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Introduction

Serious Adverse Event (SAE) reconciliation is the comparison of specific data points

associated with SAEs reported to a safety database and clinical database. Discrepancies
may be introduced when events are reported using different platforms and processing
conventions.

This poster will outline some of the better practices and conventions used to reconcile data

elements reported with different guidelines to achieve ‘clean’ data.

Process

The process of Serious Adverse Event (SAE) reconciliation begins with notification of First
Subject, First Visit (FSFV). The data manager may request reconciliation between the
databases when an event flagged as serious is reported to the clinical database. The assigned
safety data manager begins by extracting listings of fields to be reviewed from the safety
database and the clinical database. Frequency of reconciliation between databases is based
on visit dates and data loads, and frequency of reports and reporting milestones with

frequent communication/issues log and documentation.

Of these fields, some will require a one to one match with no exception, while some may be
deemed as acceptable discrepancies based on logical match. Fields which require an exact
match or logical determination are in Table 1.

Table 1: Patient and Case Identifiers

Field Match

Demographics 1:1 match

Event Term Rational match verbatim to preferred terms
Rational match first onset of symptoms
Onset Date Y p
versus date event becomes serious
Outcome Rational match to subject summary or final page

Resolved Date Rational match to outcome and summary pages

Causality 1:1 match
Study Drug Start Date 1:1 match
Study Drug Stop Date 1:1 match
Date of Death 1:1 match
Cause of Death Rational match to causality

Action Taken regarding Study Drug Action taken in response to SAE;

rational check to dosing data

Data is entered in safety database through Adverse Event monitoring forms and to the
clinical database case report forms. The data is processed in the safety database on a case
number basis and in the clinical database through data collection modules (DCMs).

Consequently data may be captured with differing field names in both databases due to data
capture/protocol conventions/CRF design or medical review:

Some examples of data capture variations may be:

« During the safety medical review process terms may be added resulting in additional
SAEs in the safety database that may not be in or are non serious in the project database

« CRF design — captures study drug action “no action” or “permanently discontinued,” or
reports action for continuation in the study

« Protocol convention —safety database captures the event as "dose not changed” and
clinical database captures pre-rand action as permanently discontinued

« Data capture conventions — events in the clinical database may start as non serious,
become serious and resolve as non serious, resulting in the appearance of event date
discrepancies

Consequently, reconciliation between the safety and clinical databases is not an automated
process. Since the clinical database does provide output from batch validation and edit
checks, discrepancies identified within the clinical database are referenced to ensure queries
are resolved, and the reconciliation process does not create queries to investigator sites
unnecessarily. Reconciliation involves the review of data and case narrative information to
determine acceptability or action to take to resolve discrepancy, using the safety database as
a resource. Understanding the data and data capture conventions are key.

The safety data manager works in close coordination with data management activities to
ensure this process goes smoothly. The iterative process of reconciling data between the
databases continues to the final notification that reconciliation is complete with no
outstanding issues in anticipation of the clinical database lock.

Nuances of Data Reconciliation

The data reported in the Argus database is collected to meet regulatory reporting

requirements while clinical database data is collected to meet the requirements of a specific
protocol. Even when working on the same family of drugs, the CRF forms could vary
depending on the disease under study. It is important to define how the data will be reviewed
prior to the reconciliation in order to have guidelines consistent across the entire study.

When preparing for the data extractions, it is important to map the data fields in the safety
database that mirror those data fields in clinical database to ensure an accurate comparison
of the data. This can best be accomplished by reviewing the actual CRF page in the clinical
database to establish the appropriate field name and by data handling guidelines for the

study under review.

Table 2: Comparison of Data Fields using Argus and Oracle Clinical

ARGUS Data Elements Oracle Clinical Data Elements

Protocol Number Protocol Number
Actual Report Seriousness of AE

AE Case ID-FUL

Case Number

Investigating and Resolving Discrepancies

Once the safety data manager has established there is a discrepancy between data reported to the safety database and data reported to clinical database then the safety data manager must

then decide on the best way to notify the study team, clinician, safety group and/or site of the discrepant issue. This is accomplished with the use of an Excel Master Reconciliation Spreadsheet

where each row designates a specific issue under review and the actions taken to resolve the issue (i.e., team review, clinician review, query to site, etc).

