Appendix 1: Scoping review strategy to identify HTA features and areas for improvement to optimise access to medicines

Our objective was to identify features and components of HTA that impact access to medicines favourably or unfavourably, or areas for improvement. 
An advanced search was conducted in the MEDLINE via PubMed database to identify peer-reviewed papers from January 2011 to December 2021. The following keywords were used: (’health technology assessment’ OR ‘HTA’ OR ‘value assessment’) AND ‘Europe’. The relevant terms were searched through the titles and abstracts of the papers and the search was limited to the English language. Initially, ‘access’ was used as an additional key term, however, we removed it from the search terms as it was limiting our results substantially. 
Search results were downloaded using EndNote and duplicates were removed when identified. An initial screening through the titles and abstracts was conducted by the first author to identify relevant papers that focuses on HTA of in-patent medicines and study access variations due to HTA. An additional screening in all the resulted titles and abstracts was conducted by the second author. Papers were excluded from the initial screening, when they were focusing on medical devices or other technologies (i.e.: vaccines, diagnostics, biomarkers or surgical procedures) or off-patent and generic medicines or hospital-based HTA; when they were clinical and cost-effectiveness assessments conducted by the authors instead of relevant national or regional authorities which officially conduct HTA; when alternative value assessment processes than HTA were explored, such as multiple-criteria decision analysis and; when other stages of a medicine’s access pathway such as regulatory and MA processes, the development phase of medicines or innovative pricing mechanisms and managed entry agreements or clinical guidelines, were studied. 
The full texts of the remaining papers were screened by the first author, to identify features of HTA that facilitate or impede access or are responsible for observed variations in HTA recommendations for the same medicines across settings. Any information on current efforts to improve HTA processes at national or supranational level in Europe was also extracted. Any disputes on the inclusion of full-text, were resolved by the first two authors.
An additional search was conducted by the first author on the website of the European Commission and EUnetHTA to identify relevant grey literature on HTA in Europe. ’Health technology assessment’ OR ‘HTA’ were used as key terms for the search and the same inclusion and exclusion criteria as the ones used in the scoping review were used for the screening of the relevant hits. Reports published from 2017 and onwards were only included to capture recent developments and the current landscape of HTA in Europe.  
Relevant information from both searches was recorded in an excel spreadsheet. Information was organised following an iterative process. Therefore, the extracted evidence was classified into the following four main categories/endpoints: 
(1) HTA system, which included features related to how HTA is set up within the healthcare system; 
(2) HTA procedures, which related to administrative stipulations of HTA; 
(3) HTA evaluation process, which related to the assessment of the submitted evidence, and;
(4) HTA and funding decisions, which reflected how and to what extent HTA is being used during funding decision-making. 
Initially, information was recorded as a full text extracted from the initial source but was subsequently re-worded as statements that could improve access to medicines after three reiterations by the authors.  
An additional study endpoint was used identify different access metrics. First, relevant evidence was extracted from the included studies of the scoping review. This information was further complemented with evidence from additional searches on the websites of international organisations. Through this endpoint, we were able to define access to medicines using different key metrics.


Appendix 2: Scoping review results on HTA features and areas for improvement to optimise access to medicines

