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2 Benefit assessment

2.1 Executive summary of the benefit assessment

Background

In accordance with 835a Social Code Book (SGB) V, the Federal Joint Committee (G-BA)
commissioned the Institute for Quality and Efficiency in Health Care (IQWiG) with the benefit
assessment of the fixed dose combination of empagliflozin and linagliptin
(empagliflozin/linagliptin). The assessment was based on a dossier compiled by the
pharmaceutical company (hereinafter referred to as “the company’). The dossier was sent to
IQWIG on 29 May 2019.

Research question

The aim of the present report is the assessment of the added benefit of the fixed dose
combination of empagliflozin and linagliptin (empagliflozin/linagliptin) in comparison with the
appropriate comparator therapy (ACT) for the treatment of adults with type 2 diabetes mellitus
as an adjunct to diet and exercise to improve glycaemic control when metformin and/or
sulphonylurea and one of the monocomponents of empagliflozin/linagliptin do not provide
adequate glycaemic control.

Empagliflozin/linagliptin is additionally approved for adults already being treated with the free
combination of empagliflozin and linagliptin. This subindication is not relevant for the benefit
assessment, however, as linagliptin is currently not available in Germany.

The specification of the ACT by the G-BA resulted in the research question presented in Table 2
for the present benefit assessment.

Table 2: Research question of the benefit assessment of empagliflozin/linagliptin

Subindication ACT?

Adults with type 2 diabetes mellitus with inadequate
glycaemic control under treatment with at least

2 blood-glucose lowering drugs (except insulin, here
metformin and/or sulphonylurea and empagliflozin or
linagliptin) as an adjunct to diet and exercise®

= Human insulin + metformin or
= human insulin + empagliflozin® or
= human insulin + liraglutide® or

= human insulin if, according to the SPC, the specified
combination partners are not tolerated,
contraindicated or not sufficiently effective due to
advanced type 2 diabetes mellitus

a: Presentation of the ACT specified by the G-BA.

Characteristics

b: Linagliptin is currently not available in Germany. Hence, pretreatment with linagliptin and metformin and/or
sulphonylurea is not a relevant treatment situation for the German health care context.

c¢: Empagliflozin or liraglutide, each in combination with other medication for the treatment of cardiovascular
risk factors, in particular antihypertensive medications, anticoagulants and/or lipid-lowering drugs, and only
for patients with manifest cardiovascular disease (for the operationalization, see study protocols of the
respective outcome studies EMPA-REG OUTCOME [3] and LEADER [4]).

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; SPC: Summary of Product

Institute for Quality and Efficiency in Health Care (IQWIiG)
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The company concurred with the ACT specified by the G-BA. The present assessment was
conducted in comparison with the ACT presented in Table 2.

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 the derivation of the added benefit. This concurs with the
company’s inclusion criteria.

Results

In its dossier, the company presented no data for the assessment of the added benefit of
empagliflozin/linagliptin versus the ACT. This resulted in no hint of an added benefit of
empagliflozin/linagliptin versus the ACT; an added benefit is therefore not proven.

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

Table 3 shows a summary of probability and extent of the added benefit of empagliflozin/
linagliptin.

Table 3: Empagliflozin/linagliptin — probability and extent of added benefit

Subindication ACT® Probability and extent of
added benefit
Adults with type 2 diabetes mellitus |= Human insulin + metformin or Added benefit not proven

with inadequate glycaemic control * human insulin + empagliflozin® or
under treatment with at least 2 blood- | . ,yman insulin + liraglutide® or

glucose lowering drugs (except L .
L}
insulin, here metformin and/or human 'f‘s_“"” i, a<_:cor_d|ng to the SPC,
e the specified combination partners are
sulphonylurea and empagliflozin or -
. s . . not tolerated, contraindicated or not
linagliptin) as an adjunct to diet and e -
S sufficiently effective due to advanced
exercise . :
type 2 diabetes mellitus

a: Presentation of the ACT specified by the G-BA.

b: Linagliptin is currently not available in Germany. Hence, pretreatment with linagliptin and metformin and/or
sulphonylurea is not a relevant treatment situation for the German health care context.

c¢: Empagliflozin or liraglutide, each in combination with other medication for the treatment of cardiovascular
risk factors, in particular antihypertensive medications, anticoagulants and/or lipid-lowering drugs, and only
for patients with manifest cardiovascular disease (for the operationalization, see study protocols of the
respective outcome studies EMPA-REG OUTCOME [3] and LEADER [4]).

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; SPC: Summary of Product
Characteristics

The G-BA decides on the added benefit.

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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2.2 Research question

The aim of the present report is the assessment of the added benefit of the fixed dose
combination of empagliflozin and linagliptin (empagliflozin/linagliptin) in comparison with the
ACT for the treatment of adults with type 2 diabetes mellitus as an adjunct to diet and exercise
to improve glycaemic control when metformin and/or sulphonylurea and one of the
monocomponents of empagliflozin/linagliptin do not provide adequate glycaemic control.

Empagliflozin/linagliptin is additionally approved for adults already being treated with the free
combination of empagliflozin and linagliptin. This subindication is not relevant for the benefit
assessment, however, as linagliptin is currently not available in Germany.

The specification of the ACT by the G-BA resulted in the research question presented in Table 4
for the present benefit assessment.

