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A 50-year-old woman with HIV-1 infection diagnosed in
2009 and taking regular antiretroviral treatment (emtricitabine,
tenofovir, rilpivirine) with suppression of plasma HIV-1
RNA (<50 copies/mL) and a CD4+ lymphocyte count of
242 cells/mm3 consulted for bilateral pitting edema with
symmetric skin thickening on both forearms and legs that
had developed progressively over the previous 2 months.
She also reported watery stool twice daily for the previous
3 months with no significant weight loss. Laboratory
results showed repeatedly high levels of blood eosinophilia
(1.52 × 109/L, 19%), with a normal white blood cell count
(8 × 109/L), normocytic normochromic anemia (Hb, 9.7 g/dL),
and severe hypoalbuminemia (26.6 g/L). Stool tests ruled out
a parasitic or opportunistic infection. Repeated questioning
did not reveal drug intake other than that previously reported.
In addition, a blood test revealed negative antinuclear
antibodies and antineutrophil cytoplasmic antibodies with
normal IgE, lactate dehydrogenase, complement C3 and C4,
creatine kinase, and aldolase. Findings for tumor markers
were within the reference ranges. A deep skin biopsy of
her upper right thigh revealed findings compatible with EF
(Figure, A). Computed tomography of the abdomen revealed
mild wall thickening in the distal ileum and rectum, with no
significant abnormalities on gastroscopy or colonoscopy.
Eosinophilic gastroenteritis was suspected but could not
be confirmed by normal superficial endoscopic duodenal
biopsy. Associated myeloid or lymphoid malignancies were
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Eosinophilic fasciitis (EF) is a rare inflammatory disorder
of the fascia and subcutaneous tissue characterized by painful
swelling with progressive induration and thickening of the skin
and underlying tissue. Reactive nonclonal hypereosinophilia in
bone marrow biopsy with peripheral hypereosinophilia can be
observed in 63%-93% of cases, although it does not confirm the
diagnosis [1,2]. Visceral involvement due to hypereosinophilia
in EF is very unusual and needs to be differentiated from other
conditions causing hypereosinophilia with organ involvement
(systemic sclerosis, toxic oil syndrome, eosinophilia-myalgia
syndrome, eosinophilic granulomatosis with polyangiitis
[Churg-Strauss syndrome], neoplastic hypereosinophilic
syndrome, drug-induced hypereosinophilic syndrome,
and infectious diseases). We report a case of EF in an
HIV-1–positive patient with no AIDS-defining conditions
who experienced life-threatening secondary multiorgan
involvement due to persistent hypereosinophilia over >1 month
that responded to immunosuppressive therapy.
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Figure. A, Hematoxylin-eosin. Dense infiltration of eosinophils and
lymphocytes extending from the dermis to the fascia with signs of dermal
fibrosis but no granulomas or vasculitis. B and C, Diffusion-weighted (B)
and FLAIR (C) magnetic resonance images showing multiple small acute
ischemic lesions in internal border zone (bilateral) and the cerebral cortices,
the thalamus and cerebellum (bilateral), and the left caudate nucleus.
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excluded based on peripheral blood morphology (no myeloid
precursors in peripheral blood and no dysplasia) and bone
marrow studies showing a reactive eosinophilic infiltrate
(24%) in all maturative states, normal karyotype, and absence
of genetic abnormalities (BCR/ABL1, FIP1L1-PDGFRA,
ETV6/RUNX1, FGR1, and T-cell receptor gamma) by FISH/
PCR studies. During hospitalization, the patient developed
peripheral neurological symptoms compatible with asymmetric
sensory multiple mononeuropathy with axonal damage, as seen
using electromyography. The patient’s condition deteriorated
further and she presented disorientation, somnolence with
dysphagia, and progressive flaccid tetraparesis. Cerebral
MRI revealed multiple small lesions in internal border zones
(bilateral), the cerebral cortices, the thalamus and cerebellum
(bilateral), and the left caudate nucleus (Figure, B and C). The
results of complete brain arteriography and echocardiography
were normal, with no endocardial vegetations or intracavitary
thrombi. Eosinophilic vascular infiltration and toxicity were
suspected of being responsible for the peripheral axonal
damage and the multiple cerebral ischemic lesions. Pulmonary
symptoms with dry cough, fever, and changing pulmonary
infiltrates on the chest radiograph without leukocytosis
were interpreted as pulmonary manifestations of the same
disease, after ruling out all infectious causes. Subsequently,
immunosuppressive therapy based on intravenous bolus of
methylprednisolone (1000 mg/d × 3 days) was initiated and
then tapered to 1.5 mg/kg/d, combined with a monthly bolus
of cyclophosphamide (365 mg/m2). The patient gradually
recovered (symptoms and radiological evidence), with
normalization of blood eosinophilia after 2 weeks of treatment
and for the last 12 months of follow-up.
The diagnosis of EF in this case was based on the initial
clinical symptoms and skin biopsy findings, together with
peripheral hypereosinophilia.
