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PROTOCOL DEVIATION @

Definition

— PROTOCOL DEVIATION

A variation from processes or procedures defined in a protocol. Deviations usually do not preclude the overall
evaluability of subject data for either efficacy or safety, and are often acknowledged and accepted in advance
by the sponsor.

NOTE: Good clinical practice recommends that deviations be summarized by site and by category as part of
the report of study results so that the possible importance of the deviations to the findings of the study can be
assessed.

— PROTOCOL VIOLATION

A significant departure from processes or procedures that were required by the protocol. Violations often result
in data that are not deemed evaluable for a per protocol analysis, and may require that the subject(s) who
violate the protocol be discontinued from the study.

References:

https://www.cdisc.org/standards/semantics/glossary/term/protocol-violation
https://www.cdisc.org/standards/semantics/glossary/term/protocol-deviation

ICH E3 Q&A (R1) 06JUL2012: https://database.ich.org/sites/default/files/E3_Guideline.pdf
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PROCESS OVERVIEW

PROTOCOL DEVIATION RECORDING EVALUATION STATISTICAL
MANAGEMENT PLAN ANALYSIS

o

DERIVATION OF
EXCLUSIONS FROM
IDENTIFICATION CONSOLIDATION POPULATIONS
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1) PROTOCOL DEVIATION MANAGEMENT PLAN

Defines which deviations have to be collected and groups them in categories and subcategories

E
May this event require
Detection mode (SDR = Source elimination from Per

DEVIATION CATEGORY Subcategory for Detailed Description Document Review, programmatic  Protocol Population or be ELIM code
(pgm), CLS, Central review) defined as IMPORTANT?
Yes, No

Signed informed consent not

R K Signed informed consent not available on site
available on site

Wrong informed consent version ~ R N
cemed yes Wrong informed consent version signed SDR yes. 900
signe:

Informed consent not signed and/or
dated by subject

_ refer to the protocol POM, Central review, SOR m

yes Informed consent not signed and/or dated by subject SDR yes 900

Not withdrawn after developing
withdrawal criteria other than tral review. SDR 2050
prehibited concomitant central revisw, Ve
vaccination/medication
Medication, excluded by the protocol, R .
] i refer to protocol section 11.5 central review done by CRDL, SDR yes. 2040
'was administered
Waccine, excluded by the protocol, ~ R
. refer to protocol section 11.5 central review done by CRDL, SDR yes. 1040
'was administered
Missed assessment for
. . PGM yes
Immunogenicity Immuno at visit x for all of the assays 2100.a.x%
Missed assessment for CMI PGM yes.
Blood sampling for CMI at visit x 2100.cx
Study treatment not administered per B
i incomplete treatment course PGM, SDR yes 1030.2
protocol
Study treatment not administered per| . o o R
tocol yes site of injection for vaccine (i.e.leg instead arm) PGM, SDR ves 1070
protoco
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1) PROTOCOL DEVIATION MANAGEMENT PLAN

Defines which deviations have to be collected and groups them in categories and subcategories
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May this event require
Detection mode (SDR = Source elimination from Per

DEVIATION CATEGORY Subcategory for Detailed Description Document Review, programmatic  Protocol Population or be ELIM code
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Signed informed consent not
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prehibited concomitant v central revisw, Ve
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] i refer to protocol section 11.5 central review done by CRDL, SDR yes. 2040
'was administered
Waccine, excluded by the protocol, ~ R
. refer to protocol section 11.5 central review done by CRDL, SDR yes. 1040
'was administered
Missed assessment for
. . PGM yes
Immunogenicity Immuno at visit x for all of the assays 2100.a.x%
Missed assessment for CMI PGM yes.
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2-3) IDENTIFICATION & RECORDING @

How deviations are detected and collected

CDASH implementation guide:

«Sponsors must employ arobust and systematic method for recording protocol deviations; this may include the
use of a dedicated CRF for this purpose, or the intentional inclusion of data collection fields throughout the entire set of
CREFs that will detect protocol deviations.

