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Glossary
Below is a glossary of terms ordered according to the order of a conceptual analysis of the designation 
“emergency use of unproven clinical interventions outside clinical trials contexts”.

Emergency use (use during a public health emergency): In this document, “emergency use” is shorthand for 
“use during public health emergencies”. It is important not to confuse a public health emergency with emergency 
care1, which may be provided during or outside a public health emergency, nor with a state of emergency declared 
and lifted by a competent authority, such as a public health emergency of public health concern (PHEIC) by 
WHO or a national or local public health emergency by a competent local authority.

Intervention (general definition): The terms “intervention” and “use of an intervention” refer to a specific action 
in a biomedical setting, including clinical care, research and public health. It is better defined as “intervention 
ensemble”.

Intervention ensemble (technical definition): Although we define interventions as specific actions in a 
biomedical setting, they are usually identified with their most noticeable material, such as drugs, biologicals 
(e.g. antibodies, vaccines), devices, procedures and behaviour. What truly identifies an intervention, however, 
is how a material is used. Hence, an aspirin taken for a headache and an aspirin taken to prevent a heart attack 
involve the same material but are used in two different interventions. Consequently, an intervention could be 
defined as a coordinated set of materials, operative dimensions (e.g. dose, schedule, route of administration, risk 
mitigation, end-point, duration, co-interventions) and constraints (e.g. target populations, contraindications, 
likely side-effects) (2). The term “intervention ensemble” – a set of coordinated materials, operative dimensions 
and constraints – is a reminder that an intervention has many dimensions other than its materials (2). This 
definition is also useful from a regulatory point of view (3, 4). 

Clinical intervention (use and regulation): In this document, “clinical intervention” refers to the use or regula-
tion by health-care workers and/or relevant national health authorities of an intervention intended to provide 
a clinical benefit. The term “clinical benefit” is typically used as a synonym for the well-being or best interests 
of the recipients of an intervention (5). Nevertheless, use of clinical interventions has other consequences for 
public health and society and can benefit or harm populations. Hence, an adequate ethical evaluation of and 
justification for the use and regulation of clinical interventions must be broader than clinical benefit (4, 6). This 
document is based on a broader public health ethics evaluation of clinical interventions.

Research intervention: Clinical interventions should be distinguished from research interventions, which are 
use of an intervention primarily to generate knowledge for the public good (7). The fundamental distinction in 
ethics between clinical and research interventions is their primary aim or goal, sometimes referred to as their 
“intention”, and not the material aspect of the intervention nor the preliminary support for scientific evidence of 
their use based on a favourable risk–benefit ratio. The aim or intention of any medical activity may be evaluated 
in the plan or written protocol for such activities.

Unproven intervention, completely unproven intervention, “off label” use (risk-benefit umbrella terms): 
In this document, the term “unproven intervention” is defined as an intervention for which there is insufficient 
evidence of safety and/or efficacy for regular use in a health system. We also distinguish sub-groups of unproven 
interventions: “off-label” use, i.e. unproven modes of use of a proven intervention, and “completely unproven 

1	 WHO defines emergency care as “an integrated platform to deliver time-sensitive health care services for acute illness and injury across the life course” (1).
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