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Why Review Regulatory Noncompliance Data ? -

« cGMP and Regulations
* Interpretation
 How are Regulators “Applying” (Interpreting)?

* Nonconformance Data and Guidance Documents

Why Focus on Data FDA ?

« Quality and Volume of Data
* Influence
* At Least 10 x




How do Companies Approach to Regulatory Trends? -

Lowest Risk

Strategy:
Longer Term.... Implement
Proactive Improvements
- Plan Risk Reduction (risk / trend)
Data — to Analyse =—=3 Regulatory Trends
Specific Information | === Regulatory Answers Shorter Term....
l R;"aactive Strategy:
- React to Problems
React to

Audit Findings

Lowest “Apparent”’ Cost




FDA — 3 Years Trend - Drug Audit Inspection

Number of FDA Drug Audits Per Month - Access FDA

14
a AN

November December January February March

=/=Nov. 19- Mar. 20 =o=Nov.18-Mar.19 ===Nov.17- Mar. 18

Data Source — Access FDA ==



https://www.accessdata.fda.gov/scripts/fdatrack/view/track.cfm?program=oip&status=public&id=OIP-Number-of-inspections-completed-in-country-by-commodity&fy=2020
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https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/compliance-actions-and-activities/warning-letters

Limitations of FDA Warning Letter Search Page.....

FDA Website —
(Use Open Link in New Tab....)

Open link in new tab

Open link in new window

CpE" ink in incogn to window

Save link as...

Copy link address

Inspect

Ctrl+Shift+|

— Right Mouse “Click” +

|ExportExce| Show 10 w entries

From table on

Center for Drug £
Center for Drug £

Center for Drug Sv

valuation and Research

valuation and Research

aluation 2nd Bassarch

Excel Download......

: Regulated etter website — if use

| Issuing Office Product Subject Type i

| the filters...

| . !

B Center for Drug Evaluation and Warning Letter

b Research

’

'h - Issuing Office -T Regulated Product - Subject ~ Letter Type

] Center for Drug Evaluation and Research Waming Letter
Center for Drug Evaluation and Research Waming Letter
Center for Drug Evaluation and Research E Waming Letter
Center for Drug Evaluation and Researc xam Ie FO rmat Of FDA Waming Letter

Reda Cted 'EE'KE\' for gruz Evaluation and :esa-&rc:: p :-.5"1\'1:' t-s:'.er

Waming Letter

Waming Letter

Waming Letter

Example Cut and Paste FDA Data into Excel......

Letter Issue Date

Company Name

-

Issuing Office

-

rregTTmTETTT .
Pois:s - Subject_ Letter Type

4/18/2019
4/18/2019
3/21/2019
3/18/2019
3/1172019
2/26/2019
2/25/2019
2/1372019

Redacted

Center for Drug Evaluation and
Center for Drug Evaluation and
Center for Drug Evaluation and
Center for Drug Evaluation and
Center for Drug Evaluation and
Center for Drug Evaluation and
Center for Drug Evaluation and
Center for Drug Evaluation and

Research
Research
Research
Research
Research
Research
Research
Research

Waming Letter
Waming Letter
Waming Letter
Waming Letter
Waming Letter
Waming Letter
Waming Letter
Waming Letter




Example FDA Warning Letter..... CrossLab

WARNING LETTER

To SearCh l walidation 172 EE T 4
For | | MARCS-CMS 606700 — AUGUST 13, 2020
Individual 13t August 2020
f Share | W in Unkedin =~ @8 Email & Primt
Warning Letter
Content
G More Warning Letters
Content current as of:
i 08/25/2020
k€ ¥ ) Delivery Method:  Via Email
Ctrl F Haming Lettes Reference #: 320-20-43 Regulated Product(s)
About Waming and Close-Out Product: Drugs Drugs
Recipient: Issuing Office:

Center for Drug Evaluation and Research | CDER
United States

FDA Finding or
Information in the
“BOiIer Plate 7 Warning Letter 320-20-43

( WL Tem pl d te) ? 2. Your firm failed to establish and follow appropriate written procedures

that are designed to prevent microbiological contamination of drug products
purporting to be sterile, and that include validation of all aseptic and

sterilization processes (21 CFR 211.113(b)).



