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Stage 3 (CPV/OPV)
A Practical Approach
Highlights

Overview of control charts for grouped and individual data

Overview of control charts of attributes

Why fundamental requirements for control charts are not met in real-life
process data?

Why are there too many false alarm signals?

Regulatory Language versus Statistical Language

“State of Control” versus “State of Statistical Control”

Process stability and capability

Adjusting SPC rules to the real world for pharmaceutical/biopharmaceutical
process data

Components of a CPV/OPV plan

Examples of pharma process behavior charts with StatGraphics software

SPC rules in the real world for an Ongoing/

Continued Process Verification Plan
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Objective

This is an advanced level course divided into two half-day parts on
08 and 09 October 2024.

You will learn:

= What is Ongoing/Continued Process Verification

= Overview of Control Charts of grouped and individual data

= OQverview of Three-Way charts

= OQverview of Attributes charts

= Stability and capability of a process

= Tools for detecting a trend and shift in process average
and/or process variability

= Reasons for too many statistical false signals in real-life
process data

= Ways to minimize false signals in real-life pharmaceutical
and biopharmaceutical processes

= Components of a CPV/OPV plan

= Integration a practical SPC approach into the CPV/OPV
plan

= Examples of control charts of real-life data of pharmaceu-
tical processes, generated with StatGraphics, will be
shown throughout the course

Background

FDA’s Process Validation Guidance and Annex 15 to the EU GMP
Guide require manufacturers to monitor product quality to en-
sure that a State of Control is maintained throughout the valida-
tion lifecycle of new products and legacy products during the
third process validation stage called Continued Process Verifi-
cation (CPV) or Ongoing Process Verification (OPV). Indeed,
regulatory agencies expect manufacturers to implement also a
CPV plan as reflected in FDA warning letters.

The implementation of Stage 3 is translated into establishing an
ongoing CPV/OPV program which allows Identification of CPV/
OPV signals and defining types of responses to these signals.
However, real-life data of pharmaceutical and biopharmaceuti-
cal processes rarely meet the fundamental assumtioms of the
conventional SPC (Statistical Process Control). This in turn leads
often to false signal alarms, which entail futile investigations of
innocuous events. Thus, a practical approach is called for and it
consists of collecting, charting and evaluating product and pro-
cess data under relaxed and adjusted SPC rules, allowing a
streamlined implementation of the CPV/OPV program.

Target Audience

This is an advanced level course, therefore a knowledge on con-
trol charts is an advantage. Employees from companies, who are
involved in pharmaceutical process validation activities (devel-
opers, QM, manufacturing, heads of validation departments,
etc.) especially regarding stage 3 Ongoing/Continued Process
Verification, are addressed. Of course consultants in this field,
who want to get information from the view of the medicinal
product manufacturers, are addressed too.

Programme

Introduction

What is Ongoing/Continued Process Verification?
Regulations

What data to trend

Process inputs and outputs: CPP and CQA

NOR, PAR and Design Space

Run Chart versus Control Chart

Common cause variation versus special variation
“State of Control”

Overview of Control Charts of Variables

Overview of Control Charts of grouped data
Overview of Control Charts of individual data
Overview of Three-Way charts

Capability indices (Cp, Cpk, Pp and Pk)

Stability and capability of a process

Examples: control charts of Assay, impurity, of UOC,
dissolution

Overview of Control Charts of Attributes

Their use in the pharmaceutical industry

Np and p control charts

c and u control charts

Examples: control Np charts of inspected packages
(defective), c charts of non-conformities (defects)

in labels of a drug product; c chart of environmental
microbial counts

Evaluation of a Control Chart

Nelson rules for detecting trends and shifts

“State of Control” versus “State of Statistical Control”
Phase | and Phase Il in control charting

“Statistical Limits” versus “Regulatory Limits”

Are all statistical assumptions valid in real-world pharma-
ceutical process data?

Adjusting SPC Rules to Pharmaceutical Process Data

Which statistical rules can be relaxed
Setting practical limits

Examples of process behaviour charts
Components of a CPV/OPV Plan
Identification of CPV Signals

Types of responses to signals
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Structure of OPV/CPV Plan

= Basic components of an OPV/CPV Plan
= Setof SOPs

= |dentification of OPV/CPV signals

* What level of monitoring?

= Types of responses to OPV/CPV signals
= Roadmap of OPV/CPV Plan

Speaker

Dr Raphael Bar
BR Consulting
Dr Bar headed the Analytical R&D Laboratories at Teva Phar-
maceuticals and subsequently the analytical QC Laboratory at
Pharmos. For the last thirteen years, Raphael Bar has been a

pharmaceutical consultant for the Pharma and Bio-Pharma in-
dustries.

@ Stay informed with the GMP
= Newsletters from ECA

The ECA offers various free of charge GMP newsletters for
which you can subscribe to according to your needs.

right or visit www.gmp-compliance.org/
gmp-newsletter

Your Benefits

Internationally Acknowledged Certificate from ECA
Academy

The EU GMP Guide requires: ,,... All personnel should be aware
of the principles of Good Manufacturing Practice that affect
them and receive initial and continuing training,...". This is why
you receive an acknowledged participant certificate, which lists
the contents of the seminar in detail and with which you docu-
ment your training.

This Training Course is recognized for the GMP/GDP
Certification Scheme

Building on your education the
ECA GMP/GDP certification pro-
grammes provide you with the
appropriate supplement to ac-
quire this qualification. This
training course is the first ele-
ment for your additional certifi-
cation. Simply choose any three
courses within the programme
according to your professional
interest. Your certificate is then
valid for two years. To renew it,
you can pick any training from
the ECA courses and conferenc-
es list within that two-years period - allowing you to broaden
your knowledge in GMP and GDP compliance. Please find more
information at www.gmp-certification.org

CERTIFICATE

Would you like to present your company in an exhibi-
tion or as a sponsoring partner?

We offer you the opportunity to present your company, your
products and services to your target group. Thus, participants
can inform themselves during the breaks and gain additional
benefit from the event. Alternatively, you can also become a
sponsoring partner, for example by sponsoring lunch/dinner,
coffee breaks or a social event. Interested? Then find out more
about the possibilities at https:/www.gmp-compliance.org/
training/exhibitions-and-sponsoring
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er. It is quite uncomplicated and doesn’t require any software
- you simply watch the video on your browser. You can find all

recorded events at www.gmp-compliance.org/recordings.

recordings. This means that you can watch the videos of the
event ,on demand” - whenever it suits you - on our web serv-

We also offer many of the training courses and conferences as

ECA has entrusted Concept Heidelberg with the

The official conference language will be English.
organisation of this event.

Conference language

You cannot attend the Live Event?
Organisation and Contact

CONCEPT HEIDELBERG

P.0.Box 10 17 64 | 69007 Heidelberg, Germany

Phone +49(0)62 21/84 44-0
Fax +49(0)62 21/84 44 34

20T60€014/4D

For questions regarding organisation please contact:

Ms Sonja Nemec (Organisation Manager) at

For questions regarding content please contact:
+49(0)6221/ 84 44 24, or at

Mr Sven Pommeranz (Operations Director) at
+49(0)6221/84 44 47, or at
pommeranz@concept-heidelberg.de.
nemec@concept-heidelberg.de.

info@concept-heidelberg.de
www.concept-heidelberg.de
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