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Key Requirements Cl.ll:el

Providing Regulatory Submissions in .
Electronic Format — Submissions Under E I ectronic not pa pe r
Section 745A(a) of the Federal Food. su bm ission

Drug, and Cosmetic Act

Providing Regulatory
Submissions Must use data standards

In Electronic Format —
Standardized Study Data

How to submit using

STUDY DATA
TECHNICAL CONFORMANCE GUIDE stan d d rd S

Technical Specifications Document

www.cytel.com ©2018 Cytel Inc.



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

Key Requirements Cl.ltcl

FDA Data Standards Catalog

Date Support

Standards Supported Begins

P— Date Support  Date Requirement Date
Development pporte Implementation  FDA Center(s)

Ends Begins Requirement

Data Exchange  Exchange

Statutory, Regulatory, or Guidance T S T

BT Fomat  oanizationspo) VeSO Guide Version (MMDDYYY)  nuoDyYy)  (MMUDDIYYYY) Ends Authority
Eor CORH only: eCopy Program for Medical
Documents CBER, CDER, Device Submissions
PDF PDF Adobe 17 NIA CDRH 11.202012
Clinical and Nan-
Clinical study 3AS Technical ) For CDER and CBER only: Technical
data sets - Support T&-140 1HTI0I6 1] Standardized Stuch Data Conformance Guide
Transport SAS (XPORT) XPT SAS 5 CDER,CEER |  Ongoing 121712017 [2]
Clinical and Non-
Clinical study SAS Technical ) For CORH only: eCopy Program for Medical
data sets - Support TS-140  |CDRH, CFSAN, Standardized Siudy Data Device Submissions
Transport SASXPORT XPT SAS 5 CVM Ongaing
Instr. & Column Descriptions | Submission Data Exchange Stds | SubmissionTerminology Stds | Change History | ® P[]

Terminology Standards Date

Terminolo Development and/or Date Support Date Support Requirement bale Statutory, Regulatory, or

S oy e pme . Version(s)  FDA Center(s) Begins > Supp uireme Requirement Examples of Use . _W' Fguatory, Information Sources

Standard Maintenance (MNDDIYYYY) Ends Beqins Ends Guidance Authority

Organization S (MM/DDYYYY)

Medical
Dictionary for Maintenance and )
Regulatory Support Services B or earlier CBER, CDER Ongoing gggﬁg;g E} g:};ﬁg:?{;} gigﬁg;g B} CDISC AE Domain Standardized Study Data MedDRA org ?;znfo?nit:nzzcgﬂ:gzl
Activities Organization (MS50) -
(MedDRA)

&
WedDRA 1SS0 Curent Version | CBER, CDER | 083112017 gggﬁggg B} CDISC AE Domain Stendardized Study Data HedDRA0rg s[’;znm?;t:ﬂzcgﬂ:;:'
Instr. & Column Descriptions Submission Data Exchange Stds | SubmissionTerminology Stds | Change History | ) P ]

www.cytel.com ©2018 Cytel Inc. 4
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Key Requirements....and do not forget Cl.ll:cl

Technical Specifications Document

PORTABLE DOCUMENT FORMAT (PDF)
SPECIFICATIONS

Specifications for e CTD Validation Criteria

US Food and Drug Administration

ions for eCTD Validation Criteria
Rey Number: 1204
Group: File checks
Description: File name contains invalid characters: tilde(~), forward
201 slash(/), backslash(\), colon(:), asterisk(*), question mark(?),
20 single quote(’), double quote(") less than(<), greater than(>),

pipe(]), or space( )

Severity Description: Low

US DTD Version 2.01 and 3.3

Effective Date: 3/10/2008

Problem: The file name contains invalid characters.

Corrective Action:

Modify your SOPs to ensure file names do not contain
invalid characters.

St

Guidance Source:

ICH eCTD Specification V3.2.2 Appendix 2

dafferoevemmuer T, zuvTo:

TECTITT

existing eCTD validation criteria to enforce the deadlines (see below). FDA will
give the industry 30 days’ notice on the eCTD website prior to the criteria
becoming effective.

The FDA may refuse to file (RTF) for NDAs and BLAs, or refuse to receive (RTR)
for ANDAs, an electronic submission that does not have study data in conformance to
the required standards specified in the FDA Data Standards Catalog.

