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Need for comparative evidence for performing relevant HTA 
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➢ The main purpose of HTA in France is the appraisal of the clinical added value of a medicinal product which 

implies the need for comparative evidence

➢ Therefore, the increase in the use of non-randomised studies such as single-arm trials, while leading to an 

acceleration of clinical developments, is a challenge for performing relevant health technology assessment

=> It has led HAS to clarify its expectations regarding this tension in a published paper in the BMJ Evidence 

Based Medicine in February 2023 + the Doctrine of the appraisal committee was updated

http://dx.doi.org/10.1136/bmjebm-2022-112091
http://dx.doi.org/10.1136/bmjebm-2022-112091
https://www.has-sante.fr/upload/docs/application/pdf/2021-03/doctrine_ct.pdf
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Key points 
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➢ RCT remains the gold-standard for estimating unbiased treatment effect

➢ Adaptations of the traditional RCT design which can lead to accelerated clinical developments while 

preserving randomisation should be encouraged whenever possible (some alternatives are proposed within 

the paper)

➢ In exceptional circumstances, lack of randomisation can be considered understandable but:

▪ It is of the responsibility of the HTD to justify lack of randomisation and this justification will be appraised 

as acceptable or not by HAS on a case-by-case basis

▪ To mitigate uncertainties as much as possible, the generation of comparative evidence in the form of a 

well-conducted external comparison is expected whenever possible

=> The expected methodological qualities of such external comparisons are clarified within the paper
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