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Key Requirements

Our Submission Experience

(& what the requirements don’t say)

Conclusions
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Key Requirements

Electronic not paper 
submission

Must use data standards

How to submit using 
standards
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Key Requirements

FDA Data Standards Catalog
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Key Requirements….and do not forget

“…optimize PDF for fast 
web view…”

“File name exceeds max. length 
(64 chars)…”

“A Trial Summary (TS) dataset 
must be present …”
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Our submission experience

Requirements

…what the requirements don’t cover..?
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Our submission experience

Indication 1
SDTM Ig 3.2, ADaM 1.0, define 2.0

Indication 2
SDTM Ig 3.1.3, ADaM 1.0, define 1.0

6 SDTMs 10 SDTMs

5 ADaMs

ISE (3)  & ISS (6)
~1100 subjects

ISS (10)
~2400 subjects

Cytel : CDISC migration & Pooling  - Advise

Sponsor: final package & FDA interaction  - Decide
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Our submission experience

• Results metadata – to submit or not submit?
• External References – where, how?
• Mock Submission – feedback and what’s

negotiable?
• Screening failures - include?
• BIMO who?
• Epoch – how complex to make SE domain?
• Medical dictionaries – upversioning from SDTM 

to ADaM?
• Special characters – which can stay?

http://www.cytel.com/
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Results Metadata (ARM)

• To submit or not submit?

– Not mandatory (yet)

– Requires define v2.0

– Indic 1: details in adrg

• Submit ARM, reviewer 
likes it

http://www.cytel.com/
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External References

• When, where, how?

– Xml limited 1000 chars*

*at the time of these submissions

ok

Slightly better
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External References

 Top left define.xml

 Link specific adrg page

Much better
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Mock Submission feedback

• FDA says «Jump!» – how high? 

– Associated Persons domains

• Feedback: «stick to the model»

• Negotiated : a waiver

– Define version 1.0 vs 2.0
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Mock Submission feedback

• Other findings

– Originally kept ADAE.SAFFL=‘Y’
• Bad idea – keep all AEs. 

• OCCDS v1.0: “one record per record in SDTM domain”

– Recommendation:
• Include AE, DM, EX in Pinnacle validation of ADaM

http://www.cytel.com/
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(based on) Mock Submission feedback

• ISS STUDYID
– ADSL.STUDYID=«STUDY 1»

– Non-ADSL.STUDYID=«STUDY1», «STUDY2» or 
«STUDY3»

– “AD0256: USUBJID value does not exist in the ADaM ADSL domain”

– “AD0196: Required STUDYID value is null”

– Pi messages imply lack of integrity
• Replaced non-ADSL.STUDYID with ASTUDYID 

(traceability)

• Non-ADSL.STUDYID =ADSL.STUDYID

http://www.cytel.com/
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Screening Failures

• Include in SDTM?

– Indic. 2 – Yes, needed for ADaM

– Indic. 1 – No

• FDA asked for it later

• Our recommendation: keep in SDTM

http://www.cytel.com/
http://www.cytel.com/


www.cytel.com ©2018 Cytel Inc. 16www.cytel.com ©2018 Cytel Inc. 16

BIMO who?

• Bioresearch Monitoring

– Advises FDA on site selection for inspection

READ it !
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BIMO who?

• By site listings
– Raw + some derived variables

– «by subject» or «by site»

• CLINSITE dataset

– define

– adrg (optional)
• “ If the applicant is submitting a Reviewer’s Guide”

http://www.cytel.com/
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EPOCH (TA & SE)

• How complex?

– If lucky…

– Probably get this…
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Trial Design: TA and EPOCH

• Prepare Trial Design 

– Based on «reality» data checks vs protocol(s)

– with, or before, aCRF

– SE.EPOCH

– NEW!!! SDTM Ig 3.3

http://www.cytel.com/
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Medical Dictionaries

• Study MedDRA 11.0 & 17.1 – 2 versions ?

– Reconciled AEs after DB lock

– Use AEPV?

• Pi split domains – errors!!

– ZA (custom)

http://www.cytel.com/
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Medical Dictionaries

• Upversioning from SDTM to ADaM?
– v20.0 in ISS

– Traceability AEBODSYS
• Use ABODSYS, ADECOD

– Pi Error explained

http://www.cytel.com/
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Special characters

• Requirements:
– “..restricted to ASCII ..(printable values below 128)”

• In practice:

– Replaced 0-31
• «WARNING: Non-ASCII Char Removed: PDTEXT=compliance less than 

70%”

– But not 32-128

http://www.cytel.com/
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Lorenz Validator

• Further from the PDF Specs

– Lorenz eValidator (http://www.lorenz.cc/index.cfm). (free!)

http://www.cytel.com/
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• Important to share experiences

–Phuse Working group : 
• “Industry Experiences Submitting Standardized Study 

Data to Regulatory Authorities”

Conclusion

http://www.cytel.com/
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• Merci

• Des questions?

Laura Phelan
Cytel Inc.
Email: Laura.Phelan@cytel.com
Web: www.Cytel.com
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• BACK UP SLIDES
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Gap Analysis

• Why?

–Do you have everything?

–Protocol(s) vs raw & external data

– External data – is there DST for all?

– If legacy CSR, have all data to reproduce?

http://www.cytel.com/
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DB Issues

• Closed legacy studies?

• Example:

– DB lock Feb2012

– Subject X last date (RFPENDTC) June 2012

• uncorrected data entry error

• Result:

– Hardcoding

– NTF

http://www.cytel.com/
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Legacy CSR Discrepancies

• What if we don’t match?

– Discrepancies

• Determine cause 

• Describe in ADRG

http://www.cytel.com/
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ISS cohorts

• Pooling cohorts in 1 ADaM complex?

– 6 cohorts

• Option 1: 1 ADaM all cohorts?

• Option 2: split =ADAEA/ADAEC/ADAED/ADAEO….

– Pi – not recognize ADAEx

http://www.cytel.com/
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• How much is too
much?

–We were asked to 
include reason : only
need QNAM 
/description as per 
template

Level of detail in csdrg, adrg
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