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Cell & Gene Therapy Work Group
• Member Companies in the Group:

Rx-360's 2023 Patient Safety Conference – Slide 3



Rx-360 Guidance and Best Practices for Raw Material 

Supply Chain Security for Cell and Gene Therapies

• Cell and gene therapies (CGT) are novel therapeutic modalities with greater 

than one thousand clinical trials ongoing globally

• Consistent, safe and cost-efficient manufacturing of cell and gene therapies 

has been identified as a key challenge in many talks and publications by 

regulators.

• As the manufacturing processes have limited or no purification, there is a need 

to mitigate the risk from adventitious agents such as viruses and mycoplasma 

upstream

• There is a strong focus on the quality and supply of raw materials to mitigate 

risk to product quality and thereby patient health

The Cell and Gene Therapy Working Group developed a best practice guide 

to meet regulatory and industry expectations. 
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Summary of 

White Paper

(May 2021)

SCOPE

“US FDA Guidance for Industry: CMC information for human gene therapy investigational new drug
applications (January 2020) describes raw materials as: “… reagents (or ancillary materials) are those
materials used for manufacturing (e.g. cell growth, differentiation, selection, purification, or other critical
manufacturing steps) that are not intended to be part of the final product such as FBS, digestive
enzymes (i.e. trypsin, collagenase, Dnase/Rnase, restriction endonucleases), growth factors, cytokines,
mAb, antibody-coated beads, antibiotics, media, media components and detergents.”
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Opportunities

To set up a paper for starting materials such as unmodified patient cells, viral/nonviral vectors, nucleic
acid / protein used for gene modification, plasmids, and recombinant proteins (mRNA).



Regulatory

• CGT regulations emphasize on the need to ensure high quality of raw 

materials

• Key guidance from FDA and EMA is summarized in this section. Guidances

globally require 

• Measures to avoid contamination

• Minimize variability of the raw materials 

• Quality suitable for the intended use 

• Documentation to demonstrate the above
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Safety

• Risks to patient safety due to raw material quality are often heightened with cell and gene 

therapy products due to

• short shelf-lives 

• reduced or non-existent adventitious agent removal 

• limited ability to conduct extensive in-process and release testing 

• these products may be expanded in vivo after administration to the patient 

• A risk-based approach is recommended to characterize raw materials and implement 

appropriate mitigation steps in accordance with the identified risk.  Various criteria for risk 

assessment summarizing several guidance documents and standards are provided in 

Appendix A

• Risks due to adventitious agents, extractables and leachables, particulates and other 

impurities are discussed
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Quality

• Quality management and GxP methods ensure that products manufactured are fit for their 

intended use during the product lifecycle and meet compliance requirements. This is 

accomplished through the methodical application of controls to ensure consumers are not 

harmed.

• In the context of raw material quality, these controls are summarized in the sections on 

• Material specifications

• Certificates of analysis (COA) 

• Material qualification and quality agreements between the drug product manufacturers and 

their suppliers. 

• QMS
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Supply

• Carefully authored supply agreements provide a vehicle to the realization of value across 

multiple dimensions in your supplier relationships 

• Beyond stability in pricing and greater assurance of supply, supply agreements can contribute 

to compliance, quality, process efficiency, continuous improvement, alignment of expectations, 

risk reduction, value creation, and early access to innovation

• Appendix C discusses some of the points to consider when developing a supply agreement 

that can facilitate their negotiation and inspire greater engagement and benefit for both 

parties.

• A potential model for assisting in the development of a disciplined, documented, and well-

structured management process for supplier notifications of change is also presented
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Rx-360 Human Blood Origin Materials 

Supplier Questionnaire for Advanced Therapy Products

• Human-derived raw materials, or blood-derived products, such as human

serum albumin, transferrin, etc. of human or animal origin is not encouraged by

regulators due to the inherent risk of transmitting adventitious agents such as

viruses, mycoplasms, bacteria and TSE agents, potential for adverse immune

reaction, and the potential variability in composition and quality due to their

biological origin.

• Human blood origin materials used in cell and gene therapy manufacturing is

one type of material where different requirements exist between supplier and

therapy manufacturer.

• Each party required their own set of information, so a questionnaire was

developed to collect the safety and quality requirements based on EU and US

regulations and guidelines as the basis.

The Cell and Gene Therapy Working Group developed a best practice 

questionnaire to meet regulatory and industry expectations. 
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Donation and Plasma Pool Screening Test Kit Summary
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Cell & Gene 

Therapy 

Work Group

New Project Survey
Sent to 60+ participants.  Only nine (9) responded selecting all that applies. 

- Q1 Have you attended any Rx-360 Cell & Gene Therapy Working

Group meetings in 2022? Five (5) stated they attended.

- Q2 Why do you attend Rx-360 Cell & Gene Therapy Working

Group meetings? Four (4) find topics and/or projects helpful, two (2)

considered part of their job, and three (3) skipped the question.

- Q3 Why don't you attend Rx-360 Cell & Gene Therapy Working

Group meetings? Seven (7) shared current bandwidth does not

allow them to participate, three (3) shared current discussions or

projects are not interesting, and two (2) shared time/day not suitable.

- Q4 What topics would you like the Rx-360 Cell & Gene Therapy
Working Group to focus on in 2023? Working Group Charter.
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QUESTIONS
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