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2 Benefit assessment

2.1 [Executive summary of the benefit assessment

Background

In accordance with §35a Social Code SGB 'V, the Federal Joint Committee (G-BA)
commissioned the Institute for Quality and Efficiency in Health Care (IQWiG) to assess the
benefit of the subcutaneously administered fixed combination of pertuzumab and trastuzumab.
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 20 January 2021.

Research question

The aim of the present report is to assess the added benefit of the subcutaneously administered
fixed combination of pertuzumab and trastuzumab (hereinafter referred to as
pertuzumab/trastuzumab [SC]) in combination with docetaxel versus pertuzumab in free
combination with trastuzumab and docetaxel as appropriate comparator therapy (ACT) in adult
patients with human epidermal growth factor receptor 2 (HER2)-positive metastatic or locally
recurrent unresectable breast cancer who have not received previous anti-HER2 therapy or
chemotherapy for their metastatic disease.

Table 2 shows the research question of the benefit assessment and the ACT specified by the
G-BA.

Table 2: Research question of the benefit assessment of pertuzumab/trastuzumab (SC) in
combination with docetaxel

Therapeutic indication ACT?

Adult patients with HER2-positive metastatic or locally Pertuzumab in combination with trastuzumab and
recurrent unresectable breast cancer, who have not received |docetaxel

previous anti-HER2 therapy or chemotherapy for their
metastatic disease

a. Presentation of the ACT specified by the G-BA. The company chose trastuzumab in combination with a
taxane (docetaxel or paclitaxel) as comparator therapy.

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; HER2: human epidermal growth factor
receptor 2

The assessment was conducted versus the ACT by means of patient-relevant outcomes on the
basis of the data provided by the company in the dossier.

Deviation of the company from the research question of the present benefit assessment

Deviating from the G-BA’s specification, the company chose trastuzumab in combination with
a taxane (docetaxel or paclitaxel) as comparator therapy. Moreover, it did not choose
pertuzumab/trastuzumab as subcutaneously administered fixed combination as intervention, but
the intravenously administered free combination of pertuzumab with trastuzumab, each in
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combination with docetaxel. Therefore, the comparison conducted by the company for its
benefit assessment does not correspond to the research question of the present benefit
assessment.

The deviation of the company from the research question of the present benefit assessment was
not appropriate. The company justified its choice of the comparator therapy by stating that the
combination of trastuzumab and taxane, in addition to the combination of pertuzumab with
trastuzumab and chemotherapy, continued to be a treatment option recommended by guidelines.
However, in most cases the guidelines uniformly recommend pertuzumab in combination with
trastuzumab and chemotherapy as the preferred therapy option for patients with HER2-positive,
metastatic breast cancer in first-line therapy, and thus support the ACT specified by the G-BA.
The S3 guideline of the Association of the Scientific Medical Societies in Germany
(Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften [AWMEF])
describes no alternative therapy option for this patient population besides the ACT specified by
the G-BA. Overall, the guidelines provide no sufficient justification for a deviation from the G-
BA's specification.

Regarding its choice of intervention, the company argued that the free intravenous combination
of pertuzumab and trastuzumab (additionally in combination with docetaxel) was bioequivalent
and also had an efficacy equivalent to the subcutaneous fixed combination of
pertuzumab/trastuzumab. Moreover, it raised doubts on whether the comparison of two
administration forms with identical drugs and comparable drug levels, which results from the
G-BA's ACT, is meaningful for the proof of an added benefit. The company’s reasoning is not
appropriate. The non-inferiority of the fixed combination versus the free combination with
regard to pharmacokinetics as well as the total pathological complete remission was proven
within the framework of the approval; however, this does not exclude potential advantages of
the subcutaneously administered fixed combination of pertuzumab/trastuzumab over the free
intravenous combination (each in combination with docetaxel) for patient-relevant outcomes.
The company did not provide sufficient justification for its argumentation as to why the
comparison of the different administration forms with identical drugs and comparable drug
levels should not be meaningful for the proof of an added benefit for the present therapeutic
indication.

