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INTRODUCTION

Eosinophilic fasciitis is a rare disorder of un-
known etiology and poorly understood pathogenesis.
It is characterized by symmetrical induration of the
skin and deeper perimuscular fascial planes (1,2).
The hands and feet are spared. The typical skin tex-
tures are “peau d’orange” with “groove sign”. Extra-
cutaneous manifestations may appear, such as arthri-
tis in almost 40% of patients (3), myalgia and rarely
myositis (4), as well as neuropathies (such as carpal
tunnel syndrome) (3,5). The disease was first de-
scribed by Shulman in 1974, and later was named by
Rodnan in 1975. Its incidence remains unknown,
with more than 250 cases reported in the literature
(6). It is more frequent in males (2:1 ratio), in the
sixth decade.

Possible triggers may be strenuous exercise (7),
use of adulterated rapeseed oil (epidemic outbreak in
Spain in 1980s) (8), hemodyalisis, Borrelia infection,
exposure to medications such as statins, ramipril,
heparin, phenytoin and nivolumab (9-11) and some
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other external factors. An important point to remem-
ber is that eosinophilic fasciitis may be associated
with autoimmune diseases such as thyroid disease
(12), primary biliary cirrhosis (13), systemic lupus
erythematosus (14), Sjogren syndrome (15), or he-
matologic disorders such as aplastic anemia, throm-
bocytopenia, myeloproliferative disorders, lympho-
ma (3,16,17). The most cases of eosinophilic fasciitis
are not associated with any factors and are consid-
ered idiopathic.

The histopathologic changes are induces by eo-
sinophilia and fascia infiltration. Eosinophil specific
granules contain cytokines, chemokines, and growth
factors (19). These cells contribute to tissue destruc-
tion by degranulation of all major granule proteins:
eosinophil cationic protein (ECP), eosinophil-de-
rived neurotoxin (EDN), eosinophil peroxidase
(EPX), and major basic protein (MBP) (19). A sec-
ondary effect is the production of leukotriene, throm-
bocyte activating factor and the recruitment of in-
flammatory cells. The inflammatory infiltrate, beside
eosinophils, consists of macrophages and CD8+ T
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cells exhibiting an activated cytotoxic phenotype
(20). A major role plays GM-CSF. It enhances eosin-
ophilopoiesis, induces eosinophil’s cytokine secre-
tion and promotes eosinophil survival. In patients
with active disease, elevated serum levels of IL-5 and
TGF- have been reported. Also, metalloproteinase 1
(TIMP-1) seems to be a marker of disease activity
(21).

The peripheral eosinophilia is an important labo-
ratory marker of the disease, but it does not correlate
with disease severity (3). More than 50 percent of the
patients have elevated biologic inflammatory mark-
ers, such as C-reactive protein and erythrocyte sedi-
mentation rate. Moreover, polyclonal hypergam-
maglobulinemia may be found (22).

The diagnostic criteria (see table 1) include a
deep, full skin-to-muscle biopsy and/or magnetic res-
onance imaging (MRI). In the early course of the dis-
ease, an infiltration with lymphocytes, plasma cells,
histiocytes, and eosinophils is found. But the pres-
ence of eosinophils does not confirm the diagnosis.
One of the most important features is the thickened
and sclerotic fascia. These changes appear as the dis-
ease progresses (23). Thickening and inflammation
also occurs within the muscle fibers (epimysium, pe-
rimysium, endomysium). The local inflammation is
similar to that seen in idiopathic inflammatory myo-
pathies (polymyositis or dermatomyositis) (24). MRI
is helpful especially in patients that refuse the biopsy.
The findings that confirm fascial inflammation are
the increased T2 signal in the subcutaneous and deep
fascia, and the enhancement of these structures on
fat-suppressed T1 images after gadolinium adminis-
tration (25,26).

Differential diagnosis includes a variety of other
conditions presenting with skin induration and tissue
fibrosis. Systemic sclerosis is an autoimmune disease
characterized by functional and structural vasculopa-
thy, perivascular inflammation, fibrosis, affecting not
only the skin, but also some visceral organs (pulmo-
nary fibrosis, pulmonary arterial hypertension, renal
crisis). Patients usually present with a long time Ray-
naud fenomena, may have digital pitting scars or ac-
tive digital ulcers.

