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2 Benefit assessment 

2.1 Executive summary of the benefit assessment 

Background 
In accordance with §35a Social Code Book (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 drug avelumab. The assessment is based on a dossier compiled by the pharma-
ceutical company (hereinafter referred to as the “company”). The dossier was sent to IQWiG 
on 30 March 2020. 

Due to the working conditions during the coronavirus pandemic, the present assessment was 
conducted without the use of strictly confidential data presented in Module 5 of the company’s 
dossier. 

Research question 
The aim of this report is to assess the added benefit of avelumab in comparison with the 
appropriate comparator therapy (ACT) in patients with metastatic Merkel cell carcinoma. 

The specification of the ACT by the G-BA resulted in the research question presented in Table 2 
below. 

Table 2: Research questions of the benefit assessment of avelumab 
Therapeutic indication ACTa 
Adults with metastatic Merkel cell carcinoma Therapy upon the physician’s discretionb 
a. Presentation of ACT specified by the G-BA. 
b. Currently, avelumab is the only drug approved for metastatic Merkel cell carcinoma. The G-BA deems the 

off-label use of pembrolizumab or nivolumab an adequate implementation of the ACT. 
ACT: appropriate comparator therapy; G-BA: Federal Joint Committee 
 

The pharmaceutical company (hereinafter “company”) designates a therapy upon the phy-
sician’s discretion as the ACT and thereby follows the G-BA’s specification. In the further 
discussion, the company chooses pembrolizumab as the implementation of the ACT, arguing 
that more evidence is available on this drug. This choice is adequate. 

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

Results 
JAVELIN Merkel 200 study unsuitable for deriving an added benefit 
No studies relevant for the present benefit assessment were found. Due to a lack of suitable 
comparative data, the 1-arm JAVELIN Merkel 200 study conducted by the company is 
unsuitable for assessing an added benefit of avelumab in comparison with the ACT in patients 
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with metastatic Merkel cell carcinoma. Therefore, no suitable data are available for the present 
benefit assessment. Consequently, there is no hint of added benefit of avelumab 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 
Based on the results presented, the probability and extent of added benefit of the drug avelumab 
in comparison with the ACT are assessed as follows: 

No suitable data are available for the assessment of the added benefit of avelumab. In adults 
with metastatic Merkel cell carcinoma, an added benefit of avelumab in comparison with the 
ACT is not proven. 

Table 3 presents a summary of the probability and extent of added benefit of avelumab. 

Table 3: Avelumab – probability and extent of added benefit 
Therapeutic indication ACTa Probability and extent of added 

benefit 
Adults with metastatic Merkel cell 
carcinoma 

Therapy upon the physician’s 
discretionb 

Added benefit not proven 

a. Presentation of ACT specified by the G-BA. 
b. Currently, avelumab is the only drug approved for metastatic Merkel cell carcinoma. The G-BA deems the 

off-label use of pembrolizumab or nivolumab an adequate implementation of the ACT. 
ACT: appropriate comparator therapy; G-BA: Federal Joint Committee 
 

The G-BA decides on the added benefit. 

Supplementary note 
The result of the assessment deviates from the G-BA’s assessment issued in the context of the 
market launch in 2018. Therein, the G-BA defined 2 subpopulations and found a non-
quantifiable added benefit of avelumab both for patients without prior chemotherapy and for 
patients with at least 1 prior chemotherapy in the metastatic stage. However, in that assessment, 
the added benefit was considered to be proven by the marketing authorization on the basis of 
the special status of orphan drugs, regardless of the underlying data. 

                                                 
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 this report is to assess the added benefit of avelumab in comparison with the ACT 
in patients with metastatic Merkel cell carcinoma. 

The specification of the ACT by the G-BA resulted in the research question presented in Table 4 
below. 

Table 4: Research questions of the benefit assessment of avelumab 
Therapeutic indication ACTa 
Adults with metastatic Merkel cell carcinoma Therapy upon the physician’s discretionb 
a. Presentation of ACT specified by the G-BA. 
b. Currently, avelumab is the only drug approved for metastatic Merkel cell carcinoma. The G-BA deems the 

off-label use of pembrolizumab or nivolumab an adequate implementation of the ACT  [3]. 
ACT: appropriate comparator therapy; G-BA: Federal Joint Committee 
 

The company designates therapy upon the physician’s discretion as the ACT and thereby 
follows the G-BA’s specification. In the further discussion, the company chooses 
pembrolizumab as the implementation of the ACT, arguing that more evidence is available on 
this drug. This choice is adequate. 

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

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 avelumab (as of 14 January 2020) 

 Bibliographic literature search on avelumab (most recent search on 14 January 2020) 

 Search in trial registries / study results databases on avelumab (most recent search on 
14 January 2020) 

 Search on the G-BA website on avelumab (most recent search on 14 January 2020) 

 Bibliographic literature search on the ACT (most recent search on 14 January 2020) 

 Search in trial registries or results databases on the ACT (most recent search on 
14 January 2020) 

 Search on the G-BA website on the ACT (most recent search on 14 January 2020) 

To check the completeness of the study pool: 

 Search in trial registries for studies on avelumab (most recent search on 7 April 2020) 
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 Search in trial registries on the ACT (most recent search on 7 April 2020) 

Concurring with the company, the check of completeness of the study pool did not reveal any 
direct comparative randomized controlled trials with avelumab in comparison with the ACT. 

In the absence of any comparative studies on avelumab in the therapeutic indication, the 
company presented the data from the ongoing 1-arm approval study JAVELIN Merkel 200 [4,5] 
and used it for its benefit assessment. 