CaT TEJECUIUTT CITETTS 1S UENy auded 1o e

www.cytel.com

“..optimize PDF for fast
web view...”

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

“A Trial Summary (TS) dataset
must be present ...”

©2018 Cytel Inc.
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Our submission experience

on’t cover..?

¥

' 4

..what the reqt

¥
H

www.cytel.com ©2018 Cytel Inc.
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Our submission experience Cl.ll:el

Indication 1 Indication 2

SDTM Ig 3.2, ADaM 1.0, define 2.0 SDTM Ig 3.1.3, ADaM 1.0, define 1.0

6 SDTMs 10 SDTMs
5 ADaMs
ISE (3) & ISS (6) 1SS (10)
~1100 subjects ~2400 subjects

Cytel : CDISC migration & Pooling - Advise

Sponsor: final package & FDA interaction - Decide

www.cytel.com ©2018 Cytel Inc.
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Our submission experience Cl.ll:el

e Results metadata — to submit or not submit?
 External References — where, how?

e 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?

www.cytel.com ©2018 Cytel Inc.
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Results Metadata (ARM)

e To submit or not submit?

— Not mandatory (yet)

— Requires define v2.0

QOutput programs are also part of the submission, and available upon request.

7. Submission of Programs

Cytel

All programs used to derive the ADaM datasets are part of the submission, and available upon request.

All submitted programs will execute on a PC environment running Windows and SAS version 9.2 or

later.

The intent is to give the reviewer the possibility to review how derivations has been done and models

used in the analysis; however the programs have some macro and environment dependencies so they are
not executable without making ad-hoc modifications.

Program Name

Output

Inputs™

Macro Used”

— Indic 1: details in adrg

e Submit ARM, reviewer

likes it

www.cytel.com

adsl

adefbase, dm. suppdm. ds,
Vs, (S, g, Zg, eX, SUPPex,
Zr, suppzr. sv, ae. cm. b, zs,
yg. suppyg

adoa.sas

©2018 Cytel Inc.

adoa

adsl

mh (where MHPRESP="Y"
and
MHTERM=0STEOARTH
RITIS OF THE KNEE') or
(MHCAT="PRIMARY
DIAGNOSIS" and mhscat =
"OSTEOQARTHRITIS IN
OTHER LOCATIONS")

suppmh (where gnam in
("MHACRA"."MHACRS"."
MHACRC","MHACRKP"."
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External References Cllltel

* When, where, how?
— Xml limited 1000 chars*

Value Level Metadata (ValueList. ADXMSUM.PARAMCD)

Derive per subject/parameter. Equals Y if subject has no Lesions/Subject/Scan, equals "N’ otherwise using the non-imputed
lesions/subject/scan (where ANLO1FI="Y".) For Unknown lesion free status, impute as: a) Call the proportion of subjects with known free
status, i.e., number of subject with AVALC = "Y'/ (number of subjects with (AVALC "Y' or 'N') across all treatment groups, 'p". b) Call the
number of subjects in each treatment with AVALC="UNK', 'n1', n2' and 'n3" respectively. c) Multiple 'n1’, n2' and 'n3" by 'p’ call the results
'r1', 'r2" and r3'. Round 'r1’, 'r2" and 3’ to the nearest integer, call the results 's1', 's2' and 's3'. d) Randomly assign 's1" of the 'n1’
subjects to AvAL= 1 (AVALC="Y") and the remainder to AVAL = 0 ("AVALC="N"). Repeat for the other treatment arms. How to randomly
assign: Generate 'n1’ numbers between 0 and 1 using LLAYUALAY “walliAenbadr ot MlodSiro s 'ovedvsilavime ~Lhpor o

the others 0 as per SAP Sections 8.4 and 'Z!.S.l.—ﬂE ﬂther‘j D as I]Ef SAP SEEtiDHS 8.4 -ﬂ"d 9.5.1.