Data Integrity — ALCOA — Warning Letters -

Indicates that “Attributable” FDA Warning Letters by Year for Search Show?2 b

Is a recent FDA trend 12
10

What Does it Mean ? 8
° m Attributable
a4
: 0O 00 0O O OOOUOT OTG OO OTUOTUOTU OO
=== - - - - — - = — — =

Attributable — is associated with the standard wording used by the FDA - the “trend” is associated
With the “change” in the standard wording — NOT BECAUSE THE companies were cited for “Attributable”

= A complete assessment of documentation systems used throughout your manufacturing and laboratory operations to determine where documentation practices are insufficient. Include a detailed CAPA plan that comprehensively remediates your firm's
documentation practices to ensure you retain attributable, legible, complete, original, accurate, and contemporaneous records throughout your operation.




How to “Content Search” FDA Warning Letters

https://govzilla.com/ -

= >~y Work email
EXPERIENCE _ # (e.g. no yahoo mail... etc.)

THE POWER OF T
GOVZILLA

Sign up for your FREE account today and get instant itent B o (3 r""r"Zl"G
L
access to: R Chera .

SEARCH Home § Waming Letiers
Find the inspection records you want by inspector’s
name, company name, site, city, country, etc.

A Latest Waming Letters Issued

& Knowledge Base

| WARNING LETTERS

Easily search the largest database of FDA Warning . P Log I n to :
busir more informaton, see ou
Terms and Privacy Policy

Letters by date, company, FDA office, or subject .
y iy ) & Inzpections |

£ miost recant warning letter
SITES List of most recant warning latters.

Quickly assess inspection records including dates and Sea rc h

inspectors across all of your sites

B Inspection Reports
T

8% Investigators

INSPECTIONS

Complete list of FDA inspections by date, company, F DA
category, and country

Warning Letters



https://govzilla.com/

© Govzilla

Example Trend Data — “Covid”

A covid - Waming Letters

FDA Warning Letters by Year for Search Shown
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Data Integrity Guidance — Simplified Example of Analysis -

2014

2015

2016

[ire] |

2017 2018

https://www.fda.gov/media/119267/download

Draft

Final

Data Integrity and Compliance
With Drug CGMP

Questions and Answers
Guidance for Industry

Was: ucm495891

(Final)
(Dec. 2018)

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)
Center for Veterinary Medicine (CVAL)

December 2018
Pharmaceutical Quabty/ Manufacturing Standards (CGMP)

=O

Attributable........... A
Legible.......... L

Accurate....... A

Contemporaneous....... C
Original............. O

Footer — Page 4 — CFR/ALOCA

* These characteristics are important to ensuring data integrity and are addressed throughout the CGMP regulations
for drugs. For attributable, see §§ 211.101(d), 211.122, 211.186, 21 1.188(by11), and 212.50c} 10); for legible, see
$§ 211.1800e) and 212.110b); for contemporaneously recorded (at the time of performance), see §§ 211.100(b) and

211.160(a); for eriginal or a true copy, see §9 211.130 and 211.194{a); and for accurare, see §§ 211.22(a). 21 1.68, a

211.188, and 212.60(g).


https://www.fda.gov/media/119267/download
https://www.fda.gov/media/119267/download

Changes to FDA Data Integrity Guidance - Questions -

e Changes to Content
| Q & A Format - 18 Questions.... |< J

« Changes to References Overall Increase = + 24 %
(pages & words)

Comparison of 2016 and 2018 Answers in FDA DI Guidance - % Change - Word Count

. . . / \ / \

1a. What is Data Integrity - _

_ I 8. How often should audit Y
150 136 ‘ trails be reviewed ? ‘

Q17 Answers

Q17 -41 words (2016)
Q17 -110 words (2018)

% Change in Word Count
U
o

% Change = I |
110 — 41 oA b
[T}xmo:mg% | 1a, | 8 12 13 14 15 14 17,18
501 -23 'y B )
\ \ 17. Is FDA allowed to look
100 \' \,' at electronic records ?

