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Biologicals

due to its complexity it cannot be fully characterized
by analytical testing alone
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quality determined by a combination of physico-
chemical and biological testing, together with the
production process and its control

biological activity and immunogenicity are dependent
upon all its structural features

COMMISSION DIRECTIVE 2003/63/EC of 25 June 2003



Plasma derived












Plasma derived

Biotechnological



Bacteria
| el0] ]}

Yeast
Saccharomyces

Mammalian cell lines
CHO (Chinese hamster ovary)
NSO (murine myeloma) C







19 July 2012
EMA/CHMP/471107/2012
Committee for Medicinal Products for Human Use (CHMP)

Summary of opinion? (initial authorisation)
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Cytotoxic agent

H The synthetic microtubule-disrupting
Ad Cet ri s ﬁ]l"lllbt%dgr agent, monamethyl auristatin E (MMAE),
br;nat:]xlinfag' that induces target cell death’
- - 1 [ 1
Brentuximab vedotin specific for CO3D

A synthetic protease-cleavable linker
that covalently attaches MMAE to the
CD30-directed antibody and releases
the agent within the target cell’

On 19 July 2012, the Committee for Medicinal Products for Human Use (CHMP) adopted a positive
opinion, recommending the granting of a conditional marketing authorisation for the medicinal product
Adcetris, 50 mg, powder for concentrate for solution for infusion, intended for the treatment of of adult
patients with relapsed or refractory CD30+ Hodgkin lymphoma (HL): (1) following autologous stem cell
transplant (ASCT) or (2) following at least two prior therapies when ASCT or multi-agent
chemotherapy is not a treatment option as well as for the treatment of adult patients with relapsed or
refractory systemic anaplastic large cell lymphoma (sALCL).

Adcetris was designated as an orphan medicinal product on 15 January 2009. The applicant for this
medicinal product is Takeda Global Research and Development Centre (Europe) Ltd. They may request
a re-examination of any CHMP opinion, provided they notify the European Medicines Agency in writing
of their intention within 15 days of receipt of the opinion.



Brentuximab Vedotin Mechanism of Action

Brentuximab vedotin (SGN-35) ADC
monomethyl auristatin E (MMAE), potent antitubulin agent
protease-cleavable linker

anti-CD30 monoclonal antibody

ADC binds to CD30

ADC-CD30 complex
traffics to lysosome

MMAE is released

_ = G2/M cell
MMAE disrupts v cycle arrest

microtubule network
Apoptosis




Nature Reviews Drug Discovery March 2003

Pegasys (PEG-IFNa 2a)
PegIntron (PEG-IFNa 2b)
Mircera (PEG-EPO)
Plegridy (PEG-IFN beta-1a)
Adynovi (PEG-FVIII)



Recombinant baculovirus
expression system and the
Insect cell line Hi-5 Rix4446
derived from

Trichoplusia ni



MATURE BIOTECHNOLOGY WOLUME 24 MNUMBER 8 AUGLUST 2006






FDA approval
May 2012

16



The active substance, sebelipase alfa, is a recombinant form of human lysosomal acid lipase
(hLAL). This enzyme catalyzes the hydrolysis of cholestery| esters and triglycerides to free
cholesterol, glycerol and free fatty acids and is as such involved in the maintenance of a normal
lipid metabolism. It is the first recombinant product expressed in transgenic chicken (Gallus gallus)
and purified from egg white of transgenic hens.

The finished product is presented as a sterile liquid concentrate for injection intended for single use
intravenous infusion containing 20 mg (2 mg/mL) of the active substance sebelipase alfa. Prior to
intravenous administration, the finished product is diluted with 0.9% sodium chloride injection
USP/Ph. Eur.