FRACTZ2 Active T2 Lesions Free Status text |[¥N

ok

Value Level Metadata (ValueList ADMSQOL.PARAMCD)

Derived from Q5.QSSTRESN as per SAP, reference 8: 'Vickrey BG, Hays RD, Harooni R, Myers LW, Ellison GW. A health-related quality of life
measure for multiple sclerosis. Qual Life Res 1995 Jun;4(3):187-206.",

Slightly better]

*at the time of these submissions

www.cytel.com ©2018 Cytel Inc. 10
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External References

ADaM-1G 1.0

Analysis Dats iewer ide
Fiescue Medications Consumption DE
S5F-12 Composite Score Derivation A

Standard

» AnalySiE Dt Study Name
» Parameter Value Level Metadata Study Description
* Controlled Terminology Protocol Name

» Analysis Derivations
= Comments

Metadata Name

Metadata Description

Cytel

€ Top left define.xml

ADT Analysis Date integer DATE9

Derived:

Numeric SAS date part from SOTM YR.YRDTC when from IVRS reported rescue medications
(PARAMCD="RMEDIVRS'). When rescue medications consumption is derived from the concomitant
medications page (PARAMCD="RMEDCM'), the date is derived by using the date in the range of star
(CM.CMSTDTC) and end of medication (CM.CMENDTC). More details can be found in the Rescue
Medications Consumption Derivation document.

Rescue Medications Consumption Derivation Page 1

Documentation

See more details about in the Analysis Reviewer Guide

Analysis Data reviewer's Guide Page 23

Much better

www.cytel.com

©2018 Cytel Inc.

€ Link specific adrg page
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Mock Submission feedback Cl.ltcl

* FDA says «Jump!» —how high?

— Associated Persons domains
* Feedback: «stick to the model»
* Negotiated : a waiver

— Define version 1.0 vs 2.0

Date Support
Begins
(MNIDDYYYY)

Standards Supported Supported
Development ‘I.fl:sic'ﬁ Implementation FDA Center(s)
Oroanization (SDO) ' Guide Version

Date Support

Data Exchange Exchange Ends

Standard Format

(MM/DDYYYY)

Study data
definition
Define HML CDIsSC 1.0 IA CDER, CBER Cngoing 03152018

Define.xml
Outdated version of Define-XML standard

*  Support for Define-XML v1.0 1s ending by 2018-03-18 [3]

www.cytel.com ©2018 Cytel Inc. 12
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Mock Submission feedback Cl.ll:cl

* Other findings

Data Issues
There are major data ADaM-to-SDTNM traceability issues

¢  AD0253: Record key from SDTM AE is not traceable to ADaM ADAFE (not enough ADAE
recs)

— 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

www.cytel.com ©2018 Cytel Inc. 13
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(based on) Mock Submission feedback Cl.ll:cl

* |SS STUDYID
— ADSL.STUDYID=«STUDY 1»

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

— “AD0256: USUBIJID value does not exist in the ADaM ADSL domain”
— “AD0196: Required STUDYID value is null”

— Pi messages imply lack of integrity

e Replaced non-ADSL.STUDYID with ASTUDYID
(traceability)

* Non-ADSL.STUDYID =ADSL.STUDYID

www.cytel.com ©2018 Cytel Inc.

14
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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

www.cytel.com ©2018 Cytel Inc.

Cytel
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BIMO who? Cytel

e Bioresearch Monitoring
— Advises FDA on site selection for inspection

Example By Site, By Listing Option A:

BIORESEARCH MONITORING

TECHNICAL CONFORMANCE GUIDE ( R ]
L‘J—[ Site #0001 ]
Containing Technical ——{Conscnted Subjects )
Specifications | y—— )
—{Diseoutinuatwns ]
—[Study Population ]
—itc. )
—fFwc )
T )
B i : Site #0002 J

Site #0003 ]

Example By Site, By Listing Option B:

( Protocol #1234 )

Site #0001

Subject Number #0001-001

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)

Subject Profile Containing
All Elements of Requested
Line Listings for this Subject

February 2018

READ it !

www.cytel.com ©2018 Cytel Inc.
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BIMO who?

* By site listings

— Raw + some derived variables

— «by subject» or «by site»

e CLINSITE dataset
— define

— adrg (optional)

* “If the applicant is submitting a Reviewer’s Guide”

=[] stuoy1
2[] Site 002

[l Listing 2 Consented Subjects

b 3us I 5 i o [ s i s D 3 I 1 |

Listing b: Treatment assignment

Listing ¢ Discontinuations

Listing d: Study Population

Listing & Inclusion/Exclusion Criteria
Listing £ Adverse Events

Listing : important Protocol Deviations

Listng h1: Relapse Count Data during oo - ITT Analysis Set and Safup Analysis Set