System set-up and organization.  The way healthcare and HTA systems are organised and set up can contribute to access delays (1–8). This can manifest itself within the HTA system, such as in Greece, where HTA is integrated within the government and the national payer and unclear or non-transparent connections and interactions between the multiple institutions involved result in unnecessary delays in funding negotiations (3,5), or in Italy, where the multi-level structure of HTA results in increased inequality of access to new medical technologies (6). Characteristics of the wider healthcare system may also create variation in patient access,  such as the decentralised healthcare systems of Italy or Spain which can result in variation across regions because of divergent HTA recommendations or funding decisions due to differences in the methodologies used to assess technologies and the selection of technologies undergoing assessment (1,2,7–9). 
HTA procedures. Extensive evidence variations in the HTA procedures employed by different HTA bodies, (such as whether HTA commences before or after marketing authorisation, the actual timelines of HTA evaluations, and whether and/or to what extent external stakeholders are involved in the HTA process) might result in access delays or create unnecessary access hurdles (3,8,10–18). An example of how HTA processes can impact access negatively is seen in a few European countries: Bulgaria and Romania both rely on HTA decisions of other well-established HTA agencies, and as such, HTA processes in these countries might be delayed until HTA recommendations are published in the countries they use as a reference (19). Or, how timelines for HTA recommendations to be published after marketing authorisation vary significantly across countries in practice: Spain had the longest timelines (mean time of 713 days), followed by Italy and Poland (504 and 462 days respectively), while France and Germany were the fastest, publishing HTA recommendations in 227 days and 199 days on average after marketing authorisation (2). Similar results were seen in another study where France had the fastest timelines (155 days) and Italy had the slowest ones (375 days) (12). When looking at the median timelines between MA and HTA submission, timelines also differed with seven days seen on average in England, 23 days in Italy, 29 days in France, 42 days in Germany and 49 days in Spain (12). These variations in time are due to different stipulations of HTA procedures. For instance, in Germany, the HTA assessment must be initiated within three months from MA approval according to German law (12). However, in other settings, HTA processes can only be initiated by manufacturers upon dossier submission (20). Stop-the-clock mechanisms, allowed by the English HTA for some medicines, can further lead to longer evaluation processes (12,21).
Better cooperation between regulatory and HTA bodies seems to be crucial for optimal and timely market access, with some collaborative processes being implemented in some settings to support this (22–26).  The presence of early scientific advice from the HTA body to manufacturers before dossier submissions or during the medicine development process is a way to expedite HTA assessments (12,22–28). The provision of early scientific advice has aided manufacturers to generate evidence that meets the standards of both regulatory agencies and HTA bodies, however, according to key stakeholders this initiative had not yet succeeded to align regulatory and HTA requirements (28). Despite efforts to expedite assessment processes at regulatory level and harmonise assessment processes at both levels, still, a proportion of approved medicines do not result in positive HTA recommendations, and only in a few cases, HTA bodies seem to accept a lower quality of evidence which has already been approved by regulatory agencies (2,7,12,15,29–32).
Other elements which may have a positive impact is the stakeholder involvement in the HTA process (i.e.: for selecting which technologies should be assessed by the HTA body, during technology assessment or in the decision-making process for issuing HTA recommendation) (3,4,13,20,33–35). However, some researchers mentioned that divergent HTA recommendations for the same medicine across HTA bodies could be attributed to differences in the interpretation of the assessed evidence due to varying levels and types of stakeholders’ involvement (17,20,36–38).
HTA evaluation processes. Differences in HTA recommendations across HTA bodies or observed access delays can also be attributed to variations in the assessment practices followed by HTA bodies such as differences in evidentiary requirements, the potential inclusion of other value dimensions beyond clinical and cost-effectiveness, divergent ways to deal with uncertainty, and acceptance of real-world evidence (2,7,8,10–14,17,23,26,36,37,39–42,42–46). For example, HTA evaluation in Romania is mainly focused on costs rather than other additional value criteria creating challenges for patient access to innovative medicines (47), while in England a number of value and end-of-life criteria are considered explicitly in the assessment of some medicines, together with recognition of elements such as medicine innovation in deliberations on whether to accept higher willingness to pay thresholds (34,48). However, a study looking at 29 jurisdictions reported that more similarities than differences exist between major methodological aspects used in the HTA processes of the study countries, showing room for better cross-country co-operations (45). Another study reported, though, that manufacturers had to generate local contextualised evidence, including evidence on the local comparator, to meet specific evidentiary requirements of European HTA bodies. Almost 90% of submissions in England incorporated local information such as local standard of care and clinical practice, followed by 82% of the submission in Germany, 80% in Italy, 79% in Spain and 72% in France (12). Similarly, another study discussed that country-specific practice-related factors can explain differences in HTA recommendations across settings (16).
Heterogeneity in HTA recommendations across countries might also be attributed to differences in the acceptance of evidence from observational studies and indirect comparisons (37,41,42,45,49–51). However, evidence on whether acceptance of real-world data might improve access at HTA level is not widely positive: one study discussed that generation of real-world evidence might be one of the contributing factors for longer delays of access, as setting up registries can be time-consuming and bureaucratic (14), and another study highlighted that in Bulgaria, limited epidemiological data may pose an additional challenge to manufacturers for the preparation and submission of pharmacoeconomic and HTA dossiers beyond the lack of expertise for gathering data from real-world evidence (47).
HTA and funding. The relationship between HTA recommendations and funding decisions might play an important role for patient access. The most important challenge for patient access is a lack of an explicit framework on how to use HTA evidence in the decision-making process, while the availability of such a framework is among the most important facilitators (52). Evidence from middle-income European countries showed a lack of a legal framework for the implementation of HTA recommendations in funding decision-making (53), while another study highlighted that this phenomenon is also observed in high-income countries where HTA systems are well-developed and established (38). 
Across Europe, there are countries where HTA recommendations are not legally binding and, thus, not always followed during decision-making processes (3,8,20,38). A study looking at the agreement between HTA recommendations and funding decisions for oncology medicines in Central and Eastern Europe showed that there was a low level of agreement between HTA and funding in Poland where HTA recommendations are non-binding, contrary to Latvia where recommendations are binding (19).  Similarly, a study in Poland, where HTA recommendations are not legally binding, showed only a fair agreement between national HTA recommendations and ministerial funding decisions between 2013 and 2015 (54). A more recent study focusing on oncology medicines in Central and Eastern Europe showed that there was a low level of agreement between HTA and funding in Poland, contrary to Latvia where recommendations are binding (19). Therefore, in systems where HTA recommendations are binding, their implementation in funding decisions is more straightforward. For instance, the English NHS should reimburse and make available within a timeframe of three months a medicine that received a positive HTA recommendation by the English HTA body (7). 
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Appendix 3: Detailed results for rounds 1 and 2

