
BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Open

 doi: 10.1136/bmjopen-2023-072309:e072309. 13 2023;BMJ Open, et al. Hogervorst MA



BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Open

 doi: 10.1136/bmjopen-2023-072309:e072309. 13 2023;BMJ Open, et al. Hogervorst MA



BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Open

 doi: 10.1136/bmjopen-2023-072309:e072309. 13 2023;BMJ Open, et al. Hogervorst MA



 
 

BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Open

 doi: 10.1136/bmjopen-2023-072309:e072309. 13 2023;BMJ Open, et al. Hogervorst MA



BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Open

 doi: 10.1136/bmjopen-2023-072309:e072309. 13 2023;BMJ Open, et al. Hogervorst MA



Supplement 2. Focus Group Participants 

Table S2. Overview of the focus group participants.  

Perspective 

Consent to 

be listed 

with name/ 
institution 

Full name Organisation Country 

Clinician Yes David Bowen Leeds University Hospital England 

Clinician Yes Jako Burgers 
Nederlands Huisartsen 
Genootschap 

Netherlands 

Clinician Yes Giancarlo Comi European Charcot Foundation Italy 

Clinician Yes Rosa Corcoy Hospital de Sant Pau  Spain 

Clinician Yes Vincent Gregoire Centre Leon Berard France 

Clinician Yes Hans-Peter Hartung University Düsseldorf Germany 

Clinician Yes Eva Havrdova Charles University Czech Republic 

Clinician Yes Brigit de Jong 
Academic Medical Centre 
Amsterdam 

Netherlands 

Clinician Yes Hans Langedijk 
University Medical Centre 
Groningen 

Netherlands 

Clinician Yes Maddalena Lettino San Gerardo Hospital Italy  

Clinician Yes Luca Malcovati University of Pavia Italy 

Clinician Yes Bianca Rocca Policlinico Universitario A. Gemelli  Italy 

Clinician Yes Theo de Witte Radboud University Medical Centre Netherlands 

Clinician Yes Piotr Zsymanski 
Center for Postgraduate Education, 
and Clinical Cardiology Center, 
Central Clinical Hospital MSWiA 

Poland 

HTA Yes Amanda Adler 
National Institute for Health and 
Care Excellence 

England 

HTA 

No (indicated 
that due to 
limited 
contribution) 

Anonymous Anonymous France 

HTA Yes Nick Crabb 
National Institute for Health and 
Care Excellence 

England 

HTA Yes Noreen Downes Scottish Medicines Consortium Scotland 

HTA Yes Karen Facey 
Evidence based health policy 
consultant 

England 

HTA 
No response 
to request 

Anonymous Anonymours Romania 

HTA Yes Cláudia Furtado Infarmed Portugal 

HTA Yes Niklas Hedberg 
Dental and Pharmaceutical Benefits 
Agency 

Sweden 

HTA Yes Andrej Janzic Ministry of Health Slovenia Slovenia 

HTA 
No response 
to request 

Anonymous Anonymous Poland 

HTA Yes Emilia Mavrokordatou Ministry of Health Cyprus Cyprus 

HTA Yes Gergo Meresz 
The National Institute of Pharmacy 
and Nutrition 

Hungary 

HTA Yes Anna Nachtnebel Federation of Social Insurances Austria 

HTA Yes Bhash Naidoo 
National Institute for Health and 
Care Excellence 

England 

HTA Yes Krista Schutte 
Dutch National Health Care 
Institute 

Netherlands 

HTA Yes Tomas Tesar 
Comenius University, Faculty of 
Pharmacy 

Slovakia 

HTA Yes Fredrik Tholander Socialstyrelsen Sweden 

HTA Yes Lesley Tilson 
National Centre for 
Pharmacoeconomics 

Ireland 

HTA Yes Ly Tran 
Dutch National Health Care 
Institute 

Netherlands 

HTA Yes Wojciech Wysoczanski 
Agency for Health Technology 
Assessment and Tariff System 

Poland 

HTA/ 
Regulator 

Yes Krystyna Hviding Norwegian Medicines Agency Norway 

Regulator Yes Michael Berntgen European Medicines Agency Netherlands 
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Regulator Yes Pero Draganic 
Agency for medicinal products and 
medical devices 

Croatia 

Regulator Yes Hans-Georg Eichler European Medicines Agency Austria  

Regulator Yes Peter Mol Medicines Evaluation Board Netherlands 

Regulator Yes Daniel O'Connor 
Medicines and Healthcare products 
Regulatory Agency 

United Kingdom 

Regulator 
No response 
to request 

Anonymous Anonymous Sweden 

Regulator/ 

HTA 
Yes Anja Schiel Norwegian Medicines Agency  Norway 
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Supplement 4. Final coding tree and unused codes 

Final coding tree as used for results in manuscripts, with number of quotes coded at each. 
How may we achieve convergence of evidentiary needs among stakeholders? 