The argumentation of the company according to which the comparison of the free intravenous
combination of pertuzumab with trastuzumab and docetaxel versus trastuzumab in combination
with a taxane (docetaxel or paclitaxel) should be suitable for the benefit assessment of
pertuzumab/trastuzumab (SC) is not adequate. In the present benefit assessment,
pertuzumab/trastuzumab (SC) in combination with docetaxel is therefore compared with the
ACT specified by the G-BA.

The evidence presented by the company is unsuitable for the assessment

For its benefit assessment, the company used the CLEOPATRA study to compare the free
intravenous combination of pertuzumab + trastuzumab with placebo + trastuzumab, each in
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combination with docetaxel, in adult patients with HER2-positive metastatic or locally
recurrent, unresectable breast cancer who have not received previous anti-HER2 therapy or
chemotherapy for their metastatic disease. The study deviates from the research question of the
present benefit assessment with regard to both the intervention and the ACT and is therefore
not suitable for the assessment.

Results

There are no data for the assessment of the added benefit of pertuzumab/trastuzumab (SC) in
combination with docetaxel versus the ACT in adult patients with HER2-positive metastatic or
locally recurrent unresectable breast cancer who have not received previous anti-HER2 therapy
or chemotherapy for their metastatic disease. Hence, there is no hint of an added benefit of
pertuzumab/trastuzumab (SC) in combination with docetaxel in comparison with the ACT; an
added benefit is therefore not proven.

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

On the basis of the results presented, the probability and extent of the added benefit of
pertuzumab/trastuzumab (SC) in combination with docetaxel versus the ACT are assessed as
follows:

Table 3 shows a summary of the probability and extent of the added benefit of
pertuzumab/trastuzumab (SC) in combination with docetaxel.

Table 3: Pertuzumab/trastuzumab (SC) in combination with docetaxel - probability and
extent of added benefit

Therapeutic indication ACT? Probability and extent of
added benefit

Adult patients with HER2-positive metastatic or locally | Pertuzumab in Added benefit not proven

recurrent unresectable breast cancer, who have not combination with

received previous anti-HER2 therapy or chemotherapy for |trastuzumab and

their metastatic disease docetaxel

a. Presentation of the ACT specified by the G-BA. The company chose trastuzumab in combination with a
taxane (docetaxel or paclitaxel) as comparator therapy.

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; HER2: human epidermal growth factor
receptor 2

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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The G-BA decides on the added benefit.

2.2 Research question

The aim of the present report is to assess the added benefit of the subcutaneously administered
fixed combination of pertuzumab and trastuzumab (hereinafter referred to as
pertuzumab/trastuzumab [SC]) in combination with docetaxel versus pertuzumab in free
combination with trastuzumab and docetaxel as ACT in adult patients with HER2-positive
metastatic or locally recurrent unresectable breast cancer who have not received previous anti-
HER?2 therapy or chemotherapy for their metastatic disease.

Table 4 shows the research question of the benefit assessment and the ACT specified by the
G-BA.

Table 4: Research question of the benefit assessment of pertuzumab/trastuzumab (SC) in
combination with docetaxel

Therapeutic indication ACT?

Adult patients with HER2-positive metastatic or Pertuzumab in combination with trastuzumab and
locally recurrent unresectable breast cancer, who have |docetaxel

not received previous anti-HER?2 therapy or
chemotherapy for their metastatic disease

a. Presentation of the ACT specified by the G-BA. The company chose trastuzumab in combination with a
taxane (docetaxel or paclitaxel) as comparator therapy.

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; HER2: human epidermal growth factor
receptor 2

The assessment was conducted versus the ACT by means of patient-relevant outcomes on the
basis of the data provided by the company in the dossier.