The DV domani metadata and example CRF were developed as a guide that sponsors could use for designing a
Protocol Deviations CRF and associated database, should they choose to do so. »

«If a sponsor decides to use a DV CRF, the sponsor should not rely on this CRF as the only source of protocol
deviation information for a study. Rather, they should also utilize monitoring, data review, and programming tools
to assess whether there were protocol deviations in the study that may affect the usefulness of the datasets for analysis
of efficacy and safety»

CDASHIG v2.1
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2-3) IDENTIFICATION & RECORDING @

How deviations are detected and collected

CDASH implementation guide:

«Sponsors must employ arobust and systematic method for recording protocol deviations; this may include the
use of a dedicated CRF for this purpose, or the intentional inclusion of data collection fields throughout the entire set of
CREFs that will detect protocol deviations.

The DV domani metadata and example CRF were developed as a guide that sponsors could use for designing a
Protocol Deviations CRF and associated database, should they choose to do so. »

«If a sponsor decides to use a DV CRF, the sponsor should not rely on this CRF as the only source of protocol
deviation information for a study. Rather, they should also utilize monitoring, data review, and programming tools
to assess whether there were protocol deviations in the study that may affect the usefulness of the datasets for analysis
of efficacy and safety»

In this process PDs are not collected through CRF

CDASHIG v2.1
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2-3) IDENTIFICATION & RECORDING @

How deviations are detected and recorded

PROGRAMMATIC PDs

MANUAL PDs
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mmatic PDs, example 1

DAY 1-VISIT 1 DAY 31 - VISIT 2 DAY 61 - VISIT 3 DAY 91 - VISIT 4 DAY 181 - VISIT 5
Stud deSign VISITNUM = 10 % VISITNUM = 20 VISITNUM = 30 VISITNUM = 40 VISITNUM = 50
VACCINATION 1 VACCINATION 2

WRONG STUDY TREATMENT/ADMIMNISTRATION/DOSE - SUBCATEGORY :stud)
18308.2 - DESCRIPTION: missing se 1 vaccination

*1. create s i =
PROC SORT DATA | =] = (visitnum=18)) OUT = ex_wl (KEEP = usubjid visitnum exstdtc); BY usubjid ; RUN;
PROC SORT DATA = isitnum=30)) OUT = ex_v2 = usubjid visitnum exstdtc); BY usubjid ; RUN;
PROC SORT DATA d invnam country usubjid studyid}; BY wsubjid; RUN;
DATA ex_wlv2 (DROP = exltmn ex2tmn);
MERGE ex_v1l (IN = a REMAME = (exstdtc = exstdtcl)) ex_ w2 (IN = b RENAME = (exstdtc = exstdtc2)) dm (IN = c);
IF a ;
BY usubjid;
Adate(dtc = exstdtcl , dtcn exstdtcin , dtctmn
Adate(dtc = exstdtc2 , dtcn » tc2n , dtctmn
visitnum = 38; A
RUN;
*2 select observation with mi
7 DATA protdev3l_ (KEEP lyid jid siteid invnam country protdev reason wisitnum gskcode code2 code3 deviation_category deviation_subcategory ) ;
&attrib;
"" THEN protdev ="Second Vaccination not done" ;
j i in final protd dataset;
Aconvis( nvisnum visitnum , cd = "1830.2.");
reason "Visit 3@: Second Vaccination not done™;
gskcode "1838";
code? B A
= SCAN(code,3,".
_Category = "Wrong study treatment/administration/dose”;
tion_subcategory = "Study treatment not administered per protocol”;
IF protdev ME " THEN OUTPUT protdev3l_;
1120 RUN;
1121 *4 apply %I remove je tho withdrew before Visit38 or not »
1122 Flastwis(i isnum =visitnum , outds = protdev3l)
1123




