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What are the regulations and requirements that raw 
material suppliers need to understand to develop 
commercially viable advanced therapies? 

The quality and safety of raw materials from biological 
origin (e.g. serum, growth factors, cytokines, antibodies, 
and enzymes) must be documented and available for 
regulatory reviews while seeking approvals. At a recent 
discussion at Phacilitate Leaders World in Miami, led by 
Marlin Frechette, Sr. Director of QS/RA/Compliance 
Officer a question was posed: 

02 | Roundtable Report

The following three-chapter report of the discussion 
encompasses formulation information, supply chain and 
risk mitigation and regulatory harmonisation,  
with additional research and resources:
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Chapter 1: 
Formulation Information

Is giving a customer a list of ingredients the 
same as giving them the formulation?

In the production of cell-based and gene therapy medicinal 
products, a wide variety of biological raw materials, such as 
media, cytokines, growth factors and even disposables are 
used, some of which may only be available in GMP and non-
GMP research grade form. Thus, the quality, safety and 
consistency could be difficult to assess and data for full 
traceability and exact composition may not be available.  

The quality attributes of raw materials need to be well 
understood, including the origin, traceability, composition and 
viral safety, as well as more specific requirements such as 
identity, product related variance, product contact material 
and biological activity. 

This presents a challenge for the manufacturers and raw 
material providers alike, in terms of having adequate and 
reliable information on raw materials. A large proportion of 
the discussion was based on the conundrum of how much 
and what information to allow developers to have for the 
purpose of demonstrating efficacy and safety to regulatory 
authorities. Clearly, there needs to be a balance between 
safeguarding proprietary information and supporting 
customers to progress through the regulatory pathway,  
but what should this look like? 

A substantial driver for requesting this information comes 
from developers needing to remove risk, declare impurities, 
assess the residual of the media or understand the 
formulations in order to perform their own calculations.  

Some possible solutions and work-arounds were discussed: 
•    The supplier can supply specific compounds and ranges, 

avoiding the disclosure of the entire formulation 
•    Submitting via the drug master file in the US and Europe  
•    Submitting information directly to regulatory authorities  
•    Raw materials suppliers could build up an anonymous 

data set of other users’ toxicity testing and viral testing data 
•    Supplier could also share information about the rigor and 

type of testing they do upon receipt the raw materials 
from their suppliers 

While the perfect solution was not determined, the 
discussion did present another important question:

It is a significant question because, as much as protecting an 
IP is important, no volumes, concentrations and process 
information is being requested or necessary for regulatory 
submissions. It was unanimously agreed that the intent of 
these requests was in no way malicious, but rather to 
progress to the next development stage. 

http://www.phacilitate.co.uk/exchange


The discussion evolved from the 
risk of sharing proprietary 
formulation information to supply 
chain-associated risks, which then 
inspired the question:

With a supply chain as complex as those for cell and gene 
therapies, the importance of the end product and the impact of 
interruption of the supply chain could be devastating, therefore the 
risk mitigation and ensuring consistent supply of materials is 
paramount. Drug Master Files (DMF) in the US can be used to 
secure another supplier. 

ESCROW accounts have been used as a contingency plan to protect 
the supply chain without providing formulations. Keeping the 
formulation in an ESCROW means that clients will have access to 
the formulation details in the event that it cannot be manufactured. 
While not a black-and-white solution, regular change notes are 
needed to keep the documentation up-to-date for the supplier. 
When the ESCROW is actually implemented, however, the 
implications for ownership of the media and licensing requirements, 
as well as the global validity of the ESCROW, are in question. To 
secure consistency with raw materials for the manufacture of cell 
culture media, supplier agreements, change notifications and 
quality agreements can be used. 

The challenge with advanced therapies is that there are many single 
sources of raw materials (i.e. some small companies are the only 
supplier of certain components). There is also high variation in the 
scale of supplier organisations, with challenges at both ends of the 
spectrum from a developer’s point of view. With large suppliers, you 
can be seen as a small customer with limited buying and negotiating 
power, and requests for due diligence are blocked or restricted. 

Conversely, there are suppliers with a manufacturing team of two 
with limited regulatory understanding, which results in a risky 
supply chain. With this in mind, how can developers and 
manufacturers better protect their supply chain? 

FUJIFILM Irvine Scientific has implemented multiple approaches as 
part of its risk mitigation strategies. First, production raw materials 
are classified based on criteria such as single source, lead time, 
quality performance, revenue impact, et cetera. Inventory strategy for 
raw materials will be created based on the classification (ABCD or 
20/80 rule). It is here where reducing sub-level risks of suppliers' 
supply chain can be challenging, as they may not have the same 
operating philosophy. This is why FUJIFILM Irvine Scientific addresses 
potential supply risks from its end. 

