PP10 DV Domain and the Classification of Protocol Deviations

Introduction Processing of Protocol Deviations I

With the latest update of SDTM implementation guide 3.2 the DV domain has been proposed to capture the clinical Proposal: Identical Classification Variables in Excel and DV/'SUPPDV domains?

information of subject-specific deviations from the clinical study protocol. The classification process of protocol deviations

in a joint meeting between client, biostatistician and study project lead is a critical and integral part of most clinical 5. Data Classification Meeting (DCM)

studies.

To meet a high standard of consistency between SDTM on the one hand and analysis datasets and clinical study

analyses and their reports on the other, ICON proposes the inclusion of the classification results within the DV domain @9 PD_Listxls [Compatibilty Mode] - Microsoft Excel = B =
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Study Domain Unique Sequence |Aeference |Protocol Deviation Term Protocol Deviation Coded Category for Protocol Subcategory for Protocol Epoch Start
Identifier |Abbreviatio |Subject Number ID Term Deviation Deviation Date/Time
n Identifier of Deviation

4
5 STUDYID |DOMAIN USUBJID DYSEQ DVREFID |DVTERM DVDECOD DVCAT DVSCAT EPOCH DVSTDTC
EXAMPLET DV ExaMPLET- 1 5858701 VISIT CONDUCTED 12 DAYS OUT |VISIT SCHEDULE-VISIT QUTSIDE |VISIT SCHEDULE WISIT OUTSIDE PROTOCOL OPEM LABEL TREATMENT |2016-12-06
OF wINDOW [EXPECTED PROTOCOL WINDOW WINDOW
2Z2NOVZ016, +4- 2 DAYS] EVEN
THOUGH SITE HAD SCHEDULED
VISIT WITHIN PROTOCOL
SPECIFIED WINDOWw DUUE TO
SUBJECT TRAVEL FOR HOLIDAY.

B MNone

[ ] [ ] [ ]
EXAMPLET EX&MPLET- 2 0173701 PAGE 16 OF 20 OF ICF WAS ICF ISSUES-ICF NOT DATED BY  |ICF ISSUES ICF NOT DATED BY SCREEMING 2016-06-29 B|Exciude
MISSING THE SIGNATURE OF  |SUBJECT/SITE SUBJECT/SITE from ITT
THE PERSON OBTAINING
7 CONSENT.

EXAMPLET ExaMPLET- 3 0173801 PAGE 16 OF 20 OF ICF'WaAS NOT |ICF ISSUES-ICF MOT DATED BY  |ICFISSUES ICFMOT DATED BY SCREENING 2016-06-29 6| Exclude
SIGMED BY THE PERSON SUBJECT/SITE SUBJECT/SITE fram ITT
OBTAINING COMSENT AND PAGE
- - 17 OF 2045 MISSING THE
1. Report of Protocol Deviations (PDs) SUBJECT'S INTIALS IN THE 80X
THAT REQUIRES THE IMITIALS
REGARDING PHOTOGRAPHS.

8

ExAMPLET EXAMPLET- 4 5726201 SUBJECT WS ENROLLED IN INCLUSION / EXCLUSION- INCLUSION / EXCLUSION SUBJECT 0N EXCLUDED SCREENING 2016-06-22 -8|Exclude PP
STUDY WHILE TAKING SUBJECT ON EXCLUDED MEDICATION(S)

A PROHIBITED MEDICATIOMN, MEDICATION[S)
Protocol Deviations Classification and Listing 9 SPIRNVA,
Protocol number 10

:CSR 11

Reportable Protocol M 4 b »i| DV_SELECT EXPORTXLS . ¥J
Deviations Specification 7] -
(Version, Date: DD-MMM- Ready | S | I @@ _ "“—')
YYYY) (for each version, a
copy signed by the
responsible Sponsor/iCRO
Project Team members
should be filed in TMF)

6a. DV Domain: Novel Variables Proposed

PD Category and ID PD Classification Key (Important) PDs or Non{PD Type PD ldentification Method Person Responsible for Actions to be Taken for Analysis Comments

Number Key Identifying the PD
A. SELECTION CRITERIA NOT MET PDs Programmable/Manual |Edit check, Exclude from ITT Analysis, Insert any comments that

A. patient B. patient NOT WITHDRAWN AS PER PROTOCOL Manual Data Review (oft-line listings), Exclude from PP Analysis, or cannot be captured in other

enrolledirandomized, not |C. FAILURE TO PERFORM KEY AND SAFETY PROCEDURE Key (Important) PDs = PDs Source Data Review, To be determined in wider context  |columns of this form, e.g.

