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Agenda

1. CDISC EU Interchange 2024 Agenda

2. CDISC Italian UN F2F Meeting

3. Estimands and Data Standards (draft PHUSE white 
paper)

4. CDISC CORE Update

5. SOGI - Sexual Orientation and Gender Identity

6. WHO-DD and CDISC 

7. CDISC and Regulatory Data Submission What’s New

8. Other Topics and Q&A
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CDISC EU Interchange 2024 Agenda



CDISC EU Interchange 2024

24-25 April 2024 – Berlin – Main Conference

22-23-26 April 2024 – Berlin – Trainings

Early bird discount until February 23rd

https://www.cdisc.org/events/interchange/2024-cdisc-tmf-europe-

interchange  

https://www.cdisc.org/events/interchange/2024-cdisc-tmf-europe-interchange
https://www.cdisc.org/events/interchange/2024-cdisc-tmf-europe-interchange


CDISC EU Interchange 2024

Discounted Tickets

• 3 discounted passes

• Applicable to anyone from the Italian UN 

who have not attended a CDISC 

Interchange (virtual or in-person) over the 

past 3 years

• 50% special passes for 900$

• Email Angelo or Silvia if interested



CDISC EU Interchange 2024 – Agenda 

• 3 «Italians» presenting + 1 Poster

• Discounted tickets: Applicable to anyone from 

the Italian UN who have not attended a CDISC 

Interchange (virtual or in-person) over the past 

3 years

• Email Angelo or Silvia if interested

https://www.cdisc.org/events/interchange/2024-cdisc-tmf-europe-

interchange/program 

https://www.cdisc.org/events/interchange/2024-cdisc-tmf-europe-interchange/program
https://www.cdisc.org/events/interchange/2024-cdisc-tmf-europe-interchange/program


CDISC Italian UN F2F Meeting



CDISC Italian UN F2F Meeting

• SAS Institute Milan to confirm

• 15,17,22 or 24 May 

• Contact us if you have any topic you would like 

to cover / discuss

• Possible idea

• Open Source

• Standards Adoption

• Estimands



PHUSE white paper - Implementation of 
ICH E9(R1) Estimands Framework using 
Data Standards



ICH E9 (R1) and PHUSE White Paper

10

30JUL2020 → ICH E9(R1) Date for coming into effect 

12MAY2023 → ICH E9(R1) estimand framework & 

CDISC - Marian Mitroiu, PhD - IX CDISC Italian User 

Network

15NOV2023 → White paper draft out for feedbacks’ 

collection by 17JAN2024

[…] recommendations and examples to illustrate the 

implementation of the estimands framework using 

data standards.



ICH E9 (R1) - Estimands Framework
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Clarity for “treatment effect” understanding



ICH E9 (R1) and PHUSE White Paper
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PHUSE White Paper – impacts overview
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WP Figure 2 - Documentation to Data. The flow is organized according to the logical documentation hierarchy, from the 
perspective of the reviewer, rather than a sequential generation order.



Estimands impacts on Data Collection & 
Tabulation 



Data 
Collection 
& 
Tabulation
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Accurate collection of intercurrent 
events (ICE) is critical in defining 
estimands and constructing the 
estimations:

• enhance CFR standards – accurate and 
granular data collection – examples in 
WP

• Controlled terminology – proposed CT in 
WP for some ICEs → these will undergo 
into CT process for CDISC CT approval / 
update

• SDTM and define-xml – no specific 
impact

• CSDRG – section for ICE in “Additional 
contents of interest”



Data 
Collection 
& 
Tabulation 
– CRF
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WP Figure in section 5.1.1



Data 
Collection 
& 
Tabulation 
– CT

17

Eight primary categories from NCOMPLT:

• DEATH

• ADVERSE EVENT

• PREGNANCY

• LACK OF EFFICACY

• SUFFICIENT EFFICACY

• PROTOCOL DEVIATION

• LOGISTICAL PROBLEM

• LOST TO FOLLOW UP

To improve the accuracy and specificity of data 
collection, two primary categories, "PROTOCOL 
RESTRICTED DEVIATION" and "LOGISTICAL 
PROBLEM", have been further broken down into 
granular sub-categories.



Data 
Collection 
& 
Tabulation 
– cSDRG

18



Estimands impacts on Data Analysis



Data 
Analysis

20

The Addendum mentions that: 
“Clarity is introduced by carefully 
defining the treatment effect of 
interest in a way that determines 
both the population of subjects to be 
included in the estimation of that 
treatment effect and the 
observations from each subject to be 
included in the analysis considering 
the occurrence of intercurrent 
events.” That extra clarity translates 
into new requirements in the 
analysis datasets for proper support 
of the estimands framework.



