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Meet the Speaker

Stefanie Sturm

Title: Principal Statistical Programmer

Organization: mainanalytics GmbH

Stefanie is a principal statistical programmer at the CRO 
mainanalytics GmbH in Germany and has 30 years of 
experience in the pharmaceutical industry. Her focus is on the 
implementation of CDISC standards like SDTM, ADaM and 
Define-XML and the preparation of e-submission ready data 
packages.

In addition, she is member of the steering committee of the 
CDISC German User Network.



Disclaimer and Disclosures

• The views and opinions expressed in this presentation are those of the 
author(s) and do not necessarily reflect the official policy or position of 
CDISC.
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4. Arrival



Introduction

Welcome to the Jungle



Preparing an e-submission ready

Integrated Summary of Safety (ISS)

=

Like a journey through the jungle?
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General Considerations
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Integrated Summary 
of Safety

Which data should

be selected?
study design, indication, 

treatment, planned analysis

Which data

standards serve

as basis?
legacy, SDTM, 

ADaM

Which

integration

strategy should

be used?

Which studies

should be

included? 

Which dictionaries

/ terminologies

were used?
up-versioning

How to

achieve

traceability?



Plan Your Journey

Where to find information



• Integration Strategies in Support of 

ISS/ISE Submissions
Version 1.0 (PHUSE, Oct 2020)

• Study Data Standardization Plan 

(SDSP), Template
Version 1.0 (PHUSE, Jan 2018), incl. 
examples and completion guideline

• The Integrated Analysis Data 

Reviewer’s Guide (iADRG), Template
Version 1.0 (PHUSE, Sep 2023 ), incl. 
examples and completion guideline

• Standard Safety Tables and Figures: 

Integrated Guide
(FDA, Aug 2022)

Important Travel Information
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Keynotes

• Variety of scenarios how to prepare 

integrated databases

• Recommendation to prepare SDSP 

for documentation of integration 

strategy 

• ISS Statistical Analysis Plan (SAP) is 

a prerequisite

• Only subset of studies and data may 

be required for ISS/ISE analyses

• Determine the need for up-versioning 

of used dictionaries and terminologies

Integration Strategies in Support of ISS/ISE 
Submissions (PHUSE)
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Study Data Standardization Plan
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Plan for describing the data standardization approach for clinical and 
nonclinical studies within a development program of a compound

• A template is provided by PHUSE

• List of data standards, dictionaries / terminologies used

• per single study (nonclinical, clinical) 

• for data pools

• CBER appendix to provide additional information on

• SDTM / ADaM datasets per study

• pooled ADaM datasets for ISS / ISE

SDSP completion guideline with detailed descriptions and examples



Study Data Standardization Plan (Example)

List of Studies and Standards
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(Excerpt fromSDSP Example (Oncology), PHUSE)



Study Data Standardization Plan (Example)

CBER Appendix
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(Excerpt fromSDSP Example (Vaccine), PHUSE)



The Integrated Analysis Data Reviewer’s Guide
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• A template is provided by PHUSE

• Analysis Data Reviewer’s Guide (ADRG) adapted to the needs of an 
integrated analysis

• Specific sections to document 

• data standards and dictionaries / terminologies for integrated datasets

• source data used for integrated analysis dataset creation

• traceability

iADRG completion guideline with detailed descriptions and examples



The Integrated Analysis Data Reviewer’s Guide 
(Example)

Source Data Used

Description of

• source data standards 
and

• additional content of 
interest, e.g., selection 
of data
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(Excerpt from iADRG
Template, PHUSE)



The Integrated Analysis Data Reviewer’s Guide 
(Example)

Traceability
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(Excerpt from iADRG
Completion Guideline, 
PHUSE)



• Provision of a standard set of 

safety analytic tables and 

figures and associated 

instructions.

• Tables and figures are 
examples, modifications can be 

made based on the specific 

study design.

• Custom and therapeutic area 

specific analyses maybe 
required in addition.