meeting D. TREATMENT DEVIATION that may significantly Medical Review, or document, if throughout the trial Unigue Subject

inclusion/exclusion E. PROHIBITED CONCOMITANT MEDICATION impact the completeness, Other (please specify) a classification of PD from Key |dertifier

criteria: A1001-A1xxx F. GCP DEVIATION accuracy, andlor reliability to Non-Key orvice versa may

B. Withdrawal criteria of the study data or that OCCUr. VISIT CONDUCTED 12 DAYS OUT OF

met, but patient not may significantly affecta WINDOW (EXPECTED 22NOV2016, +/-

discontinued: B1001 - patient's rights, safety, or 2 DAYS) EVEN THOUGH SITE HAD VISIT SCHEDULE-VISIT

B1xxx well-being. EXAMPLE1-1 SCHEDULED VISIT WITHIN QUTSIDE PROTOCOL VISIT SCHEDULE VISIT OUTSIDE OPEN LABEL  2016-12-06

C. Failure to perform PROTOCOL SPECIFIED WINDOW WINDOW PROTOCOL WINDOW TREATMENT

procedures related to Non-Key PDs = PDs that DUE TO SUBJECT TRAVEL FOR
safety, primary outcome have not been categorized HOLIDAY .

iComen tnmuing 3@ Keylmportant PO PAGE 16 OF 20 OF ICF WAS MISSING

PIUPDIADA and others) EXAMPLE1-2 1 80173701 THE SIGNATURE OF THE PERSON  ICFISSUES-ICF NOT DATED  |CF ISSUES ICF NOT DATED BY SCREENING 6 ITT/FAS/PP
that could undermine the OBTAINING CONSENT. BY SUBJECT/SITE SUBJECT/SITE

scientific value of the PAGE 16 OF 20 OF ICF WAS NOT

study: C1001-C1xxx SIGNED BY THE PERSON OBTAINING

D. Administering/taking CONSENT AND PAGE 17 OF 20 WAS

incorrect treatment or EXAMPLE1-2 1 80172801 MISSING THE SUBJECT'S INITIALS IN ICF ISSUES-ICF NOT DATED  |CF ISSUES ICF NOT DATED BY SCREENING 6 ITT/FAS/PP
dose: D1001-1xxx THE BOX THAT REQUIRES THE BY SUBJECT/SITE SUBJECT/SITE

E. Taking prohibited INITIALS REGARDING

medication: E1001-E1xxx. PHOTOGRAFPHS.

P TTT SUBJECT WAS ENROLLED IN STUDY INCLUSION /
- EXAMPLE1- 4 WHILE TAKING PROHIBITED EXCLUSION-SUBJECT ON INCLUSION / SUBJECT ON EXCLUDED SCREENING
MEDICATION, SPIRIVA. EXCLUDED MEDICATION(S) ~ EXCLUSION MEDICATION(S)

Study Day of
Category for Protocol | Subcategory for Protocol Start Date/Time . . .
Deviation Deviation of Deviation Start of Exclude From Analysis | Major/Minor

Deviation

Reference ID Protocol Deviation Tem Protocol Deviation Coded Tem

Protcol Deviation Criteria From: Reports by CRA/CIinOps into Protocol Deviation Criteria Form by type of PDs. 6b. SUPPDV Domain: Novel Variables Proposed

Related i
Study Identfier Domsain Unique Subject ideriier T iy
Abbreviation

EXAMPLE1 DV EXAMPLET- 1 DVSEQ
EXAMPLE1 Dv EXAMPLE1-2 DVSEQ
EXAMPLE1 Dv EXAMPLE1-3 DVSEQ
EXAMPLE1 DV EXAMPLE1- 4 DVSEQ
EXAMPLE1 DV EXAMPLET- 1 DVSEQ
EXAMPLE1 DV EXAMPLE1-2 DVSEQ
EXAMPLE1 DV EXAMPLE1-3 DVSEQ
EXAMPLE1 Dv EXAMPLE1-4 DVSEQ

Qualifier
|dentifying Varable Value Variable Qualifier Variable Label Data Value
MName

MAJMIN Maijor or Minor MINOR

MAJMIN Maijor or Minor MAJOR

MAJMIN Maijor or Minor MAJOR @
MAJMIN Major or Minor MAJOR

EXANAL EXCLUDE FROM ANALYSIS NO

EXANAL EXCLUDE FROM ANALYSIS ITT/FAS/PP

EXANAL EXCLUDE FROM ANALYSIS ITT/FAS/PP

EXANAL EXCLUDE FROM ANALYSIS PP

1a. Create Lists of Programmable Checks

2. Regular Reviews of PDs by ICON and Client Staff
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3. Mapping of PDCF to DV Domain

3a. DV - Description/Overview for Protocol Deviations Domain Model (Section 6.2 SDTM IG 3.2)