Programmatic PDs, example 1

DAY 1-VISIT 1 DAY 31 - VISIT 2 DAY 61 - VISIT 3 DAY 91 - VISIT 4 DAY 181 - VISIT 5
Study design VISITNUM = 10 % VISITNUM = 20 VISITNUM = 30 VISITNUM = 40 VISITNUM = 50
VACCINATION 1 VACCINATION 2

WRONG STUDY TREATMENT/A

ION: missi

STUDYID CO.. &« CENTE.. INVESTIGATOR.. USUBJID GEKCODE CODE2 CODE3 CODE ELIM_CODE DEWATION_CATEGORY DEVIATION_SUBCATEGORY REASONL

2074588 BEL | 207489-000130 1030 030 10302030 10302 WRONG STUDY TREATMENTADMINISTRATIONDOSE  STUDY TREATMENT NOT ADMIMIS...  Msit 30: Second Vaccination not d...
207488 BEL 207455-000096 1030 030 10302030 10302 WRONG STUDY TREATMENTADMINISTRATIONDOSE  STUDYTREATMENT NOT ADMINIS...  Msit 30: Second Vacsination not d..
2074389 DEU 207459-000361 1030 030 10302030 10302 WRONG STUDY TREATMENTADMINISTRATIONDOSE  STUDY TREATMENT NOT ADMIMIS...  Msit 30: Second Vaccination not d...
207438 DEU 207459-000201 1030 030 10302030 10302 WRONG STUDY TREATMENTADMINISTRATIONDOSE  STUDY TREATMENT NOT ADMIMIS...  Msit 30: Second Vaccination not d...
2074389 DEU 207489-000355 1030 030 10302030 10302 WRONG STUDY TREATMENTADMINISTRATIONDOSE  STUDYTREATMENT NOT ADMINIS...  Msit 30 Second Vaccination not d...
207489 DEU 207455-000362 2 030 10302030 10302 WRONG STUDY TREATMENTADMINISTRATIONDOSE  STUDY TREATMENT NOT ADMIMIS...  \sit 30: Second Vaccination not d...
207439 DEU 207459-000327 3 030 10302030 10302 WRONG STUDY TREATMENTADMINISTRATIONDOSE  STUDY TREATMENT NOT ADMIMIS...  Msit 30: Second Vaccination not d..

Ty

*2 select observation with mi

DATA protdev3l_ (KEEP studyid usubjid siteid invnam country protdev reason w thum gskcode code2 code3 deviation_category deviation_subcategory ) ;
&attrib;
SET ex_wlw2;
IF exstdtc2 = "" THEN protdev ="Second Vaccination not done"” ;
*3. Assigning the variables required in final protdev dataset;
Fconvis( nv visitnum , cd = "1830.2.");
reason "Visit 3@: Second Vaccination not done™;
gskcode "1838";
code? B A
code3l = SCAN(code,3,".");
tion_Category = "Wrong study treatment/administration/dose”;
leviation_subcategory = "Study treatment not administered per protocol”;
IF protdev ME " " THEN OUTPUT protdev3l_;

*4 apply %1 is to remove
Alastvis(i protdev3il_ ,




Programmatic PDs, example 2

CATEGORY: STUDY PROCEDURES - SUBCATEGORY: DIARY PROCEDURES
CODE 1168 DESCRITPION: missing ination eDiary DAY1-DAY7

from EX and CE;
PROC SORT DATA = sdtmgsk.ex OUT= eX1l (K usubjid visitnum exstdy); BY usubjid visitnum ; RUN;
PROC SORT DATA sdtmgsk.ce (WHERE = (ceevintx NE "VACCINATION TO DAY 1, 6@ MINUTES"™ AND ceterm NOT CONTAINS "AECOPD" ))
OUT = ce2 (DROP CESCAT CEGRPID CEHLT CELMKGRP CEMODIFY CEDECOD CESPID CEPTCD CEBODSYS CEBDSYCD CESTDY) NODUPKEY;
BY usubjid visitnum cedy;
RUN;
DATA ce_ex;
MERGE exl (IN = a ) ce2 (IN
BY usubjid visitnum;
IF b OR a;
RUN;
*2 select observ
DATA ce_ex2 (WHE (
SET ce_ex;

nation;

