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Background

In their Pharmacopeial Forum 39(4) in 2014, the USP published
the draft of chapter <1115> “Bioburden Control of Nonsterile Drug
Substances and Products”. The document outlines a risk-based
approach to the control of potential contamination in non-ster-
ile product manufacturing.

But “bioburden” is not only a topic of non-sterile products. An-
nex 1 of the European GMP Guideline requires “The bioburden
should be monitored before sterilisation. There should be working
limits on contamination immediately before sterilisation, which are
related to the efficiency of the method to be used. Bioburden assay
should be performed on each batch for both aseptically filled product
and terminally sterilised products.”

And last but not least, bioburden testing for medical devices
made or used in the USA is governed by Title 21 of the Code of
Federal Regulations and worldwide by 1SO 11737.

The current developments determine us to address this topic in
a special workshop session to look at this from various angles,
provide you with information about the regulatory background
and practical examples and strategies for bioburden control.
Pharmacopoeial experts, representatives of pharmaceutical
quality control and from testing laboratory will show you what
are the challenges of the bioburden control strategy and how
they implemented an adequate control in their companies.

Target Audience

This Live Online Training is of interest to professionals in
microbiology from

= Pharmaceuticals and Biopharmaceutical Companies

= Academic Research Institutions

= Government Agencies

= Contract Service Laboratories

who are involved in
= Research and Development
= Validation
= Microbiological QA and QC

Moderators

Dr Sven M. Deutschmann, Roche, Chair ECA Pharmaceutical
Microbiology Working Group
Axel H. Schroeder, Concept Heidelberg

Objective

During this Live Online Training, the following contents and
questions should be addressed by presentations and panel dis-
cussions. Considering that, panelists from the fields non-sterile
products, sterile products, combination products as well as
biopharmaceutical APIs and HCT/Ps will be on hand for the train-

ing.

General Information

= Bioburden control strategy dependent of the lifecycle
phase of the product (so-called “Phase-appropriate
control strategy”)
- Early clinical phase
- Lateclinical phase
- Commercial phase
= Test for “specified microorganisms” and / or
“objectionable microorganisms”?
- Raw materials
- In-process-control samples
- Drug substance
- Drug product
- Final product
= Refresher on biofilms including case studies
- Biofilm biology
- How to recognize biofilms in bioburden trends
- Lessons learned from a company

Testing

= Where is bioburden tested in processes?

= Predefinition of bioburden and / or endotoxins levels for
raw materials

= Assessment of the presence / absence of “objectionable
microorganisms” in your raw materials?

= What are the methods in use?
- TAMC
- TYMC
- MPN
- Any other bioburden testing method
- Rapid micro methods

= |sit necessary to have a limited shelf life for bioburden
samples?

* How to treat so called “missing bioburden” results?

Limits

= Predefined bioburden and / or endotoxins levels for your
upstream / fermentation processes (if applicable) and
downstream processes or for the whole process

= What will be preferred? A two-tiered-control system
(warning and alert level) or a three-tiered control system
(warning and alert level AND rejection level)?

= Methodologies in use to define the limits, e.g.
- how many data points are required to define the limits
- philosophy for new processes / new manufacturing
processes without having experience of process
capabilities
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Deviation Management

= Do you perform ID?
- IfYES, when:
- Each colony
- Only in case of an excursion of limits / level
- What's the preferred ID technique?
= Measures in case of an excursion of a limit

USP <1115>, USP<1229.3> and USP <1119>

= Bioburden control of non-sterile drug substances and
products - USP and industrial view

= Bioburden monitoring, USP<1229.3> applies to sterile
products

= USP<1119>

Presentation list:

= European Regulations

= USP<1115> Bioburden Control of Non-Sterile Drug
Substances and Products

= Refresher on biofilms including case studies

= Microbial Control Strategy for Biopharmaceutical
Manufacturing

= Microbial Counts and Bioburden of Combination
Products: Guidelines, Specifics and Case Studies

