Zorginstituut Nederland

> Return address PO Box 320, 1110 AH Diemen

To the Minister of Health, Welfare and Sport
P.O. Box 20350
2500 EJ THE HAGUE

Date 1 July 2025
Re: Advisory letter removal of the List 2 Conditions for SGLT2 inhibitors
in type 2 diabetes mellitus

Dear Ms Jansen,

In this letter, the National Health Care Institute advises you on the possibility of
removing the List 2 conditions for the use of sodium glucose co-transporter two
(SGLT2) inhibitors for type 2 diabetes mellitus (DM2). The reason for this advice
is the change in the positioning of these medicinal products in the revised Dutch
College of General Practitioners (NHG) guideline on DM2 (NHG DM2 standard).

The medicinal products in the pharmacotherapeutic group of SGLT2 inhibitors are
included in the 0A10BXAO cluster. These include canagliflozin (Invokana®),
dapagliflozin (Forxiga®), empagliflozin (Jardiance®) and ertugliflozin
(Steglatro®). The reimbursement of these medicinal products is subject to
additional conditions laid down in List 2 of the Health Insurance Act (ZVW).

Positioning of SGLT2 inhibitors

The positioning of the SGLT2 inhibitors dapagliflozin, empagliflozin and
canagliflozin has been changed in the revised NHG DM2 standard. In the earlier
version of the guideline, the medical management treatment plan was drawn up
distinguishing only between patients with a very high risk of cardiovascular
disease and patients without a very high risk of cardiovascular disease. In
patients with a very high risk of cardiovascular disease, SGLT2 inhibitors were
recommended as monotherapy or as an adjunct to other blood glucose-lowering
products. In patients without a very high risk of cardiovascular disease, SGLT2
inhibitors were recommended for insufficient glycaemic control despite the use of
the maximum dose of metformin and an SU derivative (or insulin).

In addition to the above-described use, the revised guideline recommends that
earlier use of SGLT2 inhibitors should also be considered in patients without a
very high risk of cardiovascular disease, but who do have multiple risk factors for
cardiovascular disease. These include 4 of the following risk factors: smoking,
therapy-resistant hypertension, LDL cholesterol > 0.5 mmol/L above the
individual target level despite medication, age = 60 years and chronic renal
damage with mild increased risk. According to the new guideline, for these
patients, the addition of an SGLT2 inhibitor instead of an SU derivative to
metformin may be considered. Currently, the List 2 conditions for the SGLT2

inhibitors exclude this wider use as they are based on the old NHG DM2 guideline.
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Annex 1 contains an overview of the current List 2 conditions and the positioning National Health Care
of the SGLT2 inhibitors as described in the revised NHG DM2 guideline. The :-:'::““te

National Health Care Institute has assessed whether the reimbursement Medicinal Products
conditions for the SGLT-2 inhibitors can be extended based on the amended

guideline. Date
1 July 2025

Substantive assessment Our reference

Therapeutic value 2025014990

The National Health Care Institute concludes that the SGLT2 inhibitors
dapagliflozin, empagliflozin, and canagliflozin meet the established medical
science and medical practice for patients with DM2 without a very high risk of
cardiovascular disease with 4 or more relevant cardiovascular risk factors listed in
the guideline. The considerations are set out in the annex.

Further conditions

The further conditions of the SGLT2 inhibitors have been extended several times
in recent years, following indication expansions which the National Health Care
Institute has concluded are in line with the established medical science and
medical practice. As a result, the conditions, but also the medical certificates and
pharmacy instructions, which are drawn up on the basis of the conditions by the
Association of Dutch Healthcare Insurers (ZN), have become increasingly
complicated. Both the National Health Care Institute and ZN get a lot of questions
about this. Filling in the forms also entails a complex administrative burden. In
addition, the financial risk of improper use appears to be limited. ZN has therefore
abolished the ZN forms for the SGLT2 inhibitors since 1 September 2024.

Budget impact analysis

It is challenging to determine the exact budget impact of this change in the
positioning of SGLT2 inhibitors. Nevertheless, the National Health Care Institute
expects that the influence of the positioning adjustment on the budget impact of
SGLT2 inhibitors is relatively limited. This is confirmed by the professional group
and the healthcare insurers. A proportion of patients with a combination of
different cardiovascular risk factors are already eligible for reimbursement of an
SGLT2 inhibitor, as they may fall into the group of patients who do not achieve
adequate glycaemic control with metformin in combination with a sulfonylurea
derivative. Furthermore, the National Health Care Institute notes that the patent
of the most widely used SGLT2 inhibitor, dapagliflozin, expires in 2028.

The risk of inappropriate use of this medicinal product is low and the financial risk
is limited. The National Health Care Institute takes the view that the current shift
in the positioning of the SGLT2 inhibitors and the signals from the field are
sufficient to lead to the removal of the List 2 conditions for all SGLT2 inhibitors.

