
Geneva Branch

Cytel Inc. - Confidential 1[A. Tinazzi C. Marchand – An FDA Submission Experience Using the CDISC Standards – PhUSE 2017 Edinburgh 08-11 October 2017]

An FDA Submission 
Experience Using the 

CDISC Standards

RG04

Angelo Tinazzi, Cedric Marchand 
Cytel Inc.

Geneva – Switzerland
angelo.tinazzi@cytel.com

cedric.marchand@cytel.com



Geneva Branch

Cytel Inc. - Confidential 2[A. Tinazzi C. Marchand – An FDA Submission Experience Using the CDISC Standards – PhUSE 2017 Edinburgh 08-11 October 2017]

Disclaimer

The content of this presentation represents my personal 
experience with this particular submission with this 
specific sponsor on a specific indication

Although some of the slides contain information coming
from existing requirements, such as CDISC standards 
and FDA guidances, they represent our experience of 
applying standards and interacting with the FDA

Topic and timing of subission, as well as reviewer 
‘preferences’, are important factors to consider when 
submitting data to FDA
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A Recent Submission (1)

§ Indication: Pain in a « specific » indication
§ Scope of Work: FDA NDA submission

§ ISS: Integrated Summary of Safety
§ ISE: Integrated Summary of Efficacy

§ Nr. Of studies: 6
§ 3 only ISE: 1018 Randomized patients
§ 6 ISS: 1155 Randomized patients
§ Screening Failure Patients not included in the SDTM 

packages à FDA Requested later « some » SF 
data for pivotal studies only

§ Cytel involved in SDTM Migration, Phase II/III pivotal
studies analysis, ISS/ISE Pooling and Analysis, Data 
Submission Package, Gives advices

§ Sponsor Interact with FDA and responsibe for final 
package preparation, Takes Decisions

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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A Recent Submission (2)

Standards Used

§ SDTM Ig 3.2

+ cSDRG (Study Data Reviewer Guide) as per latest PhUSE template

§ ADAM Ig 1.0
+ ADRG (Analysis Data Reviewer Guide) as per latest PhUSE template

§ Define.xml 2.0 (without results metadata)
+ Output program details provided in the ADRG 

i.e. SAS proc used, source ADAM dataset, selection (i.e. PARAMCD to be

used, way of selecting correct records to be analysed, etc.)

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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A Recent Submission (3)

Current Status
§ Submitted in October 2016
§ 1st set of FDA Feedback in January 2017
§ « Looping » through sponsor exploratory analyses 

and FDA additional requests

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

FDA

Sponsor

CytelSponsor

Cytel

Sponsor

6-8 Months
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The Submission Data Package

Electronic Commot Technical Document Specifications - http://estri.ich.org/eCTD/eCTD_Specification_v3_2_2.pdf

FDA Data Technical Conformance Guide - http://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM384744.pdf

ADaM Analysis Datasets and Programs

Non ADaM Analysis Datasets and Programs

Non-SDTM Tabulation Datasets

SDTM Tabulation Datasets

Other datasets i.e. look-up datasets

ISS/ISE Pooling Folders

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

More details
in the backup 
slides

http://estri.ich.org/eCTD/eCTD_Specification_v3_2_2.pdf
http://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM384744.pdf
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Interaction with FDA – Pre (1)

Pre-NDA meeting
A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

Sponsor 
request

Month: 0                                                    3 4                                                    10*

FDA Written
Preliminary
Feedback / 
Answers Meeting Submission

Formal Meetings Between the FDA and Sponsors or Applicants 
https://www.fda.gov/downloads/drugs/guidances/ucm153222.pdf

Anticipate Items / Questions you would
like to discuss during the meeting with
regards to the application

* These are from our experience i.e. they are not standard FDA timeline

Ongoing interaction,  
test submission
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Interaction with FDA – Pre (2)

Pre-NDA Meeting

Data Submission Strategy FDA Feedback

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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Interaction with FDA – Pre (3)

Pre-NDA Meeting

Data Submission Strategy FDA Feedback (cont)
- Replication of potential covariates / subgroup

variables in all ADaM datasets i.e. RACE, SEX
à make a clear plan in the SAP

- MedDRA Version to be used in the pooled ISS
- SMQ Proposal for further safety investigation

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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Interaction with FDA – Pre (4)
Pre-NDA Meeting
By site investigator listings for investigator on-sites inspections 
purpose

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

FDA OSI Webinar: Overview of information Requested by CDER OSI……
https://collaboration.fda.gov/p44198603



Geneva Branch

Cytel Inc. - Confidential 11[A. Tinazzi C. Marchand – An FDA Submission Experience Using the CDISC Standards – PhUSE 2017 Edinburgh 08-11 October 2017]

Interaction with FDA – Pre (5)
A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