Data 
Analysis

21

The new requirements that are supported by 
the ADaM estimands implementation 
framework are:

• Intercurrent Events: provides ways to 
organise, identify, and document 
intercurrent events, their relationship with 
each estimand and the related handling 
strategy.

• Datapoints: provides ways to document 
datapoints affected by intercurrent events 
and if they can be considered for analyses.

• Population: support for estimand's specific 
definition of the population of subjects 
used for estimations.

All existing features of the ADaMIG are 
acknowledged and no existing ADaM feature 
is prevented or discouraged from being used.



Data 
Analysis –
Dataset 
level

22

The ADSL and ADICE datasets are ideally 
built at the very beginning of the analysis 
data flow to serve as support for 
documenting the impact of intercurrent 
events into the other ADaM datasets 
supporting the statistical analyses



Data 
Analysis –
ADICE

23

Intercurrent events data is a collection 
of intercurrent events occurrences, 
recording: the name of the 
intercurrent event, along with the 
start and end date/time and relevant 
identification, traceability, and 
classification information; including 
standardised name/category per 
estimand and handling strategy per 
estimand. 

Occurrence Data Structure (OCCDS) 
class → consequently a dedicated 
ADICE structure, as a sub-class of the 
OCCDS class, is proposed.



Data 
Analysis –
ADICE

24

Three approaches:

• including the ADICE structure into 
existing OCCDS dataset, e.g., a 
dataset already built to collect some 
events;

•using several OCCDS datasets to 
document the intercurrent events.
• The framework and its documentation 

features support such cases of multiple 
intercurrent events documentation datasets.

•adding the intercurrent events 
information directly into ADSL → 
only potentially be suitable for the 
simplest cases of intercurrent events, 
such as single occurrences of single 
events.



Data Analysis – Variable level
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*
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*



Data Analysis – Variable level
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*



Data Analysis – Variable level
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*

*

*



Data Analysis – ADICE Variables
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Variable 

name 

Variable Label Variable Type Source Derivation

USUBJID Unique Subject Identifier text DM.USUBJID 

ASEQ Analysis Sequence 

Number 

integer Unique number per record, per subject. 

ATERM Analysis Term text See Value-level Metadata below, split out by SRCDOM 

ASTDT Analysis Start Date integer See Value-level Metadata below, split out by SRCDOM

AENDT Analysis End Date integer If CMINDC= ‘RESCUE THERAPY’ then AENDT = CM. CMENDTC. Convert to numeric 

SAS date. 

ADECOD1 Analysis Dictionary 

Derived Term 1 

text Starting other pharmacological treatments, Treatment discontinuation due to adverse 

events, Treatment discontinuation due to lack of efficacy, See Value-level Metadata 

below, split out by SRCDOM. 

ACAT1 Analysis Category 1 text Starting other pharmacological treatments, Treatment discontinuation If ADECOD1 in 

(‘Treatment discontinuation due to lack of efficacy’, ‘Treatment discontinuation due to 

adverse events’), then ACAT1=’ Treatment discontinuation’. Else if ADECOD1 = ‘Starting 

other pharmacological treatments’ then ACAT=ADECOD1. 

ACAT2 Analysis Category 2 text Treatment discontinuation due to Adverse Event/Lack of efficacy, if ADECOD1 in 

(“Treatment discontinuation due to adverse events”, “Treatment discontinuation due lack 

of efficacy”) then ACAT2 = “Treatment discontinuation due to Adverse Event/Lack of 

efficacy” Else empty.

EST01STR Estimand 01 handling 

strategy 

text Hypothetical, Treatment Policy Strategy for handling the intercurrent events related to 

estimand 01. If ADECOD1 = ‘Treatment discontinuation due to lack of efficacy’ or 

‘Treatment discontinuation due to adverse events’, then EST01STR =’Treatment Policy’. 

Else if ADECOD1 = ‘Starting other pharmacological treatments’ then EST01STR 

=’Hypothetical’. Based on Section 1.1, 4.2.2 of the SAP. 

EST03STR Estimand 03 handling 

strategy 

text Composite Strategy for handling the intercurrent events related to estimand 03. If 

ADECOD1=’Treatment discontinuation due to adverse events’ or ‘Treatment 

discontinuation due to lack of efficacy’ then EST03STR=”Composite”. Else if 

ADECOD1=’Starting other pharmacological treatments’ then EST03STR=”Composite”. 