Pros & Cons

Name Label gy Origin Role Comments Source Programming Notes
CRF Page
STUDYID |Study Identifier 3 Identifier CPH-302-201030 EXT PD.SPONSNO
DOMAIN  |Domain Abbreviation DOMAIN  |Assigned |[ldentifier DV

Unique Subject Concatenate STUDYID, SITEID. and
USUBJID _|Identifier Assigned _|ldentifier SUBJID. separated by 7. EXT_PD.SCREENNO — High Standard of Consistency

Sequential number uniquely identifying
the records within the domain b

USUBJID and generated using 319 key - SDTM
sequence from the domain level
DVSEQ Sequence Number integer Assigned |ldentifier metadata. —AnalySiS Dataset
DVREFID [Reference ID text Assigned [ldentifier EXT PD.DEVID
Populate only 200 characters. If more

than 200 characters then move to —TableS/ngreS/l_lStmgS
Protocol Deviation Term eDT Topic SUPP Qual dataset. EXT _PD.DEVCOM

Pros:

Concatenate DVCAT _ CSR
Protocol Deviation Synonym and DVSCAT separated
DVDECOD [Coded Term eDT Qualifier by -

Category for Protocol Grouping
DVCAT _ |Deviation eDT Qualifier EXT_PD.DEVTYPE Cons:
Subcategory for Grouping
DVSCAT  |Protocol Deviation eDT Qualifier EXT_PD.DEVSUBTYPE

—DV domain not apt
If SESTDTC<=DVDTC<SEENDTC then
EPOCH |Epoch text Protocol  |Timing use that EPOCH from SE domain —Process not feasible in real time
Start Date/Time of
DVSTDTC |Deviati dateti ISO8601 DT Timi ISO 8601 EXT PD.OCDATE . . .

= e : e Calculation T OVSTOTC < —Mapping classification back to SUPPDV

DM RFSTDTC) then
DVSTDY=DVSTDTC-DM.RFSTDTC:; —Ti Taal

e f (OVATDTC o2 DM RFETOTO) Tight timing between events 5 and 6b
Study Day of Start of then DVSTDY=(DVSTDTC-

Deviation integer Derived Timing DM RFSTDTC)+1.

3b. DV Domain Example

Type of PD: Subject-related

VIEWTABLE: TMP1.dv_select |=|[a]

Study Domain Unique Subject | Sequence Start Study Day of

dentifier | Abbreviation \dentifier Number | Reference ID Protocol Deviation Tem ‘ Protocol Deviation Coded Tem ‘ Categagji::isr:m - Subcate[?gvr?'afégnﬁotoml ‘ Epoch Date/Time of | Statof | AS next Step, to Work on hOW to process Site-related PDS:

Deviation Deviation

VISIT CONDUCTED 12 DAYS OUT

OF WINDOW (EXPECTED : : :
2NOV2015. /-2 DAYS) EVEN — Attributed to subjects of a related site?

EXAMPLET1 DV EXAMPLE1-1 THOUGH SITE HAD SCHEDULED VISIT SCHEDULE-VISIT OUTSIDE  vIS|T SCHEDULE VISIT OUTSIDE PROTOCOL OPEN LABEL 2016-12-06
VISIT WITHIN PROTOCOL PROTOCOL WINDOW WINDOW TREATMENT

SPECIFIED WINDOW DUE TO - |ﬂ SDTM?

SUBJECT TRAVEL FOR HOLIDAY.

PAGE 16 OF 20 OF ICF WAS .

EXAMPLET DV EXAMPLET-2 180173701  MISSING THE SIGNATUREOF  ICF ISSUES-ICF NOTDATEDBY  |CF ISSUES ICF NOT DATED BY SCREENING —In an Analysis Dataset
THE PERSON OBTAINING SUBJECT/SITE SUBJECT/SITE
CONSENT.

sy e Open to discussion...

OBTAINING CONSENT AND PAGE
EXAMPLE1 DV EXAMPLE1- 3 1 80173801 17 OF 20 WAS MISSING THE ICF ISSUES-ICF NOT DATED BY ICF ISSUES ICF NOT DATED BY SCREENING
SUBJECT'S INITIALS IN THE BOX SUBJECT/SITE SUBJECT/SITE
THAT REQUIRES THE INITIALS
REGARDING PHOTOGRAPHS.

SUBJECT WAS ENROLLED IN INCLUSION /

EXAMPLET DV EXAMPLE1- 4 STUDY WHILE TAKING EXCLUSION-SUBJECT ON INCLUSION / EXCLUSION SUBJECT ON EXCLUDED  SCREENING
PROHIBITED MEDICATION, EXCLUDED MEDICATION(S) MEDICATION(S)
SPIRIVA.
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4. Export DV data into Excel to Prepare DCM
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