More details
in the backup 
slides

OSI Packages. What you need to know for your next NDA or BLS Submission
PharmaSUG 2015

Pre-NDA Meeting
By site investigator listings for investigator on-sites inspections (cont)
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Interaction with FDA – During (1)

Data Submission Test with one Study SDTM

à Sent by the sponsor to edata@fda.hhs.gov

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

mailto:cder-edata@fda.hhs.gov
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Interaction with FDA – During (2)

§ FDA runs the Pinnacle21 Community tool
§ At this stage they made use of the Reviewer Guide 

‘only’ to check for standards used i.e. SDTM Ig
Version

§ Some good suggestions for define.xml
§ Supplemental Qualifier and Value Level Metadata (VLM) 

Origin Mismatch
« When origins for all VLM items within one 
variable are not the same an Origin for Variable 
should have a missing value with all details
provided on VLM »

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions



Geneva Branch

Cytel Inc. - Confidential 14[A. Tinazzi C. Marchand – An FDA Submission Experience Using the CDISC Standards – PhUSE 2017 Edinburgh 08-11 October 2017]

Interaction with FDA – During (3)

§ Suggestions on SDTM Content
i.e. RACE=‘OTHER’ in DM domain

à « CAMBODIAN » should be represented as « ASIAN »
à « NATIVE CANADIAN » should be represented as

« AMERICAN INDIAN OR ALASKA NATIVE »
à « MIDDLE EAST » and « PALESTINIAN » should be

represented as « WHITE »

NO ACTION Sponsor decision
OTHER Races also correctly grouped in pooled ISS/ISE ADaM
for subgroup analyses

White
Asian
Non White / Non Asian

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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Interaction with FDA – During (4)

§ Other technical issues 
§ Some SDTM discrepancies. Most of them corrected

meanwhile
i.e. Use of YN terminology vs Y terminology

§ Advices on ”Permissible variable with missing value 
for all records” NO ACTION variables kept for output 
programming purpose and explained in the cSDRG

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

More details
in the backup 
slides
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SDTM Mapping

Adverse Events

Issue with seriousness criteria not properly collected in 

old studies à FDA « wants » that à re-collected

retrospectively from safety surveillance dept and 

integrated in SDTM 

NOT ALWAYS RECCOMENDED AND FEASIBLE

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

More details
in the backup 
slides
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Pooling for ISS and ISE

§ Done in ADaM from single study SDTMs
§ Adverse Events Medical Coding Up-versioning

Required
§ Ref FDA Study Data Technical Conformance

Guidance
§ In SDTM (no guidance in Ig) vs ADaM (examples of 

multiple versions handling in OCCDS)

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

FDA Feedback “If the version that is to be used for the ISS 
is different than versions that were used for individual 
study data or study reports, it is important to provide a 
table that lists all events whose preferred term or hierarchy 
mapping changed when the data was converted from one 
MedDRA version to another. This will be very helpful for 
understanding discrepancies that may appear when 
comparing individual study reports/data with the ISS study 
report/data”
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Pooling Issues – Differences with CSR (1)
Be Transparent make use of Reviewer Guide

http://www.phusewiki.org/wiki/in
dex.php?title=Study_Data_Revi

ewer%27s_Guide

http://www.phusewiki.org/wiki/index.php?titl
e=Analysis_Data_Reviewer%27s_Guide

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

http://www.phusewiki.org/wiki/index.php?title=Study_Data_Reviewer's_Guide
http://www.phusewiki.org/wiki/index.php?title=Analysis_Data_Reviewer's_Guide
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Pooling Issues – Differences with CSR (2)

Different MedDRA Version

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions



Geneva Branch

Cytel Inc. - Confidential 20[A. Tinazzi C. Marchand – An FDA Submission Experience Using the CDISC Standards – PhUSE 2017 Edinburgh 08-11 October 2017]

Pooling Issues – Differences with CSR (3)

Different MedDRA Version
Bridge Document provided in appendix

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

More details
in the backup 
slides
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Validation Issues

Data-issues of locked studies

§ Documented in the Reviewer Guide

§ « Hard-coding » agreed with sponsor when correction 

was obvious i.e. start>end but clearly wrong year or 

confirmation obtained from source document without

unlocking data (!! « A Note to File » is needed in the 

programming documentation and mentioned in the 

RG)

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

More details
in the backup 
slides
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Conclusions

§ (for sponsor) Adopt CDISC ASAP, starting with

CDASH ‘Lost in Traceability’ has a cost!!!

