
•	 Systematic literature reviews (SLR) for health technology 
assessment (HTA) submissions should comprehensively summarise 
existing evidence for an intervention and its comparator(s).

•	 HTA bodies typically require an assessment of the internal 
validity of each included study – that is, the risk of bias (RoB) –  
to inform the overall certainty of the effectiveness results.

•	 In an effort to reduce duplication of HTA activities across 
European Union (EU) member states (MS), the first new oncology 
and advanced therapy medicinal products became subject to the 
EU Joint Clinical Assessment (JCA) as of January 2025.1

•	 Following the publication of recent guidance2 and implementing 
acts,3 we aimed to compare RoB assessment requirements 
between individual national HTA agencies and the EU JCA. 

Background and objectives

•	 In total, 31 HTA or regulatory bodies (comprising 27 EU MS,  
3 UK bodies, and the European HTA Coordination Group 
[HTACG]) were reviewed (Figure 1):

◦	� 12 HTA bodies recommended the use of appropriate, 
though unspecified, RoB tools

◦	� 7 bodies explicitly required specific tools for assessing  
bias in both RCTs and RWE

◦	� No published guidance or response regarding RoB 
evaluation criteria could be identified for 12 EU MS. 

•	 Further details on the specific guidance provided by the 7 HTA  
or regulatory bodies (6 EU MS, and the EU HTACG) are presented 
in Table 1.

•	 Among the cases where specific tools were required (6 EU MS, 
and the EU HTACG), the most frequently referenced were:

◦	 Cochrane RoB 2 for RCTs (n=5)
◦	 ROBINS-I for RWE studies (n=5).

Results

Discussion & conclusions
•	RoB assessment requirements for reimbursement submissions 

vary across Europe.

•	Whilst many countries do not mandate the use of specific RoB 
tool use, six countries have requirements that conflict with those 
of the recently introduced JCA process under HTAR.4

•	This discrepancy arises primarily because the EU JCA requires the  
use of Cochrane RoB 1, whereas the previous EUnetHTA guidance 
recommended Cochrane RoB 2.5

•	Consequently, despite the implementation of the JCA, this 
misalignment in RoB guidance may lead to additional or repeated 
bias assessments at the national level for certain countries.

Country/ countries HTA/regulatory body
RoB tool required

RCT RWE

EU MS (JCA process)4 European Commission Cochrane RoB 1 ROBINS-I

Austria6 AIHTA Cochrane RoB 2 Deeks et al, 20037 

Denmark8 DHTC Cochrane RoB 2 ROBINS-I

Germany9 IQWiG Cochrane RoB 2 ROBINS-I

Poland10 AOTMiT ‘Cochrane Collaboration Tool  
for randomised studies’ NOS

Spain11 AETS Cochrane RoB 2 ROBINS

Sweden12 SBU Cochrane RoB 2 + COI assessment ROBINS-I + COI assessment

Table 1: HTA and regulatory bodies with specific RoB requirements

Figure 1: Summary of RoB assessment requirements in Europe

•	 A structured search and review was conducted of publicly 
available online HTA submission guidance for all EU MS, UK HTA 
bodies and the HTA Coordination group (HTACG) – which is 
responsible for coordinating and implementing JCA guidance 
under Regulation (EU) 2021/2282 on HTA (HTAR). 

•	 The review focused on requirements for RoB assessment  
in both randomised controlled trials (RCT) and real-world  
evidence (RWE). 

•	 In cases where published guidance on RoB was unavailable or 
unclear, HTA agencies or their national representatives were 
contacted directly for clarification.
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