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2 FDA Inspections, 6 years apart
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lll Let the story begin ...

O | Analytical Method - PK LC-MS, NCE
2 FDA Inspections — |x site-based, I x remote records review
O 6 years apart — 2015 and 2021

* Same drug product
O e Submission-related FDA visits

* Firstly — initial submission; secondly — label extension
O application.
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lll On-Site or Cyber ... does it matter?

O Similarities?  Differences?

Curious yet ... ?
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UCB - FDA Inspection
(September 2015)
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lll UCB - FDA Inspection (Sept 2015) ,ﬁ‘ia

O

What: FDA Inspection directly related to NDA Submission

Studies selected: Study A: Phase | bioequivalence study of 2 different drug formulations (same drug product)
O Study B: Phase | comparative 4-way crossover study (3 different drug products)

Notification: “Announced” (sort of) ... “Unannounced” (our reality)

Duration: 5 days, 8 hours per day

Inspection type: Site-based
O Study types: Sample analysis & method validation studies

Study timings: Method validation - 2001-2006/2007 (v1.0-v4.0),
O Study A — samples analysed in 2008
Study B — samples analysed in 2007
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J UCB - FDA Inspection (Sept 2015)

FDA Inspection

2| Sept 2015: 25 Sept 2015:

UCB Security UCB return study
notify Head of documentation to
Bioanalysis that UCB Archives, etc

2 FDA Inspectors
have arrived on site

2] Sept 2015: 25 Sept 2015:

Opening Meeting Closing Meeting

of FDA Inspection of FDA Inspection
(No FDA 483,

21-25 Sept 2015:
Days I-5 of FDA
Inspection (8 hrs/day)

18 Sept 2015:

FDA inform UCB of
site-based FDA
Inspection via
‘inffo@UCB’ mailbox,
sent late afternoon

no observations)

©OUCB SA, 2021. All rights reserved.
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UCB activities

16 Oct 2015:
Would be date of
deadline for
submission of
UCB’s responses
to FDA Inspection
observations

(15 working days)




lll UCB - FDA Inspection (Sept 2015)

Organisational

| Lead Inspector; | Co-Inspector

i. Introductions, etc

ii. List of personnel (current & those involved at the time of the study).

iii. List of SOPs & validated computerised systems; (then various SOPs requested from list, current & effective
version at time of the studies).

iv. Tour of labs (in person); equipment maintenance & calibration data (current & from time of study);

Inspection tour of archives facility (in person).
Requests v. Lead Inspector — review of clinical study sample analysis data (Study A & B).
vi. Both Inspectors — review of method validation data (v1.0-4.0), focusing on QC & standards sample
preparation & stability; RT stability, freeze/thaw data. Sample receipt & preparation.
vii. Translations of SOPs, proforma, checklists (verbal translation accepted).
viii. Direct comparison of manually integrated chromatograms vs automatically integrated result (statistical
difference), reconstructed from archived data.
Focus of Focus of the inspecti data integri bility of th les in th jated d
Inspection ocus of the inspection was on data integrity, traceability of the samples in the associated data.

QA & Back Office

Formal Regulatory Inspection Back Office support (in person), plus QA review/release of shared documents.

Regulatory
Approach

Their approach is in line with the FDA 21 CFR 320 Bioequivalence & Bioavailability guidelines.
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UCB - FDA Remote
Records Review
(June/july 2021)
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lll UCB - FDA Remote Records Review (Jun/jul 2021) ¥[2 253 5 FDA

O What: FDA RRR directly related to label extension submission (made in 2020);
original NDA submission was in 2017.

Studies selected: Study C:Phase 2a PK study
O Notification: Announced
Duration: 7 days, 4 hours per day - plus closing meeting on 8™ day.
Inspection type: Remote

O Study types: Sample analysis & method validation studies

Study timings: Method validation - 2001-2011 (v1.0-v5.0),
Study C — samples analysed in 201 |
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I UCB - FDA RRR: Timeline (May - Jul 2021)

Awaiting info UCB activities Awaiting further info FDA RRR UCB activities

14 May 2021: 21- 27 May 2021: 07 Jun 2021: 29 Jul 2021:
UCB ag.r.ee UCB de-archive study QA finalize review of 28 Jun 2021: 8 Jul 2021: Deadline for
to participate data, compile & review studle§ (sample Opening Meeting | Closing Meeting submission of
requested information analysis & study- of FDA Remote of FDA RRR UCB'’s responses
relgted. methqd Records Review | (2 observations) t© FDA RRR
validation versions) observations
27 May 2021: 287JJU"| '2(2)21:", (15 working days)
UCB upload -fu :
13 May 2021 20 May 2021: requestpe j 14 Jun 2021 Days 1-7 of FDA
FDA request UCB to FDA request to information FDA Request RRR (4hrs/day)
participate in a review ‘Study C’ to0 FDA’s Opening Meeting
‘voluntary remote and provide a list portal using
records review’ of requested Box.com A
information ’

©OUCB SA, 2021. All rights reserved.
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lll UCB - FDA Remote Records Review (Jun/jul 2021)

Organisational | Lead Inspector; 3-4 other FDA personnel online (virtual connection, via Zoom and Box.com)

i.  Introductions, etc

ii. List of personnel (current & those involved at the time of the study).

iii. List of SOPs & validated computerised systems - then numerous SOPs requested from list, (current &
effective version at the time of the study).

iv. Tour of labs (via mobile phone camera); equipment maintenance & calibration data (current & from time of

Remote Records study); tour of archives facility (via mobile phone camera).

