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11 Executive summary of the benefit assessment

Background

In accordance with § 35a Social Code BookV, the Federal Joint Committee (G-BA) has
commissioned the Institute for Quality and Efficiency in Health Care (IQWiG) to assess the
benefit of the drug bevacizumab. The assessment was based on a dossier compiled by the
pharmaceutical company (hereinafter referred to as the ‘company’). The dossier was sent to
IQWIiG on 30 April 2025.

Research question

The aim of this report is to assess the added benefit of bevacizumab gamma in comparison
with the appropriate comparator therapy (ACT) in adult patients with neovascular (wet) age-
related macular degeneration (AMD).

Bevacizumab gamma is the drug bevacizumab in an administration form adapted for
ophthalmological use.

The research question shown in Table 2 was defined in accordance with the ACT specified by
the G-BA.

Table 2: Research question of the benefit assessment of bevacizumab gamma

Therapeutic indication ACT>®

Adult patients with neovascular (wet) age-related Aflibercept or faricimab or ranibizumab
macular degeneration

a. Presented is 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 of the company
according to the inclusion criteria in Module 4 A Section 4.2.2 is printed in bold.

b. The drugs of the specific ACT are suitable both for patients who are receiving treatment for their
neovascular (wet) AMD for the first time and in the sense of a switch for patients previously treated with
VEGF inhibitors after an insufficient response to the existing anti-VEGF therapy.

AMD: age-related macular degeneration; G-BA: Federal Joint Committee; VEGF: vascular endothelial growth
factor

The company followed the G-BA’s specification by choosing ranibizumab as the ACT.

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 to derive the added benefit.

Institute for Quality and Efficiency in Health Care (IQWiG) -1.5-
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Results

Company dossier potentially incomplete in terms of content - potentially relevant studies
with bevacizumab excluded without justification

The check of the completeness of the study pool identified 5 potentially relevant RCTs for a
comparison of bevacizumab versus the option of the ACT ranibizumab selected by the
company. These are the studies GEFAL, LUCAS, MANTA, CATT and IVAN. These are studies
with intravitreal application of the drug avastin. Avastin is not approved for this therapeutic
indication and is an intravenous administration form of bevacizumab according to the
Summary of product characteristics (SmPC). The company also identified these studies, but
excluded them without further justifying the exclusion and without addressing the possible
transferability of the study results with avastin to the research question at hand. It merely
states that only bevacizumab gamma was included as an intervention and that the trial
registry entries were excluded with the exclusion reason "intervention (avastin)" in case of an
off-label use of avastin. Whether further potentially relevant studies were excluded by the
company as part of the bibliographic literature search due to this procedure was not checked.

The company’s approach was not appropriate. Bevacizumab gamma was specially formulated
for intravitreal application by adapting the pack size and buffer system. However, these
adjustments do not per se argue against the use of studies with bevacizumab for the benefit
assessment of bevacizumab gamma. The relevance of the 5 studies with bevacizumab was not
conclusively verified. In principle, however, the 5 potentially relevant studies with
bevacizumab are studies that (at least in subpopulations) enable an individualized dosage of
bevacizumab or ranibizumab specified in the SmPC.

The pU dossier may be incomplete in terms of content due to the exclusion of studies involving
bevacizumab (avastin).

The approach of the company with regard to the studies NORSE TWO and NORSE ONE is
appropriate

In its information retrieval, the company identified no relevant data for the assessment of the
added benefit of bevacizumab gamma. In its dossier, the company presents the results of the
NORSE TWO study, supplemented by the results of the NORSE ONE study, as the best available
evidence to describe the efficacy and tolerability of bevacizumab gamma. However, it does
not use either study to assess the added benefit, citing the dosage of bevacizumab gamma in
the studies as deviating from the approved dosage. The company's approach is appropriate,
as in both studies, both in the intervention arm and in the comparator arm, the drugs were
administered according to a fixed dosing regimen without allowing individual adjustment of
the treatment interval according to the information provided in the SmPC.
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Results on added benefit

Since no suitable data are available for the benefit assessment, there is no hint of an added
benefit of bevacizumab gamma in comparison with the ACT; an added benefit is therefore not
proven.

Probability and extent of added benefit, patient groups with therapeutically important
added benefit3

Table 3 shows a summary of probability and extent of the added benefit of bevacizumab
gamma.

Table 3. Bevacizumab gamma — probability and extent of added benefit

Therapeutic indication ACT*® Probability and extent of added
benefit

Adult patients with neovascular Aflibercept or faricimab or Added benefit not proven

(wet) age-related macular ranibizumab

degeneration

a. Presented is 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 of the company
according to the inclusion criteria in Module 4 A Section 4.2.2 is printed in bold.

b. The drugs of the specific ACT are suitable both for patients who are receiving treatment for their
neovascular (wet) AMD for the first time and in the sense of a switch for patients previously treated with
VEGF inhibitors after an insufficient response to the existing anti-VEGF therapy.

AMD: age-related macular degeneration; G-BA: Federal Joint Committee; VEGF: vascular endothelial growth
factor

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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12 Research question

The aim of this report is to assess the added benefit of bevacizumab gamma in comparison
with the ACT in adult patients with neovascular (wet) AMD.