Percentage agreement (SA+A) per value statements for rounds 1 and 2
	HTA features
	Percentage agreement per access dimensions

	
	Availability
	Time to patient access (timeliness)
	Affordability

	1.Presence of an independent HTA body
	Round 1: 52%
Round 2: 41%
	Round 1: 44 %
Round 2: 47%
	ü
Round 1: 74 %
Round 2: 79%

	2.Scientific advice provided to manufacturers ahead of commencement of formal HTA process by HTA bodies
	üü
Round 1: 80 %
Round 2: 89%
	ü
Round 1: 74%
Round 2: 79%
	ü
Round 1: 70 %
Round 2: 79%

	3.Introduction of parallel review process to streamline marketing authorisation and HTA
	Round 1: 64%
Round 2: 50%
	üü
Round 1: 85 %
Round 2: 95%
	Round 1: 42%
Round 2: 32%

	4.Clarity of evidentiary requirements for value assessment in HTA
	ü
Round 1: 68%
Round 2: 76%
	üü
Round 1: 85%
Round 2: 95%
	Round 1:62 %
Round 2:53 %

	5.Reliance on real-world evidence in HTA in case of limited, incomplete, immature, or early phase clinical evidence
	üü
Round 1: 76 %
Round 2: 88%
	üü
Round 1: 85%
Round 2: 100%
	Round 1: 44%
Round 2: 37%

	6.Stakeholder involvement during the HTA process
	Round 1: 50 %
Round 2: 47%
	Round 1: 69 %
Round 2: 74%
	Round 1: 58%
Round 2: 63%

	7.Harmonization of rules for HTA methodologies, evidentiary requirements, and procedures across HTA bodies and systems at supranational level
	üü
Round 1: 75%†
Round 2: 76%†
	üü
Round 1: 81%
Round 2: 89%
	Round 1: 46%
Round 2: 37%

	8.Coordination of HTA rules, methods and processes across national and regional level, if both co-exist
	ü
Round 1: 70 %
Round 2: 75%
	üü
Round 1: 88%
Round 2: 94%
	Round 1: 54 %
Round 2: 53%

