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Date 11 February 2025 F. van Heesch
Re: additional advice on the conditional inclusion of teduglutide VTgeneesmiddelen@zinl.nl
(Revestive®) for short bowel syndrome

Dear Ms Agema,

Based on our advice of 21 September 2023!, your predecessor identified
teduglutide (Revestive®), for the treatment of a specific selection of patients
aged 6 months and older with short bowel syndrome, as a potential candidate for
conditional inclusion (CI) in the basic health care package of the Health Insurance
Act (Zvw). The parties subsequently made agreements in a covenant about
additional data collection linked to conditional inclusion and about the settlement
after the end of the conditional inclusion period.

We have established that all the conditions set out in the CI Framework Letter?
have been included in the covenant and that all the relevant parties have signed
the covenant. We estimate that the agreements made provide sufficient
guarantees for the conditional inclusion procedure to proceed carefully and
successfully. We assume that at the end of this 5-year CI procedure, it will be
possible to draw a conclusion on the established medical science and medical
practice of teduglutide based on the data from the prospective registry study (the
Revestive Monitor). We therefore recommend including teduglutide conditionally
in the basic health insurance package for 5 years for the treatment of patients
aged 6 months and older with short bowel syndrome and amending the
regulations correspondingly.

Firstly, CI is requested for patients with short bowel syndrome aged 18 years and
older who, following surgery, must be stable after a period of intestinal
adjustment (according to the starting criteria formulated in the position statement
issued by the professional association). In addition, the following should apply:

. Inflammatory Bowel Disease (IBD) as a cause of intestinal resection and
being dependent, at least 3 times a week, on total parenteral nutrition for at
least 12 months, or,

. A parenteral nutrition volume greater than 14 litres/week for at least 12
months.

1 Advice on a possible candidate for the conditional inclusion of teduglutide (Revestive®) | Advice | National
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Secondly, CI is requested for children aged 6 months to 18 years with short bowel
syndrome. For them, the selection criterion is that they are dependent on
parenteral support for at least 30% of their calorific and/or fluid and electrolyte
needs with no or minimal increase in enteral nutrition in the past 3 months or
more.

A maximum of 90 adults and children in the Netherlands are expected to be
eligible for teduglutide treatment. The participating treatment centre is the
Amsterdam UMC centre of expertise. There will likely be 3 other centres, which
currently also treat patients with short bowel syndrome, namely the UMC
Groningen, the UMC Radboud, and the Sophia Children's Hospital. Agreements
have already been reached with the current covenant parties on the possible
extension of the number of participating treatment centres.

If the National Health Care Institute concludes at the end of the CI period that
teduglutide meets the criterion of 'established medical science and medical
practice', the product will continue to be reimbursed from the basic health
insurance package. If the National Health Care Institute concludes that
teduglutide does not comply with ‘the established medical science and medical
practice’, then the product may no longer be reimbursed from the basic health
insurance after the end of the CI period. The stakeholders have agreed in the
covenant that they will acquiesce to that ruling. In that situation, teduglutide will
not be funded from the basic health care package anymore.

Please find attached the explanatory notes on which we based the advice that
teduglutide should be conditionally included in the basic health care package for
treating a specific group of patients aged 6 months and older with short bowel
syndrome.

Yours sincerely,

M.J. Janssen
Chairperson of the Executive Board

CC: the applicants/co-applicants submitting the request
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Annex 1. Explanatory notes on the advice for teduglutide

The covenant that has been drawn up covers the conditions listed in your
parliamentary letter about CI 1 of 22 October 2019. We briefly discuss those
elements of the covenant below that are crucial to the success of the conditional
inclusion procedure.

The intervention is related to teduglutide for the treatment of a specific group of>
patients aged 6 months and older with short bowel syndrome. In the initial
assessment of teduglutide in 2018, the National Health Care Institute concluded
that the product does not meet the established medical science and medical
practice based on uncertainties about the relevance of the effect for the patient.
Although a reduction in parenteral support (more than 20% volume reduction)
was measured in the teduglutide user group, the patients remained partially
dependent on parenteral nutrition. Furthermore, it was not clear to what extent
the measured effects are due to natural adaptation. No difference in quality of life
could be demonstrated between the teduglutide treatment group and the control
group.

1. Does the proposed main study address the evidence gap mentioned?
During the CI procedure, a registry study is performed with intra-patient
comparisons. Dutch patient data is included in this Revestive Monitor. The
outcome parameters in the registry are quality of life, volume and
dependence on parenteral support, stoma volume reduction in adults,
(cost of) care consumption, and lab results.

