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ICH E17: Overall Sample Size (35 %)

The primary objective of an MRCT generally corresponds to an
evaluation (estimation and testing) of the treatment effect averaged across
all subjects in all regions of the MRCT. The overall sample-size is
determined to ensure that this objective can be met.

The same general principles provided in ICH E9 for determining
sample sizes of clinical trials apply to MRCTs.

Two additional factors are particularly important in the MRCT setting; (i) the
size of the treatment effect that is considered clinically relevant to all
regions in the trial, and (ii) the expected variability of the primary
outcome variables based on combining data across regions. These
factors may result in a sample size increase for an MRCT compared to a
single trial in one region.
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ICH E17: Sample Size Allocation to Regions (3& %)

There is no uniformly acceptable or optimal approach to sample size
allocation in an MRCT. Some approaches currently in use include:
1. Proportional Allocation: Allocation of subjects to regions in
proportion to size of region and disease prevalence.
2. Equal Allocation: Allocation of equal numbers of subjects to each
region.
3. Preservation of Effect: Allocation of subjects to one or more regions
based on preserving some specified proportion of the overall treatment
effect.
4. Local Significance: Allocation of a sufficient number of subjects to
be able to achieve significant results within each region.
5. Fixed Minimum Number: Allocation of a fixed minimum number of
subjects to a region.

Note that the five approaches discussed above are not exhaustive. New
approaches for sample size allocation in MRCTs may be developed in the
future, and innovation in this area is encouraged.
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ICH E17: Primary endpoint (3 #%)

Agreement on the primary endpoint ensures that the overall sample size
and power can be determined for a single (primary) endpoint based on
the overall population and also agreed upon by the regulatory authorities.

If agreement cannot be reached due to well-justified scientific or
regulatory reasons, a single protocol should be developed with endpoint-
related sub-sections tailored to meet the respective requirements of the
regulatory authorities.

'In this case, because regulatory approvals are based on different primary‘
endpoints by different authorities, no multiplicity adjustment is
 needed for regulatory decision-making.

i)

Regulatory regionfd] X ZFF{fi I8 B (estimand D&
RERTHD EH (variable) " )N EL DA REENH D,
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ICH E17: Collecting and Handling of Efficacy and Safety
Information (¥x#%)

Coordinated site initiation is particularly important in MRCTs to ensure
proper conduct, completion and reporting of results without any delays
among regions.

Centralised and risk-based monitoring may be particularly useful for
MRCTs to identify variability across regions and sites in protocol
compliance (e.g., differences in follow-up, compliance with study
medications, adverse event reporting and/or extent of missing data).
Mitigation approaches should take regional variations into consideration.

Careful attention to quality during trial planning, investigator training and
trial monitoring will help achieve the consistently high trial quality
required for a successful MRCT.
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