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" DATA INTEGRITY: WHAT ABOUT?







WHY DATA INTEGRITY COMPLIANCE IS
IMPORTANT?
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Data mtegrlty is an area where every employee of the
2 to play in documentation of
h records and

If the integrity of data is questioned, then /
the whole regulatory process is
questioned. If the data are proved false
and misleading, then the regulatory
decisions may be wrong.

RESPONSABILITY




A JUMP INTO THE HISTORY




In parallel, FDA
EVEnTs .; recognized the
‘ increased reliance

mputerized
s within the 2003
This scandal alsofpronl\pte oharmaceutical
implementation of the Application industry. They :
Integrity Policy in 1991, developed and Z%ﬁ%%ﬂ::sehﬁoi
which “describes the Agency's published 21 CFR Industrv. Part 11
approach regarding the review of ‘ Part 11, the final . '
rule on electronie

applications that may be affected by
wrongful acts that raise significant reca

guestions regarding data reliabili 1991 /
The G.D. Searle Co.
investigation revealed
fraudulent animal data
submitted in applications 1980s
(© L o The “generics scandal” raised the issue of falsified data
submitted to FDA in support of drug approvals. One
1970s outcome was the shift in focus of the FDA pre-approval
inspection (PAI) to evaluate raw laboratory data included in
the marketing application and to evaluate whether the sit

was capable of manufacture as described in the application.




RECENT EVENTS avih




2008,

2007,

2009,

2000,
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FDA'S ACTIONS




2010 FDA'S ANNOUNCEMENT




- TFY2013 FY2014 FY2015

Taial WLs
issued
14

WLs citing

data integrity
(26%) {95%) ,
0of13 0of4 1 of 3
(0%) (0%) (33%)

OUS site WLs 10 of 25 12 0f 18 13 of 16
citing data (40%) (67%) 81%)

DATA INTEGRITY DEFICIENCIES IN FDA
WARNING LETTERS (WLS), FY2013-2015

DATA INTEGRITY: SURVEYING THE CURRENT REGULATORY LANDSCAPE
BY BARBARA UNGER, UNGER CONSULTING INC.




TRENDS- WARNING L RS AREA CITED

JANUARY 1, 2005 TO DECEMBER 31, 2016
NOTE MANY OF THE WARNING LETTERS SITE BOTH ANALYTICAL AND MANUFACTURING DATA INTEGRITY ISSUES

Area Cited

Post Market Surveillance
2%

James Stumpff, RPh, Principal
Consultant, Parexel, August 2017

WARNING LETTERS'TREND




Data Integrity and
Compliance With CGMP
Guidance for Industry

Guidance on good data
and record management
practices

Annex 5

WHO Technical Report
Series No. 996, 2016

Data Integrity
Q&A

DRAFT GUIDANCE August 2016

April 2016
JAN

GOOD PRACTICES FOR DATA /
Health Cor;jod? has o GxP Data Integrity MANAGEMENT AND INTEGRITY /
anhouncea reiedses ara Definitions and Guidance IN REGULATED GMP/GDP
guidance documents GUI- ENVIRONMENTS
000 for Industry /
July 2016 August 2016

January 2017
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HOW DATA MANAGEMENT IS CHANGED




Reliable: \ Avuthentic:
complete & J proven to be
accurate what it

purports to be

TRUSTWORTHY
{{e{e]{»)
j CHARACTERISTI
Usable: can
be located, &
retrieved,
presented & =

interprete




ALCOA: FDA’s Data Integrity Focus




ATTRIBUTABLE

Who acquired the data or performed an

v During a validation exercise, test results should be initialed and
dated by the person executing the test.

v Adjustment of a setpoint on a process or monitoring system should
be made by an authorised user and the details of the change
logged in an audit frail.

v' A correction on a lab record should be initialed and dated to

show when and who made the adjustment.

action and when?¢




v Promote the use of indelible ink when completing
records.

v When making corrections to a record, ensure a single
line is used to strike out the old record. This ensures the
record is still legible.

v Controlling your paper records/forms and formatting
them such that there is ample room for the information
to be recorded.

LEGIBLE

Can you read the data?




CONTEMPORAEOUS

Documented at the time of the activity

v If executing a validation protocol, tests should be performed and
their results recorded as they happen on the approved protocol.

v' Data that is logged, or testing that is performed electronically,
should have a date/time stamp aftached to the record. /

v' Ensure electronic systems that log data have their system clocks
synchronised.

v' Consider the use of a master clock system that synchronises to the IT
network so wall clocks within labs and processing areas are
syncronised.




v' Ensure validation test results are recorded on the approved
protocol. Recording results in a notebook for transcription
later can introduce errors.

v If your original data is hand written and needs to be stored
electronically, ensure a “true copy” is generated, the copy
is verified for completeness and then migrated into the
electronic system.

ORIGINAL OR A TRUE COPY

Written printout or observation or a certified copy thereof




ACCU RATE

No errors or editing without documented amendments

v Use a withess check for critical record collection to
confirm accuracy of data.

v Consider how to capture data electronically and verify
its accuracy. Build accuracy checks into the design of
the electronic system.

v' Place conftrols/verification on manual data entry, for
example, temperature results can only be entered
within a predefined range of 0-100°C.




ACCURATE

* No errors or editing without documented amendments

AVAILABLE

e For review and audit or inspection over the lifetime of the record

COMPLETE

* All data is present and available

OTHER PILLARS




CONSISTENT

* All elements of the record, such as the sequence of events, follow on and
are dated or time stamped in expected sequence

ENDURING

* On proven storage media (paper or electronic)

TRUSTWORTHY

* The data and the record have not been tampered with

OTHER PILLARS




Static:

Dynamic:

USE OF “STATIC” AND “DYNAMIC” IN RELATION
TO RECORD FORMAT
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