Adjuvant pembrolizumab following kidney cancer surgery
A novel patient decision aid to facilitate shared decision-making

The PtDA was first drafted in 2023, after the
30-monith followup publication of KEYNOTE-564.° The
steering committee members were sent the PtDA draft.
Multiple rounds of iterative feedback were required to
make revisions until consensus was reached.

Once the PtDA draft was complete, alpha-testing
was performed with additional representatives of the
stakeholder groups using a validated online survey of
10 questions.® Alpha-testing is also known as accept-
ability testing, and is performed to assess whether the
PtDA is acceptable to stakeholders. The results of the
alpha-testing were reviewed and used to optimize

Kristen McAlpine', Christine Collins?, Simon Tanguay?,
Aly-Khan A. Lalani?, Lori A. Wood®, Christian Kollmannsberger®,
Jennifer Jones’, Rahul Bansal®, Dawn Stacey”!®, Luke T. Lavallée!®!"

'Department of Surgery, University of Toronto, Toronto, ON, Canada; *Kidney Cancer Canada;
*Department of Surgery, McGill University, Montreal, QC, Canada; ‘Department of Oncology,
McMaster University, Hamilton, ON, Canada; *Department of Medicine, Dalhousie University,
Halifax, NS, Canada; *Department of Medicine, University of British Columbia, Vancouver, BC,
Canada; "Department of Supportive Care, Princess Margaret Cancer Centre Toronto, ON,
Canada; ®Division of Urology, McMaster University, Hamitton, ON, Canada; “School of Nursing,
University of Ottawa, Ottawa, ON, Canada; '°Ottawa Hospital Research Institute, University of
Ottawa, Ottawa, ON, Canada; ''Division of Urology, University of Ottawa, Ottawa, ON, Canada

Cite as: McAlpine K, Collins C, Tanguay S, et al. Adjuvant pembrolizumab following kidney
cancer surgery: A novel patient decision aid to facilitate shared decision-making. Can Urol Assoc |
2025;19(6):205-7. http://dx.doi.org/10.5489/cuaj.9073

INTRODUCTION

In KEYNOTE-564, patients with clear-cell renal cell
carcinoma (ccRCC) at increased risk of recurrence
after surgery were randomized to adjuvant pembro-
lizumab or placebo." The trial reported a statistically
significant improvement in disease-free survival (DFS)
(hazard ratio [HR] 0.72, 95% confidence interval [Cl]
0.59-0.87) and overall survival (OS) (HR 0.62, 95%
Cl 0.44-0.87) in favor of adjuvant pembrolizumab;'
however, there was an increased risk of grade 3-4
adverse events in patients receiving pembrolizumab
(18.6% vs. 1.2%)." For this reason, patients may debate
if adjuvant therapy is best for them.

For challenging healthcare decisions, patient deci-
sion aids (PtDA) can be used as clinical tools to facili-
tate shared decision-making between a patient and
their clinician.? A critical component of a PtDA is the
ability of the tool to help patients clarify and communi-
cate their informed individual values and preferences.?

Following the report of KEYNOTE-564, Kidney
Cancer Canada engaged with a team of kidney cancer
and decision aid experts to develop a PtDA address-
ing the decision of whether or not to receive adjuvant
pembrolizumab after kidney cancer surgery.

METHODS

The development of this PtDA followed the
International Patient Decision Aids Standards (IPDAS)
and the Ottawa Decision Support Framework.>* A
steering committee of stakeholders was assembled.
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the PtDA.

Prior to the release of the adjuvant pembrolizumab
PtDA, a manuscript of KEYNOTE-564 results with
updated OS, DFS, and adverse effects rates was pub-
lished in April 2024." Consequently, the PtDA was
revised to include this data. The updated PtDA was
then circulated to all steering committee members to
obtain feedback and gain final consensus.

RESULTS

The steering committee consisted of members of the
Kidney Cancer Research Network of Canada (KCRNC),
including four urologists, three medical oncologists,
two methodologic experts, and one patient advocate.
Alpha-testing of the PtDA was completed with addi-
tional stakeholders not part of the steering committee,
including nine patient advocates, three urologic oncolo-
gists, five medical oncologists, and two methodologic
experts. The results of the alpha-testing survey were
reviewed and the participants reported agreement with
the content of the PtDA.

The language was felt to be easy to follow by 18
of 19 responders (94%). All responders felt that the
PtDA would be a useful tool for a patient facing this
decision (19/19, 100%). The majority of responders
felt the information on the PtDA was well-balanced
between the treatment options (15/19, 79%), with
three responders reporting they felt the PtDA was
biased towards receiving adjuvant pembrolizumab
(3/19, 16%) and one responder reporting they felt
the PtDA was biased towards not receiving adjuvant
pembrolizumab (1/19, 5%).
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Narrative feedback was reviewed and used to
update the PtDA. This included addressing all com-
ments and feedback from responders who felt the
PtDA was biased to ensure the final tool was as bal-
anced as possible. Additional information regarding
the risks of overtreatment for patients receiving adju-
vant pembrolizumab and the limitations of treatment
options for patients who do recur when receiving adju-
vant pembrolizumab were added to the PtDA.