= Bioburden for Sterile Operations

= Bioburden Monitoring, USP<1229.3> applies to
Sterile Products, USP <1119>

= Bioburden Testing of Modern Medicinal Products-
Practical Experience of a Contract Lab
- Various types of bioburden testing
- Technical challenges: Non-Steriles up to ATMP
- Practical Examples - from classic Pharmaceuti-

cal Products to HCT/Ps

* Minimizing the impact of bioburden and sterility
testing on gene therapy batch yield

= Assessment of Bioburden Excursions in Non-Sterile
Biologics Manufacturing Processes

Speakers

Dr Marja Claassen-Willemse, MSD, The Netherlands

Maria Claassen studied Biology at the Radboud University of Nijmegen
and got her PhD on Virology at the Utrecht University. After a post doc
position in the field of Immunology at the Erasmus MC in Rotterdam,
she joined MSD where she had varying positions in development, QC
and manufacturing. Currently, she is associate director, leading a team
of microbiological specialists who operate globally and own the micro

methods at the MSD’s manufacturing division.

Speakers

Dr Sven M. Deutschmann, Roche Diagnostics GmbH,
Germany

Sven Deutschmann studied biology at the University of Brunswick
where he obtained his PhD in cell culture technology. In his current role
in Roche’s “Analytical Science”Chapter he evaluates and validates Al-
ternative Adventitious Agents Tests and Alternative Microbiological
Methods. Besides his internal responsibilities Sven is member of the
German Pharmacopeia Commission and its Microbiology Committee as
well as Expert in the Working Parties “Bacterial Endotoxins” and “HTS”
or Chairperson of the Working Party “Mycoplasma” and Expert Group 1
“Microbiology” of the European Pharmacopeia Commission in Stras-
bourg, France. In 2009 he was appointed as commissioner of the Cen-
tral Commission for Biological Safety, a brains trust of the Federal Office
of Consumer Protection and Food Safety. In addition, Sven is chairper-
son of the Advisory Board of the ECA “Pharmaceutical Microbiology” In-
terest Group and co-author of various PDA Technical Reports.

Dr Christoph Hoppner, Head of Testing Facility at
Eurofins, Germany

Christoph holds a PhD in Microbiology and a degree in economics. He
started his carreer at the Universtity Munich before he joined BSL Bioser-
vice in 2005 as Head of Microbiology Department in 2005. Today he ist
Head of Testing Facility and Sustainability Manager and since 2023 he is
as Senior Director Microbiology Operations BPT Europe and responsible
for the microbiological activities.

Dr Holger Kavermann, Roche Diagnostics

Holger Kavermann studied microbiology at the University of Géttingen
and obtained his PhD in medical microbiology at the University of Mu-
nich. In 2003, he joined Roche Diagnostics GmbH as Manager QC re-
sponsible for the microbiological and cell biological analytics of QC and
In-Process-Control-samples in the production of biotechnological de-
rived active pharmaceutical ingredients. In 2013, he became head of
the QC Department for Environmental Monitoring and Cleaning Valida-
tion. Since 2017, he has been the department head for Microbiology, EM
and Cleaning Analytics.

Nicole Kliih, Labor LS SE & Co. KG, Germany

Nicole holds an B.Sc. in Food Technology and an M.Sc. in food process-
ing, She is working at Labor LS as instructor in the department for non-
sterile samples.

Dr Sebastian Tholken, Lonza Stein, Switzerland
Sebastian holds a PhD in Pharmaceutical Chemistry from the University
of Freiburg. In 2015 he joined Novartis Steriles in Stein where he had sev-
eral positions in Microbiology and production. In 2023 he came to Lonza
as Principal Scientist Microbiology and is - among other things - respon-
sible for building a new microbiology laboratory.