Bevacizumab gamma is the drug bevacizumab in an administration form adapted for
ophthalmological use.

The research question shown in Table 4 was defined in accordance with the ACT specified by
the G-BA.

Table 4. Research question of the benefit assessment of bevacizumab gamma

Therapeutic indication ACT*®

Adult patients with neovascular (wet) age-related Aflibercept or faricimab or ranibizumab
macular degeneration

a. Presented is 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 of the company
according to the inclusion criteria in Module 4 A Section 4.2.2 is printed in bold.

b. The drugs of the specific ACT are suitable both for patients who are receiving treatment for their
neovascular (wet) AMD for the first time and in the sense of a switch for patients previously treated with
VEGF inhibitors after an insufficient response to the existing anti-VEGF therapy.

AMD: age-related macular degeneration; G-BA: Federal Joint Committee; VEGF: vascular endothelial growth
factor

The company followed the G-BA’s specification by choosing ranibizumab as the ACT.

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 to derive the added benefit. This concurred with the company’s inclusion criteria.
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13 Information retrieval and study pool

The study pool for the assessment was compiled on the basis of the following information:
Sources used by the company in the dossier:

=  Study list on bevacizumab (status: 05 March 2025)
= Bibliographical literature search on bevacizumab (last search on 05 March 2025)

= Search in trial registries/trial results databases for studies on bevacizumab (last search
on 06 March 2025)

= Search on the G-BA website for bevacizumab (last search on 05 March 2025)
To check the completeness of the study pool:

= Search in trial registries for studies on bevacizumab (last search on 22 May 2025); for
search strategies, see | Appendix A of the full dossier assessment

The company’s searches are generally suitable for ensuring the completeness of the search
results. However, in the selection, the company used the inappropriate exclusion criterion
"intervention (avastin)" and thus excluded potentially relevant studies. This is described
below.

Company dossier potentially incomplete in terms of content - potentially relevant studies
with bevacizumab excluded without justification

The check of the completeness of the study pool identified 5 potentially relevant studies for a
comparison of bevacizumab versus the option of the ACT ranibizumab selected by the
company. These are the RCTs GEFAL [3], LUCAS [4], MANTA [5], CATT [6] and IVAN [7]. These
are studies involving the intravitreal application of the drug avastin. Avastin is not approved
for this therapeutic indication and is an intravenous administration form of bevacizumab
according to the SmPC. The company also identified these studies, but excluded them without
further justifying the exclusion and without addressing the possible transferability of the study
results to the research question at hand. In a table in Appendix 4-D1 of Module 4 A, it merely
states that only bevacizumab gamma was included as an intervention and that the trial
registry entries with the exclusion reason "intervention (avastin)" were excluded in case of an
off-label use of avastin [8]. Whether further potentially relevant studies were excluded by the
company as part of the bibliographic literature search due to this procedure was not checked.

The company’s approach was not appropriate. Bevacizumab gamma was specially formulated
for intravitreal application by adapting the pack size and buffer system. However, these
adjustments do not per se argue against the use of studies with bevacizumab for the benefit
assessment of bevacizumab gamma. The relevance of the 5 studies with bevacizumab was not

Institute for Quality and Efficiency in Health Care (IQWiG) -1.9-
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conclusively verified. In principle, however, the 5 potentially relevant studies with
bevacizumab are studies that (at least in subpopulations) enable individualized dosages of
bevacizumab or ranibizumab specified in the SmPC. The company referred to the results of 2
of these studies (CATT and IVAN, both study arms with continuous administration) as
supportive evidence in the approval procedure for bevacizumab gamma in the
ophthalmological formulation to be assessed [9].

The pU dossier may be incomplete in terms of content due to the exclusion of studies involving
bevacizumab (avastin).

The approach of the company with regard to the studies NORSE TWO and NORSE ONE is
appropriate

In its information retrieval, the company identified no relevant data for the assessment of the
added benefit of bevacizumab gamma. In its dossier, the company presents the results of the
NORSE TWO study [10], supplemented by the results of the NORSE ONE study [11], as the best
available evidence to describe the efficacy and tolerability of bevacizumab gamma. However,
it does not use either study to assess the added benefit, citing the dosage of bevacizumab
gamma in the studies as deviating from the approved dosage. The company’s approach is
appropriate. This is explained below.

Lack of consideration of individualized treatment adjustment

The NORSE TWO study is a double-blind, randomized phase Il study in adult patients (= 50
years) with active primary subfoveal choroidal neovascularisation (CNV) secondary to AMD. A
total of 228 patients were included and randomly assigned to the two study armsin a 1:1 ratio.
In the intervention arm, patients received 1.25 mg bevacizumab gamma as a monthly
intravitreal injection for up to 12 months. In the comparator arm, treatment consisted of 0.5
mg ranibizumab as a monthly intravitreal injection for 3 months, followed by 2 additional
intravitreal injections on Days 150 and 240, as well as sham injections on the dates when
ranibizumab administration was not scheduled. The primary outcome of the study was the
proportion of study participants who achieved an improvement in visual acuity by > 15 letters
in the best corrected visual acuity (BCVA) score after 11 months compared to the baseline
value. Further outcomes from the categories mortality, morbidity, and side effects were also
recorded.