The presence of visceral involvement first obliged us to
exclude other systemic diseases such as systemic sclerosis
and drug-induced lupus erythematosus, which do not usually
present with hypereosinophilia >1.5 × 109 and a clinical picture
of EF. The patient did not produce antinuclear antibodies, had
no clinical involvement of the fingers or facies, and denied
Raynaud phenomenon. Visceral involvement and persistent
hypereosinophilia at high levels also led us to consider toxic oil
syndrome, eosinophilia-myalgia syndrome, and eosinophilic
granulomatosis with polyangiitis (Churg-Strauss syndrome).
The patient also denied having taken toxic adulterated
rapeseed oil and had not been in contact with contaminated
L-tryptophan. Eosinophilic granulomatosis with polyangiitis
was ruled out, as the patient had no history of asthma or
allergic rhinitis, the results for antinuclear antibodies and
antineutrophil cytoplasmic antibodies were negative, and
tissue biopsy did not reveal necrotizing vessel vasculitis or
granulomatous inflammation.
The subsequent involvement of the peripheral and
central nervous systems and the pulmonary and intestinal
symptoms were interpreted as secondary to the endothelial
cell damage and hypercoagulable state caused directly by
uncontrolled eosinophilic infiltration and by the cytokine
storm induced upon activation [3]. There are very few reports
of the association between EF and isolated pulmonary [4],
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pleuropericardial [5], and renal involvement [6] or multiple
mononeuropathy [7] resulting from secondary eosinophilic
infiltration and tissue damage. The presence of visceral
involvement with hypereosinophilia obliged us first to
exclude other systemic diseases such as toxic oil syndrome,
eosinophilia-myalgia syndrome, eosinophilic granulomatosis
with polyangiitis (Churg-Strauss syndrome), and drug-induced
or infectious diseases. We had to consider the possibility of
hypereosinophilic syndrome (HES) accompanying the EF
and therefore reviewed the current criteria for the different
HES subtypes. Since the 2011 Working Conference on
Eosinophil Disorders and Syndromes, HES has been divided
into 3 subtypes: idiopathic HES, which has no underlying cause
and no evidence of reactive or neoplastic/disorder; primary
(neoplastic) HES, with underlying stem cell, myeloid, or
eosinophilic neoplasm showing neoplastic (clonal) cells; and
secondary (reactive) HES, with its lymphoid subvariant (with
clonal T cells as the only potential cause) due to an underlying
condition/disease in which eosinophils are considered
nonclonal cells and end-organ damage is considered cytokinedriven [8]. Although it could be argued that the underlying
HIV-1 infection could have played a role in reactive HES
and the severity of organ involvement, the stable immune
status and normal IgE levels recorded make this hypothesis
unlikely. There is no evidence to date that HIV-1 infection by
itself or the immune activation associated with HIV infection
can trigger multiorgan damage in eosinophilic syndromes.
The expert panel recognizes other conditions, including skin
disorders, that can be accompanied by hypereosinophilia
and that might rarely present with secondary organ damage
attributable to tissue infiltration [8]. They conclude that if
hypereosinophilia-induced organ damage occurs, the diagnosis
changes from hypereosinophilia to HES regardless of whether
hypereosinophilia can be ascribed to another underlying
disease [8]. Although it might be argued that EF occurred as
a cutaneous manifestation in the context of idiopathic HES,
the temporary onset of symptoms and similar reports where
EF precedes systemic symptoms incline us to believe that
multiorgan involvement in the present case was secondary to
reactive HES conditioned by initial EF.
Close follow-up to detect early onset of organ involvement
or development of HES is desirable in all cases of EF. Early
diagnosis can help improve prognosis and prevent severe
multiorgan involvement.
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Salsola kali is one of the main causes of summer pollinosis
in countries with dry and temperate climates [1]. The
prevalence of pollinosis caused by cypress pollen has been
observed to increase simultaneously with the extensive use of
cypress trees as ornamental plants and hedges in residential
areas. The pollen of Cupressus arizonica is thought to have
higher allergenic potential than other species [2].
Allergen immunotherapy (AIT) is considered the
only treatment that ameliorates symptoms, modulates the
natural course of the disease, and provides long-lasting
effects in patients with IgE-mediated allergic diseases [3,4].
Subcutaneous immunotherapy (SCIT) has been widely used
and has proven to be efficacious and well-tolerated. It also
provides long-term benefit to patients with allergic rhinitis,
conjunctivitis, or asthma [5,6].
Two new SCIT products containing allergenic pollen
extracts of S kali (AVANZ Salsola) and C arizonica (AVANZ
Cupressus) have been developed based on previous SCIT
products. We present the results of 2 open-label, single-arm,
phase II, national (Spain), multicenter clinical trials (EudraCT
No.: 2013-001728-20 and 2013-004720-11). Adults with
a clinically relevant history of allergic rhinoconjunctivitis
with(out) asthma caused by sensitization to pollen of S kali
or C arizonica (mean age, 36 and 41 years, respectively) and
who had not received AIT with the corresponding allergen
extracts in the previous 5 years or concomitantly with any other
allergen extract received a 6-week course of SCIT (5 weekly
updosing injections and a maintenance dose 2 weeks later).
The primary endpoint for both studies was the percentage of
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