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Myelodysplastic syndromes are hemato-
logical malignancies frequently presenting 
as refractory anemia or acute myeloid 
leukemia. The etiopathogenesis of vascu-
litis in patients with neoplasia remains 
unknown. An association has been found 
between myelodysplastic syndromes and 
systemic vasculitis, especially when im-
munological abnormalities are present. 
Although autoimmune abnormalities 
generally follow the diagnosis of MDS, we 
describe the case of a patient with MDS 
who developed a striking spectrum of 
autoimmune disorders – including mus-
cular, cutaneous and pulmonary vasculitis 
– which preceded the clinical appearance 
of MDS by several months.

Patient Description
A 71 year old man was admitted after 
3 months of persistent asthenia and 
weight loss of 6 kg. His medical history 
included appendectomy, glaucoma, and 
excision of prostatic adenocarcinoma. He 
reported a progressive physical decline 
with dry cough, dyspnea, and fever with 
night sweats. The clinical examination was 
unremarkable.

Laboratory tests revealed the following: 
erythrocyte sedimentation rate 120 mm/
hour, C-reactive protein 96 mg/L, elevated 
alpha-2 globulinemia (8.6 g/dl without 
monoclonal peak), red blood cells 3.9 
g/L, hemoglobin 11.5 g/ml, mean globular 
volume 105 µ3, leukocytes 4.4 g/L (includ-
ing 55.5% neutrophils, 1.4% eosinophils, 
1.5% monocytes, 41.3% lymphocytes), 
and platelets 193 g/L. Hepatic and renal 
function was normal. Cholesterol was 3.4 
mmol/L and triglycerides 0.72 mmol/L. 

MDS = myelodysplasic syndrome

Chest X-ray highlighted several subpleural 
bilateral opacities confirmed by computed 
tomography scan. The abdominal CT scan 
and the lung fibroscopy with broncho-
alveolar washing were non-contributory. 
The infectious and immunological assess-
ment (human immunodeficiency virus, 
hepatitis B and C serologies, antinuclear 
antibodies, anti-neutrophil cytoplasmic 
antibodies, cryoglobulins) was also nega-
tive. The worsening of his clinical condi-
tion, with hypoxia (PaO2 8 kPa without 
hypercapnia), together with the presence 
of new pulmonary lesions led 4 months 
later to pulmonary biopsy that revealed 
non-specific inflammation without fibrosis. 
Moreover, inflammatory lesions appeared 
on the arms and forearms associated 
with feverish peaks, suggesting vasculitis 
with pulmonary manifestations. The 
macrocytosis was related to refractory 
anemia with an excess of blasts (10%) and 
karyotypic anomalies (paracentric insertion 
of the third chromosome). Therefore, the 
diagnosis was refractory anemia with an 
excess of blasts associated with secondary 
systemic vasculitis (pulmonary, muscular 
and cutaneous). High doses of corticoste-
roids (1 mg/k/day) induced a spectacular 
regression of the cutaneous and pulmo-
nary lesions. The clinical outcome was 
characterized by cortico-dependence (20 
mg/day), persistence of transitory feverish 
peaks, and pancytopenia.

Comment
Myelodysplastic syndromes constitute a 
group of stem cell disorders character-
ized by progressive refractory cytopenias 
related to poor hematopoiesis. MDS may 
sometimes progress to acute myeloid 
leukemia. Autoimmune manifestations 

occur frequently in patients with MDS and 
present mainly as cutaneous vasculitis, 
but other clinical features may also be 
observed, such as arthritis, fever, polyneu-
ropathy, glomerulonephritis, polymyalgia, 
etc.

Vasculitis may also occasionally mani-
fest as a complication during therapy for 
MDS (transfusion or bone marrow trans-
plantation). However, vasculitis in MDS 
is currently paraneoplasic and could be 
isolated or systemic. Although autoanti-
bodies are usually reported in isolated 
myelodysplasia and/or vasculitis, they are 
only occasionally observed in vasculitis 
related to myelodysplasia. Furthermore, 
asymptomatic immunological abnor-
malities may occur as well and include 
hypergammaglobulinemia. 

