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Introduction

A primary objective in many Vaccine trials is to evaluate the reactogenicity of the study vaccine. Occurrence of reactogenicity events is
used as a safety endpoint. How the reactogenicity data is to be represented in SDTM is described in the CDISC Vaccines Therapeutic
Area User Guide v1.1. In addition, the FDA guidance “Submitting Study Datasets for Vaccines to CBER OVRR Technical Specifications
Document V2.1" contains several recommendations on how reactogenicity data should be stored in SDTM. GSK also received additional
recommendations from FDA CBER OVRR at project level.

Suite of Vaccine Standards Conformance Checks

At GSK, a suite of SAS conformance checks has been developed to assess if study SDTM data is aligned with FDA CBER OVRR
recommendations. These checks are designed to detect any misalignment with the referenced guidance.

n(s) |[Variable(s) |Condition Rule
acto FATPT When FACAT=REACTOGENICITY All planned FATPT in the diary observation period should be present for each FAOBJ, for each vaccination (there should be no FATPT missing)
® ® Reactog FATESTCD, |When FACAT=REACTOGENICITY and FAOBJ is ERYTHEMA, SWELLING or INDURATION There should be 3 records for each FATPT value per FAEVAL:
S u b mlttl ng Stu dy D ata S ets f O r FATEST - Arecord with FATESTCD=0CCUR and FATEST=Occurrence Indicator T h e C h e C k S a r e
- A record with FATESTCD=LDIAM and FATEST=Longest Diameter
® ® - A record with FATESTCD=SEV and FATEST=Severity/Intensity OR with FATESTCD=TOXGR and FATEST=Toxicity Grade
V a cc ln e S tO th e O fﬁc e O f V a c c ln e S Reactogenicity data , |When FACAT=REACTOGENICITY and FAOBJ is not ERYTHEMA, SWELLING or INDURATION There should be 2 records for each FATPT value per FAEVAL: fo C u S e d O n
- A record with FATESTCD=0CCUR and FATEST=Occurrence Indicator
& - A record with FATESTCD=SEV and FATEST=Severity/Intensity OR with FATESTCD=TOXGR and FATEST=Toxicity Grade . .
R e S e a r c h a n d R eVI ew Reactogenicity data When FACAT=REACTOGENICITY - for each combination of FAOBJ, FAEVAL, FATPT, FATPTREF (If FAORRES=Y for the record with FATESTCD=OCCUR, then FAORRES should be greater than 0 for the record with FATESTCD=LDIAM re a Cto g e n I C I ty d a t a
(i.e. records pertaining to a reaction/solicited event at a specific time point)
Reactogenicity data [FACE FAORRES  |When FACAT=REACTOGENICITY - for each combination of FAOBJ, FAEVAL, FATPT, FATPTREF |If FAORRES=N for the record with FATESTCD=0CCUR, then FAORRES should be 0 for the record with FATESTCD=LDIAM .
(i.e. records pertaining to a reaction/solicited event at a specific time point) I n C E FAC E H O
Reactogenicity data |FACE FAORRES |When FACAT=REACTOGENICITY - for each combination of FAOBJ, FAEVAL, FATPT, FATPTREF (If FAORRES=N for the record with FATESTCD=0CCUR, then FAORRES should be NONE for the record with FATESTCD=SEV ) )
(i.e. records pertaining to a reaction/solicited event at a specific time point) .
G - d f I d Reactogenicity data |FACE FAORRES _|When FACAT=REACTOGENICITY - for each combination of FAOBJ, FAEVAL, FATPT, FATPTREF |If FAORRES=N for the record with FATESTCD=OCCUR, then FAORRES should be 0 for the record with FATESTCD=TOXGR a n d VS d O m a | n S
u l a n c e O r n u S try (i.e. records pertaining to a reaction/solicited event at a specific time point) -
Reactogenicity data [FACE FASTAT When FACAT=REACTOGENICITY - for each combination of FAOBJ, FAEVAL, FATPT, FATPTREF  (If FASTAT=NOT DONE for the record with FATESTCD=0OCCUR, then FASTAT should also be NOT DONE for the records with FATESTCD=SEV,
(i.e. records pertaining to a reaction/solicited event at a specific time point) FATESTCD=TOXGR and FATESTCD=LDIAM (if applicable)
Reactogenicity data [FACE FAORRES  |When FACAT=REACTOGENICITY and FATESTCD=0CCUR and FAORRES is not null FAORRES should be Y or N
Techn ical Sp ec ifica tionS DO Cum en t' Reactogenicity data |FACE FAORRES |When FACAT=REACTOGENICITY and FATESTCD=SEV and FAORRES is not null FAORRES should be NONE, MILD, MODERATE, or SEVERE
Reactogenicity data |FACE FAORRES |When FACAT=REACTOGENICITY and FATESTCD=TOXGR and FAORRES is not null FAORRES shouldbe0,1,2,3,40r5
Reactogenicity data |FACE FAORRES  |When FACAT=REACTOGENICITY and FATESTCD=LDIAM and FAORRES is not null iould be a number < . C t - > 2 O O h k
Reactogenicity data _[FACE FAORRESU _|When FACAT=REACTOGENICITY and FATESTCD=LDIAM and FAORRES is not null should be mm C h eC k S peC| f| (od 0 | 't| (0] g] O n a I n S C e C S
Reactogenicity data |FACE FACAT When FAOBJ is a planned solicited event Ild be REACTOGENICITY
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Check Output