The NORSE ONE study is a double-blind, randomized phase Il study in adult patients (> 50
years) with active primary or recurrent subfoveal CNV secondary to AMD. In contrast to the
NORSE TWO study, anti-VEGF therapy before the start of the study was permitted. The
allocation of a total of 61 patients to the two study arms was randomized in a 1:1 ratio.
Treatment with bevacizumab gamma or ranibizumab corresponded to that in the NORSE TWO
study. Primary outcome of the study was the proportion of study participants who achieved

Institute for Quality and Efficiency in Health Care (IQWiG) -1.10 -
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an improvement in visual acuity by > 15 letters in the BCVA score after 11 months compared
to the baseline value. Further outcomes from the categories mortality, morbidity, and side
effects were also recorded.

According to the SmPCs for bevacizumab gamma [12] and ranibizumab [13], treatment should
be individualized. For bevacizumab gamma, treatment should be initiated with one injection
per month and continued until maximum visual acuity is achieved and/or there are no signs
of disease activity, i.e., no change in visual acuity or other signs and symptoms of the disease
under continued treatment. This may require 3 or more consecutive monthly injections. The
treatment interval should then be individually adjusted depending on the disease activity. If
the patient does not benefit from continuing treatment, the drug should be discontinued [12].
Ranibizumab may also require 3 or more monthly injections until maximum visual acuity is
achieved or there are no signs of disease activity. The initial monthly treatment interval should
then be adjusted on the basis of the disease activity and interrupted if necessary. If patients
are treated according to a treat-and-extend regimen, for example, the treatment interval can
be extended individually by a maximum of two weeks per visit, depending on disease activity,
until signs of disease activity or visual impairment return and a further shortening of the
interval becomes necessary [13].

In the studies NORSE TWO and NORSE ONE, the drugs were administered in both study arms
according to a fixed dosage regimen without allowing individual adjustment of the treatment
interval. The failure to take into account the individual adjustment of treatment provided for
in the SmMPC in both the intervention arm and the comparator arm may have a relevant
influence on the treatment result. According to the German Ophthalmological Society, the
Retinological Society, and the Professional Association of German Ophthalmologists,
consistent control examinations and optimization of individualized therapy according to the
principle “as much as necessary, as little as possible” are crucial, with patient adherence being
of key importance [14]. The studies NORSE TWO and NORSE ONE are therefore unsuitable for
the benefit assessment.

Differences between the dosing regimens in the two study arms

In addition to the described deviations from the respective SmPC, the dosing regimens in the
two study arms are also not comparable. While administration in the bevacizumab gamma
arm took place monthly for the entire duration of the studies, ranibizumab was only
administered monthly for the first 3 months. Thereafter, only 2 doses were administered, on
Days 150 and 240. These differences between the dosing regimens potentially lead to an
inequality between the two study arms.

Institute for Quality and Efficiency in Health Care (IQWiG) -1.11-
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Summary

The company's study selection is not appropriate due to the exclusion criterion "intervention
(avastin)", which is not further justified, and the company's dossier is potentially incomplete
in terms of content due to this. The relevance of the 5 studies identified as potentially relevant
was not conclusively checked. However, in contrast to the company’s pivotal studies (NORSE
ONE/TWO), these are basically studies that (at least in subpopulations) enable the
individualization of the dosage of bevacizumab gamma or ranibizumab as specified in the
SmPC.

The company's approach with regard to the studies NORSE ONE and NORSE TWO is
appropriate. The studies are not suitable for the benefit assessment because of the failure to
take into account the individualized adjustment of treatment provided for in the SmPC in the
study design.
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14 Results on added benefit

No suitable data are available for the assessment of the added benefit of bevacizumab gamma
in adult patients with neovascular (wet) AMD. There was no hint of an added benefit of
bevacizumab gamma in comparison with the ACT; an added benefit is therefore not proven.
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I5 Probability and extent of added benefit

Table 5 summarizes the result of the assessment of the added benefit of bevacizumab gamma
in comparison with the ACT.

Table 5: Bevacizumab gamma — probability and extent of added benefit

Therapeutic indication ACT®b Probability and extent of added
benefit

Adult patients with neovascular Aflibercept or faricimab or Added benefit not proven

(wet) age-related macular ranibizumab

degeneration

a. Presented is 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 of the company
according to the inclusion criteria in Module 4 A Section 4.2.2 is printed in bold.

b. The drugs of the specific ACT are suitable both for patients who are receiving treatment for their
neovascular (wet) AMD for the first time and in the sense of a switch for patients previously treated with
VEGF inhibitors after an insufficient response to the existing anti-VEGF therapy.

AMD: age-related macular degeneration; G-BA: Federal Joint Committee; VEGF: vascular endothelial growth
factor

The assessment described above concurs with that by the company.

The G-BA decides on the added benefit.
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