Standard Safety Tables and Figures: 
Integrated Guide (FDA)
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A Travel Report

Preparing an ISS ready for submission to the FDA
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OUR EXPERIENCE CRO PERSPECTIVE



General Strategy

202024 Europe CDISC+TMF Interchange | #ClearDataClearImpact

…

ISS 

SDTM

Compare

ISS 

Analyses

ISS 

ADaM

Study #1 

SDTM

Study #2 

SDTM

Study #2 

ADaM

Study #1 

ADaM
…
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• Check current FDA study data standards 
catalog for accepted standards for 
SDTM, ADaM and Define-XML against 
standards used in the single studies.

• Check versions of dictionaries / 
terminologies used in the single studies.

• Check availability of ISS SAP and table 
shells.

Before Starting 
Integration



Creating ISS SDTM
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Integrate only SDTM 
datasets needed for 
analysis

Keep only data needed 
for ISS analysis

• e.g., selection of specific lab 
parameters or vital signs 
parameters

Implement unit 
conversions, if 
necessary

• e.g., harmonize the results of 
lab tests or vital signs 
assessments to a consistent 
unit for ISS analysis

Perform up-versioning, 
if necessary

• e.g., up-versioning of 
MedDRA coding in the 
integrated AE dataset to most 
current version, if different 
have been used in the single 
study SDTMs

Implement accepted 
version of SDTM model 
/ IG. 
Perform harmonization,
if necessary.



Creating ISS SDTM
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Start with integrated DM dataset: 
select subject set needed for ISS 

analysis.

All other ISS SDTM datasets:
merge with integrated DM to get 

selected subject set.



Creating ISS SDTM

Example: selection of subject set 

• When “Standard Safety Tables and 
Figures: Integrated Guide (FDA)” 
serves as basis for table shells, not 
only the safety population have to be 
selected.
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Documentation for ISS SDTM
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Reviewer‘s
guide

• Create a clinical study data reviewer’s guide for the 
integrated SDTM.

• Describe the integration strategy:
– selection of datasets and data from single study 

SDTMs
– unit conversions
– up-versioning and harmonization activities.            

define.xml

• Implement an accepted version of the Define-XML 
standard.

• Follow predecessor concept for variables kept from
single study SDTMs.



Documentation for ISS SDTM

Example define.xml
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Creating ISS ADaM
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Create analysis datasets for 
ISS as needed.

Source: integrated SDTM

Implement accepted version 
of ADaM model / IG.

Provide traceabilty from
integrated SDTM to
integrated ADaM.



Creating ISS ADaM

Example: Adverse Event Analysis Dataset (ADAE)

• When “Standard Safety Tables and Figures: Integrated Guide (FDA)” serves as basis 
for table shells, FDA Medical Queries (FMQs) have to be analyzed.
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Currently 104 FMQs (broad / narrow) are specified.



Creating ISS ADaM

Example: Adverse Event Analysis Dataset (ADAE)

• Specification for FMQs (excerpt):
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Documentation for ISS ADaM
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Reviewer‘s
guide

• Create an integrated analysis data reviewer’s guide to 
provide information about
– included studies
– standards used in the integration
– source data used to create ISS ADaM
– analysis considerations       

define.xml • Implement an accepted version of the Define-XML 
standard.



Arrival

Ready for Submission



Content of the ISS Submission Package
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• adam

• datasets

✓ define.xml + stylesheet (+ define.pdf*)
✓ iadrg.pdf

✓ ADaM datasets (*.xpt)

• programs

✓ (SDTM creation programs*)
✓ ADaM creation programs
✓ Table/Listing/Figure generation 

programs
✓ macro/tool programs

• sdtm

✓ pooled SDTM datasets (*.xpt)
✓ define.xml + stylesheet (+ define.pdf*)

✓ csdrg.pdf

Organized in subfolders as needed for e-submission

* not required



Thank You!
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