Package advice

The SGLT2 inhibitors canagliflozin (Invokana®), dapagliflozin (Forxiga®),
empagliflozin (Jardiance®) and ertugliflozin (Steglatro®) are already listed in List
1A of the GVS (cluster 0A10BXAO) with additional conditions. Based on the above
considerations, the National Health Care Institute advises amending List 2 of the
Health Insurance Regulation. The List 2 conditions for SGLT2 inhibitors can be
removed. The removal of the additional conditions is expected to create limited
additional costs.
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Should you need any further information, please do not hesitate to contact us.

Yours sincerely,

M.J. Janssen
Chairperson of the Executive Board

National Health Care
Institute

Care

Medicinal Products

Date
1 July 2025

Our reference
2025014990
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Annex 1

Zorginstituut Nederland

Overview: Positioning of SGLT2 inhibitors in the old and new NHG guideline and

applicable List 2 conditions.

Position in the
new NHG
guideline (2024)

Position in the old NHG guideline
(2019)

Current List 2 conditions

Patients at very
high risk for
cardiovascular
disease:

Step 1 in the
medical
management
treatment plan.

Patients at very high risk for
cardiovascular disease:

Step 1 in the medical management
treatment plan

Only for an insured person aged 18
years and older with type 2 diabetes
mellitus with a very high risk of
cardiovascular disease and previously
diagnosed cardiovascular disease, or

Patients without
a very high risk
of cardiovascular
disease:
Following
metformin, an
SGLT2 inhibitor
may be considered
in patients with a
clustering of
cardiovascular risk
factors.

Patients without a very high risk
of cardiovascular disease:
Following metformin and an SU
derivative, the addition of an SGLT2
inhibitor may be considered as an
alternative to insulin use.

Only for an insured person with type
2 diabetes mellitus who cannot be
treated with the combination of
metformin and sulfonylurea
derivative, does not use insulin and
uses this medicinal product as a dual
combination with metformin or triple
treatment in combination with
metformin and/or sulfonylurea
derivative.

Assessment of the established medical science and medical practice

The scientific basis for the adjusted positioning comes from a systematic review
and network meta-analysis (NMA) by Shi et al., 2023.1 This NMA compared the

desirable and adverse effects of different medicinal products for DM2. Subgroups
were divided according to the number of cardiovascular risk factors present (0 to
3 (low risk), >3 (medium risk), cardiovascular disease present but no chronic
kidney damage (high risk), no cardiovascular disease but chronic kidney damage
(high risk), both cardiovascular disease and chronic kidney damage (high risk).
The beneficial effects of the different medicinal products on hard endpoints were
then considered; overall mortality, cardiovascular mortality, non-fatal myocardial
infarction, non-fatal stroke, hospitalisation for heart failure and end-stage renal
failure. The adverse effects have been assessed in terms of the incidence of
severe hypoglycaemia and a number of product-specific adverse effects. Annex 1
includes a table comparing the effects of the SGLT2 inhibitors to the SU
derivatives. In the NHG standard, Shi et al.'s NMA was used to make a statement
about the subgroup of patients who would benefit most from treatment with an
SGLT2 inhibitor. For the subgroup defined in Shi et al. as medium risk (>3 risk
factors), the five-year number needed to treat (NNT) for the prevention of a
composite event (cardiovascular, neurological, and nephrological event) was not
clinically relevant (NNT=36, clinical relevance limit NNT=30). The NHG group has

1 BMJ 2023;381:e074068, https://doi.org/10.1136/bmj-2022-074068
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therefore defined a subset of patients that are expected to have a clinically
relevant benefit. This subgroup is composed of a number of risk factors that are
mentioned in Shi et al. (including a family history of cardiovascular disease and/or
kidney damage, male gender, a specific ethnic background and HbA1c > 48
mmol/mol), not to be taken into account as a risk factor, and other criteria
tightened. The NHG thus concludes that only patients with 4 or more relevant risk
factors (smoking, treatment-resistant hypertension, LDL cholesterol > 0.5 mmol/L
above target despite medication, age =60 years and/or chronic renal damage with
a mild increased risk) are most likely to benefit from treatment with an SGLT-2
inhibitor in the 2nd treatment line. However, the 5-year NNT is expected to be
clinically relevant for the occurrence of the composite endpoint in this subgroup.

Based on the above considerations, the National Health Care Institute concludes
that the SGLT2 inhibitors dapagliflozin, empagliflozin and canagliflozin comply
with the established medical science and medical practice for patients with DM2
without a very high risk of cardiovascular disease with 4 or more of the relevant
cardiovascular risk factors listed in the guideline.

National Health Care
Institute

Care

Medicinal Products

Date
1 July 2025

Our reference
2025014990
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