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E9 Statistical Principles for Clinical Trials

Training Module 1: Summary

> E9 Statistical Principles for Clinical Trials
Addendum to ICH E9 — Statistical Principles for Clinical Trials v E9(RI) Addendum: Statistical Principles for Clinical Trials
ICH E9(R1) Expert Working Group The Addendum provides clarification on E9 and an update on the choice of
December 2021 estimand in clinical trials to describe an agreed framework for planning,

conducting and interpreting sensitivity analyses of clinical trial data. This
Addendum focuses on statistical principles related to estimands and
sensitivity analysis, not on the use or acceptability of specific statistical
procedures or methods. The primary focus of the Addendum is on
confirmatory clinical trials.
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o Module 2.3: Estimands o A.3.4. Considerations for Constructing an Estimand

* A.4. Impact on Trial Design and Conduct Module 2.4

_ ] * A5, Impact on Trial Analysis
o Module 2.5: Impact on trial analysis o AB5.1. Main Estimation

o Module 2.4: Impact on trial design and conduct

o Module 2.6: Documenting estimands and sensitivity analysis S e _ Module 2.5
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Module 3 - Generic example

['@'Eﬁ%(:i‘]‘@_% Drug X7 5l (Cthinking processDii 1% 57 BH ]

® ICH ICH E9(R1) Training Material o ICH ICH E9(R1) Training Material
’ harmnisation for better health Module 3 — Generic example ’ harmonisation for better health Module 3 - Generic example

@ Construct the estimand(s)
Definition of the estimand: Example - Drug X —

(1) Therapeutic setting and intent of treatment determining a trial Treatment: treatment condition of interest is Drug X regardless of whether or not the
objective patient continues with Drug X and where additional or alternative medication was not

A thinking process...

9 Identify intercurrent events available until Month 6; alternative treatment condition is placebo regardless of
whether or not the patient continues with placebo and where additional or alternative
] ) ) medication was not available until Month 6.
9 Discuss strategies to address intercurrent events Population: patients with uncontrolled hypertension.
i Variable: change from baseline to Month 6 in SBP.
(4) Construct the estimand(s) . .
How to account for intercurrent events: n/a (already covered in treatment
. . . . . tribute).
9 Align choices on trial design, data collection and method of atrbu e? ) _ _
: 2 Population-level summary for the variable: difference in means between treatment
estimation "
conditions.
(6) Identify assumptions for the main analysis and suitable
sensitivity analyses to investigate these assumptions
(7) Document the chosen estimands
198 217

SBP: Systolic blood pressure
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®ICH E9 [HRERERBERDIZH DI TRIIRAI] (CDULT (E
11830H)
o https://www.pmda.go.jp/files/000156112.pdf

®ICH E9(R1) StepaX =
o https://database.ich.org/sites/default/files/E9-R1 Step4 Guideline 2019 1203.pdf

®ICHE9(R1) [ [HRERGHERDIZSHDIFETHIRRI] DIHIEICDONT] (EREEFR
06205515, TilesF6H20H)
o https://www.pmda.go.jp/files/000269154.pdf

®|CH E9(R1) Training Material

o https://database.ich.org/sites/default/files/E9%28R1%29%20Training%20Material%20-
%20PDF 0.pdf

®|CH M11 : EBFHICHEISAL - SRS NI ERRERSEN G TEIE

o https://www.pmda.go.jp/int-activities/int-harmony/ich/0095.html
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