Analysis Datasets for EIMO

Controlled
VI';";::‘" v;'.',':' Torms or Notes or Description Sample Value
Format
13 |SCREEN Number of jum | Integer [ Total number of subjects screened (consented) at a given site. When a subject has 100
Subjects Screened transferred from one site to another, the applicant should handle reporting of such
subjects consistently across sites and include the reporting convention used in the define
file or the BIMO Reviewer's Guide (if provided). The applicant may opt to further explain
the reasons subjects transferred between sites in the BIMO Reviewer's Guide, if
provided
14 |DISCSTUD |Number of Subject | Num | Integer | Number of subjects in the safety population who discontinued from the study. 5
Discons from Study
15 DISCTRT Number of Subject | Num | Integer Number of subjects in the safety population who discontinued from the study treatment. 10
Discons from Study
Treatment
16 ENDPOINT | Primary Endpoint Char | String Plain text label used to describe the primary endpoint as described in the Define file Average increase in
included with each application (limit 200 characters), blood pressure
17 [ENDPTYPE |Primary Endpoint | Char | String Variable type of the primary endpoint (i.e., continuous, discrete, time to event, or other). | Continuous
Type
18 | TRTEFFR | Treatment Efficacy | Num | Floating Point | Summary statistc for each primary efficacy endpoint by treatment arm ata given site. |0, 0.25, 1, 100
esult
19 |TRTEFFS | Treatment Efficacy | Num | Floating Point | Standard deviation of the efficacy result (TRTEFFR) for each primary efficacy endpoint | 0.065
Result Standard by treatment arm at a given site. If N=1, set to “0",
Deviation
20 |SITEEFFE | Site-Specific | Num | Floating Point | Site-specific treatment effect reported using the same representation as reported for the | 0, 0.25, 1, 100
Treatment Effect primary efficacy analysis.

Dataset

Description

Class

Structure

Purpose

Keys Location

CLINSITE

Summary-level clinical site data

ADAM OTHER

One record per site
ID per planned
treatment arm

Analysis

SITEID, ARM

clinsite xpt

www.cytel.com

©2018 Cytel Inc.

17


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

EPOCH (TA & SE

* How complex?

— If

ucky...