The final adjuvant pembrolizumab PtDA was 19
pages and included the necessary elements of a high-
quality PtDA, including: 1) explicit statement of the
decision to be made; 2) presentation of the manage-
ment options; 3) probabilities for harms and benefits of
each management option; and 4) a values clarification
exercise to help patients clarify and communicate their
values and preferences.” The language used was at a
seventh-grade reading level.

The adjuvant pembrolizumab PtDA is posted
on the Kidney Cancer Canada website in English
(https://online.fliphtml5.com/fexz/risp/#p=1) and French
(https:/fonline.fliphtml5.com/fexziwtdu/#p=1) and a paper
version is available to any requesting patients or clini-
cians. In addition, it is freely available on the Ottawa
Hospital Research Institute's A-to-Z PtDA Inventory
at https://decisionaid.ohri.cal/docs/das/Adjuvant%20
Pembrolizumab%20PtDA%20McAlpine%6202024 1 008.pdf.

DISCUSSION

A multidisciplinary team of KCRNC members created
an evidence-based PtDA to support eligible patients
who are deciding if they should receive adjuvant pem-
brolizumab after kidney cancer surgery. This PtDA
development process followed a systematic approach
and was deemed to be acceptable by stakeholders.??

The decision about receiving adjuvant pembro-
lizumab following kidney cancer surgery is complex.
Following surgical resection of ccRCC, many patients
are cured, and their cancer will never recur. For these
patients, receiving adjuvant pembrolizumab is overtreat-
ment, exposing them to potentially lifelong toxicities of
systemic therapy with no benefits.”

Alternatively, for patients who were ultimately going
to relapse, adjuvant pembrolizumab may delay or prevent
recurrence and thus, prolong survival; however, at this
time, it is not possible to accurately predict which patients
will recur and which will not. Therefore, the choice to
receive adjuvant therapy requires a personalized approach
that considers the unique patient's values and preferences.

This PtDA was created and tested to facilitate shared
decision-making for patients facing this challenging deci-
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sion and is, to our knowledge, the only available PtDA
available to facilitate the decision regarding adjuvant
pembrolizumab. Specifically, the PtDA describes poten-
tial positive and negative patient outcomes, including
rates of DFS and OS for each group, as well as serious
and common adverse events, presented with patient-
friendly diagrams and language.

The role of adjuvant therapy following surgery
for ccRCC for patients at high risk of recurrence is
still debated. Some clinicians remain understandably
skeptical regarding the benefits of adjuvant pembroli-
zumab because the results of KEYNOTE-564 are not
consistent with all other adjuvant immunotherapy tri-
als for patients with RCC.2 Also, a limitation of the
KEYNOTE-564 trial is that the treatment received by
patients who recurred in the control group may not
have always been the standard of care based on current
practices. As a result, clinicians postulate that treating
patients who recur with standard-of-care therapies at
the first sign of recurrence may lead to similar survival
outcomes, while avoiding the toxicity of adjuvant ther-
apy for many patients who were never going to recur.

An additional concem is that some patients will recur
during or shortly after receiving adjuvant pembrolizum-
ab and may no longer be eligible to receive therapies
proven to be most effective in the metastatic setting
because they received adjuvant pembrolizumab. Despite
this controversy, urologists are responsible for educat-
ing and managing patients who are eligible to receive
adjuvant therapy after surgery and need to ensure the
best available data is presented to patients. Our PtDA
aims to facilitate this complex discussion in an unbiased
fashion to truly support shared decision-making.

Strength and limitations

The strength of this PtDA development and testing
is the evidence-based approach by a team of indi-
viduals with experience creating high-quality PtDAs;
however, this must be balanced with the limitations
of this project.

First, the alpha-testing of this PtDA was done with
urologic and medical oncologists involved with KCRNC,
as well as patient advocates identified by Kidney Cancer
Canada. At the time of the PtDA development and
testing, there were very few patients who had faced the
decision of whether to receive adjuvant pembrolizumab
after kidney cancer surgery. As such, we relied on the
feedback of patient advocates to elicit the patient's
perspective on our PtDA content. It is possible that the
opinions of these stakeholders are not representative
of patients or stakeholders in other settings.
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Second, although we used a well-tested PtDA
template known to improve patient outcomes and
completed acceptability testing of this PtDA, we did
not evaluate this PtDA via beta-testing; this may be
explored in a future study.” By not completing beta-
testing, the real-world validity of the PtDA is not yet
known.

CONCLUSIONS

We have created a novel, evidence-based PtDA to
facilitate shared decision-making for patients choosing
between adjuvant pembrolizumab or observation after
kidney cancer surgery at increased risk of recurrence.
This tool is freely accessible for use at https://decisionaid.
ohri.caldocs/das/Adjuvant%20Pembrolizumab%20
PtDA%20McAlpine%202024 1 008.pdf.
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