The patient population is small and highly heterogeneous. Attending
physicians indicate that the uncertainties of an intra-individual comparison
are less than the uncertainties of a comparison with a historical control
group. The inter-individual variations in the patient population that have a
major effect on the potential therapeutic outcomes of treatment (resection
of jejunum or ileum, remaining length of the intestine, ileo-caecal valve
present or not, colon present or not, age, sex, aetiology) are excluded by
applying an intra-patient comparison. The National Health Care Institute
acknowledges that randomisation and the application of a control group
are difficult because of the small indication area combined with the strong
heterogeneity of the disease, the absence of alternatives and the already
unconditional inclusion on the European market (no conditional) which
creates a patient and clinical equipoise. In addition, an indirect
comparison with a historic control is challenging, as it is a small indication
area and the disease is highly heterogeneous. The National Health Care
Institute therefore considers an intra-patient comparison appropriate in
this situation.

3 This is a patient:

- aged 18 years and older with

e®Inflammatory Bowel Disease (IBD) as a cause of intestinal resection who is dependent, at least 3 times a
week, on total parenteral nutrition for at least 12 months, or,

®a parenteral nutrition volume greater than 14 litres/week for at least 12 months.

- aged 6 months to 18 years who is dependent on parenteral support for at least 30% of their caloric and/or fluid
and electrolyte need with no or a minimal increase in enteral nutrition in the past 3 months, where natural
adaptation is excluded as far as possible (according to the starting criteria formulated by the professional
association).
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The National Health Care Institute has determined that a registry study
will answer the question posed in the evidence gap.

2. What difference in effect is considered clinically relevant by the parties

involved?
There is a clinically relevant effect if treatment with teduglutide compared
to the status before the start of teduglutide treatment (during usual care)
results in:

in adults:

e a clinically relevant improvement (decrease) by >18.4 points in the SBS-
QoL sum score and/or

e the patient has become independent of parenteral support for at least 2
days a week.

In addition, in patients with a stoma output greater than 1.5L/24h, a
reduction of at least 25% in stoma output is considered as a major outcome
parameter.

in children (6 months to 17 years):
a clinically relevant improvement of at least 4.4 points of the PedsQL
and/or
the patient has become independent of parenteral support at least 1 or
more days a week.

These criteria were prepared by the professional association in a position
statement of July 2022 on the use of peptide growth factors in patients
with bowel failure due to short bowel syndrome.

3. Will a secondary study be conducted?

Since all Dutch patients can participate in the main study, no secondary
study will be set up in this CI procedure.

4. Is it clear who will provide the care within the framework of the CI, and

has the Medical Ethics committee approved the implementation of the
secondary study?

The covenant states that patients are referred to the Amsterdam UMC for
participation in the registry. Other centres may, if they so wish, register
as a participating centre for the registry. In this case, the centre must
draw up a data-sharing agreement with the Amsterdam UMC and sign an
addendum to the covenant. The other covenant parties do not need to
sign again, but should be notified of the new treatment centre. There will
likely be 3 other centres, which currently also treat patients with short
bowel syndrome, namely the UMC Groningen, the UMC Radboud, and the
Sophia Children's Hospital.

The registry study does not have to meet the WMO (Medical Research
Involving Human Subjects Act) conditions. The non-WMO Review
Committee of the Amsterdam UMC has approved the protocol.
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5. Are the agreements about monitoring the progress of the study sufficient?

The covenant sets out the timetable for the registry study within the CI 'I“:::’t::;”ea'th Care
period. The CI period is 5 years. The report and analysis of the Care

aggregated data from the Revestive Monitor will be included in the Medicinal Products
reimbursement file no later than 6 months before the end of the CI Date

period; it will be presented to the National Health Care Institute and the 11 February 2025

marketing authorisation holder. The National Health Care Institute will

carefully monitor the progress of the study and report to you annually. If F van Heesch ‘

. R i . . VTgeneesmiddelen@zinl.nl
it becomes clear during the CI period that the schedule is not being

followed or there are other relevant developments, the National Health

Care Institute will inform you and advise you on any early termination of

the CI if necessary.

Exit criteria and exit strategy

A communication plan has been developed describing how patients are
educated about the fact that treatment with teduglutide is being
temporarily reimbursed as part of a study.

6. The communication plan also describes the communication moments and
topics.
In the covenant, the parties involved commit themselves to have the CI
for this product discontinued at the end of the CI procedure if a decision is
made to terminate the CI and remove the product from the package.
In that case, to allow responsible tapering of teduglutide, teduglutide will
be made available free of charge by the marketing authorisation holder
for a period of 3 months (and in consultation with the treating physicians
take into account the time needed for the small number of treating
physicians to have possibly larger numbers of patients stop responsibly)
after the end date of the CI. If a longer period of teduglutide tapering is
required for individual patients, the treating physician will contact the
marketing authorisation holder.

Criteria for starting and stopping
The criteria for starting and stopping treatment with the medicinal product
is in line with the label criteria.

7. The determination of the indication is independently checked by the
appointed indication committee.
In conclusion, the agreements made give sufficient confidence to start the
CI procedure.
Within 5 years, the National Health Care Institute expects to draw clear
conclusions on the established medical science and medical practice of
teduglutide in the treatment of a specific group of patients aged 6 months
and older with short bowel syndrome. Page 4 of 4
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