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Statement of Purpose

It is important to ensure that clinical testing programs are carried out
according to harmonised guidelines based on agreed ethical and scientific
principles so that the international development of valuable innovative drugs is
achieved with maximum efficiency. Harmonisation in relation to medicines for
geriatric populations is an important issue because the total population of the
elderly will increase significantly in the coming years in Europe, Japan and the
USA. The use of drugs in this population requires special consideration due to
the frequent occurrence of underlying diseases, concomitant drug therapy and
the consequent risk of drug interaction.

General Principle

Drugs should be studied in all age groups, including the elderly, for which they
will have significant utility. Patients entering clinical trials should be
reasonably representative of the population that will be later treated by the
drug.

Scope of Guideline

This guideline is directed principally toward new Molecular Entities that are
likely to have significant use in the elderly, either because the disease intended
to be treated is characteristically a disease of aging ( e.g., Alzheimer's disease)
or because the population to be treated is known to include substantial numbers
of geriatric patients (e.g., hypertension). The guideline applies also to new
formulations and new combinations of established medicinal products when
there is specific reason to expect that conditions common in the elderly (e.g.,
renal or hepatic impairment, impaired cardiac function, concomitant illnesses
or concomitant medications) are likely to be encountered and are not already
dealt with in current labelling. It likewise applies when the new formulation or
new combination is likely to alter the geriatric patient's response (with regard
to either safety/ tolerability or efficacy) compared with that of the non-geriatric
patient in a way different from previous formulations. The guideline also
applies to new uses that have significant potential applicability to the elderly.

It is recommended that exemptions from the guideline be determined in
advance either by sponsors or, where feasible, by the sponsor and drug
registration authorities, based, e.g., on estimates of the disease prevalence by
age or through examination of the age distribution of usage for other drugs of
the same class or drugs used for the same indication.
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VIII.

IX.

Similarly, drugs subject to significant hepatic metabolism and/or excretion, or
that have active metabolites, may pose special problems in the elderly.
Pharmacokinetic studies should be carried out in hepatically- impaired young or
elderly patient volunteers.

If a Pharmacokinetic Screen approach is chosen by the sponsor (Section VI, see
above), and if patients with documented renal impairment or hepatic
impairment (depending on the drug's elimination pattern) are included and the
results indicate no medically important pharmacokinetic difference, that
information may be sufficient to meet this Geriatric Guideline's purpose.

Pharmacodynamic/Dose Response Studies

The number of age-related pharmacodynamic differences (i.e., increased or
decreased therapeutic response, or side effects, at a given plasma concentration
of drug) discovered to date is too small to necessitate dose response or other
pharmacodynamic studies in geriatric patients as a routine requirement.
Separate studies are, however, recommended in the following situations:

Sedative/hypnotic agents and other psychoactive drugs or drugs with
important CNS effects, such as sedating antihistamines

Where subgroup comparisons (geriatric versus younger) in the Phase 2/3
clinical trials database indicate potentially medically significant age-
associated differences in the drug's effectiveness or adverse reaction profile,
not explainable by PK differences

Drug-Drug Interaction Studies

Such interactions are of particular importance to geriatric patients, who are
more likely to be using concomitant medications than younger patients, but of
course are not limited to this age group. Therefore it is a general principle, not
specific to these guidelines, that in cases where the therapeutic range (i.e.,
range of toxic to therapeutic doses) of the drug or likely concomitant drugs is
narrow, and the likelihood of the concomitant therapy is great, that specific
drug-drug interaction studies be considered. The studies needed must be
determined case-by-case, but the following are ordinarily recommended:

Digoxin and oral anticoagulant interaction studies, because so many drugs
alter serum concentrations of these drugs, they are widely prescribed in the
elderly, and they have narrow therapeutic ranges

For drugs that undergo extensive hepatic metabolism, determination of the
effects of hepatic-enzyme inducers (e.g., phenobarbital) and inhibitors (e.g.,
cimetidine)

For drugs metabolized by cytochrome P-450 enzymes, it is critical to examine
the effects of known inhibitors, such as quinidine (for cytochrome P-450 2D6)
or ketoconazole and macrolide antibiotics (for drugs metabolized by
cytochrome P-450 3A4). There is a rapidly growing list of drugs that can
interfere with other drugs that metabolism, and sponsors should remain
aware of it.
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Interaction studies with other drugs that are likely to be used with the test
drug (unless important interactions have been ruled out by a
Pharmacokinetic Screen)
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