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FDA was first with the PACMP - termed

Comparability Protocol \
Co
fmparabj

A Comparability Protocol is a comprehensive, OrHUmanhg/ PmtOCols
: ru
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prospectively written plan for assessing the effect of Chemisyy, MBIO]OgiCS
a proposed CMC post-approval change(s) on the
identity, strength, quality, purity, and potency of a
drug product or a biological product (i.e., product), as
these factors may relate to the safety or effectiveness

of the product (i.e., product quality).

First version 2003



PACMPs are being introduced globally

USA introduced the PACMP (Comparability Protocol) in 2003

EU allowed PACMP in 2013

Switzerland is allowing PACMP from 2019

Japan introduced the PACMP in Aug 2021

Canada introduced PACMP under pilot in Nov 2021

Brazil is about to commence a Q12 pilot, starting with PACMP tool
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Post-Approval Change Management Protocol
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8 Novo Nordisk company presentation

Our global
presence

Corporate headquarters R&D centres
Bagsveerd, Denmark China, Denmark, India, UK, US

production sites °

Brazil, China, Denmark, France, US °
[ ]

Strategic Regional offices

Beijing (China)

Sao Paolo (Latin America)
Tokyo (Japan)
Copenhagen (North West
Europe)

Mainz (Germany)

Zurich (South East Europe,
Middle East & Africa
Dubai (Asia & Pacific)

Novo Nordisk®

Novo Nordisk Novo Nordisk
markets its products affiliates

in 168 countries in 80 countries
worldwide
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Case example (I):
Additional drug product site for an insulin analogue

« The same process as original site

« Within the approved batch size range
« The same specification

« The QC lab was already approved

« The facility already had satisfactory
GMP approval

« Submitted as a type II variation in EU:
Post-Approval Change Management
Protocol




Submission of data in a Type 1b variation

e Addition of manufacturer

Facility and Equipment

Process validation report

Batch analysis report

Stability protocol

Change managemant report
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Time line

Type II (major change) PACMP submitted: 03-May-2019
PACMP approved: 18-Jul-2019

Results submitted as Type 1B (moderate change): 23-Sep-2020
Addition site approved: 04-Nov-2020

Batches from new site can be released from: 04-Nov-2020
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Case example (II): Sterile filtration at point of filling
(soluble insulin products)

« Protocol describing how pilot data for batches with
and without the sterile filtration at point of filling will
be made

» Acceptance criteria:

« The results of stability indicating parameters, e.g.
pH, macroscopy and preservatives must be within
the currently approved release specification limits,
comparable to reference samples produced
without the sterile filter at point of filling and
comparable to historical data in manufacturing
scale.

« Submitted as a type II variation in EU: Post-Approval
Change Management Protocol
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Submission of data in a Type 1b variation

Updated decribtion of manufacturing
process and controls

Batch analysis report
Stability protocol and commitment

Change management report
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Time line

« Type II PACMP submitted: 20-Dec-2020
« PACMP approved: 11-Mar-2021

« Results submitted as Type 1B: pending

Novo Nordisk®
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Conclusion

« PACMPs are very usefull for major changes for which lower reporting category of data is
expected (and approved ©)

« Major logistical advantages as time from manufacturing to release can be shortened
 Predictability of the resulting post-approval change