Cytel

STUDYID | DOMNAIN ARMCD ABRM TAETORD ETCD ELEMENT TABREANCH TATRANS EPOCH
EX3 TA AA A-Open A 1 SCRN Screen Randomuzed to Treatment A Screen
EX3 TA AA A-Open A 2 DBA Treatment A Assigned to Open Dmig A on basis of Double Blind
TESPOnse evaluation
EX3 TA AA A-Open A 3 04 Open DRUG Open Label
A
L]
Probably get this...
DOMAIN JARMCD |ARM TAETORD |ETCD ELEMENT TABRANCH TATRANS EPOCH
TA CHD High Dose 1|PRE SCREENING Randomized to High Dose Screening
TA CHD High Dose 2|CTRT TREATMENT CYCLE 1st Treatment
TA CHD High Dose 3|CTRT TREATMENT CYCLE 1st Treatment
TA CHD High Dose 4|CTRT TREATMENT CYCLE 1st Treatment
TA CHD High Dose 5|CTRT TREATMENT CYCLE 1st Treatment
CHD High Dose G{FUP FOLLOW-UP If not assigned at End of Follow-Up to Re-Treatment subject immediately |Follow-Up
TA starts with Follow-Up Re-Treatment Epoch
TA CHD High Dose T|CTRT TREATMENT CYCLE Re-Treatment
TA CHD High Dose 8|CTRT TREATMENT CYCLE Re-Treatment
TA CHD High Dose 9|FUPRT FOLLOW-UP RE-TREATMENT Follow-Up Re-Treatment
CHD High Dose 10|ITPTERM INITIAL TREATMENT PERIOD FINAL VISIT/ET 1) If converted to CDMS go to Element OLMPWSH (TAETORD 20); 2) If End of Initial Treatment Period
TA converted to McDonald M3 go to Element LTFUTRT (TAETORD 13)
CHD High Dose 11|LTFU LOMG-TERM FOLLOW-UP 1) switch to LTFU Treat (TAETORD 13) if McDonald Conversion; 2) switch |Long-Term Follow-Up
TA to OLMPWSH (TAETORD 20) if CDMS conversion
TA CHD High Dose 12|LTFUTERM LONG TERM FOLLOW-UP FINAL VISIT/IET Switch to STERM (TAETORD 23) Element at end of this Element End Long Term Follow-Up
CHD High Dose 13|LTFUTRT LTFU TREATMENT CYCLE If subject converts to COMS MS switch to OLMPWSH (TAETORD 20) LTFU Treatment
TA Element immediately
CHD High Dose 14|LTFUTRT LTFU TREATMENT CYCLE If subject converts to COMS MS switch to OLMPWSH (TAETORD 20) LTFU Treatment
TA Element immediately
CHD High Dose 15|LTFUFURP LTFU TREATMENT FOLLOW-UP If not assigned at End of Follow-Up to LTFU Re-Treatment (TAETORD 16}|LTFU Follow-Up Treatment
switch immediately to LTFURFUP (TAETORD 18); If subject converts to
TA CDMS MS switch to OLMPWSH (TAETORD 20) Element immediately
CHD High Dose 16|LTFUTRT LTFU TREATMENT CYCLE If subject converts to COMS M3 switch to OLMPWSH (TAETORD 20) LTFU Re-Treatment
TA Element immediately
CHD High Dose 17|LTFUTRT LTFU TREATMENT CYCLE If subject converts to COMS MS switch to OLMPWSH (TAETORD 20) LTFU Re-Treatment
TA Element immediately
CHD High Dose 18|LTFURFUP LTFU RE-TREATMENT FOLLOW-UP If subject converts to COMS M3 switch to OLMPWSH (TAETORD 20) LTFU Follow-Up Re-Treatment
TA Element immediately
TA CHD High Dose 19|LTFTTERM LTFU TREATMENT FINAL VISIT/IET Switch to STERM (TAETORD 23) Element at end of this Element End Long Term Follow-Up Treatment
TA CHD High Dose 20| OLMPWSH OPEN LABEL MAINTENANCE WASHOUT PERIOD Maintenance Washout
TA CHD High Dose 21|OLMPTRT OPEN LABEL MAINTENANCE TREATMENT PERIOD Open Label Maintenance
TA CHD High Dose 22|OLMPTEREM OLMP TREATMENT FINAL VISIT/ET End of Open Label Maintenance Period
TA CHD High Dose 23|STERM FINAL STUDY VISIT End of Study
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Trial Design: TA and EPOCH Cyl:el

* Prepare Trial Design

— Based on «reality» data checks vs protocol(s)
— with, or before, aCRF

Due to overlaps in the SV domain, visits which slot into one or more EPOCHs are assigned using

priority rule:

EPOCH Priority
- SE. EPOCH Pre-Study 4

1st Treatment 1t

Follow-up 3rd

Re-Treatment nd

Follow-Up Re-Treatment 3rd

End of Study St

— NEW!!! SDTM Ig 3.3
4.1.3.1 EPOCH Variable Guidance

Sponsors should not impute EPOCH values, but should, where possible, assign EPOCH values on the basis of CRF instructions and structure, even ifEPOCH was not
directly collected and date/time data was not collected with sufficient precision to permit assignment of an observation to an EPOCH on the basis of date/time data
alone. If it is not possible to determine theEPOCH of an observation, then EPOCH should be null. Methods for assigning EPOCH values can be described in the Define-
XML document.

www.cytel.com ©2018 Cytel Inc. 19
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Medical Dictionaries Cl.ll:el

e Study MedDRA 11.0 & 17.1 — 2 versions ?
— Reconciled AEs after DB lock
— Use AEPV?

_____ e Pjsplit domains — errors!!

Issue Summary

AE
CT2001 FDAC340 AEACN value not found in 'Action Taken with Study Treatment' non-extensible codelist Error 4
SD0005 FDACO44 Duplicate value for AESEQ variable Error 4383
SD0008 FDAC346 Value for AEDECOD not found in MedDRA dictionary Error 95
SD0080 FDACZ08 AE start date is after the latest Disposition date Error 16
SD1095 FDACOY2 Invalid dataset name for split domain Error 1
o Controlled Terminology (External Dictionaries)
3318, ZA- Adverse Events Pharmacovigilance Reconc, AIDICTL T, Refrence Nome (AEDICT )
. . ) ) .. External Dictio Tz Vet
The ZA domain represents Adverse Events which have been reconciled with the Pharmacovigilance — = o —
£ ..
AE database after the study was closed and events in ZA are coded using MedDRA v17.1. Included AEDICT F, Reference Name (AEDICT )
are all adverse events as available in the domain AE, and with the same legacy mapping, however External Dictionary Dictionary Version
MedDRA 110

www.cytel.com ©2018 Cytel Inc.
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Medical Dictionaries

Cytel

* Upversioning from SDTM to ADaM?

