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Cell, gene and tissue-based therapies have the potential to tackle some of the most problematic
diseases, including rare genetic conditions and those without treatment options. For these
therapies, interactions with regulators at an early stage of development can aid the approval
process, thus delivering treatment to patients.

Nevertheless, immune responses are a significant concern with certain gene therapy products
(GTPs), as GTPs can exhibit challenges and risks in their use in patients as well as within
development. During the manufacturing process, the process must be defined and validated to
guarantee product standardization, batch comparability and sterility. However, meeting these
requirements for GTPs may be more complicated than other biologics, due to GTPs being reliant
on viral delivery mechanisms.
 
Across the US, the EU and Japan there are a variety of programs designed to help promote
product development and aid in tackling manufacturing requirements. All three countries offer
programs to help expedite biologics license applications (BLAs) and or marketing applications. It
is important for any expedited registration pathway that confirmatory studies are conducted in a
timely manner after conditional approval has been granted. The US (accelerated approval), EU
(conditional marketing approval) and Japan (conditional and term-limited approval) offer
conditional approval mechanism for expediting the registration pathway of promising
therapies. Due to regulatory authorities regularly issuing new guidelines that help with the
interpretation of the regulations, its integral to stay up to date with evolving standards and best
practices.

In this eBook, we will review these expedited regulatory pathways, review best practices for the
successful implementation of them and how to select a CRO for gene therapy studies.

We hope you enjoy this eBook!

Amy White
Editor, Bioanalysis Zone

a.white@future-science-group.com

Foreword



60 seconds with Kimberley Buytaert-
Hoefen: cell and gene therapy

Kimberley Buytaert-Hoefen is a seasoned professional with
25 years of research and development and commercial
pharmaceutical, gene and cellular therapy, medical device
industry pre-clinical and clinical experience. As a former FDA
Investigator, she performed surveillance, for cause, pre-
approval establishment and post-marketing adverse drug
experience reporting inspections. 

When should interactions with regulatory agencies occur? 

Interactions with regulatory agencies occur all throughout the drug development
process. Starting these interactions during your pre-clinical product development
phase is critical to ensure the most fully compliant development package and the
best chance of a seamless regulatory submission for first in human studies and
approval after completion of your Phase III pivotal studies.  

Why is early interaction with regulatory agencies encouraged? 

Early interaction with the relevant regulatory agencies allows for robust
collaborations between the sponsor and agencies to ensure regulatory compliance.
This ongoing two-way collaboration ensures a robust dialogue throughout the drug
application process and can minimize any surprises during the application review
and approval process. 

She is a Subject Matter Expert for pharmaceutical, gene/cellular therapy and medical
device manufacturing regulatory strategies with an emphasis on sterile processing. Dr
Kimberley Buytaert-Hoefen is highly skilled in authoring regulatory documents,
interactions with regulatory agencies and GLP, GCP and GMP regulatory compliance.



60 seconds with Kimberley Buytaert-
Hoefen: cell and gene therapy

How do expedited programs work? 

Are expedited programs offered for pre-clinical research and early
phase programs? 

Establishing an early collaborative relationship with regulatory agencies offers
opportunities for the facilitation through expedited programs which allow for up to
two years faster than the traditional product development timelines. The current
regulatory culture is fast moving allowing for flexible safety and efficacy studies
using a risk-benefit ratio. If there are early signs of efficacy for a product, there are
programs for facilitated to commercialization with a commitment to perform post-
market studies to confirm the long-term safety and efficacy of the product. 

Yes, there is a various global program available to expedite product development,
focusing on early phase collaboration with regulatory agencies, including Fast track
in the U.S., PRIME in the EU, and Sakigake in Japan. These programs allow for the use
of non-clinical data, either alone (for Fast track) or in conjunction with clinical data
(PRIME and Sakigake), to support the designation request. With these programs, the
sponsor receives increased access to and feedback from the regulatory authority
that grants the designations. 

What if any positive results are found in the genotox studies?

What is the benefit of collaborating with regulatory agencies? 

Collaboration with regulatory agencies early in product development allows for the
facilitation of commercial regulatory approval because of mutually agreed upon
strategies for safety and efficacy studies. Furthermore, regulatory agencies offer
expedited registration pathways to facilitate commercialization. With the pathways,
it is possible to only need to conduct the first of two pivotal trials or be able to use a
surrogate endpoint, as the efficacy endpoint for a pivotal study in order to receive
conditional approval. A key component of any expedited registration pathway is that
confirmatory studies need to be conducted in a timely manner after conditional
approval has been granted. 

















This infographic has been created as part of a Bioanalysis Zone feature in association with QPS. 

The importance of regulatory 
agencies for gene and 
cellular therapies

How do regulatory agencies work with cell and gene
therapy developers?

What are the benefits of interacting with 
regulatory agencies?

Fast Track

Breakthrough Therapy

Regenerative Medicine Advanced Therapy (RMAT)

Each of these regulatory agencies, 
US, EU, and Japan, have established 
specific regulatory designations 
intended to promote product 
development. Each regulatory 
designation enables the drug 
development program to follow a 
slightly different path to approval, 
based on the early pre-clinical and 
clinical data and a positive 
risk/benefit ratio.

In addition to these regulatory 
designations, each agency has 

specific programs, which 
enable products for diseases 
with unmet medical needs to 

follow a faster track for review 
and approval.  

These types of review 
programs provide 
significantly shorter 
timelines for agencies to 
review the data packages 
submitted by the 
company and may even 
permit rolling data 
submissions in some 
circumstances. 

This type of approval is based on early clinical data that shows 
a positive risk/benefit ratio prior to the completion of 
confirmatory studies. These programs require companies to 
perform confirmatory studies in a timely manner after 
conditional approval has been granted. 

Timing of interactions with 
regulatory agencies is a crucial 
element in the drug development 
process. These interactions must 
occur throughout the 
development process. Starting 
these interactions during the 
pre-clinical product 
development phase is important 
to ensure a fully compliant 
development package and 
successful regulatory 
submissions for first in human 
studies and commercial
product approval.

Gene and cellular therapies offer the potential to
transform modern medicine from managing to
curing a wide range of diseases, including those
with unmet medical needs and rare genetic
conditions. Developers of these therapies should
work with regulators beginning at the earliest stages
of the development program. Interactions with
regulators, discussing how to design the development
program, allow for a coordinated facilitation of the
approval process and ultimately bringing treatments
faster to patients with unmet medical needs.

US Regulatory Designations:  

Priority Medicines (PRIME)

EU Regulatory Designation:

Sakigake

Japanese Regulatory Designation:

Expedited Review Programs

Conditional Approval Programs  

Three key elements in early interactions 

What are the benefits of expedited programs? 

What are the benefits of collaborating with 
regulatory agencies? 

What programs are used alongside
regulatory designations?

Fast Track

Breakthrough Therapy

Regenerative Medicine Advanced Therapy (RMAT)

EU: Accelerated Assessment 

U.S. and Japan: Priority Review 

Agree on robust study designs for safety and efficacy 

Agree on commercial manufacturing strategy 

Facilitation of product development 

Up to two years faster than the 
traditional product 
development timelines 

Increased access to and feedback 
from regulatory agencies 

Flexible safety and efficacy studies 
using a risk/benefit ratio 

Accelerated registration pathways to facilitate 
commercialization

Ensure regulatory and quality compliance 

Expediting the delivery of treatments to patients 
with unmet medical needs  
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