ATMP In the EU

cell therapy

tissue engineering



Requlation (EC) No 1394/2007

10.12.2007 EN Official Journal of the European Union L 324/121

REGULATION (EC) No 1394{2007 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
of 13 November 2007

on advanced therapy medicinal products and amending Directive 2001/83/EC
and Regulation (EC) No 726/2004

(Text with EEA relevance)

Specific rules regarding the authorization
supervision
pharmacovigilance

of advanced therapy medicinal products (ATMPS)



Directive 2009/120/EC

Gene therapy medicinal product

Gene therapy medicinal product means a biological medicinal Eroduct which has the following characteristics:

(a) it contains an active substance which contains or consists of a recombinant nucleic acid used in or
administered to human beings with a view to regulating, repairing, replacing, adding or deleting a genetic
sequence;

(b) its therapeutic, prophylactic or diagnostic effect relates directly to the recombinant nucleic acid sequence it
contains, or to the product of genetic expression of this sequence.

Gene therapy medicinal products shall not include vaccines against infectious diseases.



Adenovirus (~36 kb genome)

E1 deleted, replaced
V' by expression cassette L1, L2 L3 L4 L5
7-8 kb max E2B oA E3 “Ea
deleted

Adeno-associated virus (4.7 kb genome) Expression

% Yy cassette
4.5 kb max

Retrovirus (7—10 kb genome) Expression Self-inactivating
cassette 3'LTR
* 8 kb max
Lentivirus (9-10 kb genome) cPPT  Expression Self-inactivating
W + CTS cassette 3'LTR
* 8 kb max
Liposome + plasmid (unlimited sized genome) Expression
o cassette
ori
Antibiotic

resistance gene
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Directive 2009/120/EC

Somatic cell therapy medicinal product

Somatic cell therapy medicinal product means a biological medicinal product which has the following char-
acteristics:

(a) contains or consists of cells or tissues that have been subject to substantial manipulation so that biological
characy ' s, physiological functions or structural properties Televant for the inten’aea dlinical use have been

bf cells or tissues that are not intended to be used for the same essential functionss} in the

#d the donor;

(b) is presented as having properties for, or is used in or administered to human beings with a view to treating,
preventing or diagnosing a disease through the pharmacological, immunological or metabolic action of its
cells or tissues.

For the purposes of point (a), the manipulations listed in Annex I to Regulation (EC) No 1394/2007, in
particular, shall not be considered as substantial manipulations.



Requlation (EC) No 1394/2007

Tissue engineered product means a product that:

— contains or consists of engineered cells or tissues,
and

— is administered to human beings with a view to
regenerating, repairing or replacing a human tissue
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“established therapies”

chondrocytes

keratinocytes

limbal stem cells



cell therapy



From EMA









ddVanced theraPy medicinal Products

SHOULD COMPLY WITH THE LEGISLATION FOR MED PROD

e their use needs to be authorized: marketing authorization,
clinical study, compassionate use...

e quality, safety and efficacy

e GMP (production & control), GLP (non-clinical) and
GCP (clinical studies) apply

3emps ema

» clinical studies, compassionate use MA in the EU

» hospital exemption (centralized procedure)



Regulation (EC) No 1394/2007

SCOPE

Advanced therapy medicinal products which are intended
to be placed on the market in Member States and either
prepared industrially or manufactured by a method

involving an Industrial process (Title Il of Directive
2001/83).




Advanced Therapy Medicinal Products
Regulation (EC) 1394/2007

= Marketing authorisation required
= Demonstration of Q, S & E
= Post-authorisation vigilance of S & E

= Centralised procedure mandatory
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decided by each member
state



Management Board

Committee for Veterinary
Medicinal Products

Committee for Human
Medicinal Products
(CHMP)

(CVMP)

EMA

Paediatric Committee _ Committee for Orphan
Secretariat Medicinal Products

(COMP)

(PDCO)

Committee for Herbal
Medicinal Products
(HMPC)

Pharmacovigilance Risk Committee for
Assessment Committee Advanced Therapies
(PRAC) (CAT)

from EMA



ERA

from EMA



QUALITY

DRAFT OPINION

RMP

Ch m p OVERALL FINAL OPINION



e 1 member per MS (+1 alt) - 28 - -
e 1 member from NO and ICE (+1 alt) (observers) FINAL opinion on ALL