	9. Explicit recognition of additional dimensions of benefit beyond clinical and/or economic evidence considered during the evaluation of health technologies
	ü
Round 1: 71%
Round 2: 75%
	Round 1: 65%
Round 2: 72%
	Round 1: 52%
Round 2: 53%

	10. Legally binding HTA recommendations to be implemented in the shortest possible timeframe during reimbursement negotiations
	ü
Round 1: 83%
Round 2: 65%
	üü
Round 1: 77%
Round 2: 76%
	Round 1: 58%
Round 2: 25%

	11. No reliance on “HTA referencing”
	Round 1: 64%
Round 2: 33%
	Round 1: 68%
Round 2: 35%
	Round 1:33 %
Round 2: 13%

	12. Agreed-upon timelines for the completion of HTA process
	Round 1: 52 %
Round 2: 63%
	ü
Round 1: 48%
Round 2: 94%
	Round 1: 26%
Round 2: 12%*

	13.Established procedures on how uncertainties resulting from submitted evidence are managed and resolved within an agreed-upon timeframe
	ü
Round 1: 65 %
Round 2: 94%
	üü
Round 1: 88%
Round 2: 83%
	Round 1: 33%
Round 2: 61%


Notes: 
1. ü: Agreement was reached amongst participants with a value statement within one of the rounds: strongly agree and agree ≥ 75%  approved by qualified majority
2. üü: Agreement was reached amongst participants with a value statement within both rounds: strongly agree and agree ≥ 75%  approved by qualified majority
3. * this statement reached a 76% of participants choosing that they are neutral (neither agree nor disagree) with the positive impact of this value dimension on affordability
4. None of the value dimensions were rejected by absolute majority (SD + D > 50%)
5. †: this statement was approved by absolute majority (SA > 50% and SD + D < 33.3%) in both round 1 and 2



1

Central tendency and dispersion per value statements for rounds 1 and 2

	HTA features
	Round 1
	Round 2
	Change between rounds

	
	Availability
	Time to patient access (timeliness)
	Affordability
	Availability
	Time to patient access (timeliness)
	Affordability
	Availability
	Time to patient access (timeliness)
	Affordability

	1.Presence of an independent HTA body
	Median: 2
	Median:3
	Median:2
	Median: 3
	Median: 3
	Median: 2
	Median:1
	No change
	No change

	
	IQR: 2
	IQR:2
	IQR:2
	IQR: 1
	IQR: 2
	IQR:0
	IQR: -1
	No change
	IQR:-2

	2.Scientific advice provided to manufacturers ahead of commencement of formal HTA process by HTA bodies
	Median: 2
	Median:2
	Median:2
	Median:2
	Median: 2
	Median: 2
	No change
	No change
	No change

	
	IQR:1
	IQR:2
	IQR:2
	IQR: 1
	IQR: 1
	IQR: 0
	No change
	IQR:-1
	IQR:-2

	3.Introduction of parallel review process to streamline marketing authorisation and HTA
	Median:2
	Median:2
	Median:3
	Median: 2.5
	Median: 2
	Median: 3
	Median: 0.5
	No change
	No change

	
	IQR: 2
	IQR: 1
	IQR: 1
	IQR: 2
	IQR: 1
	IQR: 2
	No change
	No change
	IQR:-1

	4.Clarity of evidentiary requirements for value assessment in HTA
	Median: 2
	Median: 2
	Median: 2
	Median: 2
	Median: 2
	Median: 2
	No change
	No change
	No change

	
	IQR: 2
	IQR: 1
	IQR: 2
	IQR: 1
	IQR: 1
	IQR: 1
	IQR:-1
	No change
	IQR:-1

	5.Reliance on real-world evidence in HTA in case of limited, incomplete, immature, or early phase clinical evidence
	Median: 2
	Median: 2
	Median: 3
	Median: 2
	Median: 2
	Median: 3
	No change
	No change
	No change