§ (for sponsor) Vendor Surveillance, make sure 

they do it right and consistently

§ Plan for the unexpected

§ Reviewer Preferences

§ A lot of documentation effort (cSDRG and ADRG)

A Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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References
§ «Lost» in Traceability, from SDTM to ADaM …. finally 

Analysis Results Metadata» A. Tinazzi, CDISC Europe 
Interchange 2016

§ «Looking for SDTM migration specialist » A. Tinazzi, PhUSE
2014

§ «Interpreting CDISC ADaM IG through Users 
Interpretation» A. Tinazzi, PhUSE 2013

§ «The do’s and don’ts of Data Submission» A. Tinazzi, BIAS 
2013

§ «Traceability: Plan Ahead for Future Needs» – S. Minjoe, T. 
Petrowitsch, PhUSE 2014

§ «Traceability and Data Flow PhUSE-CSS WG» 
http://www.phusewiki.org/wiki/index.php?title=Traceability_and_Data_Flow

§ «Summary of Traceability References PhUSE-CSS Wiki 
Page» 
http://www.phusewiki.org/wiki/index.php?title=Summary_of_Traceability_References

http://www.phusewiki.org/wiki/index.php?title=Traceability_and_Data_Flow
http://www.phusewiki.org/wiki/index.php?title=Summary_of_Traceability_References
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Angelo Tinazzi – Director – Statistical Programming (CDISC E3C Member)

angelo.tinazzi@cytel.com

Cedric Marchand – Executive Director – Global Head of Statistical Programming

cedric.marchand@cytel.com

Cytel, Shaping the Future of Drug Development

mailto:angelo.tinazzi@cytel.com
mailto:Cedric.marchand@cytel.com
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Angelo Tinazzi, Director

Standards, Systems, CDISC Consulting, Statistical Programming

CDISC E3C Member

angelo.tinazzi@cytel.com

Angelo Tinazzi is a Director in the Statistical Programming Department at Cytel. Angelo
brings more than 20 years of experience in the field of Clinical Research in the area of
data-management and statistical programming with different roles in Academic
Organizations, CROs and Pharmaceutical Industries, in Italy, Switzerland and UK.
His skills include strong statistical programming (SAS), deep knowledge of data standards
(CDISC SDTM and ADaM), data submission requirements (i.e. FDA), project management
and line-management. He has strong expertise in Oncology although he has been exposed
to several other Therapeutic Areas such as Cardiovascular and Multiple Sclerosis.
Prior to joining Cytel, Angelo worked at Merck Serono, SENDO Foundation, Phamarcia &
Upjohn, Simboligica SAS Quality Partner, the UK Medical Research Council and the
Institute for Pharmacological Research “Mario Negri”.
Angelo is a member of the European CDISC Committee (E3C) since 2015 and also an
active member of the CDISC ADaM Team. Since 2013 is member of the BIAS scientific
committee (the Italian Association of Biometricians working in the industry). He is also a
regular presenter at conferences such as PhUSE and CDISC Europe Interchange on
different topics ranging from CDISC to SAS and therapeutic area related presentations.
Angelo is Italian, working in Switzerland and living in France.

mailto:angelo.tinazzi@cytel.com
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An FDA Submission Experience Using the CDISC Standards
The purpose of this presentation is to share an FDA submission
experience using the CDISC standards. After introducing the key current
requirements when submitting data sets to the FDA, either SDTM or
ADaM, some key learning will be shared. This includes, for example,
interaction with the FDA and the additional requests we received as well
as the feedback after performing the test submission.
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Introduction

How?
http://www.fda.gov/ForIndustry/DataStandards/StudyDataStandards

§ FDA Study Data Techinical Conformance Guide
§ FDA Standards Catalog

§ Exchange Format
§ i.e. SAS XPT, XML, PDF, ASCII

§ Regulatory Applications
§ Electronic Common Techinical Document (eCTD)

§ Data Exchange Format
§ SDTM, ADAM (Clinical Study Datasets)
§ Define.xml (Study Data Definition)

§ Terminology Standards
§ CDISC Controlled Terminology
§ MedDRA, WHO-DD

§ CDISC Metadata Submission Guidelines

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

http://www.fda.gov/ForIndustry/DataStandards/StudyDataStandards
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The Data Package (2)

§ Clinical Study Datasets

§ Study Data Definition

§ Supportive Documents to Study
Data Definition

§ Data Validation Reports

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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The Data Package (3)

../m5/datasets/001/tabulations/sdtm

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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The Data Package (4)

../m5/datasets/ISE/analysis/adam/datasets

../m5/datasets/ISS/analysis/misc

Lookup datasets used in the creation of 
some ADAM datasets

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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The Data Package (5)
Submitting Programs FDA Requirements

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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The Data Package (6)
../m5/datasets/ISE/analysis/adam/programs

ADaM Programs

Tables Programs

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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SDTM Mapping – Gap Analysis (1)

§ Initiated prior to commencing migration activities
§ How to perform gap analysis