Other non-autoimmune diseases with distinct eti-
ologies and pathologies should be ruled out. Sclero-
derma-like skin thickening is found in scleromyxede-
ma, also known as mucinosis. The characteristic
clinical features of this disease are the presence of
waxy, yellow skin papules. These lesions are fre-
quently found on the face, neck, hands and arms. The
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histological key findings are: extensive interstitial
mucin deposition throughout the dermis with thick-
ened collagen bundles and wide intercollagenous
spaces, fibrocytes and inflammatory infiltrate (6). It
is associated with malignancy, especially monoclonal
gammopathy and amyloidosis (27).

Scleredema is a disease with diffuse skin indura-
tion without serum autoantibodies and with no evi-
dence of inflammation on skin biopsy. It is associated
with 3 conditions: poorly controlled diabetes, mono-
clonal gammopathies and infections (particularly
streptococcal pharyngitis) (6). Typically, skin indura-
tion involves the neck, back, interscapular region,
face and chest. The histology findings are thickening
of the upper and lower dermis and mucin deposition
between thickened collagen bundles (6). The natural
progression of the disease depends on the underlying
condition.

Nephrogenic systemic fibrosis is found among di-
alysis-dependent patients, in patients with glomeru-
lar filtration rate less than 15 ml/min, or after the ad-
ministration of gadolinium. This is why a renal
function evaluation before a magnetic resonance im-
aging (MRI) with contrast is essential. The confluent
fibrotic skin induration appears rapidly (over days to
weeks) and is associated with lumpy-nodular plaques,
pigmentary changes and flexion contractures of the
extremities. The body distribution resembles system-
ic sclerosis distribution. It is symmetrical affecting
the extremities (including the hands), the trunk and
sometimes the abdomen, but the face is usually
spared. The skin plagues are irregular, resembling
“peau d’orange” appearance. This disease has extra
cutaneous manifestations, such as peripheral neurop-
athy. Histologically, fibroblast proliferation is the
dominant mechanism, associated with thickened col-
lagen bundles and mucin deposition (6).

Eosinophilic fasciitis needs a prolonged treat-
ment, but up to one third of cases may spontaneously
resolve (28). Systemic glucocorticoids are the first-
line therapy. Initially, a high dose cortisone regimen
is recommended. The dose is reduced depending on
the skin softening (3,29). There are patients that need
subsequent therapy, other patients may relapse. They
may require immunosuppressive therapy such as
methotrexate, mycophenolate or hydroxychloro-
quine. The data supporting the use of these agents is
limited (3,30). There are case reports of refractory
disease treated with infliximab, rituximab, intrave-
nous immune globulin, Psoralen plus ultraviolet
(PUVA), cyclosporine A, D-penicillamine, sulfasala-
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zine, and other immunosuppressive drugs (3,22,31-
37). In patients with joint contractures, fasciectomy
is an option for alleviating the symptoms and for re-
gaining the range of motion (38). For patients with no
criteria for severe disease (see table 2), the treatment
duration may last up to 2 years. The loss of treatment
response, persistent active disease, or relapse, may
indicate a subsequent neoplastic process. Unfortu-
nately, there are no randomized trials for the evalua-
tion of the eosinophilic fasciitis treatment.

The cases described below present this rare disor-
der, its possible evolution and complications. There
are no standard therapies, so experience usually came
from small series of cases and literature reviews,
making important the communication of these cases.

