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W e read with great interest the paper by Aberegg and
colleagues
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pointing out a rather frequent pattern of
noninferiority (NI) trials with a Bnoninferior^ or Binconclu-
sive^ conclusion though the treatment effect significantly fa-
vours the active control (AC). This standard of NI trials
reporting is quite unsatisfactory, even as enhancement of
superiority trial methodologies are being directed at including
safety in its statistical inference, in addition to efficacy.
However, we believe it points to a deeper problem in the

current conduct of NI trials. As the authors point out, a potential,
assumed advantage of the new treatment (NT) is the basic
logical precondition for any NI trial and is to be balanced
against a potential loss in efficacy. However, this balancing is
taken into account only during the planning of the trial, i.e., the
decision to perform a NI trial and partially in the choice of NI
margin, since guidelines
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just require preservation of effects
shown in establishing the active comparator; and not at the
analysis and interpretation stages.
This balancing of the observed loss in efficacy with the

potential advantage, which we call the advantage deficit assess-
ment (ADA),
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is what is currently missing in the conduct and
interpretation of NI trials. It is a simple framework similar to the
benefit-risk assessment in superiority trials balancing the ad-
vantage gained against the deficit in efficacy on a two-
dimensional plane and can be performed from different per-
spectives, e.g. societal, patient, or clinician. For example, a trial
(Gallwitz 2012)
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comparing Linagliptin (NT) to Glimepiride
(AC) for diabetes found 0.2% (0.09–0.30) lesser mean change
in glycolated haemoglobin (deficit) and 1% lower incidence of
cardiovascular events (advantage). This allows the patient/
clinician to make a choice by answering the question, BAm I

ready to accept 0.30% lesser reduction in the worst case for a
1% lesser probability of cardiovascular events?^ If a corre-
sponding, desirable advantage/deficit ratio can be pre-
specified, it is possible to analyse NI trials within a framework
close to traditional superiority studies, avoiding the unsatisfac-
tory interpretations noted by the authors.We conducted earlier a
systematic review
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of reported potential advantages and ob-
served that only 12% of the claimed advantage were not quan-
tifiable (e.g. avoidance of antibiotic resistance) and nearly half
of the claimed advantages were already assessed implying that
ADA is feasible. We recommend similar approaches to be
considered when developing better standards for NI trials in
accordance with the authors and other researchers.
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