§ Itemization and evaluation of files to support migration activities
§ Document inventory

§ Study documents
§ CDISC Standards
§ Company Standards / Company Implementation Guidance

§ Validate sample CRF fields versus source data
§ External data requirements e.g. central labs or local labs
§ Comparison of protocol amendments/versions against CRF 

versions
§ Clarifies the scope and challenges of migration activities
§ Identifies differences in data collection formats

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

Pooling

Validation

Conclusions
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SDTM Mapping – Gap Analysis (2)

Documents and Data Inventory
Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

Pooling

Validation

Conclusions
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Interaction with FDA – Pre (2)

Pre-NDA Meeting

Does the FDA concur with the Sponsor’s plan 
regarding the composition and format of the 
clinical data submission for the XXXXXXX 
NDA? 

Do not use «Open Question», always propose 
solutions and ask for confirmation (seek for an 
agreeement)

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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Interaction with FDA – Pre (1)

Type of Meetings
- Type A: a meeting needed to help an 

otherwise stalled product development 
program proceed

i.e. meetings for discussing clinical holds
- Type B: pre-IND, end-of-Ph-I, pre-NDA
- Type C: any non Type A / Type B meeting 

regarding the development and review of a 
product

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions

Formal Meetings Between the FDA and Sponsors or Applicants 
https://www.fda.gov/downloads/drugs/guidances/ucm153222.pdf
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Interaction with FDA – Pre (2)

Pre-NDA– Data Submission Strategy Additional
Details/requirements
- Lab with Normal Ranges
- Use WHO drug dictionary
- Unique coding / nomenclature for Placebo across

studies
- Common variables across datasets
- Case summaries and CRF for all SAEs, deaths and 

Discontinuation due to Adverse Events

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

Pooling

Validation

Conclusions
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Interaction with FDA – Pre (3)

Pre-NDA– Data Submission Strategy
Additional Details/requirements (cont)
- Site Level Dataset (optional for now!)
- For Pivotal studies:

- Number of subjects screened for each site by site
- Number of subjects randomized for each site by 

site, if appropriate
- Number of subjects treated who prematurely 

discontinued for each site by site

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

Pooling

Validation

Conclusions
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Interaction with FDA – Pre (5)

Pre-NDA – Data Submission Strategy Additional
feedback

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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Interaction with FDA – Pre (6)

Pre-NDA– Data Submission Strategy Additional
feedback

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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SDTM Mapping (1)

§ Relatively Easy to handle
§ A lot of Questionnaires

§ Pain Assessment
§ WOMAC
§ GIC
§ SF-12
§ KOOS
à Most of them are not covered by any CDISC standards

§ Easy treatment exposure - one single day
injection

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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SDTM Mapping (2)

Be Harmonized
- visit/visitnum

- Cosistent terminology
- Consistent QNAM in SUPPxx

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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SDTM Mapping (4)

Study Population i.e. per protocol
§ Not fully derivable
§ Peer review process
§ Integrated from xls files into SUPPDM (possible with 3.2) 

and DV 

SDTM IG 3.3 Draft Study Population not in SDTM, 
only in ADaM!!!

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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SDTM Mapping (5)

§ Unscheduled VISITNUM and EPOCH 
derivation
§ IG gives some suggestion to when unplanned visits to 

mantain chronology
§ PhUSE CSS provides some more detailed approaches for 

VISTNUM and EPOCH derivation
à Be aware deriving VISITNUM for unscheduled visits can be
very time-consuming

http://www.phusewiki.org/wiki/index.php?title=VISITNUM_and_EPOCH

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

Pooling

Validation

Conclusions

http://www.phusewiki.org/wiki/index.php?title=VISITNUM_and_EPOCH


Geneva Branch

Cytel Inc. - Confidential 45[A. Tinazzi C. Marchand – An FDA Submission Experience Using the CDISC Standards – PhUSE 2017 Edinburgh 08-11 October 2017]

Pooling Issues – Differences with CSR (4)

Different visits windowing in the ISE

Introduction

My Recent Submission

The Data Package

Interaction with FDA

SDTM

ADaM Pooling

Validation

Conclusions
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SDTM Mapping – CDISC Traceability

§ 3 studies migrated prospectively
§ perfect CDISC traceaility SDTM à ADaM à Analysis Outputs à

CSR

§ 3 studies migrated post CSR à traceability issue

Traceability Issues mentioned in FDA Study Data Technical
Conformance Guidance

Original CSR 
based on legacy
raw and analysis
data with post 
SDTM 
conversion for 
ISS/ISE pooling
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Validation Issues (1)

§Performed with Pinnacle 21
§Several ‘false’ positives à RG

§ Validation checks for BDS for non-BDS 
ADaM

§ Extensible Controlled Terminology
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Validation Issues (2)
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