FDA Data Integrity Section




Changes to FDA Data Integrity Guidance — CFR Changes

Federal Regulations)......
« Changes to Content
I Q & A Format — 18 QueStionS.... 4 ° Changes to References

Comparison of 2016 and 2018 FDA Data Integrlty Guidance - CFR References

0 \ o
_ 1c. What is an “audit trail” I1 ) A
I \ I an
2016 (3) 2018 (9 rew) i 13. Why has FDA cited use of
211.68(b) actual samples during
211.160 - “system suitability” tests....
211.165

211.160 [211.186(a)
211.165 |211.188

————_-

Number of CFR References

o — — — —

|
I3
| |
l
‘ ——

OI—‘NUJ&U‘IG\NJCDLDQ

3

212.60 [211.192
211.194
211.194(a)(8)
212.60

S la 1b ‘c ld le 1f 2 5 7. Who should review audit trails ? 18
FDA Data Integrity Guidal 8. How often should audit trails
CFR = be reviewed ? (Note Q’s swapped)

(Keyword Search) m2016 w2018



https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm

Historical Warning Letter Data

Impact of Data Integrity Focus — on Warning Letters

90
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20

10

% of HPLC Related FDA Wakning Letters Each Year

Dominates

Data Integrity —

2005 2006 2007 2008 2010 20!1 2012 2013 2014 2015 2016 2017

EINE I N S S S .
___—— —___
— -~

— I — W
EE a o S e S S . - T ———

Historical Analysis

of FDA

Warning Letters

- HPLC

Prior to
Data Integrity
Focus:

Many TECHNICAL
HPLC Related
Warning Letters

« Calibration

e Method Validation
« HPLC Procedures




FDA Data Integrity Trends / Observation Patterns -

General Observations

* Longer Data Review Period (time) — Different Trends
« Change in Warning Letter Content
 Critical Thinking Skills — Need to Look at the Data

Non-Compliance Pre — Data Integrity
Parameter

Post — Data Integrity




FDA Warning Letter Search — “Old FDA Warning Letters Page” -
Patterns of FDA Warning Letter Reporting

FDA Warning Letter Bar Graph for: 21 CFR 211.22(d) “Procedures notin
writing, fully followed....”
30 28
Always number 1 in 483s
25
20 6
15 11 10
— J
10 6 Ji 1 6 4
: . FDA Warning
0 Letters
2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 Years 2005-2017
1 2005-2010 . VARIABLE !
« 3 Patterns
Bl 2010-2014 . FDA Warning Letters
becoming more
2014-2017 detailed!




What are The Implications of the Non-Conformance ? -

173 x yy 2. Your firm failed to establish and follow appropriate written procedures
val / da ted for I n ten ded use... that are designed to prevent microbiological contamination of drug products
purporting to be sterile, and that include validation of all aseptic and
sterilization processes (21 CFR 211.113(b)).

Frequently Cited in Medical Device
Warning Letters......

(so “direct evidence” of WL’s).

“Software Validation”
However — Rarely Mentioned in

Laboratory Software Related
Warning Letters......

(so little “direct evidence” of WL'’s).

“If Software was

Validated for Intended use...” ==> Deficiencies in “Laboratory Controls”

— Would be Identified... S



Data Integrity Example: Chromatographic Data Flow -
Workflow Mapping Identifies Risk

Compare

Chromatogram Integration Accept Data Calculate Result Against
[Principles Apply to Any Data] [Data Processing] (e ] S pecifi cation
[Pass / Fail ?]
Compare
Calculate Result Against Accept Data Testing into

Specification

[Pass / Fail ?]

[e.g. Area]

Specification!