= "Missing solicited safety data”;

DATA protdevd3 =usubjid reasonl protdev code gskcode code? coded deviation_category deviation_subcategory);
SET ce_ex2;
WHERE protdev
Fconvis(nvisnum = visitnum, cd = "1168.");
reasonl = "Visit " || STRIP(visitnum) ||
code2 "t
IF visitnum GE 188 THEN code3 = STRIP(PUT(visitnum,BEST.) H
ELSE IF visitnum LT 180 then code2 = "@" ||STRIP{PUT{visitnum,BEST.))
gskcode = "1168";
ion_Category = "Study procedures”;

missing solicited data all days after vaccination (DAY1 - DAY7) " ;
A
4

]
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Programmatic PDs, example 2

STUDYID | CO.. & CENTE.. INVESTIGATOR.. USUBJD GSKCODE CODE2 CODE3 CODE ELIM_CODE [DEVIATION_CATEGORY | DEVIATION_SUBCATEGORY REASONL

207489 207489-000065 1150 1160030 1180 STUDYPROCEDURES ~ DIARY PROCEDURES Visit 30 : missing s olicitzd data all days after vaccination (DAY -
207489 207489-000156 1150 1180030 1180 STUDYPROCEDURES | DIRY PROGEDURES Visit 30 : missing s olicited data all days after vaccination (DAY -
207489 207489-000061 1150 1160030 1160 STUDYPROCEDURES ~ DIARY PROGEDURES Visit 30 : missing s olicitd data all days after vaccinaton (DAY -
207489 207489-000063 1150 1160030 1180 STUDYPROCEDURES | DWARY PROCEDURES Visit 30 : missing s olicitzd data all days after vaccination (DAY -
207459 207439-000062 1150 1160030 1160 STUDYFRCCEDURES  DIRY PROCEDURES Visit 30 : missing s olicited data all days after vaccination (DAY -
207489 207489-000064 1150 1160030 1160 STUDYPROCEDURES | DWRY PROGEDURES Visit 30 : missing s olicited data all days after vaccinaton (DAY -
207489 207489-000065 1150 30 1160030 1150 STUDYPROCEDURES | DIARY PROCEDURES Visit 30 : missing s olicitzd data all days after vaccination (DAY -

1218 = =rvati 7 day ination;

1219

1228

1221

1222 iy . EN protdev= "Missing solicited safety data”;

1223

1224 DATA protdevd43 (KEEP =usubjid reasonl protdev code gskcode code2 code3 deviation_category deviation_subcategory);
1225 SET ce_ex2;

1226 WHERE protdev ME "";

1227 Zconvis(nvisnum = visitnum, cd = "116@.");
1228 reasonl = "Visit " || STRIP(visitnum) ||"
1229 code2 ety

1238 IF visitnum GE 188 THEN code3 = STRIP(PUT(visitnum,BEST.}) ;

1231 ELSE IF wisitnum LT 188 then code3 = "@" ||STRIP(PUT(visitnum,BEST.}) ;
1232 gskcode = "11607;

1233 feviation_Category = "Study procedures”;

1234 feviation_subcategory = "Diary procedures”;

1235

1236

missing solicited data all days after vaccination (DAY1 - DAYT) H
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2-3) IDENTIFICATION &

Manual PDs, example

RECORDING

L
mpor | equi
Subject tant_ re_e
Investigator_ N Center _Numbe Date_of_Devi Deviation_Catea per limin ELIM_cod
1 Country ™ ame |7 Numk ™ r- Visit | ™ ation |~ ory ~ | Deviation_Subcategol ™ Deviation_Description - | PL ™ |ati-T e |1
EXCLUDED MEDICATION,
MEDICATION, |EXCLUDED BY THE
207489- VACCINE OR PROTOCOL, WAS
AN GERMANY 000255 Visit4 13M0OV2018 DEVICE® ADMINISTERED Influenza vaccination has been administered on 13/Mow2018.
EXCLUDED MEDICATION,
MEDICATION, |EXCLUDED BY THE
207489- VACCINE OR PROTOCOL, WAS Subject has taken Prednisolon (40mg/Every morning, Oral) For
BN CERMANY 000357 AECOPD1 | 14APRZ2018 DEVICE* ADMINISTERED duration (14Apr2018 - 09May2018)