Based on Section 1.1, 4.2.2 of the SAP. 

SRCDOM Source Data text Populate with the domain name that is the source of the record (DS or CM). 

SRCSEQ Source Sequence 

Number 

integer CM.CMSEQ, 

DS.DSSEQ 

Populate with the sequence number from each source dataset.



Data Analysis – ADICE Value Level

29

Variable Where Type Codelist 
Controlled 
Terms Source/Derivation/Comment

ATERM SRCDOM="DS" text DS.DSTERM 

ATERM SRCDOM="CM" text CM.CMDECOD 

ADECOD1 SRCDOM="DS" text 

If DSDECOD=’LACK OF EFFICACY’ then ADECOD1= 

Treatment discontinuation due to lack of efficacy. If 

DSDECOD=’ADVERSE EVENT’ then ADECOD1= 
‘Treatment discontinuation due to adverse events’. 

ADECOD1 SRCDOM="CM" text ADECOD1 =’ Starting other pharmacological treatments’. 

ASTDT SRCDOM="DS" integer ASTDT =DS. DSSTDTC. Convert to numeric SAS date. 

ASTDT SRCDOM="CM" integer ASTDT = CM. CMSTDTC. Convert to numeric SAS date



Data 
Analysis –
ADRG

30

Section 3.1 Estimands and Estimators 

New section whose purpose is to 
group in a single location key 
information related to estimands and 
estimators implementation.

This links definition in the protocol and 
SAP with their implementation in the 
analyses datasets and results.

Other impacted sections: 3.2 Core 
variables, 3.6 Imputation/Derivation 
Methods, 4.2 Data Dependencies, 5.1 
Overview, 5.2 Analysis Datasets



References

- “ICH E9 (R1) addendum on estimands and sensitivity 
analysis in clinical trials to the guideline on statistical 
principles for clinical trials”, Step 5, 
EMA/CHMP/ICH/436221/2017

- M.Mitroiu, “ICH E9(R1) estimand framework & 
CDISC”, IX CDISC Italian User Network

- PHUSE White Paper “Implementation of ICH E9(R1) 
Estimands Framework using Data Standards” V1.0 
dated 2023-11-15
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Core: CDISC Open Rule Engine

CDISC and FDA Collaboration Announcement



COSA – 2 Main Big Projects

• Conformance Rules – CORE

•Dataset JSON

Slide already presented at 25Oct2023 CDISC ITA UN mtg; today we focus on CORE



CORE

https://www.cdisc.org/news/cdisc-proud-announce-research-collaboration-

incorporate-fda-business-rules-cdiscs-open-rules



SOGI: Sexual Orientation and Gender 
Identity

Public Review closes 22 February 2024

https://wiki.cdisc.org/display/SOGI/Instructions+for+Reviewers



SOGI: why?

1.Baker, KE, Streed, CG, and Durso LE. Ensuring That LGBTQI+ People Count —
Collecting Data on Sexual Orientation, Gender Identity, and Intersex Status. N Engl
J Med; 384; 1 April 2021

https://www.nejm.org/doi/10.1056/NEJMp2032447?url_ver=Z39.88-

2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9483721/

Example in Parkinson’s disease

Alan M Jette, The Importance of Collecting Data on Sexual Orientation and 
Gender Identity (SOGI) in Rehabilitation Research, Physical Therapy, Volume 
100, Issue 8, August 2020, Pages 1235–
1236, https://doi.org/10.1093/ptj/pzaa104

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9483721/
https://doi.org/10.1093/ptj/pzaa104


https://protect-de.mimecast.com/s/q-

5ICw0oZ4fJgKWQU9f2nf?domain=wiki.cdisc.org

SOGI 



SOGI



WHO-DD and CDISC

How to use WHODrug for Compliance with CM Domain 
in the CDISC SDTM standard



















From SDTMIG V3.4 section 4.2.8.3













https://who-umc.org/media/2940/how-to-use-whodrug-for-compliance-

with-cm-domain-in-the-cdisc-sdtm-standard-march-2017.pdf

https://who-umc.org/media/2940/how-to-use-whodrug-for-compliance-with-cm-domain-in-the-cdisc-sdtm-standard-march-2017.pdf
https://who-umc.org/media/2940/how-to-use-whodrug-for-compliance-with-cm-domain-in-the-cdisc-sdtm-standard-march-2017.pdf