CASE 1 PRESENTATION

A woman in her early 50°s was admitted feeling
non-specifically unwell for the last year, with pro-
gressive weight loss, abdominal distension and skin
changes: hyperpigmentation and diffuse induration
on the thorax and abdominal area. Six months before
admission, she had a thoracic and abdominal com-
puter tomography with no pathological findings. She
had a dermatologist evaluation and the skin modifi-
cations were interpreted as being secondary to a pos-
sible alimentary trigger, or allergy, or the utilization
of toxic substances. Due to the skin modification in
the breast areas, other medical specialists suspected
breast implants, even though the patient denied any
plastic surgeries. At 6 months from the first symp-
toms, a peripheral eosinophilia was found. The pa-
tient underwent infection disease evaluation. Parasit-
ic infections, HIV and Borrelia infections were
excluded. Hematological evaluation concluded that it
was a reactive eosinophilia of unknown cause. Due to
further extension of skin modifications, the dermatol-
ogist recommended a skin biopsy. The biopsy report
stated: “pigmented squamous keratinized epithelium,
the absence of granular layer, the atrophy of the der-
mal papillae, and dermal extensive fibrosis with der-
mal inflammatory infiltrate with the predominance of
lymphocytes. The result is suggestive for systemic
sclerosis”. The patient was referred to the rheumatol-
ogist.

The patient came to “Sf. Maria” Clinical Hospital,
Bucharest, with extensive cutaneous modifications.
Chronologically, the first skin modifications ap-
peared on breasts. The modifications expanded to the
anterior thorax and abdominal area with abdominal
distension, local intensive skin tension and pruritus
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(see figure 1). There were some small patchy areas
with hyperpigmentation. Skin modifications extend-
ed and upper and lower limbs were symmetrical af-
fected. The “groove sign”, the woody and the “peau
d’orange” textures were evident (see figures 3 and 4).
During complete clinical examination, Raynaud phe-
nomena was excluded. The patient did not have scle-
rodactyly, or digital ulcerations, or pitting scars (fig-
ure 2). The face skin was not affected, with any
telangiectasia.

FIGURE 1. Abdominal distension. Areas with skin
induration and pigmentation

FIGURE 2. Normal skin appearance of the hands, without
Raynaud phenomena, no sclerodactyly, no pitting scars,
and no digital ulcerations
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FIGURE 3 and 4. The “groove sign” and the “peau d’orange” texture

Investigations

The patient’s laboratory tests revealed:
- eosinophilia (1,400/ul, 13.9%) with normal
hemoglobin, leucocyte, thrombocyte levels;
- high inflammatory biomarkers (ESR 41 mm/1
h, CRP 39.66 mg/l, fibrinogen 431 mg/dl).
- Normal CK, CK MB, LDH, creatinine, urea,
AST, ALT, GGT
To exclude autoimmune disease an anti-nuclear
antibodies (ANA) panel was requested. ANA sub-
types were not detected. Even though the patient did
not present Raynaud phenomena, capilaroscopy was
done with no modifications suggestive for connec-
tive tissue diseases. The ECG was normal and the
cardiac ultrasonography revealed no significant
changes. The previous biopsy was re-examined for
second opinion. The second histopathologist de-
scribed the fragment as a cutaneous piece with “mild
atrophy of epiderma, fibrosclerosis of the derma with
multiple wide septa at the level of hypoderma, an in-
flammatory infiltration with lympho -monocytes and
eosinophils - the histological aspect suggestive for
eosinophilic fasciitis”.

Positive diagnosis

Taking into account the newly proposed diagnos-
tic criteria for eosinophilic fasciitis, the diagnosis
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was sustained. The patient had the major criterion
(symmetrical lesions on the four limbs) and a minor
one (the histology features) (see table 1).

TABLE 1. Diagnostic criteria for eosinophilic fasciitis (39)

Major criteria Minor criteria

Symmetrical plate-like 1.The histology of a skin
sclerotic lesions are present | biopsy that incorporates the

on the four limbs. fascia shows fibrosis of the
subcutaneous connective
tissue, with thickening of the
fascia and cellular infiltration of
eosinophils and monocytes
However, this condition 2. Thickening of the fascia is
lacks Raynaud’s seen using imaging tests such
phenomenon, and systemic |as magnetic resonance imaging
sclerosis can be excluded. (MRI).

A definitive diagnosis is made when a patient has the major criterion

and one of the minor criteria, or the major criterion and two of the
minor criteria.