Area: 6012 m m
[Re-integrate]
—— r =

[Re-integrate]

Area: 6157 m

Manual and / or “Uncontrolled”
Calculation (e.g. Excel)

have the Highest Risk




Recent FDA Out of FDA Warning Letters - Out of Specification (00S)

FDA - OOS Investigations gooot "o8 oo

[R2=0.93 é
: T
FDA OOS Focus: % 2 —
2 s
+ Testing Into Compliance £ _—
* Incomplete Investigations ’
° Incomplete Data 2013 2014 2015 2016 Vear 2017 2018 2019 2020
Unsound Scientific Decisions
FDA WARNING LETTER EXAMPLE: ]
MARCS-CMS 535014 —NOV. 06, 2017 FDA — Warning Letter

~~

FDA WARNING LETTER EXAMPLE:
MARCS-CMS 597629 — APR. 15, 2020

“....you invalidated nearly all
(134 out of 139) initial OOS results

and attributed them to Iabiratory error.”

l FDA — 483 - FEI 3004819820, 7th APR., 2017
FDA

“Your head of Quality Assurance informed our Product
investigator during the inspection that failures

are investigated only upon customer request.”. Stability

Raw Mats.

No. No. %
Investigations | Invalidated Overturned
89 67 75
31 30 97

48 34 71




Regulatory Agency Trends - Transparency & Modernisation
FDA Dashboards....., Example — Health Canada, MHRA “Blog Posts”

Examples:
« Health Canada Risk Assessment
e Audit of Health Canada....

 Health Canada may “Share” data from
Audits Performed by other Agencies.....

Is Driving:
 “Real Time” Data Sharing (Analytics)

« Fast Upload / Visibility of Information
(No where to “Hide”)

* Need to “Pull” Data from Multiple Sources
(Impractical to manually search multiple platforms)

Appendix A - Scorecard

Risk

Audit of Inspection Activities

Risk to the Compliance and Enforcement program without

Rating?® Implementing Recommendation
A comprehensive The CA&E plan did not cover all aspects of C&E modernization for ROEB's
plan is in place to inspection programs. Without a comprehensive plan that clearly identifies all
support Compliance 4 aspects of C&E modemization, as well as the resource requirements,
and Enforcement milestones, and deliverables, there is a risk that some aspects of the C&E
(C&E) modernization. modemization are being missed or not being considered by management.
While elements of a governance structure were in place, overall responsibility
Oversight of the for oversight of compliance and enforcement modemnization initiatives was not
‘ clear due to oversight committees having broad and overlapping mandates.
implementation qf 3
s‘&plfa?emmmmn - Due to the complexity and magnitude of the initiatives, oversight is required to
g ensure timely and appropriatle implementation. Otherwise, successful
implementation of modernization efforts may be at risk.
Plans related to C&E Dashbqards presenled to management did not contain sufficient information
modemnization are to provide senior lmanagement with a complete picture of the overall status of
moniiored and 2 modemlzahon |nlpat|ves. There is _alnsk that management does not have
reported on to ensure sufficient information to support decision making, which can negatively affect
their implementation. its ability to exercise effective oversight and ensure consnstenll implementation
of the key elements of compliance and enforcement modernization.
Plans related to C&E Current funding levels have enabled some investments to address certain
; identified gaps. However, other levels of funding will need to be identified to
modernization have comp]e[e |mp1amnn|nllnn nf kav alamante nf ramnlianca gnd enforcement
O 3 modemizatior ‘ograms. Gaps in
resources to achieve “A Udit of ogl dy e "
their ob}ectives, comphance a sistenlly across al
inspection prc
Plans for inspection Action plans H leration of the four
activities consider risk key element InspeCtlon 1 planning, IMAT,
in inspection standard ope = mgm greater efforts are
planning, IMAT, S required to el A C tl Vi t’ es Of ‘e addressed. This
operating procedures, may affect mi 5y he implementation
and training. of the key ele
Sex- and Gender- The complian Health Can ada spection planning,
Based Analysis Plus does not con . .. Compliance and
(SGBA+) is 2 enforcement activities might not sufficiently mitigate risks to vulnerable
considered in the segments of the population.
C&E approach.
N | 2 | | 3 | ST .
Minimal Minor Moderate Significant Major



https://www.canada.ca/content/dam/hc-sc/documents/corporate/transparency_229055456/corporate-management-reporting/internal-audits/audit-inspection-activities-hc-audit-activites-inspection-sc/inspection-activities-july-2020.pdf

Traditional — Regulatory Analysis — Document Focus

Need
Multiple

Data
Sources !

