
Blood 142 (2023) 5246–5247

The 65th ASH Annual Meeting Abstracts

ONLINE PUBLICATION ONLY

112.THALASSEMIA AND GLOBIN GENE REGULATION

Case Series of Paraspinal Extramedullary Hematopoiesis in Transfusion-Dependent Thalassemia Treated with
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Introduction: Extramedullary hematopoietic (EMH) pseudo-tumors are commonly seen in patients with non-transfusion de-
pendent thalassemia but rare in transfusion-dependent beta thalassemia (TDT). Paraspinal EMH is more prevalent in older
patients with severe ineffective erythropoiesis and low fetal hemoglobin levels. Luspatercept, an inhibitor of the TGF-beta
pathway, has been shown to reduce transfusion requirements and improving iron overload in TDT. Emerging data report risk
of EMH in patients receiving luspatercept, resulting in updated safety labeling, yet there is scarce data on the optimal man-
agement of EMH. In this case series, we present four cases of paraspinal EMH in TDT patients in their twenties treated with
Luspatercept, and report management approaches and treatment response.
Methods: We conducted a retrospective analysis of adult patients with TDT receiving luspatercept in the Northern Alberta
hemoglobinopathy program and identi�ed those who developed EMH. Clinical, laboratory and imaging data were collected,
including transfusion requirements, clinical presentation, management strategies, and response to treatment.
Results: From June 2021-June 2023, 9 patients with TDT received luspatercept therapy. Three discontinued therapy early,
median 2 months (range 1-4), due to side effects (2 severe headache, 1 erratic Hb). Six patients (2F, 4M) continued for long
term use. One had baseline MR spine, and 1 had small thoracic EMH noted on cardiac MR; 5/6 underwent MR spine post
luspatercept therapy, 1 for neurologic symptoms, 4 for EMH screening.
We identi�ed 4 cases of EMH. Luspatercept treatment median 17months (range 14-20). All 4 patients weremales, median age
24 years (range 20-29). All 4 patients had documented history of massive splenomegaly, 2 requiring splenectomy, 1 requiring
partial splenic embolization. All 4 cases had signi�cant elevations in reticulocyte count, nRBC, and 2/4 had thrombocytosis
(Table 1).
Case 1 presented with progressive leg weakness with resultant hemiplegia. Cases 2 and 3 were asymptomatic and found
on screening MRI. Case 4 had pre-existing, asymptomatic paraspinal EMH �rst noted 4 years prior, had enlarged prior to
luspatercept, and then enlarged further on CT chest 16 months post luspatercept.
Treatment varied according to severity of EMH. Case 1was hospitalized for 2months, treatedwith 18Gy radiation, dexametha-
sone for 2 months, hydroxyurea 2000 mg (24 mg/kg), hypertransfusion (goal Hb > 110 g/L) and luspatercept discontinuation.
He regained mobility after therapy. Case 3 had impending spinal cord compression. Luspatercept was stopped, and he re-
ceived radiation therapy 18 Gy, followed by hydroxyurea 1000 mg (16 mg/kg). Case 2, asymptomatic, continued luspatercept,
hydroxyurea was added, with planned increased surveillance MR and physical examination. Case 4, initially asymptomatic,
continued luspatercept, with increased transfusion threshold. Later he developed symptoms, luspatercept discontinued, and
hydroxyurea initiated.
Discussion: Paraspinal EMH is uncommon in TDT. However, our case series highlights the occurrence of paraspinal EMH
in younger TDT patients treated with luspatercept. All four patients were male, with risk factors for EMH including massive
splenomegaly and brisk reticulocytosis.
Management options for paraspinal EMH include increased transfusions, hydroxyurea, radiotherapy, surgical decompression,
or a combination thereof. Low-dose radiation has shown promising results although access in resource-limited settings and
recurrence remain a concern.
Limitations of this review include the retrospective nature and small number of patients; a causal relationship cannot be
established. Further, given the lack of prior surveillance MRI spine, it is not clear the exact timing of EMH development.
Further studies are needed to establish the long-term ef�cacy and safety of luspatercept in patients with TDT.
Conclusion: Paraspinal EMH is a rare complication in TDT patients, but its occurrence should be considered, especially with
the increasing use of luspatercept. Screening guidelines for EMH should be established to detect andmanage this potentially
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debilitating condition promptly. In the absence of guidelines, based on the high rate of EMH noted in our cohort, we propose
screening MRI spine as a baseline prior to luspatercept, with consideration of regular surveillance MRI post therapy.
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Figure 1
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