5 co-opted members (elected by the CHMP) medicines for HUMAN use



http://europa.eu.int/comm/enlargement/estonia/index.htm
http://europa.eu.int/comm/enlargement/bulgaria/index.htm
http://europa.eu.int/comm/enlargement/cyprus/index.htm
http://europa.eu.int/comm/enlargement/czech/index.htm
http://europa.eu.int/comm/enlargement/estonia/index.htm
http://europa.eu.int/comm/enlargement/hungary/index.htm
http://europa.eu.int/comm/enlargement/latvia/index.htm
http://europa.eu.int/comm/enlargement/lithuania/index.htm
http://europa.eu.int/comm/enlargement/malta/index.htm
http://europa.eu.int/comm/enlargement/poland/index.htm
http://europa.eu.int/comm/enlargement/slovakia/index.htm
http://europa.eu.int/comm/enlargement/slovenia/index.htm
http://www.enchantedlearning.com/europe/romania/flag/Flagbig.GIF
http://www.buldir.com/images/bulgaria_flag.gif

5. BENEFIT RISK ASSESSMENT

Benefits |

Beneficial effects

Uncertainty in the knowledge about the beneficial effects
Risks

Unfavourable effects

Uncertainty in the knowledge about the unfavourable effects
Balance

Importance of favourable and unfavourable effects
Benefit-risk balance

Discussion on the benefit-risk assessment

5.1. Conclusions

The overall B/R of <name of produd: <is> <positive: provided <general statement on conditions=;
iz <negative-.
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Autologous chondrocytes

AAV-LPL

Matrix-induced autologous chondrocyte implantation

Autologous PBMC activated with PAP-GM-CSF

Autologous human corneal epithelial cells

Oncolytic HSV-1 - GM-CSF

Autologous CD34+ - RV hu ADA

T cells - HSV-TK

Spheroids of human autologous matrix-associated
chondrocytes

Allogeneic expanded adipose stem cells
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01/2013
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10/2015

CEREPRO

ADVEXIN

HYALOGRAFT C
AUTOGRAFT

ORANERA

HEPARESC

AdV-HSVtk

AdV-p53

Autologous chondrocytes

Autologous oral mucosal epithelial
cells

Human heterologous liver cells



FDA News Release

FDA approval brings first gene therapy to the
United States

CAR T-cell therapy approved to treaf certain children and young adults with B-cell acute lymphoblastic
leukemia

f sHARE TWEST | in UINKEDIN | @ PINIT | & EMAIL | & PRINT
For Immediate August 30, 2017
Release
Release

This release was updated on Aug. 30, 2017 to correctly identify the FDA
designations granted to Kymriah.

Espafiol

The U.S. Food and Drug Administration issued a historic action today making the
first gene therapy available in the United States, ushering in & new approach to the
treatment of cancer and other serious and life-threatening diseases.

The FDA approved Kymriah (tisagenlecleucel) for certain pediatric and young adult
patients with a form of acute lymphoblastic leukemia (ALL).

“We're entering a new frontier in medical innovation with the ability to reprogram a
patient's own cells to attack a deadly cancer,” said FDA Commissioner Scott
Gottlieb, M.D. “New technologies such as gene and cell therapies hold out the
potential to transform medicine and create an inflection point in our ability to treat
and even cure many intractable illnesses. At the FDA, we're committed to helping
expedite the development and review of groundbreaking treatments that have the
potential to be life-saving.”

Kymriah, a cell-based gene therapy, is approved in the United States for the
treatment of patients up to 25 years of age with B-cell precursor ALL that is refractory
or in second or later relapse.

Kymriah is a genetically-modified autologous T-cell immunotherapy. Each dose of
Kymriah is a customized treatment created using an individual patient’s own T-cells,
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CAR T-cell therapy approved to treaf certain children and young adults with B-cell acute lymphoblastic
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treatment of cancer and other serious and life-threatening diseases.

The FDA approved Kymriah (tisagenlecleucel) for certain pediatric and young adult
patients with a form of acute lymphoblastic leukemia (ALL).

