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As the world population ages, and as the older‐old (≥85 years) are

representing the fastest growing age group, it is increasingly evident

that chronological age is a suboptimal indicator of the true health

status and susceptibility of an individual to adverse drug outcomes,

and its perspective to healthy ageing. The variability of homeostatic

reserves, the general fitness status, and the clinical history of present

and past morbidities create a picture of individual variability, of which

age by itself is a poor surrogate.1-3

The International Conference for Harmonization (ICH), includes,

among its clinical efficacy guidelines, the ICH E7 guideline Studies in

support of Special Populations: Geriatrics.4 At the time of adoption in

1993, the E7 guideline advocated that “for drugs used in diseases

not unique to, but present in, the elderly a minimum of 100 patients

would usually allow detection of clinically important differences”.

The guideline did not include definition for either a geriatric patient

or an elderly person. However, the term geriatric was clearly associ-

ated with biological rather than chronological age and the term elderly

was clearly meant to indicate patients aged ≥65 years.

Within a decade, it became clear that the guidance needed further

consideration, as the world population aged rapidly and as older,

multimorbid patients were increasingly frequent in clinical practice

i.e. patients aged ≥65 years were becoming the norm rather than

the exception.1 However, older patients can respond differently from

younger patients to drug therapy and such differences can be greater

in patients aged ≥75 years.3,5 Moreover, not all potential differences

in pharmacokinetics, pharmacodynamics, disease–drug and drug–drug

interactions, and clinical response that can occur in the older popula-

tions can be predicted from younger populations. Older patients are

far more likely to have multiple illnesses, to be receiving multiple

drugs, and to present pharmacokinetic differences due to altered renal

and hepatic function and changes in body composition.1,5
wileyonlinelibrary.com/journal/bBr J Clin Pharmacol. 2020;86:2017–2019.
Therefore, the ICH E7 guideline was supplemented with a ques-

tions and answers (Q&A) document. The Q&A indicated that, rather

than a minimum of 100 patients aged 65 years, an appropriate repre-

sentation of older patients in the clinical trials for new drug registration

should be included. Also, data should be presented for the various

subsets of the older population (<65, 65–74, 75–84 and ≥85 years),

the distribution of patients enrolled in the clinical study should be

appropriately assessed, and the benefit/risk balance of a treatment

in each of the different subgroups should be evaluated separately.4

While recognising the existence of the concept of frailty, and the chal-

lenges it poses to the clinical development plans for medicines (Quote:

“There may exist a reluctance to include vulnerable geriatric patients

at high risk of adverse outcomes (so‐called frail geriatric patients).

However, care in randomization should allow the appropriate attribu-

tion of findings either to the investigational drug or to other factors.”)

the ICH E7 guideline and Q&A did stop short of considering frailty as a

viable clinical trial population baseline stratification parameter.

In addition, a clear definition on the term frailty and how this would

relate to the term geriatric was missing. There was also not any asso-

ciated ICH guidance on the formulation characteristics that would

ensure the practical use of drug products in old, geriatric and/or frail

patients.6

Since then, the concept of frailty has been extensively studied. The

term frailty is now commonly used to identify older adults who have

reduced resistance to stressors and are consequently at increased risk

of poor clinical outcomes, such as incident disability, cognitive decline,

falls, hospitalization, institutionalization or increased mortality. Frail

older persons are also more vulnerable to clinically important adverse

drug reactions. Hospital admissions related to medicines are especially

seen in these patients and are often preventable. Cross‐sectional

studies suggest that about 7% of persons older than 65 years are frail,
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and that the prevalence of frailty increases with age and may exceed

45% after age 85 years.5

In addition to these research advances, a gradual regulatory shift is

taking place. The European Clinical trials regulation advocates in

recital 15 that “in order to improve treatments available for vulnerable

groups such as frail or older people, people suffering from multiple

chronic conditions, … medicinal products that are likely to be of

significant clinical value should be fully and appropriately studied for

their effects in these specific groups”.7 This encouraged the European

Medicines Agency to attempt to identify instruments that could be

used to characterize the frailty status of a population enrolled in a clin-

ical trial, to support a better understanding of the benefit/risk balance

of a medication in a population where data are often limited at the

time of marketing authorization application.

The aim was to identify a simple yet informative scale that could

work alongside demographic data collection to decide on the

characteristics of older patients to be enrolled in a clinical trial for

the development of a new medicine. In this way, a better informed

decision could be made on the presence of data to support the benefit

risk balance of a medicine in the frail older population, or on the

appropriateness (or not) to extrapolate the data collected in younger

adults.
In February 2018, the European Medicines Agency published its

Reflection paper Physical frailty: instruments for baseline characterisation

of older populations enrolled in clinical trials.8,9 This guidance is the first

attempt, from the regulatory viewpoint, to characterize, and possibly

stratify, the population enrolled in a clinical trial on the basis of their

frailty status rather than chronological age alone.

In principle, several aspects of frailty could be considered to cate-

gorize patients, and may assume different relevance depending on the

indication and the pharmacodynamics profile of the drug under

investigation: physical frailty, cognitive dysfunction, malnutrition and

multimorbidity. In the draft guideline released for public consultation

in 2016, all four domains were considered. However, from the public

consultation, two elements emerged: the body of evidence to

support the predictive value for adverse outcomes of the four

domains was much stronger for physical frailty (and, to a lesser extent,

multimorbidity); and the inclusion of so many different aspects was

making the aim of the guideline confusing to the public.

For this reason, the guideline was simplified to encompass only

physical frailty. The parameters considered in the choice of instrument

included validation status, predictive value and ease of use, and repre-

sented expert opinion by consensus. The scope was to identify a valid

instrument of simple, wide applicability across therapeutic areas and
FIGURE 1 Short Physical Performance
Battery
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conditions, which could be administered without extensive training.

The intent was not to provide a full clinical characterization of the

frailty status of a patient, for which specialized and more comprehen-

sive instruments exist, but to offer the opportunity to better elucidate

the type of patients to be enrolled in clinical trials, or to enrich the

population of a trial if specific data in frail patients were to be

required.

The Short Physical Performance Battery (SPPB) emerged as the

instrument of choice, together with gait speed (Figure 1) as a possible

alternative instrument, although not as well validated and as multifac-

eted as SPPB. These tools can identify the increased vulnerability

that is the hallmark of physical frailty, prognostic of disability and

mortality in older subjects, and have been extensively used across

a variety of clinical settings. The SPPB assesses lower‐extremity

function by measures of three separate tests: standing balance, gait

speed, and ability to rise from a chair. Summary score cut‐offs have

been defined based on subsequent risk of disability and mortality.

Currently, there is increasing evidence that older, and especially

frail people are not yet well represented in clinical trials.10 It is

hoped and encouraged that the currently developed instruments

for frailty will be used in pre‐ and postauthorization studies for med-

icines registration across all therapeutic areas. The standardized

characterization of frailty proposed in the Reflection paper for new

drug applications may also be useful to enrich the frail population

in postauthorization studies that might be required in a risk manage-

ment plan, or that may otherwise be conducted as part of the

product life cycle management.6 It is also hoped that the increased

focus on the aging population and frailty will encourage industry

and other parties to enrol increasing numbers of older old patients,

to elucidate the benefit/risk profile of new medicines in this

population. Ultimately, the available evidence should be reported

in the SmPC (Summary of Product Characteristics), which form

the backbone of the Compendia. In this way, physicians will gain

better access to data to support evidence‐based treatment of their

patients.
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