It is outside of the scope of safety data management to determine which data element is correct but rather to seek guidance from the study team using one of the following reconciliation

methods:

Figure 1: Clinician Review
This Argus safety snapshot (top) shows a MEDDRA term path discrepancy compared
to the path in Oracle Clinical (bottom).
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Investigator Causality Reasonable Poss. AE Related Study Drug

Case Causality

Case Narrative AE Causality

Case Narrative AE Causality Specify-FUL

Suspect Product Trade Name (Generic Name) | Study Drug Name-FULL

Therapy Start Date Start Date-FUL

Therapy Stop Date Stop Date-FUL

Total Daily Dose Total Daily Dosage-FUL

Date of Death Date of Death-FUL

Cause of Death Cause of Death-FUL

Case Narrative Reason for Withdrawal-FUL

NOTE: When comparing data element is sometimes necessary to reconcile two fields from
one database with one field in another database. An example of this is when reconciling race,
as Oracle Clinical records Race & Ethnicity while Argus records only Race (i.e., Oracle Clinical
white [Hispanic]; Argus = Hispanic).

There are sometimes special considerations that must be considered when reviewing some
therapeutic areas for reconciliation. Standard reporting guidelines cannot be used.

« Oncology study —death due to disease progression or disease progression that causes
hospitalization (serious criteria) may not be reported as serious if it does not result in
death. This is a protocol specific determination that should be established prior to
beginning reconciliation of a study.

« Viral studies — Standard reporting guidelines indicate if the event is outside the
established reporting window and unrelated to study medication it is not reported as
serious. This may not be the case in viral studies where adverse events are reported for a
longer period of time and quite possible till the subject has expired.

Reconciliation is operated in a rigid, requlated environment:
« EU Clinical Trial Directive and related guidance
e US21CFR 312.32
« ICH E6 — Good Clinical Practices
« Other local regulations for clinical studies

« Post-marketing pharmacovigilance legislation

Figure 1.1: Reconciliation Output
Example of reconciliation output indicating clinical review is required.

Figure 2: Team Review
In this snapshot, the Argus daily dose (top, lowest panel) contradicts the actual dosing
pattern reported to Oracle Clinical (bottom).
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Figure 2.1: Reconciliation Output

Example of reconciliation output indicating team review is required.

M2 - Joe | JWC 14-Apr-11: In the Clinical database the Reported and Preferred Terms are 'Fracture of the left femur' and 'Femur fracture', while in the Safety database they are 'Leg
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Figure 3: Query

There are no hospitalizations reported to Oracle Clinical (top right) to support the
hospitalization reported to Argus Safety (top left). A manual discrepancy is entered into
Oracle Clinical (bottom right).
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Figure 3.1: Reconciliation Output
Example of reconciliation output indicating a seriousness query is required.

n3 - Je | JWC 9-Jun-11: Per Clinician, the site will need to submit a follow up 7443 with corrections.

JWC B-Jun-11: Error seems to have occured during PSSR data entry. Clinician is contacting P55R to resolve.
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Figure 4: Acceptable Discrepancy

This is an example of an acceptable discrepancy where the ethnicity and gender data points
in Argus Safety may be omitted due to the different legal environment covering Regulatory
usage.

General | Patient | Products | Events | Analysis | Activities | Additional Info | Regulatory Reports
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First llame Ml Last llame Initials
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Date of Birth Age Units Age Group Ethnicity
17-N0V-1341 68
Gender Pregnant Date of LMP Yleight Height
85.8 186

Age of Vaccination Unit of Age of Vaccination

Some discrepancies may be unavoidable or justifiable and should be researched and noted as
acceptable with supporting information provided. In this example, the use of the subject’s
demographic information in the safety database is restricted by privacy laws.

Figure 4.1: Reconciliation Output
Example of reconciliation output indicating a demography discrepancy is acceptable.