- Communication / Stakeholder Interaction   (29) 
o Mutual awareness creation    (20) 
o Expectations      (15) 
o Early Dialogue      (60) 
o Joint Scientific Advice     (37) 
o Common language or Guidance   (17) 

▪ Aligning definitions    (3) 
▪ Aligning patient population definitions  (18) 
▪ Outcome sets     (1) 
▪ Aligning methods    (30) 
▪ Aligning IT systems    (3) 

- Implementation      (5) 
- Transparency       (9) 
- Culture       (2) 
- Responsibility or Leadership     (24)  
- Third party institution or network    (7) 
- Incentives       (22) 
- Legislative or political      (14) 
- Pricing and reimbursement     (28) 

 

To which extent can we converge evidentiary needs among stakeholders? 

- Independency or Remits     (64) 
o Countries      (2) 
o Stakeholders      (7) 

- Data generation      (15) 
o Alternative clinical trials    (20) 
o Registries and RWD     (74) 
o Sharing data      (9)  

- Priority setting      (35) 
o Resources      (26) 
o Horizon Scan      (8) 
o Unmet Medical Need     (11) 
o Devices      (4) 

- Setting or scope      (70) 
o Collaboration or Joint Assessment   (9) 
o Timelines      (48) 
o Life cycle approach     (17) 
o Simplistic approach     (15) 

- Transferability      (40) 
 
 
Table S4. Codes that have not been used in the final manuscript. 

Name number of quotes  

(not mutually exclusive, quotes may be coded as various 

codes) 

0. Stakeholder interaction 0 

Agree 85 

Disagree 20 

Neutral 184 

Bridges 0 

HTA-Guideline 51 

Reg-Guideline 21 

Reg-HTA 38 

Examples 4 

BeNeLuxA 1 

CDF 3 

EMA-EUNetHTA advice 7 

European Reference Network 4 

FDA 7 

GIN 1 

H2020 1 

ILAP 8 
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Norway HTA-Guideline 2 

Pediatrics IMI 2 

PRIME 2 

Swedish Registry 2 

Tasks each stakeholder 0 

Academia 9 

Clinician 25 

Developer 30 

EU or EC 6 

HTA 14 

Insurer 1 

Patient 12 

Regulator 17 

Situation Sketch 0 

Clinical relevance 1 

Comparator 18 

Difference countries 6 

Cultural or population 6 

Economic 7 

Health care (units) 15 

Legislative 1 

Size 5 

Disease specific 0 

DM 3 

H&N 4 

MDS 4 

MS 2 

Evidence 61 

Initial vs post approval data 6 

QoL 7 

RWD 20 

Financial or resource issues 6 

HTA deliberation (appraisal) 6 

Intervention 5 

ATMPs 3 

Large number of treatments 10 

Later treatment lines 1 

Non-pharmaceuticals 9 

Off-lable 6 

Orphan 1 

Speed of development 4 

Tumor Agnosts 4 

Methods 6 

Outcomes 31 

OS 3 

Uncertainty OS 1 

PROMs 7 

QoL 24 

QoL ADE effect over OS 2 

Uncertainty 3 

Population 2 

Change over time 1 

Defining (sub)population 24 

Heterogeneity 22 

Small population 19 

Understanding of disease or 

diagnosis 

14 

Unmet Medical Need 7 

Process guidelines 36 

Process HTA 34 

Process regulators 13 

Reimbursement or financing 15 

Special pathways 2 

Trade-off patient vs society 5 

Transparency or confidentiality 2 
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Supplement 5. Participant quotes 

Table S5. Ethnographic analysis of participant quotes clustered per theme.  

Domain Quote (stakeholder) 

How may we achieve convergence of evidentiary needs among stakeholders? 

