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syndrome associated with systemic lupus erythematosus
treated with rituximab
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Dear Editor,
Experimental and clinical evidence indicates that autoimmune
mechanisms contribute to the pathogenesis of cytopenias in
some cases of myelodysplastic syndrome (MDS).
Dysregulation in inflammatory cytokine production, skewing
of the T-cell repertoire, and specific T-cell responses directed
to antigens overexpressed by dysplastic clones have been re-
ported [1]. Furthermore, MDS are frequently associated with
systemic autoimmune disorders [2, 3], and immunosuppres-
sive regimens have been successfully employed to restore
hematopoiesis in selected MDS patients [4]. A 61-year-old
Caucasian woman known for a long standing SLE was admit-
ted for shortness of breath and dizziness worsening over
2 weeks. Before admission, SLE was stable for many years
in the absence of any ongoing immunosuppressive treatment
although medication history included previous treatments
with chlorambucil and cyclophosphamide. Clinical examina-
tion revealed pallor without jaundice, lymphadenopathy, or
hepatosplenomegaly. Laboratory investigations showed se-
vere non-regenerative macrocytic anemia (hemoglobin (Hb)
40 g/l, MCV 100.9 fl, reticulocytes 4.6 109/l) with normal
leukocytes (WBC 4.3 109/l), and platelets counts (Plt

294 109/l). Lactate dehydrogenase was 380 U/l, haptoglobin
294 mg/l, and unconjugated bilirubinemia 7 mmol/l.
Serological testing failed to detect any acute or chronic viral
infection. Direct Coombs’s test was strongly positive for im-
munoglobulin G and complement C3d. Bone marrow exami-
nation showed severe dysplasia affecting all three lineages
without blasts excess. Interestingly, we observed a severe ery-
throid hypoplasia associated with specific maturation block in
erythroid-lineage cells which were constituted by
proerythroblasts and basophilic erythroblasts in the virtual ab-
sence of polychromatophilic and orthochromatophilic eryth-
roblasts (Fig. 1a, left panel). Cytogenetic analysis showed
normal female karyotype. Molecular analysis revealed a mis-
sense mutation in the exon 6 of the U2AF1 gene (c.470A>C,
p.Q157P). A diagnosis of MDS of the refractory cytopenia
with multilineage dysplasia (RCMD) subtype was
established, and massive transfusional support was initiated
with only slight increase in Hb levels (Fig. 1b). No
alloimmunization was detected. We hypothesized a pathogen-
ic role of warm autoantibodies in red blood cell transfusion
refractoriness, and corticosteroid treatment was initiated with
no improvement. According to previous reports [5], we initi-
ated rituximab (RTX) 375mg/m2/week for 4 weeks. A prompt
increase in Hb levels was observed, and by the end of RTX
treatment, transfusion independence was obtained (Fig. 1b).
Bone marrow examination performed 3 months after RTX
treatment still showed persistent signs of three lineages dys-
plasia but revealed restoration of erythroid maturation with
reappearance of significant numbers of polychromatophilic
and orthochromatophilic erythroblasts (Fig. 1a, right panel).
During follow-up, we observed stable Hb levels, a normalized
MCV, and sustained reticulocyte counts indicating persistence
of an effective erythropoiesis. Unfortunately, 3 years after ini-
tial MDS diagnosis, the patient presented with pancytopenia
due to acute myeloid leukemia (AML) transformation.
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Various immunosuppressive strategies, including cyclo-
sporin-A [6], antithymoglobulin [7] or alemtuzumab
[8], proved effective in obtaining hematologic responses
and transfusion independence in some patients with
MDS. To the best of our knowledge, this is the first
report of hematologic response of MDS to RTX, al-
though, similarly to what previously reported for other
immunosuppressive strategies [9], such treatment failed
to prevent AML transformation in our patient. Our case
points to B-cell depletion as a potential therapeutic
strategy to induce hematologic response in selected
cases of MDS.
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