
Objectives
Acceptance of real-world evidence (RWE) is one key chal-
lenge in HTA. The upcoming European HTA will set new 
standards on the European level. Hence, recently published 
guidelines by EUnetHTA 21 on RWE might have an impact on 
the national level. This study analyzes (1) the current prob-
lems in accepting RWE in (national) HTAs with the focus on 
clinical registry data, (2) the methods that are set out by 
EUnetHTA 21, and (3) the implications for upcoming national 
appraisals post 2025. German HTA will be analyzed here, 
as it can be considered one of the most rigorous national 
HTA within Europe.

Methods
The following analysis focuses on registry data as an example 
for RWE. Submitted registry data is identified by screening 
German HTA body (G-BA) justification of resolutions since 
2011 by using the German search terms “Registerstudie”
(study registry) and “Registerdaten” (registry data). The search 
has been conducted in March 2023. Hits were screened 
for relevant cases, i.e. HTA assessments in which registry data 
have been submitted. Reasons for acceptance or non-
acceptance are extracted and categorized. European HTA 
standards on RWE are extracted from recently published 
guidelines by EUnetHTA 21.1-4

The conducted search does presumably not cover all assess-
ments in which registry data have been submitted as this 
would require a more exhaustive search strategy, but it pro-
vides a decent overview on the handling of registry data in 
the German HTA context.

Conclusion
• Acceptance of RWE in German HTA is rather the exception 

than the rule. Registry data, for example, have only been 
accepted in specific settings (e.g. rare diseases, progressive 
and fatal course of the disease, pediatric patient populati-
on). In the majority of cases (73 %) registry data have been 
rejected due to methodological aspects.

• In contrast to the “General Methods” paper by IQWiG6, 
which provides the general framework for the German 
HTA, the EUnetHTA 21 guidelines discuss RWE as potential 
source for the HTA in more detail highlighting its chances 
and limitations including few methodological recommen-
dations. 

• Despite the known limitations of RWE data, the European 
HTA may open new routes of evidence demonstration, 
possibly influencing subsequent national HTA – at least for 
some countries. 

• It is expected that countries with a well-established 
national HTA may stick to their own procedures and specifi-
cations where possible to ensure procedural consistency. 
This holds true especially for the rigorous German HTA.

• It remains to be seen how the European HTA will deal with 
RWE and whether and how this will affect national HTA. 

• However, it would be very surprising to see a specific set 
of RWE being rejected on the national level due to metho-
dological concerns, once it had been endorsed in the joint 
clinical assessment (JCA) report.  
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Figure 1: Flowchart of the conducted search for submitted RWE
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Results

Key messages on RWE based on EUnetHTA 21 guidelines1-4

• The current guidelines by EUnetHTA 21 acknowledge RWE as possible data source 
for HTA.

• The different types of RWE, their potentials, weaknesses and methodological limita-
tions are discussed. Few methodological guidance is provided.

• In particular, the use of registry data is encouraged by the “D5.1 Submission Dossier 
Guidance” document, which explicitly demands the search for relevant data in study 
registries and information based on these registries shall be provided in the dossier.

• As important methodological limitations for the use of RWE in HTA, the risk of bias 
as well as data validity are discussed in more detail.

The current EUnetHTA 21 guidelines do not give a conclusive picture of the role 
of RWE in the upcoming European assessments, however, its potential role is 
acknowledged.

• The search for “Registerstudie” (study registry) as well as “Register-
daten” (registry data) yielded 22 and 18 potential assessments, 
respectively. 

• Screening of these hits revealed 13 relevant assessments of 
medicinal products, for which registry data have been submitted 
for the German benefit assessment (8 orphan drugs, 5 non-
orphan drugs).

• RWE has been predominantly presented as additional supportive 
data (9 assessments) or as source for unadjusted indirect compa-
risons (4 assessments). 

• In 3 of 13 assessments (23 %), RWE has been accepted by G-BA. 
All three cases were orphan medicinal products (Figure 2).

• RWE has been accepted for endpoint categories mortality, morbi-
dity and safety.

Figure 2: Overview on the 13 relevant assessments including the reasons for acceptance and non-acceptance of RWE according to G-BA5 (OD: Orphan drug)

RWE ACCEPTED
(incl. endpoint category)

RWE REJECTED

Reasons for acceptance:

Despite of the high risk of bias of registry data, 
reasons for accepting were: 
• Rare disease

• Progressive and fatal course of the disease 

• Pediatric patient population

• Lack of treatment alternatives

• Large effect size; the magnitude of the 
difference found makes it unlikely to be 
based solely on a systematic risk of bias 

• Consistency of results in supportive analyses

• Cerliponase alfa (OD) – 
mortality, safety 

• Sebelipase alfa (OD) – 
mortality, safety

• Idebenon (OD) – 
mortality, safety 

Reasons for rejection:

Rejection of registry data was mainly based on 
methodological deficits in data collection and 
analysis or incomplete information:

• Lack of sufficient comparability (structural 
equality) of the patient populations

• Incomplete data acquisition or high proportion 
of (inexplicable) missing data

• Missing information on or different operatio-
nalisation of endpoints

• Missing information on or different mean 
observation data

• Inadequate or incomplete confounder adjust-
ment

Astofase alfa (OD)  •

Voretigen Neparvovec (OD)  •

Nusinersen (OD)  •

Pegvaliase (OD)  •

Axicabtagen-Ciloleucel (OD)  •

Dostarlimab  •

Lomitapid  •

Amivantamab  •

Pembrolizumab  •

Sotorasib  •
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