Deviation of the company from the research question of the present benefit assessment

Deviating from the G-BA’s specification, the company chose trastuzumab in combination with a
taxane (docetaxel or paclitaxel) as comparator therapy. Moreover, it did not choose
pertuzumab/trastuzumab as subcutaneously administered fixed combination as intervention, but
the intravenously administered free combination of pertuzumab with trastuzumab, each in
combination with docetaxel. Therefore, the comparison conducted by the company for its benefit
assessment does not correspond to the research question of the present benefit assessment.

The deviation of the company from the research question of the present benefit assessment is
not appropriate. This is explained below.

Deviation of the company from the ACT

The company justified its choice of the comparator therapy by stating that the combination of
trastuzumab and taxane, in addition to the combination of pertuzumab with trastuzumab and
chemotherapy, continued to be a therapy option recommended by guidelines and in doing so
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referred to the guidelines of the German Gynaecological Oncology Working Group (AGO) [3],
the European School of Oncology (ESO) and the European Society of Medical Oncology
(ESMO) [4] and the National Comprehensive Cancer Network (NCCN) [5]. However, like the
S3 guideline of the AWMF [6] and also the guideline of the American Society of Clinical
Oncology (ASCO) [7], these guidelines prioritise pertuzumab in combination with trastuzumab
and chemotherapy as the preferred treatment option for patients with HER2-positive, metastatic
breast cancer in first-line therapy, and thus support the ACT specified by the G-BA. The S3
guideline of the AMWF describes no alternative therapy option for this patient population
besides the ACT specified by the G-BA. Overall, the guidelines provide no sufficient
justification for a deviation from the G-BA's specification.

Deviation of the company from the intervention

The company used the intravenously administered free combination of pertuzumab and
trastuzumab (additionally in combination with docetaxel) as intervention for the benefit
assessment. It justified this with the fact that the free intravenous combination was
bioequivalent and also had an efficacy equivalent to the subcutaneous fixed combination.
Moreover, it raised doubts on whether the comparison of two administration forms with
identical drugs and comparable drug levels, which results from the G-BA's ACT, is meaningful
for the proof of an added benefit.

The company’s reasoning is not appropriate. Differences for all categories of patient-relevant
outcomes can potentially result from different administration forms, which could, for example,
justify an added benefit of pertuzumab/trastuzumab (SC) versus the free intravenous
combination of pertuzumab and trastuzumab, each in combination with docetaxel. Therefore, a
study on the comparison of the different administration forms would be suitable for the
assessment of the added benefit of pertuzumab/trastuzumab (SC), provided that patient-relevant
outcomes were collected. In the dossier itself, the company presented supplementary results
from the ongoing FeDeriCa study [8], which, in addition to the non-inferiority with regard to
pharmacokinetics and total pathological complete remission, also investigated patient-relevant
outcomes (e.g. “overall survival” and “adverse events”). This study investigates the comparison
of the subcutaneously administered fixed combination of pertuzumab/trastuzumab with the free
intravenous combination (each in combination with chemotherapy), however, in a patient
population that deviates from the present therapeutic indication (patients with resectable or
locally advanced, inflammatory early-stage HER2-positive breast cancer). The study was
therefore irrelevant for the assessment of the added benefit in the present therapeutic indication.
Based on the results available from the study so far, the non-inferiority of the fixed combination
versus the free combination with regard to pharmacokinetics and total pathological complete
remission was proven within the framework of the approval [9]. However, this does not exclude
potential advantages of the subcutaneously administered fixed combination of
pertuzumab/trastuzumab over the free intravenous combination (each in combination with
docetaxel) for patient-relevant outcomes. The company did not provide sufficient justification
for its argumentation as to why the comparison of the different administration forms with
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identical drugs and comparable drug levels should not be meaningful for the proof of an added
benefit for the present therapeutic indication.

