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Executive summary of the benefit assessment

Background

In accordance with 835a Social Code Book (SBG) V, the Federal Joint Committee (G-BA)
commissioned the Institute for Quality and Efficiency in Health Care (IQWIiG) to assess the
benefit of the drug ertugliflozin/sitagliptin. The assessment is based on a dossier compiled by
the pharmaceutical company (hereinafter referred to as the “company”). The dossier was sent
to IQWiG on 9 May 2018.

Research question

The aim of this report is to assess the added benefit of the fixed-dose combination of
ertugliflozin and sitagliptin (ertugliflozin/sitagliptin) in the treatment of adults with type 2
diabetes mellitus in comparison with the appropriate comparator therapy (ACT) as an adjunct
to diet and exercise for improved blood glucose control.

= In patients whose blood glucose levels are inadequately controlled with metformin and/or
a sulfonylurea and one of the stand-alone substances in ertugliflozin/sitagliptin.

Furthermore, ertugliflozin/sitagliptin is approved for patients who are already being treated
with the combination of ertugliflozin and sitagliptin in the form of separate tablets. However,
this therapeutic indication is not relevant for the benefit assessment, since ertugliflozin is
currently not available as a stand-alone product in Germany.

The assessment is performed in comparison with the ACT specified by the G-BA. The latter is
presented in Table 2.

Table 2%: Research questions of the benefit assessment of ertugliflozin/sitagliptin

Indication ACT®?
Treatment as an adjunct to diet and exercise in | = Human insulin + metformin or
adult patients with type 2 diabetes mellitus = Human insulin + empag"ﬂozinC or

who are inadequately controlled under
treatment with at least 2 blood glucose
lowering drugs (except insulin; here metformin
and/or sulfonylurea and ertugliflozin or
sitagliptin)®.

= Human insulin + liraglutide® or

= Human insulin if the Summaries of Product
Characteristics mention any selected combination partner
as contraindicated, not tolerated or insufficiently effective
due to advanced type 2 diabetes mellitus.

a: Presentation of the ACT specified by the G-BA. In cases where the ACT specified by the G-BA allows the
company to choose a comparator therapy from several options, the respective choice by the company is
printed in bold.

b: Ertugliflozin is currently not available as a stand-alone product in Germany. Prior ertugliflozin
monotherapy is therefore not a relevant treatment scenario for the German healthcare system.

c¢: Empagliflozin or liraglutide were listed as part of the ACT only for patients with manifest cardiovascular
disease. For this purpose, manifest cardiovascular disease was operationalized in accordance with the
inclusion criteria of the relevant studies for empagliflozin (EMPAREG outcome study) or liraglutide
(LEADER study).

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee

2 Table numbers start with “2” as numbering follows that of the full dossier assessment.
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The assessment was conducted by means of patient-relevant outcomes on the basis of the data
provided by the company in the dossier. Randomized controlled trials (RCTs) with a minimum
duration of 24 weeks were used for deriving the added benefit. This corresponds to the com-
pany’s inclusion criteria.

Results
The company did not present any RCTs which permit a direct comparison with the ACT.

Based on its literature search for studies permitting an indirect comparison, the company
identified the study VERTIS SITA 2. This study examined a subpopulation of the therapeutic
indication to be assessed (adults with type 2 diabetes mellitus inadequately controlled with
metformin and sitagliptin). Proceeding from this study, the company looked for suitable RCTs
on the ACT through the common comparator sitagliptin plus metformin, but it failed to find a
relevant study.

Probability and extent of added benefit, patient groups with therapeutically important
added benefit®

Table 3 presents a summary of the probability and extent of added benefit of ertugliflozin/
sitagliptin in comparison with the ACT.

3 On the basis of the scientific data analysed, IQWiG draws conclusions on the (added) benefit or harm of an
intervention for each patient-relevant outcome. Depending on the number of studies analysed, the certainty of
their results, and the direction and statistical significance of treatment effects, conclusions on the probability of
(added) benefit or harm are graded into 4 categories: (1) “proof”, (2) “indication”, (3) “hint”, or (4) none of the
first 3 categories applies (i.e., no data available or conclusions 1 to 3 cannot be drawn from the available data).
The extent of added benefit or harm is graded into 3 categories: (1) major, (2) considerable, (3) minor (in
addition, 3 further categories may apply: non-quantifiable extent of added benefit, added benefit not proven, or
less benefit). For further details see [1,2].
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Table 3: Ertugliflozin/sitagliptin — probability and extent of added benefit

Indication ACT® Probability and
extent of added
benefit

Treatment as an adjunct to diet and = Human insulin + metformin or Added benefit not

exercise of adult patients with type 2 = Human insulin + empagliflozin® or proven

diabetes mellitus who are inadequately | u Human insulin + liraglutide® or
controlled under treatment with at least
2 blood glucose lowering drugs
(except insulin; here metformin and/or
sulfonylurea and ertugliflozin or
sitagliptin)®

= Human insulin if the Summaries of
Product Characteristics mention any
selected combination partner as
contraindicated, not tolerated or
insufficiently effective due to advanced
type 2 diabetes mellitus.

a: Presentation of the ACT specified by the G-BA. In cases where the ACT specified by the G-BA allows the
company to choose a comparator therapy from several options, the respective choice by the company is
printed in bold.

b: Ertugliflozin is currently not available as a stand-alone product in Germany. Prior ertugliflozin
monotherapy is therefore not a relevant treatment scenario for the German healthcare system.

c¢: Empagliflozin or liraglutide were listed as part of the ACT only for patients with manifest cardiovascular
disease. For this purpose, manifest cardiovascular disease was operationalized in accordance with the
inclusion criteria of the relevant studies for empagliflozin (EMPAREG outcome study) or liraglutide
(LEADER study).

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee

The G-BA decides on the added benefit.
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The full report (German version) is published under
https://www.igwig.de/en/projects-results/projects/drug-assessment/al8-31-ertugliflozin-
sitagliptin-type-2-diabetes-mellitus-benefit-assessment-according-to-35a-social-code-book-
v.9648.html.
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