Dr Radhakrishna Tirumalai, MSD, formerly at USP,
USA

Dr Tirumalai has been at the USP from 2003 until 2022 as Principal Scien-
tific Liaison-General Chapters in the Science Division. He was the Liaison
to the USP Expert Committee on Microbiology. He worked with the indus-
try, regulatory agencies and other external science-based organizations
in the development and revision of General Chapters. Dr Tirumalai has
represented USP on PDA expert task forces and committees related to
Microbiology and Sterility Assurance. Currently, he is working at MSD (US
Merck) in a global position.

Bioburden - Regulatory Expectations and Practical Experiences | Live Online Training on 17/18 October 2024



Friday, 18 October 2024, 09.00 - 13.00 h CEST

https://www.gmp-compliance.org/training/online-training-
technical-information you will find all the information you need
to participate in our trainings and you can check if your system

meets the necessary requirements to participate. If the installa-

Date of the Live Online Training
Thursday, 17 October 2024, 09.00 - 17.30 h CEST
tion of browser extensions is not possible due to your rights in

the IT system, please contact your IT department. Webex is a
standard nowadays and the necessary installation is fast and

We use Webex for our live online training courses and webinars.

Technical Requirements

At

"311SqaM
SI43 UO WWI0J 19B1U0D 3] BlA 3wl AUe 1e e1ep AW JO UON3]3p 10 LOI1I31103 ‘UoneILIp
-0 B3} J0J3{se ued | Jeyi slou | .cEE.3m>:a\mum\mLo.mu:m;aEou‘gEm.\sii\\”BE
je Ao110d Aoeanid ayy osje 23s) sainied paiy3 03 pasosip g Jou [jim exep Jeuosiad Ay
'SUO JBJIWIS 4O JAPIO SIYY YIIM UOIIe}SS Ul UOIELIOUl 3 PUaS A|uo ||im iaq)apiaH
1dasuo) "passadoid pue paiois s elep jeuosiad Aw 1eyl 9913 03 auePap Aqasay |
y21ym 1o} Y4apio siy3 Jo Suissadoid au1 Joj elep Aw asn Jjim 313g)aplaH 1dsduo) “eleq
Jeuosiag Aw Jo Buissadoud ayy 1dadde | uana sy 4oj BuiasiSas Ag Aorod Aealy

Fees (per delegate, plus VAT)

Via the attached reservation form, by e-mail or by fax message.
The presentations will be made available to you prior to the Live
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The official conference language will be English.
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69007 Heidelberg, Germany

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

N31H20TL0ST/VM

For questions regarding organisation please contact:

Ms Sonja Nemec (Organisation Manager) at

For questions regarding content please contact:
+49(0)62 21/84 44 95 24, or at

Mr Axel H. Schroeder (Operations Director) at

+49(0)62 21/84 44 10, or at
schroeder@concept-heidelberg.de.

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

|||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||| o - -

% 00T 22U=424U0D aLf) 03 soud S¥Y2aM 7 UILIM uole)jsoue) -
:Vc 0§ @2usi3ju0d 9yl 01 Joud SY23M 7 ]13Un uoljejjadue) -
‘% G 20UaJ3ju0d 8yl 0} Joud SYe9M ¢ ]13Un uolejjedue) -
‘% 0T 9dUaJ3ju0d ay] 01 kOCQ SY83M {7 ]13UN UONE||BIUE)) -

1539} Buissad04d Buimo)|of a3 931eYd 1SNW am Ajauua [90Ued 03 aney ok § g

‘3w Aue 3e an3ea]jod 81nIsqns e awodlem o Addey aue apy T
'suoido oM aney NoA 83UBI9JU0D 3} pualle Jouued nok §|
SUOIIPUOD PUE SUIIB) [BIBUSD)

ANVWYIO
819q1apIaH £0069-a

¥€ v¥ ¥8/12 29 (0) 6%+ Xed
¥9/10T Xog "Od
5¥39713d13H LdIDNOD

1249y 3no 11y aseald ‘Y31 ay3 uo suon

-e2y129ds ay1 wouj sa1eIABp SSalppe-031-])iq 8yl 4|



