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What is an Integrated Summary of Safety (ISS)

• CTD format is 

defined in 

ICH M4E 

guidance
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What is an Integrated Summary of Safety (ISS)

2.7.4 - Summary of Clinical Safety 

• Detailed factual summary of all the clinical information in the 

CTD (from individual reports or pooled/integrated analyses)

• More details 

as you go 

down the 

triangle

2.5 - Clinical Overview (CO)

• Critical summary of clinical data

• Benefits and Risks of new drug

5.3.5.3 Reports of Analyses for more than one Study

    → Where the ISS goes

The ISS brings together in one place data and 

analyses pertinent to assess the safety of a new drug 

submitted to the regulatory authorities.

This often includes pooled analyses of safety data.
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Background to “Operationalizing ISS Reporting”

Florence Le Maulf, 

Submissions Subject Matter Expert at Cytel

▪ Participated in > 25 submission projects within pharma or 

as CRO statistician

▪ ISS Statistical Analysis Plans for with many companies 

‒ Different methods across companies 

‒ Different requests from authorities

‒ No guidance on best method for analyses/ situations

▪ No readily available info on how to implement in ISS SAP, 

SAS code, data displays… 

▪ Every ISS SAP starting from scratch to decide how best to 

present/summarise integrated safety data

➔Reached out to wider stats community via PSI



Operationalising ISS Reporting - Sub-team creation

• Outreach by Naomi and Dooti at PSI conference in Jun 2024 to start PSI Safety WG

• Safety Implementation Working Group started and introduced by Naomi at PSI 2025

• Operationalising ISS reporting introduced as sub-topic to be started after 2025

• Interest shown by PSI conference participants to participate in ISS sub-team to share 

best practice and develop guidance

• LinkedIn outreach to search for more volunteers, June 2025



Operationalising ISS Reporting - Sub-team creation

Sub-team Kick Off Sept 2025

Katy White, UCB (UK)

Barbara Hendrickson, ex-AbbVie (US), safety physician

Ivana Lazik, GSK (UK)

Stéphanie Gautier, Cytel (France)

Elisa Cinconze, GSK (Italy) 

Nancy Carpenter, MoonLake Immunotherapeutics (UK); 

participation on hold

Florence Le Maulf, Cytel (France)

Monthly meetings since Sept 2025



Operationalizing ISS Reporting – List of Topics

Topics of Interest selected by sub-team
▪ What to Pool / Pooling strategy

▪ Why / How to calculate and present study size adjusted AE rates

▪ Why / How to calculate and present exposure adjusted AE rates

▪ Should exposure adjustment be done for other safety data (lab/vital signs) 

▪ Recommendations for grouping AE terms / MedDRa versioning

▪ How to assess trends over time/temporality

▪ Severity assessment outside of oncology

▪ How to detect rare events

▪ How to define Adverse Drug Reactions / Quantitative methods for ADRs

▪ How to leverage other data (e.g. Other indications, external data …)

▪ Safety estimands recommendations



Operationalizing ISS Reporting – Step by Step

Step 1- For each topic, sub-team member regrouped literature/ 

guidelines relevant to topic and example ISS shells or SAP text

Step 2 – WG Review of available material
▪ Many useful publications/ guidelines 

▪ BUT very long and covering several topics (e.g. ICH M4E guideline for the CTD 

content (section about Module 2.7.4, the Summary of Clinical Safety) and Phuse White 

paper on “Analysis and Displays Associated with Adverse Events: Focus on Adverse 

Events in Phase 2–4 Clinical Trials and Integrated Summary Documents”).

▪ Available info not always easy to find / visible especially when looking into a 

single specific topic

▪ Often no advice on best methods to use but listing all possible methods and 

no practical implementation recommendations



Operationalizing ISS Reporting – Step by Step

Step 3- Decision to create a toolkit for ISS development for 

statisticians and clinicians

▪ For each topic, the following is being done:
‒ Summary available literature/guidance (i.e. with refs, relevant sections/text extracts…)

‒ Assess if there is already a consensus or methods. If not, summary of pros and cons of 

different options

‒ Gather examples/recommended SAP text and shells/code to produce analysis/display

▪ Summary docs to be reviewed by sub-team + Safety Implementation WG 

and maybe other groups before finalisation

Step 4- Aim to share using PSI website (to be available to non-

members) and inform community when ready 



Example – Study Size Adjustment
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Example – Study Size Adjustment



Comments?
 
Suggestions?
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