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Dear Association of Dutch Healthcare Insurers,

The National Health Care Institute has carried out a reassessment of the
perioperative use of pembrolizumab (Keytruda®) in the treatment of certain
patients with triple-negative breast cancer (TNBC) based on the final results of
the published KEYNOTE-522 study that has now been published.

Registered indication

For the treatment of adults with locally advanced or early triple-negative breast
carcinoma with a high risk of recurrence. Initially as neoadjuvant treatment in
combination with chemotherapy. Then continued as monotherapy for adjuvant
treatment after surgery.

Background

In May 2023, the Association of Dutch Healthcare Insurers requested the National
Health Care Institute to define the above-mentioned indication-expansion of
pembrolizumab due to uncertainties about its effectiveness. In the initial
assessment of pembrolizumab (dated 23 May 2024), based on the data presented
at the time, and following advice from the Scientific Advisory Board (WAR), the
National Health Care Institute concluded that the added value of pembrolizumab
in the perioperative (neoadjuvant plus adjuvant) setting did not meet the legal
criterion of ‘established medical science and medical practice’ (SWP).

In the initial assessment, the National Health Care Institute also assessed the use
in the neoadjuvant setting only, in accordance with the positioning by Dutch
breast cancer experts. The problem is that the KEYNOTE-522 study is not
designed to research the neoadjuvant use of pembrolizumab separately. All
patients received, in principle, adjuvant treatment as well. On the basis of the
available data, it was concluded that the added value in the neoadjuvant setting
alone could not be established and, therefore, the SWP criterion was not met.
However, the National Health Care Institute advised the then Minister for Medical
Care to temporarily reimburse the neoadjuvant use of pembrolizumab as an
addition to breast cancer surgery, on the condition of further research. This is due
to the fact that the medicinal product may increase the survival rate of young
women, and Dutch breast cancer specialists also endorsed the neoadjuvant use of
pembrolizumab.
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However, the Minister decided not to adopt the advice of the National Health Care
Institute and to wait for new study data from the marketing authorisation holder.
It was estimated that it was not useful to extend the policy for conditional
inclusion, as this would take longer than waiting for new data.

Explanation

Based on the most recent results of the KEYNOTE-522 study, it can be concluded
that the perioperative use of pembrolizumab, added to standard treatment in
patients with early-stage high-risk TNBC, now meets the legal criterion of SWP.

Perioperative use of pembrolizumab results in clinically relevant longer survival.!
Median overall survival in both arms of the study was not achieved with a median
duration of follow-up of more than 6 years. A total of 200 of the 1,174 patients
(17.0%) died, of which 115 of 784 (14.7%) in the pembrolizumab arm and 85 of
389 (21.8%) in the placebo arm (p = 0.002). The absolute survival gain is 7.1%
and thus meets the clinical relevance limits of the cieBOM (> 5%).

No new data on quality of life and adverse effects have been published. The
previous assessment concluded that the quality of life appeared to be maintained
in the long term. And that the addition of pembrolizumab resulted in a clinically
relevant increase in the serious adverse effects related to the treatment and a
clinically relevant increase in the number of discontinuations due to adverse
events. This was particularly true in the neoadjuvant phase due to the
combination with different chemotherapy regimens. Given the desirable effects,
the National Health Care Institute considers the undesirable effects to be
acceptable.

Notes

There is increasing evidence that neoadjuvant treatment with immunotherapy is
more effective than adjuvant treatment. Due to the perioperative design of the
KEYNOTE-522 study, it cannot be determined what the adjuvant part of
pembrolizumab treatment contributes to the survival benefit. However, the longer
treatment duration can lead to more (sometimes lasting) side effects and an
increase in costs due to hospital visits and increased use of scarce staff.

Since the start of the KEYNOTE-522 study, the standard treatment in the
Netherlands has changed. If there is a pathological (almost) complete response
(pCR) after surgery, there is an individual low risk of disease recurrence and the
patient is not treated but actively monitored (‘wait and see'). In the Netherlands,
patients with residual disease receive capecitabine after surgery (=adjuvant).
Based on the KEYNOTE-522 study, no statement can be made about the added
value of adjuvant pembrolizumab in Dutch treatment practice. Also, the design of
this study does not allow for a statement on how the effectiveness of adjuvant
pembrolizumab compares to the current adjuvant treatment with capecitabine for
patients without pCR.

Based on the above considerations and the current available study results, breast
cancer specialists have taken the view that pembrolizumab should not be
administered as an adjuvant in early-stage high-risk TNBC patients achieving

1 Schmid P, Cortes J, Dent R, McArthur H, Pusztai L, Kimmel S, et al. Overall Survival with
Pembrolizumab in Early-Stage Triple-Negative Breast Cancer. N Engl J Med. 2024.
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pCR, and that the value of adjuvant pembrolizumab should be investigated in National Health Care

patients without PCR following neoadjuvant chemo-immune therapy.? z';s:““te
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that the perioperative use of pembrolizumab in patients with early-stage TNBC 28 January 2025

now meets the legal criterion of SWP. o
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In view of the caveats outlined above, we support the position of breast cancer

specialists not to apply the adjuvant application of pembrolizumab in specific

patients, i.e. those with early-stage high-risk TNBC that achieve pCR.
We support the initiative of breast cancer specialists to research whether
pembrolizumab is also effective in an adjuvant setting in Dutch treatment practice

in a subgroup of patients with residual disease after surgery.

Yours sincerely,

M.J. Janssen
Chairperson of the Executive Board

2 Pembrolizumab and chemotherapy in neoadjuvant and adjuvant setting in triple-negative breast carcinoma.
NVMO CieBOM: electronic publication date 12 December 2024.
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