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PROTOCOL DEVIATION

– 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. 

Definition

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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https://www.cdisc.org/standards/semantics/glossary/term/protocol-violation
https://www.cdisc.org/standards/semantics/glossary/term/protocol-deviation
https://database.ich.org/sites/default/files/E3_Guideline.pdf
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1) PROTOCOL DEVIATION MANAGEMENT PLAN
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Defines which deviations have to be collected and groups them in categories and subcategories



1) PROTOCOL DEVIATION MANAGEMENT PLAN
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OF PROTOCOL 
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Defines which deviations have to be collected and groups them in categories and subcategories



2-3) IDENTIFICATION & RECORDING
How deviations are detected and collected
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CDASHIG v2.1

CDASH implementation guide:

«Sponsors must employ a robust 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 

CRFs 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»
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In this process PDs are not collected through CRF



2-3) IDENTIFICATION & RECORDING
How deviations are detected and recorded
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MANUAL PDs PROGRAMMATIC PDs

At sites, deviations are collected in 

EXCEL spreadsheets 

(one per country). 
For example a site can report that a 2 

components vaccine has not been 

reconstituted correctly.

Centrally, deviations are collected in 

EXCEL spreadsheet.
For example while reviewing data 

listings the study Physician can spot 

deviations such as “administration of 

forbidden Concomitant Medication”.

Statistical Analysts, at specific 

timepoints (when study is ongoing 

and before analysis), perform checks 

with SAS on SDTM snapshot data.

For example, check if vaccinations are 

out of the allowed window in SAP (from 

SDTM ex.EXDTC)



2-3) IDENTIFICATION & RECORDING
Programmatic PDs, example 1
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Study design
DAY 1 - VISIT 1

VISITNUM = 10

VACCINATION 1

Visit 1 

DAY = 1

VISITNUM = 10

VACCINATION 1

DAY 31 - VISIT 2

VISITNUM = 20

DAY 61  - VISIT 3

VISITNUM = 30

VACCINATION 2

DAY 91 - VISIT 4

VISITNUM = 40

DAY 181 - VISIT 5

VISITNUM = 50
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2-3) IDENTIFICATION & RECORDING
Programmatic PDs, example 2

PROTOCOL DEVIATIONS AND QUALITY IN VACCINES TRIALSAngela Gambioli - GSK 12



2-3) IDENTIFICATION & RECORDING
Programmatic PDs, example 2
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2-3) IDENTIFICATION & RECORDING
Manual PDs, example 
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MANUAL PDs PROGRAMMATIC PDs

At sites, deviations are collected in 

EXCEL spreadsheets 

(one per country). 
For example a site can report that a 2 

components vaccine has not been 

reconstituted correctly.

Centrally, deviations are collected in 

EXCEL spreadsheet.
For example while reviewing data 

listings the study Physician can spot 

deviations such as “administration of 

forbidden Concomitant Medication”.

Statistical Analysts, at specific 

timepoints (when study is ongoing 

and before analysis), perform checks 

with SAS on SDTM snapshot data.

For example, check if vaccinations are 

out of the allowed window in SAP (from 

SDTM ex.EXDTC)

excel

sas7

bdat
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4) CONSOLIDATION

Combination of different sources into one unique document

MANUAL PDs

Several EXCEL «trackers»

(one per country + central) 

PROGRAMMATIC PDs
Up to hundreds of 

programmatic deviations. 

Depending on the study,  

there might be from 15 to 20 

programmable checks

CONSOLIDATED 

EXCEL TRACKER

To be discussed by the team



PROTOCOL DEVIATIONS AND QUALITY IN VACCINES TRIALSAngela Gambioli - GSK 17

4) CONSOLIDATION

Combination of different sources into one unique document

MANUAL PDs

Several EXCEL «trackers»

(one per country + central) 

PROGRAMMATIC PDs
Up to hundreds of 

programmatic deviations. 

Depending on the study,  

there might be from 15 to 20 

programmable checks

CONSOLIDATED 

EXCEL TRACKER

To be discussed by the team



PROTOCOL DEVIATIONS AND QUALITY IN VACCINES TRIALSAngela Gambioli - GSK 18

4) CONSOLIDATION

Combination of different sources into one unique document

MANUAL PDs

Several EXCEL «trackers»

(one per country + central) 

PROGRAMMATIC PDs
Up to hundreds of 

programmatic deviations. 

Depending on the study,  

there might be from 15 to 20 

programmable checks

CONSOLIDATED 

EXCEL TRACKER

To be discussed by the team

SOURCE



PROTOCOL DEVIATIONS AND QUALITY IN VACCINES TRIALSAngela Gambioli - GSK 19

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

Is the deviation important? Does it require elimination?

PRE protocol deviation review meeting

POST  protocol deviation review meeting



PROCESS OVERVIEW

PROTOCOL DEVIATIONS AND QUALITY IN VACCINES TRIALSAngela Gambioli - GSK 20

PROTOCOL DEVIATION

MANAGEMENT PLAN

STATISTICAL 

ANALYSIS

IDENTIFICATION

RECORDING

CONSOLIDATION

EVALUATION

DERIVATION OF 

EXCLUSIONS FROM 

POPULATIONS

1 7

2

3

4

5

6



DERIVATION OF EXCLUSIONS FROM POPULATIONS

6) From EXCEL to analysis
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UPLOAD in Analysis Folder and ADaM creation
Old process

EXCEL CONSOLIDATED 
TRACKER (finalized)

SAS program to apply to 
each deviation a code for 

exclusion from specific 
population.

The program creates one line 
for each population from which 

the subject is excluded

ADaM creation:

01.ADPDEV

02.ADSL

03.ADPDEV

SUBCATEGORYCATEGORY
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UPLOAD IN CLINICAL DATABASE
New process

EXCEL CONSOLIDATED 
TRACKER

SAS program to apply to 
each deviation a code for 

exclusion from specific 
population.

The program creates one 
line for each population 

from which the subject is 
excluded

CDASH: the dataset 
created earlier is 

uploaded in RAW DATA 
by Data Management

ADaM development:

01.ADSL

02.ADPDEV

SUBCATEGORYCATEGORY

…/RAW DATA/PROTDEV.SAS7BDAT
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CDISC STANDARD COMPLIANCE

Why it is important to have PDs in raw data:

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

CLARITY

CONSISTENCY

ACCESSIBILITY

INTEROPERABILITY

REUSABILITY



WHAT’S NEXT?
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Next step
Collection of PDs through eCRF

in this case the set-up phase of 

eCRF and SDTM mapping 

according to PDMP and 

CDASHIG is important 

Category-subcategory

Deviation description

Visit number

- No more excel manual 

trackers, PDs collected via 

eCRF and directly available 

in clinical database

- Managed as normal data 

through Data Management
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Next step
All deviations directly in  SDTM

in this case the set-up phase of 

eCRF and SDTM mapping 

according to PDMP and 

CDASHIG is important 

Category-subcategory

Deviation description

Visit number

SDTM.DV

- No more excel manual 

trackers, PDs collected via 

eCRF and directly available 

in clinical database

- Managed as normal data 

through Data Management



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)

l advantages of working with a standard apply to this new process
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CDISC QUALITY



Thank you!
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