Review Requests | | Numerous requests throughout RRR (95 entries > 150+ documents)

vi. Lead Inspector — review all documents, e-data and metadata. Other FDA personnel observed only.

vii. Translations of SOPs, proforma, checklists (verbal translation accepted).

viii. Meticulous review of report vs raw data, for each analyte, each run. Also a review of QC & standards sample
preparation & stability; RT stability, freeze/thaw data. Sample receipt & preparation, etc — all reconstructed
from archived data.

Focus of Focus of the inspection was on data integrity, traceability of the samples in the reports and associated data.
Inspection Increased emphasis on metadata, audit trail.

QA & Back Office | Formal Regulatory Inspection Back Office support (in person & virtual), plus QA review/release of shared
documents (in person & virtual).

F;fg“'ato';'y Their approach is in line with the FDA 21 CFR 320 Bioequivalence & Bioavailability guidelines.
pproac
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lll UCB - FDA Remote Records Review (Jun/jul 2021)

Q
O

August 30, 2021

53 days later - notification received by UCB that the FDA had approved

O the label extension of drug
ro .
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On-Site or Cyber
... does it matter?
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UCB - FDA Inspection (2015) UCB - FDA RRR (2021)
* Requests for documentation (typical format | * Requests for documentation (similar
S & content) format & content)
SR L EDA 21 CFR 320 Bioequivalence & * FDA 21 CFR 320 Bioequivalence &
Bioavailability guidelines Bioavailability guidelines
e Labs /Archives tours - in person * Labs /Archives tours - via mobile camera
* | Lead Inspector, | Co-Inspector — both * | Lead Inspector, plus other FDA observers
in person — all remote
Plli=g=yle= »  Document review - paper copies * Document reviews - e-copies only
* Back Office & QA —in person + travel * Back Office & QA —in person & remote
e Timeline: total of 5 days inspection e Timeline: 46 days ‘inspection readiness’,
7 days RRR + closing meeting
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ll On-Site or Cyber ... does it matter? FDA

FDA Inspection (2015) FDA RRR (2021)
* Face-to-face communications * Announced visit
* 2 Inspectors * No travel costs (‘eco-friendly’), multi-locations
 Steady pace * | Inspector (+ observers)
* Establishment Report (no FDA 483) * No Establishment Report, or FDA 483

* Unlimited attendance on calls (training/awareness
opportunities)

* 4 hours, Zoom meeting (afternoons);
morning = prep time

* Shared visibility of Inspector’s reviews during interactive
Zoom sessions

Opportunities

* “unannounced” visit * All documents to be (scanned &) uploaded, by UCB.
* Numerous additional paper copies « Slower pace (?)
Limitations (‘eco-unfriendly’) * RRR Summary can be specifically requested from FDA
* 8 hours — whole day of F2F meetings (separate to RRR activities); may take a while until
* Less awareness of review approach. receipt.
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FDA RRR - benefits
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Enhanced potential for
operational efficiency and
minimal travel costs
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‘Inspection’ sessions: split
between preparation time
+ Inspector interviews
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Enhanced opportunity for
‘Inspection Readiness’ activities
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Sustainability — e-copies reviewed,
hence significant reduction in paper use,
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Collaborative learning
opportunity (for UCB’s
scientists & QA) on FDA’s
approach to the conduct of
the remote records review

Site vs
Cyber
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Improvements in technological
solutions to support remote
records reviews
Visibility of phased
‘Inspection’ timing.
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Jll On-Site or Cyber ... does it matter?

Lest we forget ...

One of the fundamental purposes of any regulatory And, the way in which data is generated, handled, reported
inspection is to assure the quality and integrity of data in and archived has continued to evolve in line with the ongoing
studies. development of supporting technologies. For example:

* increasing use of electronic data capture,

* automation of systems,

* and use of remote technologies,
* increased complexity and flexibility in our ways of
working.
However, the main purpose of the regulatory inspections
remains the same:
_ y ( *  having confidence in the quality and the integrity of
' o ) the data,

* being able to reconstruct activities performed,

* and ultimately, safety for the patients.

)
hEd

©UCB SA, 2021. All rights reserved. @Quality Trust& Innovation



Jll On-Site or Cyber ... does it matter?

Finally ... For those small contract research companies and/or
academic institutions that do not have:

a) adequate technological infrastructures,

b) on-site IT expertise that is familiar with the
business practices & culture, the systems &
equipment ... and the mental capacity of the

For those companies that do have: workforce, and
c) procedures geared up to a remote way of

a) adequate technological infrastructures, working -
b) sufficient IT tech expertise and support,
c) procedures geared up to a remote way of Then, yes, it will matter.
working, and
d) increasing awareness of staff to RRRs Funding will be needed to support this type of ‘remote
revolution’ ... and there could be an expectation (and/or
Then, it doesn't matter to the business or the patient if the reliance) on pharma to provide these resources.

Regulatory Inspectorate review is site-based or remote.

Everything is evolving ... even the MHRA have announced that they want to be see as enablers, not enforcers &l s )
c o i & Quali -
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Thank you for listening ...
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Questions?
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