CDISC and Data Submission What’s New



Standards publication

56

https://www.cdisc.org/standards/publications

Standard/Therapeutic Area Version Published Date

Glossary v18.0 15 DEC 2023

Rare Diseases Therapeutic Area User Guide 14 DEC 2023

ADaM Conformance Rules v5.0 06 OCT 2023

https://www.cdisc.org/standards/publications


Standards under public review

SOGI (Sexual Orientation and Gender 

Identity) CRF Comments Due

SOGI (Sexual Orientation and Gender Identity) CRF 22 FEB 2024

57

https://www.cdisc.org/public-reviews 

https://www.cdisc.org/public-reviews


Standards in development

58

https://www.cdisc.org/standards/in-development

Standard (Expected Release Date) Release Notes

ADaM Oncology Examples (2024) Resolving Public Comments

ADaM v3.0 (2025) In Development

Analysis Results Standards v1.0 (2024) Public Review (closed)

CT Relationships for SDTM v1.7, SDTMIG v3.3, 

SDTMIG-MD v1.1 (2024)

Public Review (closed)

SDTM for Observational Studies v1.0 (2024) Public Review (closed)

SDTM v2.1 (Q2-2024) In Public Review (closed)

SDTMIG v4.0 (2025) In Development

SENDIG v4.0 In Development

Tobacco Implementation Guide v1.0 (Q2 2024) In Public Review (closed)

https://www.cdisc.org/standards/in-development


Standards Roadmap

59

https://www.cdisc.org/standards/roadmap 

https://www.cdisc.org/standards/roadmap


CDISC CT 2023-12-15 / IS Codetable 2023-09-29 

60

Slides / Docs available also on CDISC Italian UN Wiki page

• Controlled Terminology P55 and P56 Public Review (Oct 3 2023) 

https://www.cdisc.org/events/webinar/controlled-terminology-

updates-q3-2023

• LB, MB & IS Domain Scope Changes for the SDTMIG v3.4 and 

Impact on Controlled Terminology

https://www.cdisc.org/events/webinar/lb-mb-domain-scope-

changes-sdtmig-v3-4-and-impact-controlled-terminology 

https://www.cdisc.org/events/webinar/controlled-terminology-updates-q3-2023
https://www.cdisc.org/events/webinar/controlled-terminology-updates-q3-2023
https://www.cdisc.org/events/webinar/lb-mb-domain-scope-changes-sdtmig-v3-4-and-impact-controlled-terminology
https://www.cdisc.org/events/webinar/lb-mb-domain-scope-changes-sdtmig-v3-4-and-impact-controlled-terminology


CDISC CT 2023-12-15 / IS Codetable 2023-09-29 

61

From “Controlled Terminology P55 and P56 Public Review” (Oct 3 2023) 



CDISC CT 2023-12-15 / IS Codetable 2023-09-29

62

From SDTM Terminology Changes 2023-12-15

Deprecate from codelist. Per the SDTMIG v3.4, all antigen-stimulated humoral 

immune response tests should be represented by the IS domain. Refer to the "IS 

Terminology Mapping Codetable" file to see how this term is post-coordinated and re-

mapped to the IS domain.



CDISC CT 2023-12-15 / IS Codetable 2023-09-29

63

https://www.cdisc.org/standards/terminology/controlled-terminology 

https://www.cdisc.org/standards/terminology/controlled-terminology


Recent FDA CBER Request 

64



FDA Technical Conformance Guide 

65

v5.5 October 2023 / v5.6 December 2023

• Two New Guidance released

• Submitting Clinical Trial Datasets and Documentation for 

Clinical Outcome Assessments (COA) Using Item 

Response Theory

• Submitting Patient-Reported Outcome (PRO) Data in 

Cancer Clinical Trials

• PC and PP domains visits / timepoint reference aligned with 

other study domains



FDA Technical Conformance Guide 

66

v5.5 October 2023 / v5.6 December 2023

• SV domain, necessitating the inclusion of all scheduled visits, 

regardless of their occurrence

• Deprecation of VE domain initially recommended with the 

CDISC “Guidance for Ongoing Studies Disrupted by 

COVID-19 Pandemic”

• Variables SVREASOC (Reason for Occur Value), 

SVEPCHGI (Epi/Pandemic Related Change Indicator), and 

SVCNTMOD (Contact Mode), in SV rather than SUPPSV



Thank You!

Silvia Faini

silvia.faini@cytel.com

Mauro Cortellini

m.cortellini@chiesi.com

Angelo Tinazzi

angelo.tinazzi@cytel.com
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