Quality
Professionals
Would:

Warning Letter

£ s roesson

* Get a copy of the document

 Review / write a publication / blog / presentation

“Your firm
failed to
establish

an adequate
quality
control unit....”

Typically — High Level

| FDA 483

Typically — More Detail

“The .... audit trail
revealed that.....(run)
was aborted after
injection #6 during
system

suitability.....

no incident report
was generated....”

Valuable insight, based on expertise, many excellent examples from:

« Bob McDowall
 Barbara Unger
« Jamie Colgin

* Paul Smith

* FDA (e.q. Sarah Barkow) and Ex FDA (e.g. Paula Katz) .....Etc.




ovid 19 and La

north ameri

solutions for separati .

APPLICATIONS

DATA HANDLING

THEORY & FUNDAMENTA

boratory Compliance

SAMPLE PREP

LCGC North
America Vol. 38
Number 5 May 2020

OLUME 38 NUMEES S MAY 2000

Covid-19 and Data Integrity:
What Does Lockdown Mean for
Chromatograph Qualification and Calibration?

Ovee the past three months, as
coronavirus or Covid-19 has
spread from China around the world,
many countles have engaged In varicus
forms of lockdown, sodlal distancing, or
travel restrictions to prevent the spread
of the virus. The focus In the news has
naturally been on the number of infec-
tions identfied, the number of patients
In hospitals, and, sadly, on the number of
deaths. In the background, the pharma-
ceutical and medical device Industries
are still working to produce medikines
such as acetaminophen (paracetamol)
to alleviate the fever caused by the virus,
developing potential vaccines, and con-
ducting research 1o see If any existing
medicines can combat the disease
During this pandemic, It can be easy
to forget that we are a regulated industry,
and, In the laboratory, chromatographs
must be qualified, calibrated, and main-
tained. To ensure that this Is the case,
Inspections are carried out to ensure that
Iaboratories are complying with regula-
tory requirements. Howeves, the direct
impact of the pandemic on regulated
laboratories 1s an Important subject
that needs to be considered. in some
instances, facilities are restricting access
to sites to try to minimize potential risk of
exposure for critical employees, while, In
others, restrictions may prevent service
engineers from traveling. Both Issues
have the potential to affect compliance
In a laboratory. In the absence of Inspec-
tions and service engineers, how will you
keep your chvomatographs operating
reliably and ensuring data Integrity?

Why Are Qualification

and Calibration Important

to Data Integrity?

A data integrity model has been pre-
sented and discussed In an earlier “Data
integrity Focus™ article (1), and also In
my book, Data Integrity and Data Gov-
arnance (2)

The model consists of four layers. The
foundation layers consist of manage-
ment leadersh Ip, quality culture and
ethics, procedures, and training. Level
1 requires the right analytical Instrument
for the job. The importance of Level 1 to
data integrity Is If you don't know how
an Instrument performs, how can you
trust the results It generates? Therefore,
at Level 1, analytical Instruments must
be qualihied under USP chapter <1058>
on Analytical Instrument Qualification
(3), and comply with the requirements
of 21 CFR 211.63 and 160[b)(4) (4) and
EU GMP Chapter 3 clauses 334 and 3.35
(9. As the FDA issued 17 (211.63) and
37 (140{b)[4) 483 observations against
these two CFR codes In 2019, these
areas are on an Inspector’s radar (6). We
discuss two of these regulations later In
this article.

What Happens Now? Inspections
Let us have a look at what Is happening
with two regulatory agencies: the Food
and Drug Administration (FDA) In the
United States, and the Medicines and
Healthcare Products Regulatory Agency
(MHRA) In the United Kingdom

In a press statement issued on March
10th of this year, the FDA announced

WWW.CHROMATOG RAPHY DNLINE CON

that they were postponing all foreign
Inspections due to travel advice from the
State Department that prohibits foreign
travel by U.S. government employees.
In addition, there are actions by non-
U.S. governments that require overseas
travelers to self-isolate for 14 days on
arrival, or prohibit any forelgn travelers
armiving at all. Therefore, given that FDA
are unable to physically inspect foreign
companies, they will gather Information
under Mutual Recognition Agreements
with other regulatory authorities, and
revert to physical Inspection and pos-
sible testing at the U.S. border, as they
have done since the start of the out-
break In China when Inspections were
halted there (7).

