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1.

INTRODUCTION

The goal of this project is to establish the prevalence of therapy related clonal hematopoiesis (t-CH) in a
population of Hodgkin’s Disease survivors treated uniformly on a clinical trial (AHOD1331) with
anthracyclines, a cardiotoxic agent. Secondly, we wish to see if patients possessing such t-CH demonstrate
objective signs of cardiovascular disease (CVD) as measured by cardiac MRI (cMRI). Data supporting this
observation will transform our approach toward CVD in childhood cancer survivors which will lead to studies
to see if blocking the effects of t-CH can influence the development of CVD in childhood cancer survivors, a
major source of mortality in this population.

KEYWORDS:

Clonal hematopoiesis, cardiovascular disease, childhood cancer survivors, Hodgkin Lymphoma, cardiac MRI.
Anthracycline chemotherapy

ACCOMPLISHMENTS:

What were the major goals of the project?

The major goals of the project are defined by the specific aims:

1) Specific Aim 1: To assess the prevalence of participants in AHOD1331 with therapy-related clonal
hematopoiesis (t-CH) possessing somatic mutations associated with cardiovascular disease (CVD) which
are detected after Hodgkin Lymphoma therapy

a. Subtask 1 — Obtain Institutional Review Board Approval: This study will be performed
within the Children’s Oncology Group,(COG), Protocol #: ALTE21C1, and thus IRB approval
through the Central IRB (CIRB) utilized by COG was obtained (Washington University/Hayashi).
All participating institutions routinely use this CIRB mechanism for COG studies and each
institution must endorse the CIRB approval to enroll patients.

b. Subtask 2 CH analysis: Archived specimens from AHOD1331 and two specimens from blood
samples obtained from enrolled study subjects one year apart from each other are available for use
(University of Va./Walsh).

2) Specific Aim 2: To assess participants of AHOD1331 with t-CH for the presence or absence of
objective signs of CVD using cardiac MRI.

a. Subtask 1 Assess cMRI for CVD: cMRI obtained from enrolled subjects will be submitted to the
radiology core (Washington University/Woodard). All cMRI will be evaluated by the partnering
site Pl and the presence of MRI findings consistent with CVD will be entered in the database.

b. Subtask 2 Collection of treatment data and clinical data for CVD risk factors Treatment data
and clinical data including clinical assessments and laboratory assessments for CVD will be
collected by the coordinating site (Washington University/Hayashi) and entered into the database
in preparation for analysis.

c. Subtask 3 Analysis of Data: Data from the t-CH analysis and the radiologic findings will be
complied along with the clinical data obtained from data collected in participation in AHOD1331
to assess a) whether t-CH emerge from therapy b) whether t-CH expand with time. ¢) whether
patients possessing t-CH correlate with those possessing signs of CVD as documented by cMRI



d) whether other specific patient characteristics (age, gender, race, etc.), or treatment variables
(radiation) correlate with a higher incidence of CH with mutations associated with cardiovascular
disease (secondary aims).

What was accomplished under these goals?

Specific aiml

a. Subtask 1: Formal CIRB approval was obtained on January 4, 2023.

b. Subtask 2: Workflows for two additional blood samples for CH analysis enrolled on the study have been
refined and are available on the COG website and contained within the Protocol (ALTE21C1).
Specimens will be retrieved as participants are enrolled. Enrollment will span the duration of the project
but it is expected to be completed within the first 36 months. The last specimen will be collected one
year after the last patient is enrolled (each enrollee will have two specimens collected one year apart. CH
analysis will be performed using all specimens collected for each enrolled subject together so that the
quantitative changes in CH can be displayed over time.

c. Anexempt application was transitioned to a NON-UVA IRB application upon request from the UVA
IRB HSR on 24 February 2023, given that samples processed by the UVa lab for clonal hematopoiesis
analysis and quantification for this study involve only deidentified specimens. The paperwork has been
completed and currently, we are awaiting NCI CIRB approval of the final paperwork which will then
allow completion of the UVA local IRB protocol process.

Specific aim 2

a. Subtask 1: Workflows for obtaining the cMRI are contained within the protocol. A certification process
documenting that the participating centers can perform the cMRI according to protocol standards has
been established as a Protocol Specific Requirement (PSR) and centers receiving certification will
receive a certificate documenting successful acquisition of this status and will be recorded on a central
database for future reference. The protocol is officially activated; 2 centers have already been certified,
and additional centers are at different stages in this process. There have been no difficulties in executing
this process that would impede the timeline of completion of project.

b. Subtask 2: The database for collecting specific data derived from the protocol has been generated and is
live, and participating centers can now enter data from the patients they enroll into this database.

c. Subtask 3: Demographic and therapy specific data from the research subjects when they participated in
the original treatment study (AHOD1331) remains in the COG database specific for that study. Upon
completion of enroliment and once all of the data from ALTE21C1 has been completed, the data will be
imported into the database from AHOD1331, so that the demographic, Hodgkin Lymphoma prognostic
variables, and treatment variables can be merged with this data so that correlations of the variables can
be calculated to the development of t-CH and the development of CVVD as demonstrated by cardiac
MRI.

What opportunities for training and professional development has the project provided?

Nothing to Report.



Nothing to Report.

How were the results disseminated to communities of interest?

Nothing to Report

Nothing to Report.

What do you plan to do during the next reporting period to accomplish the goals?

The protocol was activated on 5/22/23. The centers with eligible patients have been contacted to raise awareness
of the study and there has been universal enthusiasm for participation. A dedicated breakout session will be held
at the Annual COG meeting in Atlanta Ga. in September. We anticipate updates on the number of centers who
have the study open, the number of enrollees, the number of cMRI’s obtained and the number of blood samples
obtained. We also expect to report the prevalence of cardiovascular disease in the enrolled subjects as
documented by cMRI. Data on CH analysis will be shared once sufficient numbers of samples

(including two samples obtained 1 year apart) are collected so that the trajectory of expansion of t-CH can be
assessed.

4. IMPACT:

What was the impact on the development of the principal discipline(s) of the project?

Nothing to Report.



What was the impact on other disciplines?

Nothing to Report.

What was the impact on technology transfer?

Nothing to Report.

What was the impact on society beyond science and technology?

Nothing to Report.

CHANGES/PROBLEMS:

Changes in approach and reasons for change

There have been no significant changes to the project or its direction.

Actual or anticipated problems or delays and actions or plans to resolve them



Protocol study startup is proceeding at all centers. There have been no significant problems or
delays encountered to date.

Changes that had a significant impact on expenditures

There have been no significant changes that have impacted expenditures.

Significant changes in use or care of human subjects, vertebrate animals, biohazards, and/or select agents
Significant changes in use or care of human subjects

There have been no changes or unexpected outcomes that have any influence to the care of human subjects

Significant changes in use or care of vertebrate animals

There have been no changes in use or care of vertebrate animals

Significant changes in use of biohazards and/or select agents

There is no use of biohazard agents in this study.

6. PRODUCTS:

o Publications, conference papers, and presentations

Journal publications.
Nothing to Report.

Books or other non-periodical, one-time publications.



Nothing to Report.

Other publications, conference papers and presentations.

Nothing to Report.

Website(s) or other Internet site(s)

This study is listed on Clinical Trials.gov with the following URL
https://classic.clinicaltrials.gov/ct2/show/NCT05705531

Technologies or techniques

Nothing to Report.

Inventions, patent applications, and/or licenses
Nothing to Report.

Other Products


https://classic.clinicaltrials.gov/ct2/show/NCT05705531

Nothing to Report.
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