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Assessing Psychosocial Readiness for Gene Therapy in Sickle Cell Disease: A Consensus Statement

Steven J. Hardy, PhD ', Lori E. Crosby, PsyD % Jerlym S. Porter, PhD MPH?, Soumitri Sil, PhD?, Cecelia R. Valrie, PhD’,
Charles R. Jonassaint, PhD MHS® Shawn M. Bediako, PhD?, Clayton Andrews, MS, LPC'Y, Maria Rivera ',

Teonna Woolford'?, Victoria H. Coleman-Cowger, PhD MA '

' Divisions of Hematology and Oncology, Children’s National Hospital, Washington, DC

2Departments of Pediatrics and Psychiatry & Behavioral Sciences, George Washington University School of Medicine and
Health Sciences, Washington, DC

3Department of Pediatrics, College of Medicine, University of Cincinnati, Cincinnati, OH

4Division of Behavioral Medicine and Clinical Psychology, Cincinnati Children’s Hospital Medical Center, Cincinnati, OH
5Department of Psychology and Biobehavioral Sciences, St. Jude Children’s Research Hospital, Memphis, TN

¢Emory University/Children’s Healthcare of Atlanta, Atlanta, GA

’Virginia Commonwealth University, Richmond, VA

8 University of Pittsburgh Medical Center, Pittsburgh, PA

? Office of Education, Division of Intramural Research, National Heart, Lung, and Blood Institute, Bethesda, MD
10Sickle Champions Men's Action Network, Atlanta, GA

" Sickle Cell Community Consortium, Cumming, GA

12Sickle Cell Reproductive Health Education Directive, Owings Mills, MD

3The Emmes Company, LLC, Rockville, MD

Introduction: Scientific evidence regarding the efficacy and safety of gene therapy for sickle cell disease (SCD) is growing
and clinical trials are increasingly available to patients. As a result, clinical trial teams are now challenged with considering
the ways in which psychosocial factors may affect patient decisions about pursuing gene therapy and how pre-gene therapy
psychosocial functioning may influence long-term patient outcomes. Although data specific to gene therapy for SCD are cur-
rently limited, research in other chronic illness populations undergoing major medical procedures (e.g., solid organ and stem
cell transplants) suggest that premorbid psychosocial functioning affects decision-making and post-procedure outcomes.
Clinical observations support the relevance of considering psychosocial readiness for curative therapies in patients with SCD
but there is a lack of guidance regarding how to carry out such evaluations. Therefore, the NHLBI's Cure Sickle Cell Initiative
(CureSCi) formed the Patient Readiness and Resilience Working Group to develop consensus recommendations regarding
the assessment of psychosocial readiness in the context of gene therapy for SCD.

Methods: The NHLBI CureSCi Patient Readiness and Resilience Working Group was formed in September 2020 and consisted
of 10 members including mental health clinicians, researchers, and patients and caregivers. The working group met from
2020-2022 to develop best practice recommendations for the assessment of patient readiness and resilience prior to gene
therapy for SCD. Recommendations were developed based on available scientific evidence, expert clinical guidance, review of
strategic planning documents, and consultation with CureSCi subcommittees and working groups representative of patient,
advocate, clinician, and researcher perspectives. A draft of the consensus recommendations was released for public comment
in 2022 and final revisions were completed in early 2023.

Results: The CureSCi Patient Readiness and Resilience Working Group reached consensus regarding recommended practices
for conducting pre-gene therapy assessments of patient readiness in SCD. The working group developed a recommended
workflow for assessing patient readiness, including an institutional self-assessment of readiness to support patients’ mental
health and address psychosocial barriers to care, brief screening of cognitive functioning and health literacy, patient educa-
tion about clinical trials and gene therapy, assessment of patient readiness and resilience followed by interventions to address
areas of concern, and informed consent. Detailed guidance was developed across four primary domains: 1) Effective educa-
tion delivery; 2) Evaluation of knowledge and understanding; 3) Evaluation of interest and motivation; and 4) Evaluation of
psychosocial risk and resilience factors. The working group created a guide to support implementation of pre-gene therapy
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assessments, which outlines evidence-based strategies for effective patient education, recommended assessment tools, and
sample clinical interview questions.

Conclusions: As gene therapy for SCD becomes increasingly available to patients, there is a growing need to be prepared to
consider readiness and resilience factors that could affect patient well-being before, during, and after treatment. This CureSCi
working group developed a set of consensus recommendations regarding the assessment of psychosocial factors in the
context of gene therapy for SCD. A thorough guide was developed to aid in implementation of pre-gene therapy assessments
across a range of institutional settings. The presentation will review consensus recommendations, describe practical strategies
for conducting assessments, and discuss areas for future research.
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