“We're entering a new frontier in medical innovation with the ability to reprogram a
patient's own cells to attack a deadly cancer,” said FDA Commissioner Scott
Gottlieb, M.D. “New technologies such as gene and cell therapies hold out the
potential to transform medicine and create an inflection point in our ability to treat
and even cure many intractable illnesses. At the FDA, we're committed to helping
expedite the development and review of groundbreaking treatments that have the
potential to be life-saving.”

Kymriah, a cell-based gene therapy, is approved in the United States for the
treatment of patients up to 25 years of age with B-cell precursor ALL that is refractory
or in second or later relapse.

Kymriah is a genetically-modified autologous T-cell immunotherapy. Each dose of
Kymriah is a customized treatment created using an individual patient’s own T-cells,



C H M P Standing working parties
The current CHMP standing working parties are:
b Healthcare Professionals' Working Party
P Biologics Working Part
b Patients' and Consumers' Working Party
P Quality Working Party
b Safety Working Party
b Scientific Advice Working Party

Biosimilar Medicinal Products Working Party

Biostatistics Working Party

Blood Products Working Party
Cardiovascular Working Party

Central Nervous System Working Party
Infectious Diseases Working Party
Oncology Working Party
Pharmacogenomics Working Party
Pharmacokinetics Working Party

Rheumatology/Immunology Working Party

Y ¥ ¥ ¥ ¥ ¥ ¥ ¥Y ¥y %>y

Vaccines Working Party


http://europa.eu.int/comm/enlargement/estonia/index.htm
http://www.enchantedlearning.com/europe/romania/flag/Flagbig.GIF
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Home Find medicine Human regulatory Veterinary regulatory News & events Partners &

_ P Home kb Committees b Working parties and other groups B CHMP P Biclogics Working Party
How the committees

work Biologics Working Party [
CHMP
The Biologics Working Party (BWP) provides recommendations to the European
CVMP Medicines Agency's scientific committees on all matters relating directly or
indirectly to quality and safety aspects relating to biological and biotechnological
PRAC medicines.

COMP The BWP's tasks include:
HMPC b providing support to the Committee for Medicinal Products for Human Use ({CHMP) on
dossier evaluation, to facilitate consistency of assessments and the coherence of CHMP
CAT opinions;
b at the request of the CHMP, providing scientific advice on general and product-specific
PDCO matters relating to the quality aspects of biological and biotechnological medicinal
products;

Working parties and b preparing, reviewing and updating guidelines, in conjunction with other appropriate
other groups working parties;

b liaising with interested parties, such as pharmaceutical industry associations, learned

¥ CHMP o . . . L
societies, healthcare-professional organisations and patient organisations;
¥Biologics Working b international cooperation on the quality and safety of biological and biotechnological
Party medicinal products;
T e b contributing to CHMP scientific opinions in collaboration with the World Health Organization

& (WHO) for the evaluation of medicines intended for markets outside the European Union
Patients' and (EUY;



providing support to the Committee for Medicinal Products for Human Use (CHMP) on
dossier evaluation, to facilitate consistency of assessments and the coherence of CHMP
opinions;

at the request of the CHMP, providing scientific advice on general and product-specific
matters relating to the quality aspects of biological and biotechnological medicinal
products;

preparing, reviewing and updating guidelines, in conjunction with other appropriate
working parties;

liaising with interested parties, such as pharmaceutical industry associations, learned
societies, healthcare-professional organisations and patient organisations;

international cooperation on the quality and safety of biological and biotechnological
medicinal products;



S. Ruiz (chair)
N. Kruse (vice-chair)

Veronika Jekerle (Sci. secretariat)
Klara Tiitso (back-up)

R : e Nadja Kristg .(secretariat).