L L
mpor equi
Subject tant_ re_e
Investigator N Center |_Numbe Date_of_Devi Deviation_Catea per | limin ELIM_cod
1 Country| ™ ame | ™| Numk ™ ri- Visit | ™ ation | ™ ory ~ | Deviation_Subcatego ~ Deviation_Description - | PL ™ |ati~-T e [T
An unblinded 3C vaccinated the first 5 patients, but also took the
STUDY temperature pre-vaccination of the first vaccine dose. Taking of the
207489- STUDY BLIMDING/UNBLINDIMG | pre-vaccination temperature is a task for blinded staff as per the
it BELGIUM 000059 Wisit1 15MAR2018 PROCEDURES* PROCEDURES SPM.
BIOLOGICAL SAMPLE Plasma sample was not frozen with 2 hours of collection as i
207489- STUDY SPECIMEN requested per protocol. 15MAR2018: Time between collection i
iETl BELGIUM 000059 Wisit1 20MAR2018 | PROCEDURES* PROCEDURES (8h42) and freeze (12h00) is 3h18. i
Angela Gambioli - GSK PROTOCOL DEVIATIONS AND QUALITY IN VACCINES TRIALS 14



2-3) IDENTIFICATION & RECORDING @

How deviations are detected and recorded

PROGRAMMATIC PDs

MANUAL PDs
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4) CONSOLIDATION

Combination of different sources into one unique document

PROGRAMMATIC PDs
Up to hundreds of
programmatic deviations.

Several EXCEL «trackers» ! Depending on the study,
(one per country + central) | there might be from 15 to 20
programmable checks

MANUAL PDs

CONSOLIDATED
EXCEL TRACKER

To be discussed by the team

X
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4) CONSOLIDATION

Combination of different sources into one unique document

MANUAL PDs ! PROUGRAMMATIC PDs
p to hundreds of

programmatic deviations.
Several EXCEL «trackers» Depending on the study,

(one per country + central) there might be from 15 to 20
programmable checks

CONSOLIDATED
EXCEL TRACKER

To be discussed by the team

X

Subject PD_Ilmp require_eli
Investigator, Cent _Nu Date_of_| i Deviation_Caf ortant?  mination? | ELIM, Date_of_|
Connll]rEl ame Numﬁi‘ :"@ \ﬁsE aﬁonnﬁ ory Ilgill De'viation_SnbcalegoEl Deviation_Description Iz‘ I‘llzl IE‘ de Cr El iew SOIIH:IZ‘
207489- AECOP VISIT OTHER VISIT WINDOW
i) FRANCE 000452 D2 10DEC2018 COMPLETION* | DEVIATION* AECOPD VISIT 2: More than 96 hours from AECOPD alert to visit . CEMNTRAL
Fhone OUT OF WINDOW
207489- Contact VISIT VISIT/IPHOMNE
LY FRAMCE 000453 |2 18MAR2019 COMPLETION®  COMTACT™ the visit was done to earlier than the required window . FRA
ASSESSMENT  MISSED ASSESSMEMNT
207489 OR TIME POINT FOR EFFICACY AND Visits0: Sputum samples are not available. Reported reason: Program

el FRANCE 000453 Visits . COMPLETION CULTURE UNSUCCESSFUL ATTEMPT 2100.0 . mable



4) CONSOLIDATION

Combination of different sources into one unique document

- PROGRAMMATIC PDs
MANUAL PDs ‘ Up to hundreds of
programmatic deviations.
Several EXCEL «trackers» Depending on the study,
(one per country + central) there might be from 15 to 20
programmable checks

