted that the triplet therapy of darolutamide plus docetaxel and ADT is already
Health Canada—approved for mCSPC, as per the ARASENS trial. This regimen also
recently received a positive recommendation from pERC.
e Abiraterone acetate and prednisone or dexamethasone with docetaxel and ADT for
mCSPC is not currently a triplet therapy approved by Health Canada for this indication.
e The comparator used in the PEACE-1 trial (docetaxel and ADT) is not the current
standard of care for managing mCSPC in Canada.
® FMEC considered that the PEACE-1 study only included patients with de novo mCSPC,
whereas the ARASENS study also enrolled patients with metachronous disease.
(B) Yes (5) | ® The PEACE-1 study enrolled more than 700 patients with de novo mCSPC.
Does the evidence e Although the PEACE-1 study was not designed for regulatory purposes, FMEC
support a considered that the study methodology was adequate to assess the triplet therapy
recommendation for under review. Treatment stratifications were justified based on changes in standard of
the entire population care during the study duration.
uqder conS|dera;t|on for * FMEC noted that in the PEACE-1 trial, abiraterone acetate and prednisone or
reimbursement dexamethasone with docetaxel demonstrated clinical benefit, including improved
Population under overall survival and disease control in patients with de novo mCSPC.
consideration for
reimbursement: Adults
aged 18 years or older
with de novo mCSPC
No (2) * Some FMEC members questioned the statistical power to conclude whether patients
with low-risk or small-volume disease benefited from treatment to the same extent as
patients with high-risk or high-volume disease.
* Some FMEC members considered the quality of the evidence to be suboptimal.
FMEC commented that the PEACE-1 study that assessed abiraterone acetate and
prednisone or dexamethasone with docetaxel and ADT therapy was limited by: the
varied use of docetaxel throughout the study leading to potential bias, multiple
protocol changes, and potential enrolment bias.
(D) Yes (7) | ® FMEC noted a lack of other publicly funded triplet therapies for mCSPC and
Is there reasonable highlighted this as an unmet need. Based on high enrolment in the trial, study
confidence in the duration, and appropriate treatment stratification, FMEC felt that the PEACE-1 trial
evidence base? results were sufficient to show better efficacy in the study population, but also to be
extrapolated to all patients with mCSPC.
® FMEC concluded that this regimen should be used by patients aged 18 years or older
with de novo mCSPC, as well as those with metachronous disease.
No (0) -

ADT = androgen deprivation therapy; FMEC = Formulary Management Expert Committee; mCSPC = metastatic castration-sensitive prostate cancer; PAG = Provincial
Advisory Group; pERC = pCODR Expert Review Committee.
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Full Recommendation

FMEC recommends that abiraterone acetate and prednisone or dexamethasone be reimbursed for the
treatment of adults with mCSPC, in combination with docetaxel and ADT.

Feedback on Draft Recommendation

CADTH received feedback on the draft recommendation from Janssen Inc. This feedback was reviewed
in conjunction with CADTH's Provincial Advisory Group (PAG), and a request for reconsideration on the
draft FMEC recommendation was not received from PAG.

FMEC Information

Members of the committee: Dr. Emily Reynen (Chair), Dr. Alun Edwards, Ms. Valerie McDonald,
Dr. Jim Silvius, Dr. Marianne Taylor, Dr. Maureen Trudeau, Dr. Dominika Wranik, and Dr. Eric Winquist
(guest specialist)

Meeting date: June 29, 2023

Conflicts of interest: None



The information in this document is intended to help Canadian health care decision-makers, health care professionals, health systems leaders,
and policy-makers make well-informed decisions and thereby improve the quality of health care services. While patients and others may access
this document, the document is made available for informational purposes only and no representations or warranties are made with respect to
its fitness for any particular purpose. The information in this document should not be used as a substitute for professional medical advice or as
a substitute for the application of clinical judgment in respect of the care of a particular patient or other professional judgment in any decision-
making process. The Canadian Agency for Drugs and Technologies in Health (CADTH) does not endorse any information, drugs, therapies,
treatments, products, processes, or services.

While care has been taken to ensure that the information prepared by CADTH in this document is accurate, complete, and up-to-date as at the
applicable date the material was first published by CADTH, CADTH does not make any guarantees to that effect. CADTH does not guarantee and
is not responsible for the quality, currency, propriety, accuracy, or reasonableness of any statements, information, or conclusions contained in
any third-party materials used in preparing this document. The views and opinions of third parties published in this document do not necessarily
state or reflect those of CADTH.

CADTH is not responsible for any errors, omissions, injury, loss, or damage arising from or relating to the use (or misuse) of any information,
statements, or conclusions contained in or implied by the contents of this document or any of the source materials.

This document may contain links to third-party websites. CADTH does not have control over the content of such sites. Use of third-party sites is
governed by the third-party website owners’ own terms and conditions set out for such sites. CADTH does not make any guarantee with respect
to any information contained on such third-party sites and CADTH is not responsible for any injury, loss, or damage suffered as a result of using
such third-party sites. CADTH has no responsibility for the collection, use, and disclosure of personal information by third-party sites.

Subject to the aforementioned limitations, the views expressed herein are those of CADTH and do not necessarily represent the views of
Canada's federal, provincial, or territorial governments or any third-party supplier of information.

This document is prepared and intended for use in the context of the Canadian health care system. The use of this document outside of Canada
is done so at the user’s own risk.

This disclaimer and any questions or matters of any nature arising from or relating to the content or use (or misuse) of this document will
be governed by and interpreted in accordance with the laws of the Province of Ontario and the laws of Canada applicable therein, and all
proceedings shall be subject to the exclusive jurisdiction of the courts of the Province of Ontario, Canada.

The copyright and other intellectual property rights in this document are owned by CADTH and its licensors. These rights are protected by the
Canadian Copyright Act and other national and international laws and agreements. Users are permitted to make copies of this document for
non-commercial purposes only, provided it is not modified when reproduced and appropriate credit is given to CADTH and its licensors.
Confidential information in this document may be redacted at the request of the sponsor in accordance with the CADTH Drug Reimbursement
Review Confidentiality Guidelines.
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CADTH was established by Canada’s federal, provincial, and territorial governments to be a trusted source of independent information and
advice for the country’s publicly funded health care systems. Health administrators and policy experts rely on CADTH to help inform their
decisions about the life cycle management of drugs, devices, and services used to prevent, diagnose, and treat medical conditions.

CADTH receives funding from Canada’s federal, provincial, and territorial governments, with the exception of Quebec.
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