« EDQM Angelo Pacifico (secretariat)
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HISTORY

1986  Working Party on Biotechnology and Pharmacy to advise the
CPMP on quality aspects of emerging medicinal products
produced by biotechnological processes. Develop specific
recommendations on quality and safety

1995 Biotechnology Working Party was established as a permanent
working party of the CPMP (now CHMP)

Now: 11 meetings / year (2-2,5 days/month)

V. Jekerle (EMA)



Early guidelines

=Analysis of the expression construct in cell lines used
for production of r-DNA derived proteins (1995)

=Stability testing of biotechnological/biological
products (1995)

=Validation of analytical procedures(1996)

=Viral safety evaluation of medicinal products derived
from cell lines of human or animal origin (1997)



V. Jekerle (EMA)



Objectives

Support to dossier evaluation: BWP reports with recommendations on quality for
approval (Pre-authorisation (100%), Post-authorisation (escalated, <5 %))

Support to scientific advice requests: BWP reports with provision of scientific
advice on general and product specific

Guideline preparation, review and update in conjunction with other WPs (and ICH)

Scientific opinions upon request by CHMP on e.g. WHO-related topics, CMDh,
Referral or crisis situations (e.g. vaccine shortages, safety issues related to Quality)

20%

Liaison with Interested Parties (Industry associations), European Institutions
(EDQM, ECDC, EC, EFSA etc.), other working parties, GMP inspection services etc.

Training and communication
V. Jekerle (EMA)



3. Medicinal Products-specific activities

3.1. Pre-Authorisation activities

Recommendation to CHMP, CAT and SAWP on applications for scientific advice and protocol
assistance

Provision of Scientific Advice for the in-depth review of quality data for similar biological medicinal
products upon request of the SAWP

Recommendation to the CAT on data submitted to the Agency for scientific evaluation and
certification of the quality/non-clinical quality data of an ATMP (Art. 18 of Regulation (EC)
1394/2007)

Contribution to Innovation Task Force

Contribution to scientific aspects in relation to quality content in similarity assessments for Orphan
designation

Contribution to paediatric investigation plans (PIP) upon request of PDCO



EUROPEAN MEDICINES AGENCY

Biologicals and Biotech-derived Product pipeline

Recombinant proteins (mABs, ABD conjugates, fusion proteins,
enzymes etc.)

TEPs, cell and gene therapies
Vaccines (Viral, bacterial, other)
Blood derived products
Biologically derived products (urine-derived, plant-, tissue- derived)

Mandatory scope - CP

Biosimilars of the above (i.e. recombinant)
V. Jekerle (EMA)
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Pupa
10-20 days

C

Larva
4-7 days

e ABRBRN




Some examples...

e ———————

Does the Agency agree with the proposed definition
of Drug Substance and Drug Product?

Quality for an excipient of biological origin

* Important in selecting, declaring and qualifying the supplier
as any change in the quality profile of the excipient may
Impact the quality of the drug product

» Regulatory aspects to be considered when using as excipient
a plasma-derived medicinal product
= Dossier to be submitted ?
= Only batches subjected to official batch release may be used

J-H Trouvin



Some examples...

v/ Are the proposed routine control tests
relevant?

 recommended to identify critical tests based on
critical quality attributes.

» proposed IPC and release tests should be based on
the final commercial manufacturing process

Use of non irradiated bovine serum

Viral safety of the various reagents and raw
materials used in the process

J-H Trouvin



Some examples...

Comparability issues:

« Change introduced in the manufacturing process
between phase || and Phase Il clinical trial

« Relevance of the “comparability protocol” : are the
characterisation tests satisfactory and suitable to
establish the comparability of the pre & post change
products

J-H Trouvin



Some examples...

Biossay(s), potency assays
* Need to correlate the acceptance criteria with clinical data

* Need to establish a strong correlation between phenotypic
markers and expected bioactivity (in vitro-in vivo correlation)

« Demonstrate that potency characteristics remain unchanged
In-between testing and administration

 Investigate the possibility for inclusion of other phenotypic
markers

Use of "model cells” (from healthy donors) to
validate some steps or characteristics when cells
from patient are rare and cannot be wasted

J-H Trouvin



Summary

Quallty

Characterisation of the product, quality attributes
Definition of the process, critical steps,
Comparability after a change is introduced between CTs

Selections of the release parameters
= Case of the final products with a very short shelf life

Potency assay
Phenotypic markers
Cell bank strategy
Viral safety

Complex products - efficacy/safety profile is also
dependent on their quality attributes