CONSOLIDATED
EXCEL TRACKER

To be discussed by the team

x i

Subject PD_Ilmp require_eli
Investigator. Cent _Nu Date_of_| i Deviation_Caf ortant?  mination? | ELIM, Date_of_Rex
Connll]rEl ame Numﬁi‘ :"@ \ﬁsE aﬁonnﬁ ory Ilgill De'viation_SnbcalegoEl Deviation_Description I‘llzl IE‘ de Cc El iew l” SOIIH:IZ‘
207489- AECOP VISIT OTHER VISIT WINDOW
i) FRANCE 000452 D2 10DEC2018 COMPLETION* | DEVIATION* AECOPD VISIT 2: More than 96 hours from AECOPD alert to visit CENTRAL
Fhone OUT OF WINDOW
207489- Contact VISIT VISIT/IPHOMNE
LY FRAMCE 000453 |2 18MAR2019 COMPLETION®  COMTACT™ the visit was done to earlier than the required window FRA
ASSESSMENT  MISSED ASSESSMEMNT
207489 OR TIME POINT FOR EFFICACY AND Visits0: Sputum samples are not available. Reported reason: Program
000453 Visits . COMPLETION CULTURE UNSUCCESSFUL ATTEMPT mable
J




5)EVALUATION

Assessing if PDs are important or lead to elimination of the subject from any population

PRE protocol deviation review meeting

Subject PD_Imp require_eli
Investigator_ N Center _Numbe Date_of_Devi Deviation_Catea ortant? | mination? ELIM_co Date_of_Rev
1 Country| ™ ame |- Numk ~ ri=| Visi~ ation |~ oy ~ | Deviation_ tego ™ Deviation_Description b - de |~ C bt iew || Sourc ™
207489- AECOP VISIT OTHER VISIT WINDOW
1 FRAMCE 000452 D2 10DEC2018 COMPLETION* DEVIATION?* AECOPD VISIT 2: More than 96 hours from AECOPD alert fo visit CENTRAL
Phone QUT OF WINDOW
207489- Contact VISIT VISIT/IPHOME
Y FRAMCE 000453 2 1BMARZ019 COMPLETION™ | COMNTACT® the visit was done to earlier than the required window .|FRA
ASSESSMENT  MISSED ASSESSMENT
207489 OR TIME POINT FOR EFFICACY AND Visits0: Sputum samples are not available. Reported reason: Program
1 FRAMNCE 000453 Visits . /COMPLETION |CULTURE UNSUCCESSFUL ATTEMPT \ 2100.u . \mable

Subject

PD_Imp

Is the deviation important? Does it require elimination?

require_eli

Investigator N Center |_Numbe Date_of_Devi Deviation_Cateq ortant? mination? ELIM_co Date_of_Rev
Country| ~ ame |- Numk ~ rl~| visi~ ation |~ ory |~ Deviation_Subcatego ™ Deviation_Description - - | delv|| e - iew |~| Sourc ~
207489- AECOP OTHER VISIT WINDOW
FRAMNCE 000452 D2 10DEC2018 COMPLETION* | DEVIATION* AECOPD VISIT 2: More than 96 hours from AECOPD alert to visit NO NO 09MAY2019 CENTRAL
Fhone OUT OF WINDOW
207489- Contact VISIT VISITIPHONE
BRDEY FRANCE 000453 2 18MAR2019 COMPLETION* | CONTACT® the visitwas done to earlier than the required window MO NO D9MAY2019 FRA
ASSESSMENT  MISSED ASSESSMENT
207489- OR TIME POINT |FOR EFFICACY AND Visita0: Sputum samples are not available. Reported reason: Program
Bl FRAMCE 000453 Visits . COMPLETION CULTURE UNSUCCESSFUL ATTEMPT YES YES 2100.b 09MAY2019 mable
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PROCESS OVERVIEW
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PROTOCOL DEVIATION
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o
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DERIVATION OF
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6) From EXCEL to ana