Vasculitis accompanying myelodysplasia 
affects predominantly cutaneous vessels, 
but there is increasing evidence that 
large vessels may be involved as well. 
This is the case for giant cell arteritis 
and Takayasu arteritis related to MDS 
[1]. Moreover, medium-sized vasculitis 
(Wegener’s granulomatosis, polyarteritis 
nodosa) occurs also with MDS [2].

Other rheumatological manifestations 
have been reported, but there are few re-
ports of relapsing polychondritis, Sjogren’s 
syndrome, systemic lupus erythematosus, 
rheumatoid arthritis, and mixed connec-
tive tissue disease concomitant with MDS. 
Other unusual localizations, e.g., neuro-
logical, sometimes isolated or an early 
clinical sign, have also been observed in 
MDS.

As a rule, autoimmune abnormalities 
follow the diagnosis of MDS. Nevertheless, 
the temporal relationship could not be 
determined in some of the reported cases 
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and prospective series. The originality of 
our case report lies in its initial pulmo-
nary presentation, which was underlying 
for a long period. 

The pathogenesis of the vasculitis 
in MDS remains controversial. Their 
association seems not to be accidental. 
Therefore, an immunological abnormality 
is suggested as the cause, and several 
mechanisms have been hypothesised. In 
a series of 14 patients with myelodys-
plasia it was recently reported that 
the absence of a transcription factor 
(interferon regulatory factor-1) seems to 
play a protective role against the devel-
opment of autoimmune dysregulation in 
myelodysplasia [3]. An analysis of clinical 
and cytogenetic features in patients with 
autoimmune manifestations during MDS 
revealed that these complications occur 
mainly in young patients with secondary 
MDS and cytogenetic abnormalities [4]. 
Even though the clinical outcome of these 
patients appears to be aggravated by the 
presence of vasculitis in MDS, a 4 year 
prospective study indicated that this worse 

prognosis is related to the hematological 
malignancy itself and not to the autoim-
mune complications [5]. Treatment is 
mainly based on corticosteroids, but im-
munosuppressive therapy is an alternative 
in refractory cases. Recent observations 
have also shown the beneficial effects of 
new therapies such as anti-tumor necrosis 
factor.

In conclusion, we report a case of vas-
culitis with myelodysplastic syndrome. The 
originality of our observation is related 
to its initial exclusive presentation that 
preceded the diagnosis of refractory ane-
mia by several months. The awareness of 
practitioners to this clinical presentation 
will enable quick diagnosis and therapy.
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The ability to transplant hematopoietic stem cells (HSCs) in 
bone marrow is of huge importance in a wide number of clinical 
settings. However, incoming HSCs do not easily conquer niches 
already occupied by host HSCs. Czechowicz and co-authors 
used a mouse transplantation model to demonstrate that 
endogenous HSCs do indeed prevent the engraftment of donor 
HSCs through the occupancy of appropriate niches. However, 

by using an antibody that can transiently deplete endogenous 
HSCs, transplanted animals could be preconditioned to allow 
chimerism levels to rise to as much as 90%. Further work will 
be needed to determine if similar conditioning can improve 
HSC transplantation in humans.

Science 2007;318:1296
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Capsu le

Stem cell transplantation into bone marrow

Just because you do not take an interest in politics doesn’t mean politics won’t take an 
interest in you

Pericles (495-429 BC), prominent and influential statesman, orator, and general of Athens 
during the city’s Golden Age (between the Persian and Peloponnesian wars). He fostered 
Athenian democracy and promoted the arts and literature; hence Athens’ reputation as 
the educational and cultural center of the ancient Greek world. Pericles started the 
ambitious project that built most of the surviving structures on the Acropolis (including 
the Parthenon), which beautified the city, exhibited its glory, and gave work to the people. 
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