Differential diagnosis

The differential diagnosis is the challenge in the
disorders that present with skin induration. Due to in-
itial limited skin modifications, localized scleroder-
ma such as morphea and linear scleroderma were
ruled out: the patient did not have a slowly progres-
sive course typical for localized scleroderma. More
than that, the patient had significant eosinophilia.
Also, these data may serve as arguments for the ex-
clusion of systemic sclerosis, beside the absence of
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Raynaud fenomena, the normal capillaroscopy, no
organ involvement and the absence of ANA. A broad
spectrum of scleroderma-like disease was discussed.
Nephrogenic systemic fibrosis was excluded as the
patient did not have an advanced renal failure and did
not have administered gadolinium recently. The pa-
tient had a screening for malignancies, plasma cell
disorders, monoclonal gammopathy, diabetes, sclero-
myxedema and scleredema were ruled out. The pa-
tient did not have an evident exposure to toxic oils, or
to L-tryptophan, and did not have an organ transplant.

Treatment

Initially, the patient was treated with high dose
glucocorticoids (GC). During admission, a pulse ther-
apy with methyl prednisolone (total dose of 2 g) was
administered. Three days after the initiation of GC, a
significant drop-down of the eosinophil count was
registered: initial value of 1,400/ul decreased to 400/
ul. Clinically, the patient stated a reduction in the skin
tension and the pruritus especially in the abdominal
area, with mild improvement in the skin induration.
The patient was discharged with a medium dose of
GC (prednisone 30 mg/day). Methotrexate (10 mg/
week) was added as an immunosuppressive and GC
sparing agent. Also, she had vitamin D supplement.

The pulse therapy was administered monthly dur-
ing the first 3 months after eosinophilic fasciitis was
confirmed. Beside the normal value of eosinophils, a
remarkable reduction in inflammatory biological
markers was noticed: ESR dropped from 41 mm/1h
to 21 mm/1 h and CRP — from 39.66 mg/1 to below 5
mg/l. During this period, prednisone dose was gradu-
ally reduced to the dose of 10 mg prednisone per day.
This was possible due to GC sparing agent — metho-
trexate. Methotrexate dose was increased gradually
to 20mg/week. Patient’s evolution was gratifying
with reduction in the skin erythema, but most impor-
tant the diminishing skin appearance of “peau d’or-
ange” with less prominent skin “groove sign” (see
table 2).

TABLE 2. Severity classification of eosinophilic fasciitis
(39)

Joint contracture (upper limbs) 1 point
Joint contracture (lower limbs) 1 point
Limited movement (upper limbs) 1 point
Limited movement (lower limbs) 1 point
Expansion and worsening of skin rash 1 point
(progression of symptoms)

A total of 2 or more points is classified as severe.
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FIGURE 5 and 6. Skin modifications after 3 months of
treatment. The appearance of “peau d’orange” diminished,
as well as skin erythema and skin “groove sign”

Outcome and follow-up

Over the following months, the patient continued
with methotrexate 20 mg/week and vitamin D. GC
therapy was slowly tapered due to the striking ad-
verse reactions that had appeared: Cushingoid fea-
tures (redistribution of body fat with buffalo hump
and moon face, weight gain) and neuropsychiatric
effects (emotional liability, sleep disturbance). After
2 years of immunosuppressive therapy, the patient
had a favorable evolution with normal inflammatory
biomarkers and normal range of the eosinophil count.
She declared that skin induration was the most prom-
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inent change that occurred during this period of treat-
ment. Also, she noticed that all skin modifications,
including the groove sign and “peau d’orange”, im-
proved in the order of their chronological appear-
ance. The first beneficial changes were remarked in
the breast skin, with local decrease in profound ad-
herence and skin induration. Afterwards, the changes
occurred in the upper limbs and lastly in the lower
limbs. Even though the beneficial changes were clin-
ically evident, new local profound adherence zones
were remarked (see figures 7-10). Profound adher-
ence and limited joint mobility were found at both
ankles. Since the patient had bilateral joint contrac-
tures with limited movement, the patient was classi-
fied as having severe eosinophilic fasciitis according
to the classification that was proposed in 2018 (see
table 2). This particular evolution, as a disease com-
plication, was not expected since the patient has re-
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FIGURE 7-10. Profound adherence zones in the feet and
the ankles with bilateral joint contractures and limited joint
mobility in the ankles

sponded well to the combination of GC and metho-
trexate. On the other hand, it should be pointed out
that GC therapy was administered for less than one
year due to adverse events.