DERIVATION OF EXCLUSIONS FROM POPULATIONS



UPLOAD in Analysis Folder and ADaM creation

Old process

SAS program to apply to
each deviation a code for
exclusion from specific
EXCEL CONSOLIDATED population.
TRACKER (finalized)

The program creates one line

for each population from which
X the subject is excluded

CATEGORY

Obs studyid USUBJID Code Code1 rmeason apopcd pdcatl |jpdcat2

ADaM creation:
01.ADPDEV

02.ADSL
03.ADPDEV

SUBCATEGORY

pdcatd

Angela Gambioli - GSK PROTOCOL DEVIATIONS AND QUALITY IN VACCINES TRIALS
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UPLOAD in Analysis Folder and ADaM creation

Old process

SAS program to apply to _
each deviation a code for ADaM creation:
exclusion from specific

EXCEL CONSOLIDATED population.

TRACKER (finalized) 01.ADPDEV

The program creates one line 02.ADSL

for each population from which 03.ADPDEV
X the subject is excluded

CATEGORY SUBCATEGORY

Obs  studyid USUBJID Code Code1 reason pac pd pdcatd

completion

Angela Gambioli - GSK PROTOCOL DEVIATIONS AND QUALITY IN VACCINES TRIALS 23



UPLOAD IN CLINICAL DATABASE

New process

SAS program to apply to
each deviation a code for

exclusion from specific CDASH: the dataset

population. created earlier is

The program creates one uploaded in RAW DATA 01.ADSL

line for each population by Data Management 02 ADPDEV
from which the subject is

excluded

ADaM development:

EXCEL CONSOLIDATED

TRACKER

.../.RAW DATA/PROTDEV.SAS7BDAT

CATEGORY SUBCATEGORY

[::|:::|DE1 REASONL PDCAT1 |PDCAT2 DCAT3 PDCAT4 DVDATE

2100 Wigitg0: Visit not donefinpatient stay)

Obs |STUDYID USUBJID

2100

Visit0: not done (subject early terminate..| FA D MENT OR TIME POINT

Angela Gambioli - GSK PROTOCOL DEVIATIONS AND QUALITY IN VACCINES TRIALS 24



CDISC STANDARD COMPLIANCE

Why it is important to have PDs in raw data:

ACCESSIBILITY REUSABILITY

INTEROPERABILITY

All advantages of working with a standard apply to this new process

Angela Gambioli - GSK PROTOCOL DEVIATIONS AND QUALITY IN VACCINES TRIALS 25



WHAT’S NEXT?



Next step
Collection of PDs through eCRF

BIO_MENBE REC 2ND GEN-023 (205239): PROTOCOL DEVIATIONS (Protocol deviations) - Repeating FOrm [frmPROTOCOLDEVIATIONS]
* Monitor! rt number Protocol deviation Sa Refld Frotocol deviation

. = I"‘m I °% - No more excel manual

PROTOCOL DEVIATIONS [sctPROTOCOLDEVIATIONS]

trackers, PDs collected via
b |Treesa SRR ge e (e S DNONEEL eCRF and directly available
2. |Menitoring Report number (read-oniy] :m'l:a-z: DV.DVREFID) in clinical database
3.7 |What is the categary of the protocol deviation? [DVCAT : DV.DVCAT] - M an ag ed as norm al d ata
{Frototal deviation category) freves through Data Management
4. |Ifdeviation is related to a sample, what is the [DVSREFID : DV.DVSREFID]

sample? [read-only]

[A:SERUM SAMPLE - VISIT 4]|__Serum sample - Visit 4
[Sample Refld]

[A:SERLIM SAMPLE - VISIT 5] Serum sample - Visit 5
[A:SERLIM SAMPLE - VISIT 6] Serum sample - Visit &

5. [What is the protocol deviation description? [read- DVTERM : DV.OVTERM]
onted Azo0 T X
[Protocol deviation description]

6. |At what visit did the protocol deviation occur? [read- | [VISTTMUM : DV, DVVISNUM] Deviation description
iyl [A-20] [_|wisic 1

o
[VisitNumber] ra:20] |_Safety Phone Call 1

[4:30] |_Isafety Phone Call 2
[Aa:40] MWisit 2

[A:60] |_Safety Phone Call 4 " . .

