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• The MRCT Center is an applied policy center 

focused on addressing the conduct, oversight, 

ethics and regulatory environment for clinical trials 

around the world.

• We engage diverse stakeholders to define 

emerging issues in global clinical trials and to 

create and implement ethical, actionable, and 

practical solutions.

       

         

The Multi-Regional Clinical Trials Center of BWH and Harvard



• The opinions contained are those of the authors and presenters and are not intended to 

represent the position of Brigham and Women's Hospital or Harvard University.

• The MRCT Center is supported by voluntary contributions from foundations, corporations, 

international organizations, academic institutions, and government entities (see 

www.MRCTCenter.org), as well as by grants.

• We are committed to autonomy in our work and to transparency in our relationships. The MRCT 

Center—and its directors—retain responsibility and final control of the content of any products, 

results, and deliverables. 

• We have no personal conflicts of interest relevant to this discussion.

• We are recording this meeting and plan to make the recording publicly available on our website. 

Disclaimer

http://www.mrctcenter.org/


The Cell and Gene Therapies Project objectives 
are aligned with the MRCT Center’s mission

• Identify and characterize ethical, regulatory, 
and logistical challenges arising in the 
context of global research and 
development of cell and gene therapies.

• Collaborate to co-develop actionable and 
practical mechanisms for addressing these 
challenges to support efficient, safe, and 
respectful clinical development of CGT 
products.
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Initial focus for CGT project: Long-Term Follow-Up 
Studies for Gene Therapies

• Gene therapies (GTs) are a class of pharmaceutical products that modify a 
person’s genes to treat disease.

• GTs are expected to yield permanent and beneficial health outcomes for 
patients with significant unmet medical needs, often with only one dose or 
administration, but they also have the potential for delayed detrimental side 
effects, such as the development of cancer, immunological reactions or 
infections.

• Given this possibility, there is a critical need to monitor the health of GT 
recipients over time. 

• Regulatory agencies such as the FDA, the EMA, NMPA, and PMDA 
recommend LTFU studies of recipients of certain types of GTs.

LTFU



LTFU studies are important and valuable to many 
stakeholders, for different reasons 



The “unprecedented 
duration of engagement 
with patients and caregivers 
raises logistical challenges 
that will require innovation 
and collaboration across 
sponsors and regulators.”

—Rhode et al, 2024

➢ For Sponsors 
▪ Significant length of time involved 

in following and monitoring 
participants

▪ Challenging and expensive to 
design, conduct, and operationalize

➢ For Academic Investigators
▪ LTFU requires substantial resources; 

may need support.

➢ For Patients
▪ LTFU participation can be 

burdensome in terms of time, 
expense, and opportunity costs.

However, LTFU studies are challenging and burdensome



Major milestone~ LTFU Toolkit Release November 4, 2025

Toolkit Release today!

https://mrctcenter.org/LTFUToolkit

 Version 1, a Draft for public 
comment

Feedback: mrct@bwh.harvard.edu

LTFU Working Group launched September 2024→

https://mrctcenter.org/LTFUToolkit
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LTFU Study Types Table 

Different Types of LTFU Studies for GTs Table 

CHARACTERISTIC, 
DESIGN, OR APPROACH 

Investigational 

or Approved GTs 

Whether the LTFU protocol monitors recipients of 

investigational GTs (e.g., clinical trial participants) or 

recipients of GTs that have already received regulatory 

approval/market authorization (e.g., patients) 

Integrated or 

Standalone Protocols 

For post-clinical trial follow-up, whether the LTFU 

is incorporated into the main (or parent) trial or 

conducted according to a separate protocol 

Observational/ 

Non-interventional 

or Interventional 

Regulatory classification of studies/trials with 

implications for design, oversight, and reporting 

requirements 

Registry Studies LTFU studies that employ registries 

Centralized or 

Decentralized 

Whether the trial takes place at a centralized location 

such as an academic medical center or whether study 

activities are decentralized (e.g., monitoring is remote 

or at local sites). 
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Guiding Principles for LTFU Studies for GTs
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Looking Forward… questions needing further consideration 
and deliberation



Key questions from Looking Forward

Data harmonization

What incentives, if any, will 
drive efforts to harmonize 
LTFU data definitions and 
collection, optimize 
interoperability, and share 
data and results to 
maximize value?

Central repository

Would a central 
repository/registry for LTFU 
data, enabling studies that 
include larger numbers of 
GT recipients, be useful? 
Who should develop and 
manage such a repository?

Transparency

What incentives, if any, will 
propel increased LTFU 
data transparency, 
information sharing, and 
reporting of results? 
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Key LTFU Design Elements for 25 FDA-approved GTs



Thank you!!!
Long-Term Follow-Up Working Group Members

• Barbara E. Bierer, MD
• Emina Berbić, MPH
• Laurie Adami
• Barbara Isquith Arone, MS
• Alison Bateman-House, PhD, MPH, MA
• Patrick Cullinan, PhD,
• Colleen H. Dansereau, MSN, RN, CPN
• Elizabeth Donahue, BSc

• Denise E. Sabatino, PhD
• Tesha F. Samuels
• Jessica Scott, MD, JD
• Aimee C. Talleur, MD
• Pamela Tenaerts, MD, MBA
• Susan B. Watson, PhD
• Chris White
• Durhane Wong-Rieger, PhD

• George Eastwood
• Abhi Gupta, MBA
• Melissa (Missy) Heidelberg, BS, MSBE
• Amritha Jaishankar, PhD
• Daniel Kavanagh, PhD, RAC
• Barbara A. Konkle, MD
• Erin Lee, RN, MSN
• Amy Moskop, MD, MS

Others

• Mena Shaikh, MPH
• Lindsey T. Henriques, MFA
• Sarah White, MPH
• Tonia M. Sabo, MD, MBA
• MRCT Center’s Cell and Gene Therapies project Strategic 

Advisory Committee members

TOOLKIT
https://mrctcenter.org/LTFUToolkit

https://mrctcenter.org/LTFUToolkit


Our panelists today

Barbara Isquith Arone, MS
IQVIA

Patrick (Paddy) Cullinan, PhD
Adverum Biotechnologies

Durhane Wong-Rieger, PhD
Canadian Organization for 
Rare Disorders
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