J-H Trouvin



3. Medicinal Products-specific activities

3.1. Pre-Authorisation activities

Recommendation to CHMP, CAT and SAWP on applications for scientific advice and protocol
assistance

Provision of Scientific Advice for the in-depth review of quality data for similar biological medicinal
products upon request of the SAWP

Recommendation to the CAT on data submitted to the Agency for scientific evaluation and
certification of the quality/non-clinical quality data of an ATMP (Art. 18 of Regulation (EC)
1394/2007)

Contribution to Innovation Task Force

Contribution to scientific aspects in relation to quality content in similarity assessments for Orphan
designation

Contribution to paediatric investigation plans (PIP) upon request of PDCO






3.2. Evaluation and supervision activities

¢ Recommendation to CHMP and CAT on applications for marketing authorisations and variations
¢ Recommendation to CHMP on applications for PMF certificates and VAMF certificates

+ Recommendation to CHMP on quality in relation to quality and safety aspects of human blood
derivatives used as ancillary substances in medical devices and on other ancillary biological
substances in medical devices

» Recommendation to CMDh on requests, as adopted by CHMP, affecting scientific aspects in relation
to nationally approved medicinal products

e Recommendation to CHMP, as appropriate, on scientific opinion in cooperation with WHO for
evaluation of medicinal products intended exclusively for markets outside the community

e Support, as requested, to Inspections activities, quality defects, sampling and testing and liaison
with OMCL network and EDQM on activities of mutual interest

o Liaison with and specialised input to CAT, CHMP, QWP, BPWP, BMWP, VWP and GMDP-IWG, PAT
team and other groups, working parties and committees, where required, on activities of mutual

interest

e Quality support to public health activities related to biological medicinal products
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Autologous chondrocytes

AAV-LPL

Matrix-induced autologous chondrocyte implantation

Autologous PBMC activated with PAP-GM-CSF

Autologous human corneal epithelial cells

Oncolytic HSV-1 - GM-CSF

Autologous CD34+ - RV hu ADA

T cells - HSV-TK

Spheroids of human autologous matrix-associated
chondrocytes

Allogeneic expanded adipose stem cells






Provenge



Provenge® (sipuleucel-T) manufacturing
process overview

36-44 hrs

18 hr shelf life






CHALLENGES VS OTHER
BIOLOGICALS

= New type of products
= Gene therapy

= Cell therapy
= Tissue Engineered products

= New challenges in terms of
= Definition of the product

= Characterisation and setting specifications
= Validation and quality control parameters

= Potency assay

= Validation of a process



matthias.renner@pei.de
innovation@pei.de
Paul-Ehrlich-Institut, Germany




matthias.renner@pei.de
innovation@pei.de
Paul-Ehrlich-Institut, Germany







 Manufacture, characterisation and control of the DS
» Specifications

« Comparability / biosimilarity

» Plasma-derived medicinal products

* Plasma master file (PMF)

» Vaccines

» Stability



* Pharmaceutical Development

* Product Information

» Adventitious Agents / Viral Safety

* Transmissible Spongiform Encephalopathies (TSE)
« CJD related

 Investigational Medicinal Products

« GMO









OUTPUT FOR 2017

BWP report Pre-authorisation dossiers: 120 (9 to
CAT)

BWP reports for Scientific Advices: 135 (32 to CAT)

Plasma Master File — annual updates: 30
Plasma Master File — variations: 13

V. Jekerle (EMA)



contributing to CHMP scientific opinions in collaboration with the World Health Organization
) (WHOQ) for the evaluation of medicines intended for markets outside the European Union
(EU);

acting as a focus and catalyst for training;

contributing to and organising workshops and training sessions on the quality and safety of
biological and biotechnological medicinal products;

interacting with the European Directorate for the Quality of Medicines and Healthcare &
(EDQM), particularly in relation to European Pharmacopoeia activities, biological
standardisation and the activities of the Official Medicines Control Laboratory (OMCL)
network;

preparing statements on general or product-specific matters for the public;

on request of the CHMP, constituting a rapid-acting crisis group to take on specific issues
relating to the quality of biological or biotechnological medicinal products, including quality
in relationship to safety aspects, with the objective of exchanging information on a
European level and co-ordinating responses to the public in a timely manner.
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SCOopée

Trypsin purified from porcine pancreatic glands for use
as a reagent in the manufacture of human medicinal
products:

= as a reagent for cell culture (vaccines, ATMP...)
= to activate virus particles
= as a protein processing reagent.