Conclusion

The argumentation of the company according to which the comparison of the free intravenous
combination of pertuzumab with trastuzumab and docetaxel versus trastuzumab in combination
with a taxane (docetaxel or paclitaxel) should be suitable for the benefit assessment of
pertuzumab/trastuzumab (SC) is not adequate. In the present benefit assessment,
pertuzumab/trastuzumab (SC) in combination with docetaxel is therefore compared with the
ACT specified by the G-BA.

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:

= study list on pertuzumab / trastuzumab (status: 16 November 2020)

= #bibliographical literature search on pertuzumab / trastuzumab (last search on 16
November 2020)

= search in trial registries/trial results databases for studies on pertuzumab (last search on 17
November 2020)

= search on the G-BA website for pertuzumab (last search on 17 November 2020)
To check the completeness of the study pool:

= search in trial registries for studies on pertuzumab/trastuzumab (last search on 9 February
2021)

The check did not identify any relevant studies for the assessment of the added benefit of
pertuzumab/trastuzumab (SC) in combination with docetaxel in comparison with the ACT.

Evidence provided by the company

For its benefit assessment, the company used the CLEOPATRA study [10] to compare the free
intravenous combination of pertuzumab + trastuzumab with placebo + trastuzumab, each in
combination with docetaxel, in adult patients with HER2-positive metastatic or locally
recurrent, unresectable breast cancer who have not received previous anti-HER2 therapy or
chemotherapy for their metastatic disease. The company presented supplementary results from
the ongoing PUFFIN study [11], which investigates the same comparison in a Chinese patient
population, as well as results from the studies CLEOPATRA and PUFFIN summarized in a
meta-analysis. The CLEOPATRA study, in which the free combination of pertuzumab with
trastuzumab and docetaxel was assessed, was used for the benefit assessment of pertuzumab
(benefit assessment on Commission A13-10 [12]).

Institute for Quality and Efficiency in Health Care (IQWiG) -6-
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The analyses presented by the company for the comparison of the free intravenous combination
of pertuzumab + trastuzumab versus placebo + trastuzumab, each in combination with
docetaxel, are not suitable for the investigation of the research question of the present benefit
assessment (for explanation see Section 2.2).

Moreover, the company presented supplementary results from the FeDeriCa study, which
investigates the comparison of the subcutaneously administered fixed combination of
pertuzumab/trastuzumab with the free intravenous combination of pertuzumab and
trastuzumab, each in combination with chemotherapy, in patients with resectable or locally
advanced, inflammatory early-stage HER2-positive breast cancer. This study is irrelevant for
the present benefit assessment because the patient population investigated deviates from the
present therapeutic indication (see Section 2.2).

2.4 Results on added benefit

There are no data for the assessment of the added benefit of pertuzumab/trastuzumab (SC) in
combination with docetaxel versus the ACT in adult patients with HER2-positive metastatic or
locally recurrent unresectable breast cancer who have not received previous anti-HER2 therapy
or chemotherapy for their metastatic disease. Hence, there is no hint of an added benefit of
pertuzumab/trastuzumab (SC) in combination with docetaxel in comparison with the ACT; an
added benefit is therefore not proven.

2.5 Probability and extent of added benefit
The result of the assessment of the added benefit of pertuzumab/trastuzumab (SC) in

combination with docetaxel in comparison with the ACT is summarized in Table 5.

Table 5: Pertuzumab/trastuzumab (SC) in combination with docetaxel - probability and
extent of added benefit

Therapeutic indication ACT? Probability and extent of
added benefit

Adult patients with HER2-positive metastatic or locally | Pertuzumab in Added benefit not proven

recurrent unresectable breast cancer, who have not combination with

received previous anti-HER2 therapy or chemotherapy for | trastuzumab and

their metastatic disease docetaxel

a. Presentation of the ACT specified by the G-BA. The company chose trastuzumab in combination with a
taxane (docetaxel or paclitaxel) as comparator therapy.

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; HER2: human epidermal growth factor
receptor 2

The assessment described above deviates from that of the company, which derived proof of
major added benefit.

The G-BA decides on the added benefit.
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