ICHECK_ID Message USUBJID VSLNKID  VSCAT VISITNUM VISIT \When executing ‘

Consistency between records

'CBER_103 VSCAT is POST-VACCINATION TEMPERATURE however VSEVAL is null 999999-999-100001 V10-FEVER POST-VACCINATION TEMPERATURE

|CBER_103 VSCAT is POST-VACCINATION TEMPERATURE however VSEVAL is null 999999-999-100001 V10-FEVER POST-VACCINATION TEMPERATURE the t()()l , a feW in different datasets

|CBER_103 VSCAT is POST-VACCINATION TEMPERATURE however VSEVAL is null 999999-999-100001 V10-FEVER POST-VACCINATION TEMPERATURE ),

|CBER_103 VSCAT is POST-VACCINATION TEMPERATURE however VSEVAL is null 999999-999-100001 V10-FEVER POST-VACCINATION TEMPERATURE pa ram ete IS are

EPOCH 'VSDTC VSDY VSTPT 'VSTPTNUM VSELTM VSTPTREF 'VSEVINTX VSEVAL | required to be FDA CBER OVRR

TREATMENT 1 DAY 1, POST-VACCINATION 10 VACCINATION - VISITNUM 10 VACCINATION TO DAY 1, POST-VACCINATION g recommendations are followed
TREATMENT 1 DAY 2 101 PID  VACCINATION - VISITNUM 10 DAY 1, POST-VACCINATION TO DAY 2 prOVIded as per /

TREATMENT 1 DAY 3 102 P2D  VACCINATION - VISITNUM 10 DAY 2 TO DAY 3

TREATMENT 1 DAY 4 103 P3D  VACCINATION - VISITNUM 10 DAY 3 TO DAY 4 Study prOtOC()l _

Any discrepancies found in the study SDTM
data are listed in an Excel output file.

A separate tab is generated for each check.

Output file is used to verify if study SDTM data is generated
as per FDA CBER OVRR recommendations and to determine
if any update to the study SDTM mapping is required.
Potential data issues may also be highlighted in the output.

Conclusion

* The conformance checks are designed to support the review of reactogenicity data in the study SDTM datasets.
* The suite of SAS checks can be executed at different time points during the trial, which is very beneficial for the study.

* Inconsistencies in the SDTM mapping can already be detected at study set-up and a final run may be performed before database lock
to ensure the study SDTM data is adequate to be submitted to FDA CBER OVRR.

* At this moment, the conformance checks are focused on reactogenicity data. Checks for other type of data described in the FDA
guidance may be included in future enhancement.
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