EMA/CHMP/BWP/814397/2011
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11. Risk Assessment

This Guideline provides a general quality specification for porcine trypsin, especially with respect to
viral safety, and various measures that should be applied during the production of porcine trypsin to
minimize the viral risk are described. No combination of the measures outlined below can guarantee
complete viral safety, but rather they reduce the risk involved in the use of trypsin in the manufacture
of medicinal products. It is therefore necessary for the manufacturer of a medicinal product to take
account of this when choosing the trypsin for a particular use by making a risk assessment. The risk
assessment should follow the general principles outlined in Ph. Eur. 5.1.7 Viral Safety. Such risk
analysis should consider (1) the epidemioclogy and control of the animals from which the starting
material is sourced, (2) the availability of suitable virus test methods and the stage at which such
testing is implemented, (3) virus inactivation by trypsin itself, (4) the virus inactivation/removal during
manufacture of the trypsin, (5) the stage of manufacture of the medicinal product at which trypsin is
used as a reagent, (&) the risk of virus replication in cell cultures used for production of the medicinal
product, (7) additional virus inactivation/removal steps applied during the manufacture of the
medicinal product, (8) the amount of trypsin to produce a dose of medicinal product, and (9) the route
of administration of the medicinal product.

12. Regulatory Aspects

The Marketing Authorisation Holder/Applicant of the medicinal product should have sufficient
information on the trypsin to allow a comprehensive risk assessment and provide a sufficient data
package to the competent authority for assessment. This should include a description of testing
methods and the stage at which virus testing is performed, as well as the volumes and sensitivity of
the virus tests. Study reports validating virus reduction steps should be provided according to
Guideline CHMP/BWP/268/95.

This guideline is for prospective implementation. Nevertheless in light of the reported contamination
events, it is recommended to re-assess virus safety| of authorized live virus vaccines that use porcine
trypsin in the manufacturing process.



6. Contribution to dialogue and engagement with
stakeholders and external parties

6.1. Workshops

Workshop with stakeholders on quality aspects in accelerated access approaches (i.e. PRIME) (timeline
Q3/Q4 2018)

6.2. Other activities with stakeholders and external parties

Meeting with Interested Parties (EFPIA, Vaccines Europe, PPTA, IPFA, EuropaBio, EBE, Medicines for
Europe, APIC and other interested parties) on issues of joint interest. To be organised in the margins
of one of the BWP plenary meetings
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Workshop on viral safety of plasma-derived
medicinal products with respect to hepatitis E virus

Details

Documents

Title

Date
Location

Summary

Multimedia

Workshop on viral safety of plasma-derived medicinal
products with respect to hepatitis E virus

28/10/2014 - 29/10/2014
European Medicines Agency, London, UK

The purpose of this workshop is to obtain further
information on the safety of plasma-derived
medicinal products with respect to the hepatitis E
virus (HEV). It will provide the basis for deciding
what further action may be needed, including the
possible update of the current guidance on plasma-
derived medicinal products and/or development of a
reflection paper specifically on viral safety of plasma
derived medicinal products with respect to HEV.
Registration by invitation only. Registration open
until 20 September 2014,




Home Find medicine Human reqgulatory Veterinary regulatory Committees Partners & networks About us

MNews and press
releases

What's new
Committes highlights

Therapeutic areas:
latest updates

Medicine evaluation
figures

Publications
Press and social media
Open consultations

RSS feeds

P Home P MNews and Events b Events

Joint Biologics Working Party / Quality Working
Party workshop with stakeholders in relation to
prior knowledge and its use in regulatory
applications

Title Joint Biologics Working Party / Quality Working Party
workshop with stakeholders in relation to prior
knowledge and its use in regulatory applications