Later, FDA announced on March
18th that domestic routine survelllance
Inspections were being postponed for
the safety of the nspectors, and also
due to Industry concerns about visRors.
However, for-cause Iinspections would
be risk assessed, and only critical ones
would be camied out (8).

in the United Kingdom, the MHRA
posted a statement on the web site on
March 20th, stating that they are only
conducting essential GXP inspections
assoclated with the UK's response to
Covid-19, and all other Inspections will
be deferred to a later date (7). The same
post noted that

We are expecting organizations to
maintain GaP complianca, and will sup-
port tha industry and NHS to focus on
service continuity by using altemnative

T




FDA Guidance For Industry — June 2020 -

Conrains Nonbinding Recommendations

Good Manufacturing Practice
Considerations for Responding to
COVID-19 Infection in Employees in
Drug and Biological Products
Manufacturing

Guidance for Industry

June 2020

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research
Center for Biologics Evaluation and Research
Center for Veterinary Medicine

‘ Manufacturing Controls (p3)|

“Drug manufacturers are expected to prevent
or mitigate potential adverse effects on the
safety and quality of drugs....”

Review 21 CFR 211.28(d) “Personnel responsibilities”

‘ Impact on Quality (p7)|

Risk Assessment....

“...drug manufacturers are expected to evaluate
whether it poses new risks in the context of their
drugs, facilities, processes, and manufacturing
controls.”

‘ Employee....I « Exposed to COVID-19
 Symptoms of COVID-19

 Tested Positive for COVID-19




Laboratory Instrument Compliance — During a Pandemic -

Many options exist for laboratories

1. Continue (vendor services) -  Business as usual
X If corporate/local policies allow

v/ Lockdown conformance
X Requires equipment redundancy on site
X May need method validation

2. Substitution (of equipment)

v Lockdown conformance
X Vendor dependent
X Requires a certified executing employee

4. Vendor exchange services  ° v Lockdown conformance
X Vendor and equipment dependent

X Need to address qualifications about re-installation

3. Vendor remote services

v/ Lockdown conformance
X Address Policy Requirements + detailed risk assessment
X Increased dependency on equipment’s PQ

5. Use “expired” equipment




Risks of Using “Expired” Equipment ?

Catastrophic
Failure

Performance
Drift

No Preventative

Maintenance
(PM)

No Operational

Qualification
(o]e))

No Performance
Qualification
(PQ)

Poor System
Suitability Tests

Increased risk

of catastrophic No impact No impact No impact
failure
Reduces Reduces Inability of
_ likelihood of likelihood of detect?’n
Increased risk detecting detecting 9

of performance
drift

failures / “drift”

Increases audit
risk*

failures / “drift”

Increases audit
risk*

failures | “drift”

Increases audit
risk*

* Based on the challenge of justifying the scientific validity of actions




Data Integrity Findings — Have Implications for All -
Regulated Laboratories.......

(“...technical records shall include the data and

A ttri b u ta b I e _______________________ A _ Clause: 7 5 1 identity of personnel responsible for each activity

and for checking data and results”)
L e i b Ie (“...ensure that amendments to technical records can be
g """"""""""""""""""" - Clause: 7 . 5.2 traced to previous versions or to original observations”)

CO n tem p O r a n eo u S C . Clause: 7 . 5. 1 (“Original observations, date and calculations should be

recorded at the time they are made...")

Or lglnal .................................. O . Clause: T.5.2 (-originalandamended data shall be retained’)
Accurate.... ... .| A

i (“....provides conditions which safeguard the
- Clause: 7 " 1 1 -3 c) accuracy of manual recording and transcriptions”)

Complete - 7.11.3 e)
s < Consi§tent- 7.11.6
enduing- 1ALSD) ‘ ISO 17025 Accredited Laboratoriesl