M4 hd Jee | JWC 8-Jul-11: Clinician requests query.
JWC 23-May-11: In the 5DEB the seriousness criteria is given has hospitalization, however the PDB does not record hospitalization.
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W13 - Joe | JWC 23-Mar-11: The gender issue does not need to be pursued as it is covered by privacy laws. Case may be accepted as-is.

JWC 17-Mar-11: In the SDB, Gender is reported as NO DATA.
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Conclusions

Tools for Managing the Process
« Reconciliation spreadsheet (Excel)
« Master: documents all discrepancies, the action required to notify appropriate team
member, any team comment and the outcome of the issue.

« Mini-spreadsheets: extractions from the master spreadsheet that directs open issues for

review by a specific team member

Table 3: Team Review Mini-spreadsheet

ARGUS : Reported Preferred | Onset Date Action Needed Study Team
Patient ID Clean? : Issue | to Resolve SDM Comments
Number Term Term Date Reviewed . Comments
or Reviewer
13-Jun-11 SDM: SDB =
Significantly 27S5ep1o [surgery]; PDB 18Jun11XX:.DM will
. . : nset : =18Aug10. Team to contact site for
2010222222 ABC20100001 | Increased Pain | Arthralgia |27-Sep-10|review| 13-Jun-11 Team Review . . .
: Date contact site to clarify | resolution of PSSR
in Left Knee
onset date. PSSR query query
open to site.
Sudden onset | | Not in | 13-Jun-11 SDM: 1.8Ju.r111XX: guery
2011222222| ABC20110001 . | Pneumonia [15-Apr-11|review| 13-Jun-11 Team Review | case addedtoArgus | siteif eventisnot
of Pneumonia PDB )
12May1a. entered in 1 wk.

« Partnering with pharmacovigilance group

Listings from Argus safety database
Calendar of study milestones

Data management activities

Oracle Clinical Discoverer reports

Listings from Oracle Clinical database

Audit Accountability

Reconciliation of the data continues until the calendar specified database lock date. Prior to
database lock, notices are provided to the study team which serve as verification that
reconciliation of the data has occurred, provide metrics and disclose any outstanding issues in
a validated, auditable tracking system.

« Routine Reconciliations: Atthe completion of each round of reconciliation the results
are communicated to a central location as documentation of the process. This platform
allows an exchange of information and to provide feedback on review issues.

Example of routine notification:

Dear Team,

The reconciliation round is complete and the Master Reconciliation spreadsheet with listings have been
posted to X:\Reconciliation\Study #\date performed. You can access the spreadsheet using the link
below: http://shareddocworkspace.

Please see the following metrics for dd/mmm/yyyy:
Study ID: Axxxxxx
Number of cases in Argus = 15
Number of Serious Adverse Events = 20
Number of Issues Clean (Yes) = 20
Number of Issues Clean (No) =16
Number of Issues Clean Pending AEM Data Entry =1
Number of Open Discrepancies =g
Number of Team Review =2
Number of Safety Review = 4

The safety group review and team review spreadsheets have been posted to
http://shareddocworkspace. Please provide feedback for the issues addressed to your reivew.

Reconciliations are scheduled to be performed quarterly with the next round to begin on [DATE].

« Final Reconciliation: When reconciliation of the data is complete and all outstanding
discrepancies addressed, a formal notification of reconciliation is provided by safety data
management to the study team. Confirmation reconciliation of the data has occurred and
link to the reconciliation output resides is filed in a Trial Master File.

Example of final notice of reconciliation:

Dear Team,

The final reconciliation round is complete and there are no issues remaining for review. The Master
Reconciliation spreadsheet with listings have been posted to X:\Reconciliation\Study #\date performed.
You can access the spreadsheet using the link: http://shareddocworkspace.

Please see the following metrics for dd/mmm/yyyy:
Study ID: Axxxxxx

Number of cases in Argus = 15

Number of Serious Adverse Events on spreadsheet = 20
Number of Issues Clean (Yes) = 20

Number of Issues Clean (No) = o

Number of Issues Open Discrepancies = o

Please advise the status of the database lock.

“Take it to Go"” Tips
Begin thinking about SAE reconciliation with first subject, first visit

Document activities frequently

Keep activities and updates transparent and in validated communication system
Don’t wait until the last CRF is in house to clean SAE data
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