To secure its own supply chain, FUJIFILM Irvine Scientific takes 
multiple approaches as a part of our risk mitigation strategies. For 
example, whether we are dual-sourced or not, the first approach to 
ensure continuity of supply is to have a robust supply agreement. We 
have terms and conditions to protect us, as the customer, should a 
supplier decide to divest or close their business. This provides us 
with the right to procure materials up to a certain point in time—
typically nine months to a year—until we find an alternative source. 

With a supply agreement in place for a single-sourced material, we 
then look for alternatives and qualify the new supplier in the 
portfolio as early as possible. This can sometimes be a challenge 
because other suitable alternatives in the market may not be 
available for the same type of products; this is an issue we are 
always managing. 

What if a supplier 
decides to stop 
producing the 
media I need?
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Chapter 2: 
Supply Chain and Risk Mitigation



Finally, it is crucial for us to build a relationship with 
the supplier and R&D teams. You must have good 
relationships with the supplier, so that when you are in 
a time of need, or if there is a global shortage, you are 
considered an essential customer at the top of the list 
for having your needs fulfilled. 

From an R&D perspective, you can look at the process 
early on and aim to avoid using suppliers or materials 
that will put you in a single sourcing or tough supplier 
situation. This becomes more difficult to address later 
in the commercial production phase. It is important to 
make these decisions early, as they can have a big 
impact on your business further down the road. 

This is the process that FUJIFILM Irvine Scientific likes 
to follow, although it is not always possible. Our 
philosophy is always to employ good decision making 
from the beginning. 

In terms of scale-related risks, regardless of the levels, 
the approach can be classified as concrete measures 
and supplier relationship management. These 
measures include the use of contractual agreements, 
robust safety stock and dual sourcing as ways to 
mitigate the risks.   

On the other hand, it is also critical to maintain good 
supplier relationships in building mutual trust and 
benefits within the supplier chain. For example, 
suppliers can collaborate with the R&D team to 
develop next generation or recommend raw materials 
with higher quality while lowering cost of goods for the 
customer in the long run.     

Industry Best Practices: 
•    dual sourcing  
•    sourcing from direct manufacturer, when possible 
•    sourcing from lower risk regions 

Continuous Improvement Practice:  
•    supplier monitoring  
•    score cards  
•    SCARs 
•    audits 
•    supplier, quality and change notification 

agreements  
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Chapter 3: 
Regulatory Harmonisation

The answer to the initial question of this discussion—what are the regulations and requirements that raw 
material suppliers need to understand to develop commercially-viable advanced therapies? – is to fully 
understand the regulatory requirements and differences across key regions with regard to demonstrating 
toxicity and safety testing regimes. Subsequently, this brings full circle the question of how suppliers can assist 
without breaching data and confidentiality. 

In conclusion, our industry is seeking some level of harmonisation, possibly through an industry body like the 
International Society for Cell and Gene Therapy (ISCT). FUJIFILM Irvine Scientific intends to stay on top of 
identifying the regulatory and quality requirements as they are introduced and will feed them into our 
continuous improvement processes utilising quality by design at time of product development or to amend 
current practices to accommodate the newest requirements.
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Region Regulatory Requirements Testing Requirements 

EU

No regulatory requirements for media used for research  

•   Drug Master File (DMF) 

•   Access to formulation or disclosure of critical  
components and quantitative composition

Demonstrate safety by viral validation 
and viral testing of each lot, 
mycoplasma, sterility, toxicity, 
identification, endotoxin, functionality  

USA

No regulatory requirements for media used for research  

•   Drug Master File (DMF) 

•   Access to formulation or disclosure of critical  
components and quantitative composition  

Demonstrate safety by viral validation 
and viral testing of each lot, 
mycoplasma, sterility, toxicity, 
identification, endotoxin, functionality  

Japan

•   Cell therapies are regulated in Japan by PMDA, 
materials used in manufacturing of cell and gene 
therapy, such as additives and media components 
are in the scope of the standards. 

•   The standards are applied to all of drugs. Culture 
media must meet the requirements of compliance 
with “Standards for Biological Ingredients” for cell 
based medicinal products 

•   Media used is regulated as part of the final cell or 
gene therapy product  

•   Customers must demonstrate the residual of the 
media in the final product and that the residual 
amount is safe 

Identification of source material for 
recombinant, animal and human 
derived materials is only a 
requirement for the therapies in 
which they are used. Viral testing, 
viral inactivation demonstrated 
through validation, toxicity, 
mycoplasma testing all depends on 
the origin and definition of the raw 
material 

 

China

•   Cell therapy media regulations are not available for 
media used in research  

•   Many organisations conducting cell therapy in China. 
Organisations must register their treatments, many 
are pending final approval. 

    •  Guidelines on cell preparations have been 
published by different organisations: 

    •  National Health and Family Planning Commission 
of China (NHFP) 

•   China Food and Drug Administration (CFDA)  

•   Some organisations decide to register cell culture 
media as Class I 

The guidelines require that the 
materials used in the cell therapy 
treatments be controlled and 
traceable 