Unfortunately, the patient could not come to the
clinic for the scheduled visit due to COVID-19 pan-
demic. A telephone call visit was done. The patient
declared that she continued her immunosuppressive
treatment with methotrexate 20 mg/week, but new
skin changes appeared. She sent us some pictures
(see figures 11-12). New pigmented lesions appeared
in the abdominal area and the anterior thorax. The
patient said that these new lesions are painless, firm
and feel like bound-down plaques. The other lesions,
progressed with deep adherent bands, lesions similar
to “groove sing” but they seem to be wider. Her labo-
ratory results revealed inflammation with CRP value
— 3 times the upper limit of normal value and eosino-
philia (10.5%, 851/mm3). Her story will continue.
She has an appointment in the clinic for evaluation.

CASE 1 DISCUSSION

Eosinophilic fasciitis is a disease of unknown eti-
ology and pathogenesis. It may be triggered by envi-
ronmental factors, and when these factors are abol-
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FIGURE 11 and 12. New pigmentated lesions, firm and bound-down plaques in the abdominal and anterior thorax. New

profound adherent bands similar to “groove sing”

ished, the first skin manifestations such as erythema
and edema, resolve in a 4 week time frame. After-
wards, the adherence diminishes and the skin softens.
The natural course of this disease is the spontaneous
remission. This is found within 10 to 20% of the pa-
tients (6). Unfortunately, there are patients that re-
lapse or have complications, such as persistent fibro-
sis. The predisposing factors are “morphea-like” skin
lesions, younger age at onset, trunk involvement and
histopathological pattern with the presence of dermal
fibrosclerosis (40). As it was mentioned previously,
there are clinical features that contribute to severity
classification (see table 2). These are joint contrac-
tures and limited movement in the upper and lower
limbs, the expansion and worsening of skin rash (39).

Published data shows that in patients with exten-
sive body surface involvement including trunk or
neck involvement, GC in high doses in combination
with a second immunosuppressive drug such as
methotrexate or mycophenolate mofetil are a good
therapeutic choice (6). This approach was used in our
case, but the patient seems to have relapsed. The
main predisposing factors for the relapse are GC in-
terruption. On the other hand, the absence of response
should prompt further investigation to rule out an un-
derlying malignancy, most frequent being those he-
matological (6).

It should be kept in the mind that eosinophilic fas-
ciitis may coexist with other diseases characterized
by skin induration. Eosinophilic fasciitis often is re-
garded as part of morphea spectrum, even though the
pathogenesis is different in these 2 diseases (41). The
presence of thickened dermal collagen fibers is the
argument for the overlap of morphea with eosino-
philic fasciitis (41). In our case, the patient developed
new skin modifications during immunosuppressive
treatment with methotrexate. These changes are con-
sistent with those seen in morphea. Histopathologi-
caly, in eosinophilic fasciitis profound fibrosis is
seen. While in morphea, the skin and subcutaneous
fat biopsy reveal sclerosis and fibrosis of deep retic-
ular dermis, subcutis and rarely fascia (42). Although
the initial biopsy was suggestive for eosinophilic fas-
ciitis, the clinical progression reflects an overlap of
these two diseases. There are a few cases described in
the literature. Morphea lesions may appear on differ-
ent parts of the body in 30% of the patients with eo-
sinophilic fasciitis (43). The prognosis in the case of
overlapping of these two disease is worse regarding
skin progression comparing to each medical entity
taken separately. A disease relapse requires change in
treatment. The patient is waited in the clinic for fur-
ther evaluation.
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CASE 2 PRESENTATION

Second case presented in this article is about a
60-year-old man, apparently healthy until the begin-
ning of 2020, when he developed erythema and pru-
ritus on the extremities, followed shortly by oedema,
myalgia and skin induration with limited range of
motion at the big joints. Evaluation at the family doc-
tor revealed hyper eosinophilia, absence of vasomo-
tor manifestation or exposure to toxic substances and
he was suspected of a parasitic disorder since he was
working in forestry, so he was referred to a special-
ised department.

