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Dear Mr Blokhuis,

In this letter, the National Health Care Institute advises you on an additional
extension of the conditions for the SGLT2 inhibitors as an addition to the GVS
advice, which we sent you on 22 June of this year.

Reason

On 22 June 2021 the National Health Care Institute advised you to extend the List
2 conditions of the SGLT-2 inhibitors canagliflozin (Invokana®), dapagliflozin
(Forxiga®) and empagliflozin (Jardiance®) as follows:[1]

Condition:
For the treatment of adults with type 2 diabetes mellitus with a very high risk of
cardiovascular disease:

. Previously proven cardiovascular diseases; and/or
. Chronic kidney damage with
— eGFR 30-59 ml/min per 1.73m?2 with moderately elevated albuminuria
(ACR> 3 mg/mmol) or
— eGFR = 60 ml/min per 1.73m2 with severely elevated albuminuria
(ACR>30 mg/mmol).

The above definition of chronic kidney damage was in line with the application for
reimbursement, which was based on the draft recommendations of the Dutch
Internists Association (NIV) and the Dutch College of General Practitioners (NHG)
regarding the use of SGLT2 inhibitors in patients with a very high risk of
cardiovascular disease.[!] However, the NIV-NHG Guideline Commission is now
requesting the National Health Care Institute to extend the further conditions to
include patients with chronic kidney damage with

—  eGFR 30-44 ml/min per 1.73m?2 without albuminuria.
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Therapeutic value

The Guideline Committee's motivation for this request is that patients with chronic
kidney damage with eGFR 30-44 ml/min per 1.73m? without albuminuria have
now been added to the patient population for which the committee recommends
an SGLT2 inhibitor in the guideline. This guideline is expected to be finalized in
September.

This aligns it better to (1) the available burden of proof (applied network meta-
analysis of Palmer et al. 2021)[2] and (2) the recently published international
guideline for nephrologists (KDIGO 2020 Clinical Practice Guideline for Diabetes
Management in Chronic Kidney Disease).[3!

Re (1): The GVS advice for the extension of SGLT-2 inhibitors List 2 conditions
(dated 22 June 2021)[*1 was largely based on the network meta-analysis of
Palmer et al. 2021.[2] Patients with chronic kidney damage with eGFR 30-44
ml/min per 1.73m?2 without albuminuria are included in this study and fall within
the scope of the assessment.

Re (2): The guideline committee states that the KDIGO guideline is leading for
nephrologists. The KDIGO guideline recommends SGLT2 inhibitors at an eGFR >
30 ml/min per 1.73m2.I3] Moreover, this recommendation is broader than the
proposed recommendation of the NIV-NHG guideline committee.

The NIV-NHG guideline committee takes the view that the risk of cardiovascular
disease in the patient group in question is comparable to that of the patient
groups already covered by the current conditions of reimbursement. A justification
for this is given in the draft directive (NIV-NHG; April 2020).[4]

Budget impact

The budget impact of applying SGLT2 inhibitors was estimated in the package
advice of 22 June 2021 at € 6 million in the third year after inclusion in the health
care package. This involved 14,296 patients in the third year.[®] Extending the
further conditions of the SGLT2 inhibitors increases the number of patients to
15,022 patients in the third year. The proposed extension of the List 2 conditions
for SGLT2 inhibitors will be accompanied by additional costs charged to the
pharmaceutical budget of

€ 6.3 million in the third year after inclusion in the health care package. The
addition of the above-mentioned patient group to the reimbursement condition
therefore increases the budget impact by € 302,699 in the third year (see
appendix for a detailed explanation).

Advice on inclusion in the GVS

The National Health Care Institute recommends, on the basis of the above
considerations, to extend the List 2 conditions of the SGLT-2 inhibitors
canadgliflozin (Invokana®), dapagliflozin (Forxiga®) and empagliflozin
(Jardiance®) to include patients with chronic kidney damage with eGFR 30-44
ml/min per 1.73m2 without albuminuria.