[-00] Satety phone cails in this case the set-up phase of
rAze0] |_|Wisit 4 .

[a110] _Safaty Phane a7 eCRF and SDTM mapping
rA:220][_wisit 5

i e CDASHIG is important

ra:50] |_safety Phone Call 3

[a:100§ _Safety Phone Call &

[4:150] _Safety Phone Calls according to PDMP and
ra:1407_wisit &

rA:170] _Safety Phone Call 11

[a:180]_Safety Phone Call 12
ra:180] _Safety Phone Call 13
[A:200]_Misit 7
[A:MA] | [DVSTDAT : DV.DVSTDAT]
Not applicable -> If visit is not applicable, what is the protocol deviation start date?
Req/Unk # | R Ui £ Reqsunk (2015-2025)
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Next step
All deviations directly in SDTM

BIO_MEMNB REC ZND GEM-023 (205239): PROTOCOL DEVIATIONS (Protocol deviations) - Repeating FOrm [frmPROTOCOLDEVIATIONS]

1= Monitoring Report number Protocol deviation cate Sample RefId | Protocol deviation description |  wisitNumber | Other subjects ] - NO more excel manu al
L ] ] | | .
PROTOCOL DEVIATIONS [sctPROTOCOLDEVIATIONS] trac kel"S , PDS co | | eCted via
1. |Protocol deviation identifier [hidde [DVSPID : DV.DVSPID] . .
[Protacal Deviation 107 " Ladend T — eCRF and directly available
2. |Monitoring Report number fread-anly] [DVREFID : DV. DVREFID] in C | | n | Cal d atab ase
3." |[What is the categary of the protocol deviation? [DVICAT : DV.OVICAT] - Managed as normal data
[read-only]
{Protace: deviation category] Category-subcategory through Data Management
4. If deviation is related to a2 sample, what is the [DVSREFID : DV.DVSREFID)
sample? [rasd-only] [A:SERLIM SAMPLE - VISIT 4]|_Serum sample - Visit 4
[Sample Refld [A:SERUM SAMPLE - VISIT 5]|__Serum sample - Visit 5
[A:SERLIM SAMPLE - VISIT 6]__Serum sample - Visit &
5. What is the protocol deviation description? [read- DVTERM : DV.DVTERM)
il

[Protocol deviation description]

6. | AL what visit did the protocol deviation occur? [read- | [VISTTNUM : DV. DVVISNUM] Deviation description

anly] raz10] [_wisie 1
[VisitNumber] :20] |_'Safety Phone Call 1
Safety Phone Call 2
Wisit 2
Safety Phone Call 3

Sfalrer.y Phone Call 4 - . .
Safety Phone Call 5 in this case the set-up phase of

Serey rone con eCRF and SDTM mapping
Saety Phone Calls according to PDMP and
Visit &

TR Y ‘1607 Satety phone Call 10 CDASHIG is important
. I Safety Phone Call 11

STUDYID DOMAN 1S ) DVTERM

i

:IME, EXCLUDED BY



Conclusions

This process allows us to :

= profit of the advantages of working with CDISC standard

clarity, consistency, accessibility, interoperability, reusability

= better collect data through eCRF (new process)

» reduce mistakes due to excel and several tools used by several people

= perform data cleaning throughout the study

= have protocol deviations available in Clinical Database updated frequently (and in future daily)
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Conclusions

This process allows us to :

= profit of the advantages of working with CDISC standard

= clarity, consistency, accessibility, interoperability, reusability
= better collect data through eCRF (new process)

» reduce mistakes due to excel and several tools used by several people

= perform data cleaning throughout the study

= have protocol deviations available in Clinical Database updated frequently (and in future daily)

(3) coisc = (¥) QUALITY
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Thank you!
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