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Discussion Points

• What are ancillary materialsy
• Qualification Process of AM’s
• User and Regulatory Considerations when using AM’s 

of Animal Origin or containing Animal derived raw 
materials



What are Ancillary Materials ?

• Reagents or materials used in the manufacture of cell, g ,
gene and tissue engineered products

• They are not detectable in the final product
• Does not impact the stability, safety, potency and 

purity of the cell, gene or tissue-engineered product
• Where possible they are well characterized have• Where possible, they are well characterized, have 

established toxicological and adventitious profiles and 
manufactured according to cGMP’s



AM Qualification Process

Identification and 
documentation of 
AM’s in process

Selection and 
Suitability for Use Characterization Vendor 

Qualification QC / QA

• As an AM manufacturer, the process is typically the same as the 
manufacturer of the final productmanufacturer of the final product  

• Minimize supplier and AM risk by the proper identification of AM 
requirements, identification of necessary tests and thorough 
assessment of cGMP suppliersassessment of cGMP suppliers

• Regulatory agencies will review how you have assessed risk 
during the IND/BLA process



Characterization testing of AM’s

• Identification of performance testing requirements begins during the 
Selection & Suitability for Use phase

• Inputs from Voice of the Customer or internal customer 
requirements drive Ideal, Goal, Limit and Design Specification for 
each characteristic

• Test methods are validated / verified during characterization phaseTest methods are validated / verified during characterization phase
• Biological and analytical tests may include:

– pH
– Sterility / pyrogen
– Osmolality
– Adventitious agents (Mycoplasma, 9 CFR)
– Cell Expansion and Passaging 
– Identity (HPLC ICP SDS PAGE Gel Electrophoresis)Identity (HPLC, ICP, SDS PAGE Gel Electrophoresis)
– Purity
– Growth promotion



Balancing Performance & Risk

• What is YOUR risk tolerance.  
I i h b f l i l i fid i• Increasing the number of evaluation lots increases confidence in 
meeting design specification
– Consider seasonal, raw material, supplier variability
– Depending on the availability or cost of the material, this may epe d g o e a a ab y o cos o e a e a , s ay

continue through the clinical trial and commercialization phases
• Customers accept the risk of using AM’s as long as they create a 

design specification that is based upon known variables
• Assure that test method variability absorbs a low percentage of• Assure that test method variability absorbs a low percentage of 

the design specification 
• If considering plant derived materials, consider cost, availability, 

multiple sourcing and bioequivalence to animal derived materials



User considerations of AM’s of Animal Origin or 
those containing Animal Derived RM’sthose containing Animal Derived RM s 

• Contamination by Adventitious agents
Genzyme Corp announced earlier this year that it temporarily– Genzyme Corp. announced earlier this year that it temporarily 
discontinued production of Cerezyme and Fabrazyme at their 
Boston site due to viral contamination of a bioreactor from 
procured materialsprocured materials

– Cache Valley Virus identified in non irradiated Fetal Bovine 
Serum
SV40 identified in early Oral Polio Vaccines– SV40 identified in early Oral Polio Vaccines 

– Mycoplasma
– What haven’t we discovered yet?

• Raw materials derived from animal or human tissues require 
testing for adventitious agents.



Assessing Animal Free Risk

Risk from Animal-Origin Ancillary Materials Used in Culture Media

HIGH LOW

AF AO &AF Chemically
DefinedSerum HydrolysatesPeptones DefinedSerum

Refined Defined



User considerations for AM’s containing 
SerumSerum 

• Culture media containing serum considered a higher health risk 
due to the potential to cause immune responses to serumdue to the potential to cause immune responses to serum 
proteins through the use of multiple therapeutic doses.

• If a block-buster cell therapy product [manufactured with serum] 
launches into the market serum demand will likely outweighlaunches into the market, serum demand will likely outweigh 
supply.  

• Regulatory agencies strongly recommend replacing or limiting the 
amount of serum if possible – again from the view point of patientamount of serum if possible again from the view point of patient 
safety only. 



Considerations for AM’s of Animal Origin 
or those containing Animal Derived RM’sor those containing Animal Derived RM s 
• Many suppliers of Culture Media promote “Animal Component 

Free”
• The focus instead should be on identifying all materials and origin 

employed in the manufacturing process, with overriding concern 
defining nature/extent of risk associated with usageg g



Ancillary Materials – Regulatory 
ConsiderationsConsiderations
• CBER regulates cell, gene and tissue-engineered products and 

manufacturing process via IND/BLA process g p p
– IND/BLA Holder responsible for qualification of ancillary materials 

used in cell, gene and tissue-engineered product manufacturing
– Where possible cover by Type II Master Files submitted to CBER 

• CBER recognizes that ancillary materials represent a 'range of 
characterization' from full cGMP to reagent grade in special 
instances 

• It’s expected that manufacturers of cell, gene and tissue-
engineered products develop a relationship with their AM 
suppliers to understand the entire supply chain.



Ancillary Materials – Regulatory 
ConsiderationsConsiderations

• No Master File Process in EU but same principles apply
Address in Quality portion of Product Dossier– Address in Quality portion of Product Dossier

• Advantages of serum free 
– Reduced testing requirements

F bl i i– Fewer problems in sourcing serum
– Easier scale-up of manufacture when product(s) approved
– And reduced variability in manufacturing process

E t tibi ti d iti ti t t• Exposure to antibiotics and sensitization to serum components a 
definite concern



Summary

• AM’s constitute a wide variety of reagents and y g
materials used in the manufacture of cell, gene and 
tissue-engineered products
Th lifi ti t bli h d i Ch t• The qualification process established in Chapter 
<1043> provides guidance in developing qualification 
programs for AM’s

• Users of AM’s need to assess the risks derived from 
animals and humans and minimize the introduction of 
adventitious agentsadventitious agents 



BD Biosciences – Advanced 
Bioprocessing
Product and Services Portfolio

Peptones/Hydrolysates Cell Culture Media Media Design Services Customs

• Broad range of over 50 
peptones, hydrolysates 
and extracts for microbial 
fermentation and 
mammalian cell culture 
bioprocessing provide 
increased yield

• High performance liquid 
and powder cell culture 
media for CHO, NS0 and 
hybridoma cells

• Chemically defined and 
pre-supplemented media 

• Proprietary DOEs and
BD-developed informatics

• Proven track-record
- Mammalian Cell Culture
- Bacterial Fermentation
- Stem Cell Culture

• “Right-Testing”
- Customer specific

testing requirements
and protocols speed
development time to 
market

increased yield

• AF and AO powder 
products

• Over 50 custom developed 
bioprocess formulations

p pp
provide increased yield
and safety

• Custom manufactured
cell culture media

• Extensive in-house
media library 

• Speeds development
time to market

• Packaging
- Custom configurations 

[powder and liquid] & 
packaging materials

• Sourcing
- Country of Originy g
- Vendor-specific
- Provides highest level 

of safety
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