	
	IQR: 1
	IQR: 1
	IQR: 1
	IQR: 0
	IQR: 0
	IQR: 1
	IQR:-1
	IQR:-1
	No change

	6.Stakeholder involvement during the HTA process
	Median: 2.5
	Median: 2
	Median: 2
	Median: 3
	Median: 2
	Median: 2
	Median: 0.5
	No change
	No change

	
	IQR: 1.5
	IQR: 1
	IQR: 1
	IQR: 1
	IQR: 1
	IQR: 1
	IQR:0.5
	No change
	No change

	7.Harmonization of rules for HTA methodologies, evidentiary requirements, and procedures across HTA bodies and systems at supranational level
	Median: 1
	Median: 2
	Median: 3
	Median: 1
	Median: 2
	Median: 3
	No change
	No change
	No change

	
	IQR: 1.5
	IQR: 1
	IQR: 2
	IQR: 1
	IQR: 1
	IQR: 2
	IQR:-0.5
	No change
	No change

	8.Coordination of HTA rules, methods and processes across national and regional level, if both co-exist
	Median: 2
	Median: 2
	Median: 2
	Median: 2
	Median: 2
	Median: 2
	No change
	No change
	No change

	
	IQR: 2
	IQR: 1
	IQR: 2
	IQR: 1.5
	IQR: 1
	IQR: 2
	IQR:-0.5
	No change
	No change

	9. Explicit recognition of additional dimensions of benefit beyond clinical and/or economic evidence considered during the evaluation of health technologies
	Median: 2
	Median: 2
	Median: 2
	Median: 2
	Median: 2
	Median: 2
	No change
	No change
	No change

	
	IQR: 2
	IQR: 2
	IQR: 2
	IQR: 1.5
	IQR: 2
	IQR: 1
	IQR:0.5
	No change
	IQR:-1

	10. Legally binding HTA recommendations to be implemented in the shortest possible timeframe during reimbursement negotiations
	Median: 2
	Median: 2
	Median: 2
	Median: 2
	Median: 2
	Median: 3
	No change
	No change
	Median:-1

	
	IQR: 0
	IQR: 0
	IQR: 0
	IQR: 1
	IQR: 1
	IQR: 0.5
	IQR:-1
	IQR:-1
	IQR:-0.5

	11. No reliance on “HTA referencing”
	Median: 2
	Median: 2
	Median: 3
	Median: 3
	Median: 3
	Median: 3
	Median:- 1
	Median:-1
	No change

	
	IQR: 2
	IQR: 2
	IQR: 1
	IQR: 1
	IQR: 1
	IQR: 0
	IQR: -1
	IQR: -1
	IQR:- 1

	12. Agreed-upon timelines for the completion of HTA process
	Median: 2
	Median: 2
	Median: 3
	Median: 2
	Median: 2
	Median: 3
	No change
	No change
	No change

	
	IQR: 1
	IQR: 1
	IQR: 1
	IQR: 1.5
	IQR: 0
	IQR:0
	IQR: -0.5
	IQR:-1
	IQR:-1

	13.Established procedures on how uncertainties resulting from submitted evidence are managed and resolved within an agreed-upon timeframe
	Median: 2
	Median: 2
	Median: 3
	Median: 2
	Median: 2
	Median: 2
	No change
	No change
	Median: -1

	
	IQR: 2
	IQR: 1
	IQR: 1
	IQR: 0
	IQR: 0
	IQR: 1
	IQR: -2
	IQR:-1
	No change


Note: No value statements received strong agreement (median 1), disagreement (median 4) and strong disagreement (median 5) by the participants in any round. 
Group agreement: Gwet’s coefficient
	HTA features
	Round 1
	Round 2

	
	Availability
	Time to patient access (timeliness)
	Affordability
	Availability
	Time to patient access (timeliness)
	Affordability

	1.Presence of an independent HTA body
	0.20
slight
	0.38
fair
	0.15
slight
	0.59
moderate
	0.06
slight
	0.42
moderate

	2.Scientific advice provided to manufacturers ahead of commencement of formal HTA process by HTA bodies
	0.51
moderate
	0.46
moderate
	0.47
moderate
	0.64
substantial
	0.52
moderate
	0.69
substantial