Date 23/11/2017 - 23/11/2017
Location European Medicines Agency, London, UK

Summary The term 'prior knowledge' can refer to both 2
company’s proprietary knowledge of formulation and
manufacturing development of medicinal products and
external knowledge from published scientific literature.
The use of such prior knowledge to support the
development of product formulations, manufacturing
processes and control strategies, could be justifiable in
certain circumstances. Through a combination of
presentations, industry case studies and panel
discussions, this joint workshop with regulators and the
pharmaceutical industry aims to reach an agreed
understanding on what is (and isn't) considered to be
prior knowledge, how can such prior knowledge be
used in regulatory submissions, how to justify its use
and how to present it in the dossier. EMA will publish a
report with conclusions from the workshop. It may also
consider further follow-up guidance.

[ Email () print @ Help [ Share

Live broadcast

b 23 November 2017
9:00 - 17:00 UK time

"l To watch the broadcast click on
'Multimedia’ tab.

Registration

b Registration by invitation only

Video recording

A video recording will be made
available after the event

Contact point:

bwpsecretariat@ema.europa.eu



4. Input in European activities

4.1. Training for the network and knowledge building

¢ Assessor training on overview guidance as part of the CHMP assessment report in relation quality
information (Q2 2018)

« Maintain awareness of issues arising in order to identify the need for review and update of
Guidelines and development of additional guidance documents

4.2. Support to and cooperation with EU institutions and Network

« With EDQM: Scientific input for the elaboration and revision of European Pharmacopoeia
monographs and scientific input and collaboration with EDQM including bilateral meetings, ad hoc
discussion at BWP, Group 6/6B/15 contribution and participation to the BSP Steering Committee
meetings

+ Organise an annual meeting with relevant experts on Influenza vaccines: for strain selection and to
elaborate a proposal for the strain composition of the influenza vaccine for the forthcoming annual
vaccination campaign. Other involved parties: VWP, CMDh, WHO

« With the network and stakeholders: Scientific input to quality aspects for biological medicinal
products under accelerated access schemes (Adaptive pathways and PRIME) and support to cross-
Agency project in relation to specific activities and knowledge sharing



New guidelines:

Structure and properties for the determination of new active substance (NAS)
status of biological substances

Q&A on Haemagglutination Inhibition (HI) test for qualification of seasonal
influenza vaccine (inactivated) seed preparations

Position Statement on CID and plasma-derived and urine-derived medicinal
products

Public statement on bovine-spongiform-encephalopathy risk of materials of bovine
origin during manufacture of vaccines

Pharmaceutical Aspects of the Product Information for Human Vaccines

Scientific data requirements for a PMF

Quality, non-clinical and clinical aspects of medicinal products containing genetically
modified cells (CHMP/GTWP/671639/2008)
Leading group CAT
Target date Preparation of first draft of revised guideline for public
consultation by Q2 2018
Comments Contribution to preparation of first revised draft



BWP WORKPLAN 2018

Workshops, stakeholder & expert meetings:
v’ Stakeholder workshop on accelerated access and quality

v' Training on overview guidance for D80 Overview CHMP/CAT AR
v" Interested Parties meeting

v Annual strain selection meeting (Seasonal Influenza)

V. Jekerle (EMA)



EMA Annual Report 2014. Available at: http://www.ema.europa.eu/docs/en GB/document library/Annual report/2015/04/\WC500186306.pdf (accessed October 2016)
EMA. Available at: http://www.ema.europa.eu/emalindex.jsp?curl=pages/regulation/general/general_content_000660.jsp&mid=WC0b01ac058096f643 (accessed October 2016)


http://www.ema.europa.eu/docs/en_GB/document_library/Annual_report/2015/04/WC500186306.pdf







= Biologics — challenging field including new
concepts & approaches

= Open mind required (adapt and reconsider
established criteria, if necessary)

= Develop (and maintain) the spirit of experience-
and competence-sharing

= Propose sound and scientifically-based advice
and recommendations

Adapted from J-H Trouvin






