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TO THE EDITOR: Macrophage checkpoint inhibition, an approach in which the
phagocytic clearance of cancer cells is reactivated, represents a new paradigm in immuno-
oncology. In parallel, a defect in “efferocytosis” (i.e., the removal of inflamed and dying
cells by phagocytosis) is now recognized as a hallmark of atherosclerotic disease, which is
caused in part by pathologic up-regulation of the antiphagocytic signal molecule CD47.1:2 A
recent phase 1b-2 trial of a humanized anti-CD47 antibody (magrolimab) showed promising
results in tumor reduction, as measured by 18F-fluorodeoxyglucose (18F-FDG) positron-
emission tomography and computed tomography in patients with relapsed or refractory
lymphoma. Given that anti-CDA47 therapies reduced atherosclerotic burden and plaque
rupture in preclinical studies,! we hypothesized that magrolimab might reduce vascular

inflammation, as quantified by 18F-FDG uptake, in the carotid arteries of these participants.
4,5

Details of the methods used in this retrospective study are provided in the Supplementary
Appendix, available with the full text of this letter at NEJM.org. The baseline characteristics
of the nine study patients are shown in Table S1 in the Supplementary Appendix. The
patients’ ages ranged from 59 to 81 years, and two of the patients were women.
Cardiovascular risk factors were common: four patients had diabetes mellitus, and eight had
hypertension. Six patients had known atherosclerotic disease at baseline, including two with
previous myocardial infarction. Seven patients had coronary-artery calcification, including
four with moderate to severe scores.

After 9 weeks of treatment with magrolimab, we observed a significant reduction in 18F-
FDG uptake, measured as maximum standardized uptake values (mean [£SD], 2.68+0.59 vs.
2.06+0.52; P = 0.02) and target-to-background ratios (mean, 1.56+0.22 vs. 1.28+0.11; P =
0.01) in the most diseased segment of the index carotid artery (Fig. 1). Data for individual
patients are shown in Table S2. Of note, we did not observe any effect of magrolimab on
physiological 18F-FDG uptake elsewhere in the body (Fig. S1A) or on two available
traditional cardiovascular risk factors — fasting serum glucose level and blood pressure (Fig.
S1B and Table S3).
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This retrospective analysis was limited by the inclusion of only a small number of patients at
a single institution, and the study was neither randomized nor placebo-controlled. Although
seven of the nine patients happened to have coronary-artery calcification, it is important to
emphasize that the patients in this analysis had lymphoma and that magrolimab was used in
combination with rituximab. Lastly, the present study did not allow an estimation of whether
plaque composition or intraplaque efferocytosis rates were modified by magrolimab
treatment.

This study showed that the CD47-targeting macrophage checkpoint inhibitor magrolimab
may reduce arterial 18F-FDG uptake and suppress vascular inflammation. These preliminary
observations require confirmation in a prospective trial.

Supplementary Material

Refer to Web version on PubMed Central for supplementary material.
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Figure 1. Vascular 18r.FDG Uptake before and after Magrolimab Treatment.
Panel A shows 18F-fluorodeoxyglucose (18F-FDG) positron-emission tomography and

computed tomography (PET-CT) scans (sagittal view) of Patient 4, who had a reduction in
vascular 18F-FDG uptake in the index carotid artery (arrowheads) after magrolimab
treatment. Panel B shows the maximum standardized uptake values (SUVs) and target-to-
background ratios (TBRs) in the most diseased segment of the index carotid artery in all

nine patients at baseline and after magrolimab treatment. Panel C shows a waterfall plot of
maximum TBR in all nine patients according to the maintenance dose received. Of note, for
Patient 7 (asterisk), treatment was initiated at a maintenance dose of 45 mg per kilogram of
body weight, but the dose was later changed to 30 mg per kilogram. Panels D, E, and F show
18F-FDG PET-CT scans (axial view) of Patients 4, 5, and 6, respectively. Arrowheads
indicate the index vessel (carotid artery) at baseline and after magrolimab treatment. Data
from each patient before and after treatment were compared and analyzed with a Wilcoxon
matched-pairs signed-rank test (two-tailed).
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