Communication 

“We now have more communication between [HTA] assessors and neurologists. I think it is 

very helpful because you can anticipate the position others take and have a much better 

discussion. It is also better to find solutions for the problems. So, I think that 

communication between both parties is very crucial.” (CLIN) 

“I would say there has been at least some learning, mostly on the individual level. 
Unfortunately not on the system level. So, it is not that it [parallel scientific advice, red] 

may suddenly start embracing the needs of the HTA. But for those that have been very 

often involved in the parallel advices, it has changed their attitude at least, and their 

understanding.” (REG) 

“I value the exchange between payers and regulators for example. This demonstrates my 
understanding that even though everyone keeps saying “we have different remits”, there is 
still quite a huge information deficit on what this remit actually means. If we exchange on 

that: What does HTA need? What do they expect? What kind of data? What other methods 

does EMA apply to establish the benefit/risk? How do they rate the quality of the 

evidence?” (HTA) 

“That means that the definition of registry itself is not, in my view, sufficiently robust at the 
European level. Many data are sold as registry data, while they are in fact a retrospective 

collection of data that are inevitably introducing biases.” (CLIN) 

“A practical example: guidelines recommending a special treatment, which has not been 
approved for that indication. My experience is antithrombotic drugs. Low quality clinical 

trials, recommending for instance drugs used as monotherapy when there is no approval 

for these drugs; or the specific example where there has been an approval, but the HTA of 

that specific country does not approve that drug as a monotherapy.” (CLIN) 

“The latest 2019 ESC guidelines are a very good example because you know regarding to 
the SGLT 2 Inhibitors and the GLP-1 receptor antagonists. There was not huge diversion, 

but there were some substantial different interpretations of the evidence, as compared to 

for instance the ADA guidelines, on the same drugs. So, the question was: metformin, with 

or without? How do you go first line with these patients? Really, the clinical trials were all 

as add-on strategy, and the guidelines were made as a single strategy.” (CLIN) 

“[…] try to identify a common set of outcome criteria for a given disease. For example, can 
we all agree in diabetes that these are the three or four outcomes that everybody should 

measure? Irrespective of whether it is in a clinical trial, in an interventional setting, or if it 

is perhaps even in a routine care, because we know that the routine care data will feed into 

the knowledge generation.” (REG) 

Formalized 

interaction 

“I think it [early dialogue] has to start early so that people from different organisations or 

the different groups feel that the dialogue is meaningful and that there is an opportunity 

for having an impact in terms of saying, “this is what we need and that can be taken into 
consideration.” (REG) 

“The first empiric trial, which showed the reductions or some benefiting in terms of 

cardiovascular outcomes, which was the first trial. Then of course, other trials came along 

but unfortunately, the patient populations were not comparable between the two trials. I 

think these trials were part of EMA’s post-marketing requirements in terms of safety. I 

wonder why it is not possible at this stage to somehow align that at least on the down-

stream units, such as the clinicians or the HTA have then at least this evidence at hand, 

which is comparable, which allows us to identify those drugs where we willingly pay more.” 
(HTA) 

Internal factors 

“As I mentioned earlier, I think you have to have a culture that is receptive to working a bit 
differently.” (REG) 

“Guidelines are produced by many different networks and groups of individuals. When 
dealing with the regulatory entities there should be a process of identifying the relevant 
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networks at each specific area. In my view, his should be both top to bottom and vice 

versa. I think that top to bottom is at a certain point required. The introduction, for 

instance in the field of rare disease, of European Reference Networks is an example. But 

these top to bottom processes must be sensitive to the existing bottom to top initiatives as 

these initiatives have to be reconnected to the existing networks that in some cases, if not 

most cases, are representing the scientific and clinical community already existing. So, 

reconnect is these 2 different processes is critical to have then to establishing a proper 

framework to develop guidelines and to have  an open dialogue between regulatory entities 

and the community.” (CLIN) 

“All drugs for the same indication should fulfil the same rules: how to collect data and how 
it should be represented, for example. So, we should change our meaning that it is not 

possible simply first of all, we should start with transparency because when we show the 

direction when we want to set our goal.” (HTA) 

“So, in the end for a general practitioner or for a diabetologist, it can be difficult to 

reconcile approved indication, HTA assessment and what it is written in the guidelines. 

They run like 3 routes in parallel and when they cross it is already at the end of the of the 

story.” (CLIN) 

External factors 

“It would also help the pharmaceutical companies, because if there was some way to try to 
combine the evidence provided a single evidence package if that were that would be 

helpful for all of us.” (HTA) 

“How many drugs has CHMP retracted because they did not follow up on any conditions of 

the conditional marketing authorisation or because the special obligations did not turn out? 