Table 4: Research question of the benefit assessment of empagliflozin/linagliptin

Subindication ACT?
Adults with type 2 diabetes mellitus with inadequate | = Human insulin + metformin or
glycaemic control under treatment with at least = human insulin + empagliflozin® or

2 blood-glucose lowering drugs (except insulin, here
metformin and/or sulphonylurea and empagliflozin or
linagliptin) as an adjunct to diet and exercise®

= human insulin + liraglutide® or

= human insulin if, according to the SPC, the specified
combination partners are not tolerated,
contraindicated or not sufficiently effective due to
advanced type 2 diabetes mellitus

a: Presentation of the ACT specified by the G-BA.

b: Linagliptin is currently not available in Germany. Hence, pretreatment with linagliptin and metformin and/or
sulphonylurea is not a relevant treatment situation for the German health care context.

c¢: Empagliflozin or liraglutide, each in combination with other medication for the treatment of cardiovascular
risk factors, in particular antihypertensive medications, anticoagulants and/or lipid-lowering drugs, and only
for patients with manifest cardiovascular disease (for the operationalization, see study protocols of the
respective outcome studies EMPA-REG OUTCOME [3] and LEADER [4]).

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; SPC: Summary of Product

Characteristics

The company concurred with the ACT specified by the G-BA. The present assessment was
conducted in comparison with the ACT presented in Table 4.

The assessment was conducted by means of patient-relevant outcomes on the basis of the data
provided by the company in the dossier. RCTs with a minimum duration of 24 weeks were used
for the derivation of the added benefit. This concurs with the company’s inclusion criteria.

2.3 Information retrieval and study pool

The study pool of the assessment was compiled on the basis of the following information:

Sources of the company in the dossier:

Institute for Quality and Efficiency in Health Care (IQWIiG) -3-
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study list on empagliflozin/linagliptin (status: 15 March 2019)

= bibliographical literature search on empagliflozin/linagliptin (last search on 15 March
2019)

= search in trial registries for studies on empagliflozin/linagliptin (last search on 15 March
2019)

bibliographical literature search on the ACT (last search on 20 March 2019)

= search in trial registries for studies on the ACT (last search on 15 March 2019)
To check the completeness of the study pool:

= search in trial registries for studies on empagliflozin/linagliptin (last search on 11 June
2019)

Concurring with the company, the check of the completeness of the study pool produced no
RCTs that allow a direct comparison versus the ACT.

From its information retrieval for studies on an indirect comparison, the company identified the
studies 1275.9 [5] and 1275.10 [6]. Study 1275.9 compared empagliflozin/linagliptin +
metformin with linagliptin + metformin; and study 1275.10 compared empagliflozin/
linagliptin + metformin with empagliflozin + metformin. On the basis of these studies, the
company searched for suitable RCTs with the ACT, in each case using the 2 common
comparators linagliptin + metformin and empagliflozin + metformin, but did not identify any
relevant studies. The Institute did not check the completeness of the study pool for the indirect
comparison presented by the company.

2.4 Results on added benefit

In its dossier, the company presented no data for the assessment of the added benefit of
empagliflozin/linagliptin versus the ACT. This resulted in no hint of an added benefit of
empagliflozin/linagliptin versus the ACT; an added benefit is therefore not proven.

2.5 Probability and extent of added benefit

The company presented no suitable data for the assessment of the added benefit of
empagliflozin/linagliptin. An added benefit of empagliflozin/linagliptin versus the ACT is not
proven for adults with type 2 diabetes mellitus with inadequate glycaemic control under
treatment with at least 2 blood-glucose lowering drugs (except insulin, here metformin and/or
sulphonylurea and empagliflozin or linagliptin) as an adjunct to diet and exercise.

The result of the assessment of the added benefit of empagliflozin/linagliptin in comparison
with the ACT is summarized in Table 5.

Institute for Quality and Efficiency in Health Care (IQWIiG) -4 -
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Table 5: Empagliflozin/linagliptin — probability and extent of added benefit

Subindication ACT® Probability and extent of
added benefit
Adults with type 2 diabetes mellitus |= Human insulin + metformin or Added benefit not proven

with inadequate glycaemic control | = human insulin + empagliflozin® or
under treatment with at least 2 blood- | s ,;man insulin + liraglutide® or

glucose lowering drugs (except L .
insulin, here metformin and/or ] ?huergare]:cl?fsigcl;r;clnfw,wz?rclgtri?:g:r)trngssal:;ec ,
sulphonylurea and empagliflozin or not tglerated contraindicat%d or not
linagliptin) as an adjunct to diet and e ’ -
D sufficiently effective due to advanced
exercise . :
type 2 diabetes mellitus

a: Presentation of the ACT specified by the G-BA.

b: Linagliptin is currently not available in Germany. Hence, pretreatment with linagliptin and metformin and/or
sulphonylurea is not a relevant treatment situation for the German health care context.

c¢: Empagliflozin or liraglutide, each in combination with other medication for the treatment of cardiovascular
risk factors, in particular antihypertensive medications, anticoagulants and/or lipid-lowering drugs, and only
for patients with manifest cardiovascular disease (for the operationalization, see study protocols of the
respective outcome studies EMPA-REG OUTCOME [3] and LEADER [4]).

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; SPC: Summary of Product
Characteristics

The assessment described above deviates from that of the company, which derived a hint of a
non-quantifiable added benefit for empagliflozin/linagliptin.

The G-BA decides on the added benefit.

2.6 List of included studies

Not applicable as the company presented no relevant data for the benefit assessment.
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