At that moment, clinical evaluation showed sym-
metrical skin induration, orange peel like skin of the
extremities, but hands or feet were sparred, associat-
ed with joint contractures in the area involved (see
figures 13 and 14). Routine lab tests were normal (in-
cluding muscle enzyme), except for eosinophilia
(900/ul), polyclonal hypergammaglobulinemia and
moderate inflammatory syndrome. Screening for
parasitic infection was positive only for Toxoplasma
gondii, but titre was high only for Ig G (approxima-
tive 3000 times higher than normal) with normal Ig
M, suggestive for chronic infection, so the specialist
asked for more test. Solid neoplasia was ruled out by
normal findings at the computer tomography of the
thorax, abdomen and pelvis. Muscle biopsy of the
lower limb was performed, and, meanwhile, other
tests returned negative, like the one for chronic viral
infection (Hepatitis B and C, HIV) and the one for
autoimmune disorder (ANA panel).

Muscle biopsy showed preserved muscle archi-
tecture, but with some degree of atrophy of the fibres,
inflammatory infiltrate with lymphocytes, plasma
cells and eosinophils associated with interstitial and
perivascular fibrosis.

In corroboration with the clinical findings, lab test
and muscle biopsy permitted to put the final diagno-
sis of fasciitis with eosinophilia. He started systemic
glucocorticoids with pulse-therapy 3 g methylpredni-
solone followed at home by oral therapy with equiv-
alent prednisone dose of 0.5 mg/kg per day for 3
months with recommendation to taper the dose ac-
cording to skin thickening improving.

At 3 months, patient check-up revealed normal
eosinophil count, but no skin improving, also dis-
playing now livedo reticularis. Screening for an-
tiphospholipid syndrome was recommended and
Methotrexate (MTX) was started at 10 mg/week with
the intention to lower in the next few weeks the glu-
cocorticoid dose. Hemogram done in late 2020 au-
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gust, after 4 weeks of MTX, revealed low thrombo-
cytes count (80,000 mm?) and since the patient did
not noticed skin improvement, he stopped the MTX,
remaining only on equivalent prednisone dose of
near 0.5 mg/kg per day.

In September 2020, he presented at the Emergen-
cy Room of “Sf. Maria“ Clinical Hospital for palpita-
tion, dyspnoea at minimal efforts and bilateral calf
pain, but more intense in the left one. He had a nega-
tive RT-PCR for SARS-CoV-2 infection. Clinical
exam revealed that the patient had arrhythmia, but
was hemodynamically stable with normal blood
pressure, with no extra sounds on pulmonary auscul-
tation and no need for oxygen supplementation. Ex-
tremities evaluation showed skin changes related to
fasciitis with groove sign present at the superficial
vein (see figure 15) accompanied by the livedo retic-
ularis. No other clinical abnormality was found. At
the end of the clinical evaluation, a diagnosis of pul-
monary embolism was first suspected.

Investigations

Patient started lab and paraclinical evaluation.
Electrocardiogram (EKG) showed atrial fibrillation
with a medium ventricular rate (around 100/min), he-
mogram revealed low thrombocyte count (45,000/
mm?), chemistry returned with high LDH (450 U)
and extremely high D-dimeri level (3200), confirm-
ing that our patient had a thrombotic state. We contin-
ued the investigation with a thorax and abdominopel-
vic Computed Tomography and, surprisingly, there
were no imaging suggestive of pulmonary embolism
or parenchymal abnormality, no adenopathy, but we
found acute thrombosis of left inferior cava vein in
the proximal segment associated with thrombosis of
the left iliac veins. Doppler ultrasounds of the vein
confirmed complete thrombosis of the left femoral
and popliteal vein, although clinical examination did
not reveal any differences in measurements of left
versus right circumference calf, probably due to skin
induration related to fasciitis with eosinophilia.