The results presented by the company are unsuitable for deriving an added benefit of avelumab. 
The reasons are explained below. 

Study used by the company (JAVELIN Merkel 200) 
The JAVELIN Merkel 200 study is an ongoing, 1-arm, open-label, multicentric phase II study. 
This study is the basis for the approval of avelumab as an orphan drug for treating metastatic 
Merkel cell carcinoma. The study has 2 parts. The two study parts differ in the characteristics 
of the included study participants: Patients who had already received ≥ 1 chemotherapy for 
metastatic Merkel cell carcinoma were included in study Part A, while those without prior 
systemic chemotherapy for metastatic disease were included in study Part B. Part A of the 
JAVELIN Merkel 200 study included 88 patients, while Part B included 116 patients. 

In both study arms, patients received 10 mg avelumab per kg of body weight administered as 
an intravenous infusion over 60 minutes every 2 weeks. Avelumab was approved at a fixed 
dose of 800 mg administered as an intravenous infusion over 60 minutes every 2 weeks [6]. 
Both dosing regimen result in a similar exposure to avelumab  [7]. In 2016, in an effort to 
simplify the dosing regimen, the European Medicines Agency (EMA) changed the approval 
from weight-based dosing to a fixed-dose regimen [7]. Hence, avelumab treatment in the 
JAVELIN Merkel 200 study was in compliance with approval [6-8]. 

The primary outcome of the JAVELIN Merkel 200 study was best overall response in Part A 
and sustained response rate (sustained for ≥ 6 months) in Part B. Both outcomes were recorded 
using imaging procedures and assessed with the RECIST criteria (version 1.1). 

The company used both parts of the JAVELIN Merkel 200 study for assessing an added benefit 
of avelumab. It did not present any comparative data regarding the ACT. 

JAVELIN Merkel 200 study unsuitable for deriving an added benefit 
The JAVELIN Merkel 200 study is unsuitable for deriving an added benefit. The reason is 
explained below: 

In the present therapeutic indication, the 1-arm JAVELIN Merkel 200 study used by the 
company is generally suitable only for comparing individual arms from various studies. For the 
ACT, however, the company does not identify any suitable data. While the company found 
2 publications on the 1-arm KEYNOTE-017 study, which included previously treatment-naive 
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patients with metastatic Merkel cell carcinoma and treated them with pembrolizumab [9,10], it 
reports that these publications lack data on the patient characteristics of extent of metastasis 
(number and type of affected organs), time since diagnosis of metastatic stage, presence of 
tumour-infiltrating lymphocytes, and prior therapies. The company argues that, for this reason, 
it is impossible to conclusively assess the comparability of the study populations. Therefore, 
the company foregoes the presentation of comparative data on the ACT on the basis of the 
KEYNOTE-017 study and describes only the results of the JAVELIN Merkel 200 study on 
avelumab. 

The company’s approach of excluding the KEYNOTE-017 study from the present benefit 
assessment is adequate since, due to the lack of information on the study population, the 
comparability of patient characteristics cannot be assessed. Irrespective thereof, any effects 
seen when comparing the two 1-arm studies would not be large enough to rule out an 
explanation based solely on systematic bias (see Module 4 A, Section 4.3.2.3.3 as well as 
Nghiem 2019 [9]). The company further asserts that, with regard to the direction of effect, 
disadvantages rather than advantages of avelumab in comparison with pembrolizumab tended 
to be shown for patient-relevant outcomes. 

In summary, due to the lack of suitable comparative data, the JAVELIN Merkel 200 study is 
unsuitable for assessing an added benefit of avelumab in comparison with the ACT in patients 
with metastatic Merkel cell carcinoma. Therefore, no suitable data are available for the present 
benefit assessment. 

2.4 Results on added benefit 

No suitable data are available for assessing the added benefit of avelumab in comparison with 
the ACT. Consequently, there is no hint of added benefit of avelumab in comparison with the 
ACT; an added benefit is therefore not proven. 

2.5 Probability and extent of added benefit 

No suitable data are available for the assessment of the added benefit of avelumab. In adults 
with metastatic Merkel cell carcinoma, an added benefit of avelumab in comparison with the 
ACT is not proven. 

Table 5 presents a summary of the result of the benefit assessment of avelumab in comparison 
with the ACT. 
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Table 5: Avelumab – probability and extent of added benefit  
Therapeutic indication ACTa Probability and extent of added 

benefit 
Adults with metastatic Merkel cell 
carcinoma 

Therapy upon the physician’s 
discretionb 

Added benefit not proven 

a. Presentation of ACT specified by the G-BA. 
b. Currently, avelumab is the only drug approved for metastatic Merkel cell carcinoma. The G-BA deems the 

off-label use of pembrolizumab or nivolumab an adequate implementation of the ACT [3]. 
ACT: appropriate comparator therapy; G-BA: Federal Joint Committee 
 

The above-described assessment deviates from that of the company, which derives a non-
quantifiable added benefit of avelumab on the basis of the 1-arm study JAVELIN Merkel 200. 

The G-BA decides on the added benefit. 

Supplementary note 
The result of the assessment deviates from the G-BA’s assessment issued in the context of the 
market launch in 2018. Therein, the G-BA defined 2 subpopulations and found a non-
quantifiable added benefit of avelumab both for patients without prior chemotherapy and for 
patients with at least 1 prior chemotherapy in the metastatic stage. However, in that assessment, 
the added benefit was considered to be proven by the marketing authorization on the basis of 
the special status of orphan drugs, regardless of the underlying data. 
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