— v20.01in ISS

— Traceability AEBODSYS
Use ABODSYS, ADECOD

ADAEA_
ADAEP,

ADAEM,

ADAED,
ADAEC,
ADAEO

ADO0047: Required variable 1s | Error

not present

30

AFBODSYS, AEDECOD,
AETERM, AESER and
AESEQ are not present as
they are displayed as
ABODSYS, ADECOD,
ATERM, ASER and ASEQ
respectively.

As data i1s a pool of
multiple SDTM domains
(AE. CE and ZA
domains), in order to have
all records in one variable.
Axxx variables have been
used instead of AExxx.

— Pi Error explained

www.cytel.com

©2018 Cytel Inc.
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Special characters qu:el

Requirements:
— “Lrestricted to ASCII ..(printable values below 128)”

In practice:
— Replaced 0-31

* «WARNING: Non-ASCII Char Removed: PDTEXT=compliance less than
70%"”
Special non-asci1 characters (bytes 1 to 32) were replaced in the DV domain with a blank which did
not change the text but allowed for full readabality.

— But not 32-128

Pinnacle 211D Publisher ID

Description Category  Severtty
Vaniables value must not include non-ASCI or non-printable characters (outside of 32126 ASCII

code range), limited to vanables which values may be converted into new vanable name or label (-
S01029 FOAC214 Non-ASCII or non-printable characters invaniable -TEST, ~TESTCD, -PARM, -PARMCD, QLABEL, QNAM). Format Errar

www.cytel.com ©2018 Cytel Inc. 22



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

Lorenz Validator Cl.ll:el

* Further from the PDF Specs

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

Document Properties

LORENZ eValidator - Sequence Validation Report

Description |Securil'y | Fonts | Custom | Aduancedl
Description ‘

eCTD - US Regional

File: CGSPP_V1.3_Final_May_2018

@ High: 8 Application name: Title: I
® Medium: 1198 | Profile:
Low. 21| Username: author: [EFEPRTES
Date/time of execution (local time):
Subject: I
@ 5040 - PDF does not have 'Fast Web Access' active 3 Keywords:
Problem: You have submitted a POF that has been created without Fast Web Access’ active. Corrective Aq
Please click here to open the sub-report(s):
files/eVReport-20171023_sdmt-pack_ve.1_updt-define-SDTM_datase Created: 17.05.2018 11:28:29

Modified: 17.05.2018 11:28:39

Application:  Acrobat PDFMaker 15 for Word

Advanced
PDF Producer: Adobe PDF Library 15.0
PDF Version: 1.5 (Acrobat 6.x)
Location:  Ch\Users\laura.phelan\Documents\AngelohCGSPPY,
File Size: 43277 KB (443156 Bytes)

Page Size: 8.50 x 11.00 in Mumber of Pages: 34

Tagged PDF:  Yes Fast Web View: Yes

www.cytel.com | ok || cancel |
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Conclusion thcl

* Important to share experiences

—Phuse Working group :

* “Industry Experiences Submitting Standardized Study
Data to Regulatory Authorities”

www.cytel.com

- /_? Page Discussion Read View source View history |Search PhUSE Wiki Q

(s

Home
Categories
Recent changes
MNew Pages
Privacy Policy
+ CSS Working
Groups
General

Data
Transparency
Educating For
The Future
Emerging
Trends and
Technologies

Navigation trail: Nonclinical SDRG Template and Guide » Analysis Data Reviewer's Guide » Industry Experiences Submitting Standardised
Study Data to Regulatory Authorities

Industry Experiences Submitting Standardised Study Data to

Regulatory Authorities

Project Overview

FDA & PMDA require standardised study data for certain regulatory submissions.
Industry approaches to meeting these requirements vary across companies. This
project provides a collaborative, non-competitive forum for industry to share
submission experiences including, but not limited to submission planning,
interactions with the regulators, test submissions, regulator feedback etc.
Additionally, this project will explore the development of best practices for
biometrics departments to engage with regulators. Historically, biometrics
departments have not directly interacted with regulators, but relied on internal
regulatory affairs departments as an intermediary. The project will examine
different communication use cases and make recommendations as to ensure
effective exchange of information.