	3.Introduction of parallel review process to streamline marketing authorisation and HTA
	-0.05
poor
	0.26
fair
	0.34
fair
	-0.07
poor
	0.53
moderate
	0.09
slight

	4.Clarity of evidentiary requirements for value assessment in HTA
	0.38
fair
	0.61
substantial
	0.29
fair
	0.04
slight
	0.62
substantial
	0.50
moderate

	5.Reliance on real-world evidence in HTA in case of limited, incomplete, immature, or early phase clinical evidence
	0.54
moderate
	0.60
moderate
	0.43
moderate
	0.75
substantial
	0.47
moderate
	0.44
moderate

	6.Stakeholder involvement during the HTA process
	0.05
slight
	0.45
moderate
	0.55
moderate
	0.08
slight
	0.64
substantial
	0.65
substantial

	7.Harmonization of rules for HTA methodologies, evidentiary requirements, and procedures across HTA bodies and systems at supranational level
	0.52
moderate
	0.52
moderate
	0.37
fair
	0.31
fair
	0.49
moderate
	0.11
slight

	8.Coordination of HTA rules, methods and processes across national and regional level, if both co-exist
	0.39
fair
	0.38
fair
	0.14
slight
	0.37
fair
	0.57
moderate
	0.02
slight

	9. Explicit recognition of additional dimensions of benefit beyond clinical and/or economic evidence considered during the evaluation of health technologies
	0.43
moderate
	0.10
slight
	0.46
moderate
	0.37
fair
	0.24
fair
	0.46
moderate

	10. Legally binding HTA recommendations to be implemented in the shortest possible timeframe during reimbursement negotiations
	0.70
substantial
	0.59
moderate
	0.51
moderate
	0.10
slight
	0.44
moderate
	0.67
substantial

	11. No reliance on “HTA referencing”
	0.33
fair
	0.23
fair
	0.65
substantial
	0.59
moderate
	0.71
substantial
	0.71
substantial

	12. Agreed-upon timelines for the completion of HTA process
	0.24
fair
	0.67
substantial
	0.70
substantial
	0.38
fair
	0.72
substantial
	0.75
substantial

	13.Established procedures on how uncertainties resulting from submitted evidence are managed and resolved within an agreed-upon timeframe
	0.40
fair
	0.41
moderate
	0.65
substantial
	0.82
Almost perfect
	0.78
substantial
	0.61
substantial




Stability
	HTA features
	Wilcoxon matched-pair signed rank test 


	
	Availability
	Time to patient access (timeliness)
	Affordability

	1.Presence of an independent HTA body
	P=1
Z=1
N=17
	P=0.500
Z= 1.414
N=19
	P=1
Z=-1
N=19

	2.Scientific advice provided to manufacturers ahead of commencement of formal HTA process by HTA bodies
	P=0.5
Z= 1.414
N=17
	P=1
Z=1
N=19
	P=1
Z= 0.577
N=19

	3.Introduction of parallel review process to streamline marketing authorisation and HTA
	P=1
Z=-1
N=18
	P=0.5
Z= 1.414
N=19
	P=1
Z=-1
N=19

	4.Clarity of evidentiary requirements for value assessment in HTA
	P=0.5
Z= 1.414
N=17
	P=1
Z= 0.038
N=19
	P=0.25
Z= -1.731
N=18

	5.Reliance on real-world evidence in HTA in case of limited, incomplete, immature, or early phase clinical evidence
	P=1
Z= -0.577
N=17
	P=0.5
Z=0.641
N=19
	P=0.500
Z= -1.414
N=19

	6.Stakeholder involvement during the HTA process
	P=1
Z=0
N=17
	P=1
Z= -0.513
N=19
	P=1
Z=0
N=19

	7.Harmonization of rules for HTA methodologies, evidentiary requirements, and procedures across HTA bodies and systems at supranational level
	P=1
Z=1
N=17
	P=0.5
Z= 1.414
N=19
	P=1
Z=-1
N=19