Differential diagnosis

In front of our case, we had two dilemma to solve.
1. What is behind his thrombotic state?

2. Why thrombocytopenia?

Therefore, before starting anticoagulation, tests
for thrombophilia and antiphospholipid syndrome
were ordered. From all that, only lupus anticoagu-
lant returned positive. An antiphospholipid syn-
drome diagnosis (livedo reticularis, thrombocyto-
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penia, deep vein thrombosis, positive lupus
anticoagulant) was considered, remaining to re-
peat the test at 12 weeks apart.

About thrombocytopenia, we considered: metho-
trexate toxicity, but at the moment of the evalua-
tion no other significant abnormality was found
on hemogram (no leukopenia, no high mean cor-
puscular volume), haematological disorder, since
this is found frequent in association with eosino-
philic fasciitis, but peripheral smear was without
any sign of this pathological condition, no lymph
nodes on CT, consume in the thrombotic state, the FIGURE 13. Skin induration with “orange peau” like skin
most probable hypothesis, since the patient was
also positive for lupus anticoagulant.

Positive diagnosis

Final diagnosis was:

— eosinophilic fasciitis

— acute thrombosis of left inferior cava vein in
the proximal segment associated with throm-
bosis of the left iliac veins, left femoral and
popliteal vein

— in observation for antiphospholipid syndrome
(livedo reticularis, thrombocytopenia, deep
vein thrombosis, positive lupus anticoagulant
in one determination)

Treatment

Facing both acute deep vein thrombosis probably FIGURE 14. Joint contracture
related to antiphospholipid syndrome and fasciitis
with eosinophilia we had two decisions to make:

1. What type of anticoagulation to choose? Or
our patient was a candidate for mechanical
barrier since the thrombosis was at the inferior
cava vein? Since our patient had a severe
thrombocytopenia (less than 50,000 mm?) both
cardiologist and interventional cardio-vascular
surgeon recommended non-invasive treatment
and we started low-molecular weight heparin
(LMW) followed by coumarin anticoagulant
since an antiphospholipid syndrome was sus-
pected. The thrombocytes count remained sta-
ble during the hospital surveillance.

2. What type of immunosuppressive or immuno-
modulatory agent to use, since our patient al-
ready tried Methotrexate with no results on the FIGURE 15. Groove sign
skin and there was a constant need to lower the
Prednisone dose (he was more than 6 months
on 0.5 mg/kg per day)? Considering both dis- We also started beta-blockers for atrial fibrilla-
orders, we started Hydroxychloroquine (HCQ) tion and he was converted to sinusal rhythm in 12
5 mg/kg per day. hours.
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Outcome and follow-up

Evolution was favourable, in one week we found
sign of femoral thrombus recanalization on ultrasound,
thrombocytes count did not drop during anticoagula-
tion and the patient was ready to be discharged. During
the last night in the hospital, he developed fever (38.5
°C), chills, he became asthenic, so he was isolated and
a new RT-PCR for SARS-COV-2 was performed. The
test came back positive and the patient was transferred
in a COVID-department.

He was switched to Dexamethasone and direct
oral anticoagulant (DOA) — Apixaban, for an easier
follow-up — and put on prophylactic antibiotherapy,
continued HCQ and developed viral pneumonia with
a rapid good improvement, having a negative RT-
PCR at 12 days after the one that was positive.

Patient returned in our clinic 1-month post-COV-
ID. We noticed a significant skin improvement, with
almost disappearing of the livedo reticularis and sof-
tening of the skin with good mechanical impact on
big joints contractures. We also checked the deep
vein thrombosis evolution and we found that left
femoral veins were complete permeable and popliteal
vein was partial permeable. Moreover, thrombocytes
were around 100,000 mm? and D-dimeri were nor-
mal. Although we rather preferred classical oral anti-
coagulants than DOA since we suspected an an-
tiphospholipid syndrome, because of the good
evolution we continued DOA. As per glucocorticoid
intake, patient was able to gradual reduce the dose,
being at a 10 mg equivalent Prednisone per day and
continued to reduce it. We asked him to return in two
months for reassessment.