The proposed extension is accompanied by limited additional costs. The new
condition is as follows:
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Condition:
For the treatment of adults with type 2 diabetes mellitus with a very high risk of
cardiovascular disease:

. Previously proven cardiovascular diseases; and/or
. Chronic kidney damage with
—  eGFR 30-44 ml/min per 1.73m?2 without albuminuria, or
— eGFR 30-59 ml/min per 1.73m?2 with moderately elevated albuminuria
(ACR> 3 mg/mmol) or
— eGFR = 60 ml/min per 1.73m? with severely elevated albuminuria
(ACR>30 mg/mmol).

Yours sincerely,

Sjaak Wijma
Chair of the Executive Board
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Appendix: Budget impact analysis National Health Care
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Extending the further conditions of the SGLT2 inhibitors also affects the patient
numbers in the budget impact analysis in the package advice dated 22 June 2021.
The following describes a brief calculation of the additional number of patients Date

eligible for treatment with SGLT2 inhibitors, the actual number of patients to be 20 September 2021
treated with SGLT2 inhibitors, and the impact on the budget impact.

Our reference

. 2021031433
Number of patients

In 2019, there were 268,261 patients with diabetes mellitus type 2 with glucose-
reducing therapy where adding SGLT2 inhibitors does not fall within the current
List 2 conditions.[®1 The proportion of previously mentioned patients with diabetes
and chronic kidney damage with or without previously proven cardiovascular
disease is 7.10%.[%]1 This amounts to 19,047 patients (7.10%*268,261). 50% of
these patients have proven cardiovascular diseases and are already included in
the group with previously proven cardiovascular diseases. This means a
remainder of 9,523 patients (50%%*19,047) with chronic kidney damage that have
no proven cardiovascular disease.

According to the physicians associations, the addition of the previously described
patient group (see reason) increases the percentage of patients with diabetes and
chronic kidney damage with or without previously proven cardiovascular diseases
by 2.9% (from 7.1% to 10%). This percentage is based on the study by Eder et
allel,

When this new percentage is used, the number rises to 26,826 (10%*268,261)
patients with diabetes and chronic kidney damage with or without previously
proven cardiovascular diseases. 50% of these patients have proven cardiovascular
diseases and are already included in the group with previously proven
cardiovascular diseases. This means a remainder of 13,413 patients
(50%%*28,826) with chronic kidney damage that have no proven cardiovascular
disease. This means that 3,890 additional patients are eligible for treatment with
SGLT2 inhibitors. The total number of patients eligible for an SGLT2 inhibitor
therefore comes to (67,065 + 13,413) 80,478 instead of 76,589.[5]

Actually treated patients

If the market penetration is expected to increase from 12.84% in year 1, 14.56%
in year 2 and 17.94% in year 3 as stated in the base case of the budget impact
analysis,[®] this means that 10,540 patients in year 1, 12,073 patients in year 2
and 15,022 patients in year 3 will be treated with SGLT2 inhibitors.

Budget impact
The table below summarizes the total budget impact when the SGLT2 inhibitors

group is added to the existing treatment arsenal. A distinction has been made
between the old situation and the new situation in which extension of the current
conditions has been taken into account (in bold). The same assumptions
regarding the base case of the budget impact analysis in the package advice of 22
June 2021 have been maintained.!5!
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Extension further National Health Care
o Institute
conditions SGLT2 Number of Total cost/year Care
Year inhibitors Market penetration patients SGLT2 inhibitors* Medicinal Products
1 No; old situation 12.84% 10,031 € 4,181,809
Yes; new situation 12.84% 10,540 € 4,394,195 Date
2 No; old situation 14.56% 11,489 € 4,789,724 20 September 2021
. . . o
Yes; new situation 14.56% 12,073 € 5,032,985 Our reference
3 No; old situation 17.94% 14,296 € 5,960,053 2021031433
Yes; new situation 17.94% 15,022 € 6,262,752

*Number of patients x cost per patient per year of € 514.68 x 82% patient compliance.

Extension of the current List 2 conditions for SGLT2 inhibitors will be accompanied
by additional costs charged to the pharmaceutical budget of € 6 million in the
third year after inclusion in the health care package. The difference between the
previous budget impact analysis and the new situation is € 302,699. Depending
on other assumptions about market penetration, the percentage of patients with
cardiovascular disease, and in the case substitution is also taken into account, the
budget impact may change.
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