	8.Coordination of HTA rules, methods and processes across national and regional level, if both co-exist
	P=1
Z=1
N=16
	P=1
Z=1
N=17
	P=1
Z=-1
N=17

	9. Explicit recognition of additional dimensions of benefit beyond clinical and/or economic evidence considered during the evaluation of health technologies
	P=0.5
Z= 1.413
N=16
	P=0.5
Z= 1.414
N=18
	P=1
Z=1
N=17

	10. Legally binding HTA recommendations to be implemented in the shortest possible timeframe during reimbursement negotiations
	P=1
Z= -0.378
N=16
	P= 0.2656
Z= 1.342
N=16
	P= 0.0625
Z= -2.138
N=15

	11. No reliance on “HTA referencing”
	P= 0.0625
Z= -2.138
N=15
	P= 0.1719
Z= -1.501
N=15
	P=1
Z= -0.116
N=13

	12. Agreed-upon timelines for the completion of HTA process
	P= 0.1094
Z= 1.911
N=15
	P= 0.0020
Z= 3.109
N=17
	P=1
Z= -0.180
N=15

	13.Established procedures on how uncertainties resulting from submitted evidence are managed and resolved within an agreed-upon timeframe
	P= 0.3984
Z= 1.076
N=16
	P= 0.1250
Z= -1.890
N=18
	P=0.0156
Z= 2.636
N=17





	HTA features
	Spearman correlation coefficient

	
	Availability
	Time to patient access
	Affordability

	1.Presence of an independent HTA body
	0.9678
P< 0.001
high
	0.9083
P< 0.001
high
	0.9434
P< 0.001
high

	2.Scientific advice provided to manufacturers ahead of commencement of formal HTA process by HTA bodies
	0.9430
P< 0.001
high
	0.9670
P< 0.001
high
	0.8507
P< 0.001
high

	3.Introduction of parallel review process to streamline marketing authorisation and HTA
	
0.9602
P< 0.001
high
	0.9575
P< 0.001
high
	0.9035
P< 0.001
high

	4.Clarity of evidentiary requirements for value assessment in HTA
	0.9255
P< 0.001
high
	0.8668
P< 0.001
high
	0.7947
P< 0.001
high

	5.Reliance on real-world evidence in HTA in case of limited, incomplete, immature, or early phase clinical evidence
	0.7564
P< 0.001
high
	0.7721
P< 0.001
high
	0.9221
P< 0.001
high

	6.Stakeholder involvement during the HTA process
	1.0000
P< 0.001
high
	0.8239
P< 0.001
high
	0.9244
P< 0.001
high

	7.Harmonization of rules for HTA methodologies, evidentiary requirements, and procedures across HTA bodies and systems at supranational level
	0.9891
P< 0.001
high
	0.9242
P< 0.001
high
	0.9825
P< 0.001
high

	8.Coordination of HTA rules, methods and processes across national and regional level, if both co-exist
	0.9767
P< 0.001
high
	0.9575
P< 0.001
high
	0.9764
P< 0.001
high

	9. Explicit recognition of additional dimensions of benefit beyond clinical and/or economic evidence considered during the evaluation of health technologies
	0.8297
P< 0.001
high
	
0.7725
P=0.002
high

	0.9862
P=0.002
high


	10. Legally binding HTA recommendations to be implemented in the shortest possible timeframe during reimbursement negotiations
	0.6580
P=0.056
low

	0.1552
P= 0.5660
low
	0.5079
P= 0.0533
low

	11. No reliance on “HTA referencing”
	
0.7114
P= 0.0029
low

	0.5236
P= 0.0452
low
	-0.0309
P= 0.9201
low

	12. Agreed-upon timelines for the completion of HTA process
	0.7050
P= 0.0033
low

	0.4876
P= 0.0471
low
	0.1967
P= 0.4822
low

	13.Established procedures on how uncertainties resulting from submitted evidence are managed and resolved within an agreed-upon timeframe
	0.3817
P= 0.1446
low

	0.4669
P= 0.0508
low

	0.5508
P=0.0219
low