CASE 2 DISCUSSION

Second case is about a patient diagnosed with eo-
sinophilic fasciitis at the beginning of the 2020, with
no proven solid or hematologic neoplasia at the mo-
ment of diagnosis and no response at initial treatment
represented by systemic glucocorticoids (29,43).
Data from the literature suggests that starting treat-
ment early in the oedematous phase will increase the
rate of response (3). Although he had a prompt diag-
nosis and received high dose of glucocorticoids, after
3 months no skin improvement was noticed, only eo-
sinophil count normalised.

Many patients do not respond to initial treatment
(3,29) and they need immunosuppressive or immu-
nomodulatory drugs with the purpose to improve the
outcome or to lower the glucocorticoid dose. Being a
rare disease, no randomised study exists in order to

RomaNIAN JoURNAL oF RHEUMATOLOGY — VoLuME XXX, No. 1, 2021

choose between different agents, but skin being the
major organ involved, Methotrexate seems to be the
most used, probably having scleroderma as example
(44). Our patient received low — dose Methotrexate
(10 mg / week to start) as a second line therapy, but at
4 weeks a moderate thrombocytopenia was noticed
with no changes in red line cells. He had no renal in-
sufficiency, he did not use concomitant therapy that
could contribute to that (eg. trimethoprim — sul-
phamethoxazole) (45), but because no clinical im-
provement was noticed, Methotrexate was stopped,
and folic acid was doubled for the next month.

In evolution patient developed a thrombotic state
with deep vein thrombosis. He had also livedo retic-
ularis, thrombocytopenia was persistent, being se-
vere at that moment and was positive for lupus anti-
coagulant. A diagnose of antiphospholipid syndrome
was now in line, having both clinical manifestation
from the classification criteria, but also other highly
suggestive for, like livedo reticularis. Moreover, at
this point, aggravating thrombocytopenia seemed
also related to this (46-48).

Why our patient developed antiphospholipid syn-
drome? Infectious disease, mostly viral, are frequent
associated with antiphospholipid antibody or com-
plete antiphospholipid syndrome. Although rare, par-
asitic infections can also trigger these manifestations
and our patient had a very high titre of Ig G for Tox-
oplasma gondii (49,50).

Link between persistent hypereosinophilia and
thrombosis is well established (51) and recurrent
thrombosis despite correct oral anticoagulation is of-
ten cited (52). This effect is due to inhibition of nat-
ural anticoagulant activity, enhance expression of
tissue factor on monocytes and eosinophils, increased
thromboxane release and thrombin generation
(52,53). Recent data showed that even transient eo-
sinophilia can trigger a thrombotic state (52), but in
our case eosinophil count was normal for a few
months when thrombogenic state was noticed,
prompting to look for another cause like antiphos-
pholipid antibody.

Nevertheless, his thrombotic state faced another
aggravating factor: infection with SARS-CoV-2 virus
that could even trigger antiphospholipid antibody ex-
pression (53). Rapid favourable evolution of infec-
tion might be related to already started antiaggregant
and anticoagulant therapies (Hydroxychloroquine
and oral anticoagulant).

Along with all these thrombogenic state that
seems to be found in our patient and highlights the
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importance of a thorough differential diagnosis, a
clinical finding has also an important impact. Al-
though he had deep vein thrombosis of the entire left
inferior limb until inferior cava vein, clinical exam
did not find any sign of thrombosis. An explanation
might be the mechanical effect of tightened skin on
venous system blocking the appearance of a swelling
limb with a need for periodic screening of the deep
vein system of the limbs by ultrasound.

CONCLUSIONS

Eosinophilic fasciitis is a rare, uncommon disor-
der frequently diagnosed as systemic sclerosis by
mistake. Absence of sclerodactyly or vascular in-
volvement should prompt this diagnosis in a patient
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