That was exactly one precedent, and it was not the CHMP. It was the European 

Commission that refused the renewal for that particular drug.” (REG) 

To which extent can we converge evidentiary needs among stakeholders? 

Data generation 

“I like to think about it as the mosaic of evidence generation. We each have our needs as 
regulators, individual clinicians, as guideline developers and HTA. […] What we are trying 
to do in most cases, is come together to agree on what I call a core data set. That would 

be the outcomes etc. […] There will be things where we have parallels with the regulators, 
or where we have parallels with the guideline developers.” (HTA) 

“When we are talking about registries, we have to remember about the pragmatic 
randomised trials within the registry. So, once we have this system, we are absolutely able 

to flexibly react to current practice. And it is not necessarily that we have a 10 years' 

timeline to issue an opinion on a certain technology.” (CLIN) 

“It is really the chicken and egg story. We should be collecting RWD, but we do not really 
have very strong examples of where RWD has really made a massive impact. It is until you 

have that real impact analysis to say, ‘look, we had some key examples where this 
approach has (semi)revolutionised what we did’.” (REG) 

“I think we should share more the information. Again, from EUnetHTA, I had a very good 

experience getting the EPAR before the publication in order to be able to work with the HTA 

reports at the early stage.” (HTA) 

Independency 

and remits 

“Particularly within the MS community, we fear that a too close alliance between the 

regulatory agency and particularly the reimbursement system and the insurance company 

might limit the possibilities to find the optimal treatment for patients. So, it is absolutely 

clear that the evidence should be the same, the goals (besides improving patient’s health) 
may be different.” (CLIN) 

“[for collaboration] you can choose either by geography because neighbours usually have 
some joint systems that they have developed in a similar fashion. Or you can simply look 

at methodology.” (REG) 

“And let us be honest, it would also help the pharmaceutical companies. Because, if there 
was some way to try to combine the evidence provided a single evidence package that 

would be helpful for all of us.” (HTA) 

“The guidelines arrive at the end of this process, this [early sharing 
assessments/discussions in a consistent way] could be extremely useful because 
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Scoping the 

alignment 

sometimes we spend a lot a lot of time discussing about the strength of evidence and we 

do not consider the HTA evaluation that could solve some problems” (CLIN) 

“Regulators usually say it is a positive or negative decision. You barely take that away, but 
you could be more explicit in saying the benefit-risks in itself is not enough. The benefit 

has to be much larger than the little bit that made us give you an approval. […] It is this 
‘more’ where the CHMP is not committing. […] While the HTA organisations are the ones 
that would say ‘no’, hard commitment: overall survival of that magnitude has to be proven. 

Then we would give you a conditional reimbursement.” (REG) 

“If we could agree that we do not need the perfect, but that the reasonably good would be 
good enough, and we pare all this down to four, five questions, not more. Would that 

enhance our knowledge, or would that diminish our knowledge? Sometimes the perfect is 

the enemy of the reasonably good. Maybe, have we let the show being run by experts who 

want it to be it to be very good. And regulators say, ‘this is not good enough, this has not 

been validated and that is not sufficiently sensitive’. All of this with the result that now we 
have an impractical monster.” (REG) 

Prioritizing 

alignment efforts 

“I think when products are in really early stage, that it is the time where you can add the 

most value by having that sort of detailed dialogue. But, I also recognise that if you talk 

too much about many really early products, there will be high attrition.” (HTA) 

“Horizon scanning is important for healthcare systems to be prepared. IHSI is very 

concretely/operationally. What is coming into the next phase of really knocking on the 

door? When this is going to be? What is the population going to look like? Which is going to 

be approved?” (REG) 

“You mentioned about unmet medical need. The definition of unmet medical need is always 

tricky, but I think a meaningful dialogue and a platform for meaningful dialogue is really 

resource intensive.” (REG) 

Transferability 

“Generally, because they [pharmaceutical companies] want to be sure that their dossiers 

are accepted, they propose studies [to HTA organisations in small countries] from the last 

assessment done at European level. Generally, this is a delay of a couple of years. Even if 

meanwhile there appears a more recent meta-analysis or other kind of randomized trial 

that could be synthesized. Something like this, if Europe approved it, it is better to go on 

the same line. This can create a sort of misbalance about the needs in the national 

programs, mostly for expensive therapy.” (HTA) 
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