©2018 Cytel Inc.
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e Merci

* Des questions?

Laura Phelan

Cytel Inc.

Email: Laura.Phelan@cytel.com
Web: www.Cytel.com

www.cytel.com

©2018 Cytel Inc.

Cytel
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* BACK UP SLIDES

www.cytel.com ©2018 Cytel Inc.

Cytel
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Gap Analysis Cl.ll:el

e 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?
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DB Issues

* Closed legacy studies?

 Example:
— DB lock Feb2012
— Subject X last date (RFPENDTC) June 2012

e uncorrected data entry error

o Result: | Note to File
— Hardcoding .
— NTF v e

Date: 22MAR2017
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Legacy CSR Discrepancies Cl.ll:el

e What if we don’t match?

— Discrepancies

www.cytel.com

e Determine cause
e Describe in ADRG

8 Appendix

8.1 Discrepancies in outputs
Following the mapping of the raw data to SDTM. ADaM datasets were re-programmed and outputs re-
produced. This section summarizes the discrepancies in the outputs results identified during this process
(from SDTM-=ADaM->TLF) as compared to the original Clinical Trial Report of | N NEEEEN

version 2). Discrepancies are discussed by domain/subdomain

The newly produced outputs (when different to CSR only) are available in section 8.2.

+
Quiput QOutput sub-domain | CSR Output Short Description and Reasons
domain impacted
1. Screen TLFs with Reasons | Table 2 1. N=Jll records in the database reflecting
Failure for screening failure the total number of unique subjects.

However, N=JJlll is presented in the CSR
for “All Screened Subjects”™ population. table
2. As per study design and mentioned 1n
ADRG section “3.4 Subject Issues that
Require Special Analysis Rules™ subjects
could be re-screened and receive a different
subject (USUBJIID) number. We cannot
identify these cases as

a_ there is no flag clanfying 're-
screened’ subjects in the database.
b. the SAP and CSR gave no

definitions of the derivation of “All
Screened Subjects™

©2018 Cytel Inc.
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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

www.cytel.com

6.1 Conformance Inputs

Pinnacle configuration file has been adjusted in order to be able to run the checks on ADAEx
datasets. In fact, datasets are not strictly named ADAE. but the naming convention used in the
ISS 15 ADAE concatenated with the cohort suffix (see section 2.2). ADAE checks were not

runmng on it, so we had to adjust the configuration file to have proper checks applied on 1t.

©2018 Cytel Inc.
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Content of 'lss’

3 Adaec
[=]adaed
[=dadaem
[=]adaeo
[=]adaep
[=iadaerd
E Adaerm
[=]adaerp
[=]adaesiza
[=] adaesisc
[=]adaesisd
=] adaesism
[=ladaesizo
E Adaesisp
[-]adbla
[=dadbic

-3 Adbld
=3 Adblm
[=]adblo
[=]Adblp
[=]adcma
[=]adcmc
[=iademd
E
[=dadcmo
[=]ademp
[=dAdega
[=]adegd
F=]adegm
§ Adegp
[ adexa
[=]adexc
=] Adexd
[=dadexda
[=] adexdc
[=] adexdd
[=] Adexdm
= Adexdo
[=] adexdp
=] adexibd
[=3 adexibm

FEladexibsd
Endex\bsm
Endex\bso
Eﬂndexm
E;Adexo
Eﬂndexp
E}Adexrecd
E}Adexrecm
Endexreco
Endextted
E}Adexttem
E;Adextteo
Eladibcha
Eladlbehe
Eladibehd
Eladibechm
Eladibeho
Eladibehp
Eladibhaa
Edadibhac
[Eladibhad
Eladibham
Eladibhao
Eladibhap
Eladiblya
Eladiblyc
Eladiblyd
Edadiblym
Eladibiyo
Eladiblyp
Eladibsumd
Eﬂndlbsumm
Endlbsumo
Endlbsump
Eladibtted
Eladibttem
Eladibtteo
Eladibttep
E}Adlburc
Eadiburd
E}Adlburm
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Level of detail in csdrg, adrg

* How much is too
much?

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