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Agenda

▪ HTA decision making and corresponding research questions

▪ European HTA incl. methodological recommendations 

▪ Experience with available evidence

▪ Suggestions to improve the situation
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HTA decision making
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Evidence needs of HTA
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Regulation (EU) 2021/2282 on HTA

▪ Article 9 (1) A joint clinical assessment shall result in a joint clinical assessment report that 
shall be accompanied by a summary report. Those reports shall not contain any value 
judgement or conclusions on the overall clinical added value of the assessed health 
technology and shall be limited to a description of the scientific analysis:

▪ (a) of the relative effects of the health technology as assessed on the health outcomes 
against the chosen parameters which are based on the assessment scope as set out 
pursuant to Article 8(6);

▪ (b) of the degree of certainty of the relative effects, taking into account the strengths 
and limitations of the available evidence.
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Context of health technology assessment

▪ Our question: comparative effectiveness (is there any difference between a new 
intervention and the current standard of care/best available treatment?)

▪ => inform treatment decisions, inform pricing and reimbursement decisions

▪ We often lack data to answer our question

▪ We need more and other studies to enable a description of comparative effectiveness
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Guidance of the European HTA Coordination Group

https://health.ec.europa.eu/health-technology-assessment/key-

documents_en?f%5B0%5D=topic_topic%3A225&f%5B1%5D=topic_topic%3A226&f%5B2%5D=topic_topic%3A227&f%5B3%5D=topic_topic%3A228 
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MEMBER STATE COORDINATION GROUP 
ON HEALTH TECHNOLOGY ASSESSMENT

• Direct comparisons – individual studies, pairwise meta-analysis

• Indirect comparisons

• Bucher‘s method for anchored indirect comparisons

• Network meta-analyses

• Population-adjusted methods for indirect comparison

• Comparisons derived from single-armed trials and other non-

randomised evidence

• This range of approaches allows to adress all types of products 

covered by the HTAR, including ATMPs and orphan drugs 

• The lack of high-quality evidence does not in itself demonstrate 

the validity of results based upon less-reliable methods

General methodological approaches covered
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The problem: evidence available for HTA

▪ Case study: new cancer drugs

▪ Sample: health technology assessments of cancer drugs started at IQWiG between 
June 2021 and December 2021

▪ HTAs covering 27 cancer drugs with 40 research questions 

Direct 
comparisons vs. 

SOC (RCT)

Indirect 
comparison vs. 

SOC

No acceptable 
evidence vs. SOC 

available

Total

HTAs of cancer 
drugs

19/40 (48%) 7/40 (18%) 14/40 (35%) 40/40 (100%)

No data submitted:  
3/14

Single arm trials: 
11/14
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Single-arm study vs. RCT: a necessity or a choice?

Wieseler et al. BMJ 2023;380:e073100  https://www.bmj.com/content/380/bmj-2022-073100
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Difficulties with single-arm trials for HTA

▪ No evidence for comparative effectiveness 

▪ Suggested ways to overcome the problem:

▪ external control arms (including data from routine practice)

▪ suggested methods uncertain (e.g. underlying assumptions often cannot be tested)

▪ data required for effect estimation (confounders, endpoints) often not available in the 
required quantity and quality (especially not from routine practice data sources)

▪ post-licensing evidence generation

▪ randomised comparative studies with licensed drugs often difficult (due to percieved loss of 
equipoise)

▪ shortcomings of observational studies as with external control arms

▪ delays evidence-based health care
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Can RWD solve the problem? Lisocabtagene case study

▪ Assessment of lisocabtagene maraleucel vs. an individualised treatment in r/r DLBCL 
considering patient characteristics (e.g. pre-treatment, ECOG-PS, course of disease etc.)

▪ available data: comparison against external control arm from RWD (non-interventional 
retrospective study in various data sources: OTA, Flatiron,  Guardian Research Network)

▪ data on relevant patient characteristics missing in these data sources (e.g. 41% no data 
on ECOG-PS, 96% no data on IPI, 29% no Ann Arbor staging)

▪ differences in time and type of treatment (start of treatment 2016-18 vs. unknown [first 
diagnosis since 2003]; 30% vs. 10% with SCT; low rates of newer treatment options in 
comparator arm) 

▪ data on confounders missing (12 out of 29 confounders not considered in the analyses 
due to >30% missing data)

▪ only data on overall survival, no data on adverse events, no data on symptoms, no data 
on HRQoL
https://www.g-ba.de/bewertungsverfahren/nutzenbewertung/869/ 
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Randomised adaptive platform trial for CAR-T cells in r/r DLBCL

Timeline for post-approval evidence generation

Timeline for pre-approval evidence generation10/2015 04/2017 10/2018 04/2020 10/2021

1: change comparator?

▪ Request such a study 
before approval?

▪ Conduct such a study in 
routine practise 
(registries) after 
approval (RWD)?
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Faster access to evidence based health care

▪ Comparative trials before regulatory approval enable optimised treatment at 
market entry
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Measures to enable RCTs in smaller populations

▪ Collection of suggestions discussed in the 
literature

▪ Additional suggestions include increased 
use of European Reference Networks, 
TWICS, linkage of RCTs with comparative 
data from routine practise …

Wieseler et al. BMJ 2023; 380 doi: https://doi.org/10.1136/bmj-2022-073100
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Orphan medicinal products regulation 

▪ REGULATION (EC) No 141/2000 OF THE EUROPEAN PARLIAMENT AND OF THE 
COUNCIL (December 1999) on orphan medicinal products, Recital 7:

▪ patients with such conditions deserve the same quality, safety and efficacy in 
medicinal products as other patients; orphan medicinal products should 
therefore be submitted to the normal evaluation process
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Conclusions

▪ To enable high quality care in sustainable health care systems we need appropriate 
evidence for decision making – also for patients with rare cancers

▪ Data and study designs must be fit-for-purpose for the research questions at hand – 
the trend towards single arm trials and observational study designs is not 

▪ Conducting randomised studies in a standing infrastructure in routine practice can 
contribute to making RCTs easier, faster and cheaper (and might even be easier 
than improving data quantity and quality to the required level for observational 
studies)

▪ We need both appropriate requirements for commercial studies and a publicly 
funded trial ecosystems to achieve evidence-based patient care and to continuously 
optimise available treatment options
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Institute for Quality and Efficiency in Health Care (IQWiG)
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