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triggering event?
Sarcoidose cutdnea e preenchimento facial: um possivel evento
desencadeante?
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ABSTRACT

Sarcoidosis is a systemic granulomatous disease with skin involvement in 10% to 25% of cases. This skin
condition has been associated with previous trauma, including the use of skin fillers. We present the case
of a patient with an erythematous plaque on the nasal dorsum with 12 months of evolution and a history
of previous facial fillings with polymethylmethacrylate and hyaluronic acid. Skin biopsy showed a granu-
lomatous inflammatory process with an epithelioid pattern and multinucleated giant cells, characteristic
of cutaneous sarcoidosis. Sarcoidosis can occasionally manifest without systemic involvement and may be
associated with the previous use of long-term tissue fillers.
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RESUMO

A sarcoidose ¢ uma doenga granulomatosa sistémica com envolvimento cutdneo em 10 a 25% dos casos. O quadro
cutdneo tem sido frequentemente associado a traumas prévios, incluindo o uso de preenchedores cutdneos. Apresenta-
-se caso de paciente com placa eritematosa em dorso nasal com 12 meses de evolugdo e histérico de preenchimentos
prévios com PMMA e acido hialurénico. A bidpsia cutdnea evidenciou processo inflamatério granulomatoso de padrao
epitelioide e células gigantes multinucleadas, caracteristicas de sarcoidose cutdnea. As reagdes granulomatosas tardias
podem estar associadas ao uso de preenchedores, tanto pelo trauma provocado pelas cdnulas quanto pelos antigenos dos
preenchedores utilizados.
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INTRODUCTION

Sarcoidosis is a systemic granulomatous disease involving
multiple organs — including lungs, lymphatic system, and skin.
It has a higher prevalence among adults, black individuals, and
women.' This condition may present cutaneous involvement in
about 10% to 25% of cases, occasionally manifesting without
associated systemic implication, affecting only the skin.?

The use of cutaneous fillers can cause early adverse
events, such as erythema or hematomas,® or late complications,
such as immune-mediated inflammatory disorders and non-in-
fectious granulomatous disorders.** Late granulomatous reac-
tions occur mainly in the form of foreign body granulomas.
However, in some rare cases, granulomatous lesions can occur
through sarcoid reactions, characterizing cutaneous sarcoidosis
(CS)."**These granulomas do not have well-defined pathophy-
siology and etiology, and they are associated with skin trauma
caused by perforation of cannulas regarding the antigens of the
fillers used.'**” Given the relevance of complications related to
aesthetic procedures, this report aims to discuss a case of CSin a
patient with previous skin filling.

CASE REPORT

A 50-year-old woman patient reported an erythematous
plaque on the nasal dorsum with an asymptomatic evolution
for about a year and a half. She described a history of previous
aesthetic procedures: malar filling with polymethylmethacryla-
te (PMMA), brand not mentioned, in 2014, and filling of the
orbicularis fossa with hyaluronic acid (HA-Emervel Touch®
Galderma Brasil, Sdo Paulo, Brasil) 1 ml, in 2018. All procedures
occurred with no acute reactions. The patient had no joint pain,
respiratory changes, lymphadenopathy, gastrointestinal, cardiolo-
gical, ophthalmological, or neurological changes.

Dermatological examination revealed a well-defi-
ned erythematous plaque with an orange background, regular
borders, and thin linear vessels at dermoscopy (Figure 1). Com-
plementary investigation showed negative serological markers
for rheumatological and infectious diseases. Chest tomography

FIGURE 1: A - Nasal lesion in an erythematous-orange plaque
with an “apple jelly” appearance. B - Dermoscopy showing
telangiectatic vessels, on an erythematous-orange base,
with hypochromic linear structures and central scar from a
previous biopsy

revealed normal parenchyma, with no typical lymph node en-
largement. Soft tissue ultrasound revealed hyperechoic deposits
with “mini-comet-tail” reverberation artifacts in the region of
the nasolabial folds, extending from the height of the mid-nasal
third to the labial commissures, suggestive of PMMA deposits in
the dermis (Figure 2).

The histopathology of the skin biopsy showed a chronic
inflammatory process with the formation of epithelioid pattern
granulomas and the presence of multinucleated giant cells in the
superficial and deep dermis. There was no evidence of necrosis
(Figure 3) and negative AFB, thus confirming the diagnosis of CS.

DISCUSSION

The application of cutaneous fillers can lead to early and
self-limited complications, such as hematomas, edema, and ery-
thema, or late complications, such as the Tyndall effect, surface
irregularities, hypersensitivity reactions, or even granulomatous
lesions, as CS.® Among the late complications, CS has occasio-
nally been reported after trauma, cutaneous surgery, and aesthe-
tic procedures, such as venipuncture and injections of fillers, a
condition described in the case.”

Although sarcoid-like lesions do not necessarily occur at
puncture sites, but also appear in other locations, it is postula-
ted that cutaneous trauma could evidence underlying systemic
sarcoidosis and trigger CS in predisposed individuals."* However,
other factors may be involved. Etiologic factors have also been
associated with CS, such as exposure to insecticides, metals, fungi,
drugs, and infection by microorganisms such as Mycobacterium
tuberculosis and Herpes simplex virus,' the latter was also present
in the history of this patient, who had recurrent oral herpes.

CS can present several clinical forms, which include
spots, papules, lupus pernio, infiltrations in tattoos, or previous
scars, as well as psoriasiform, lichenoid, ichthyosiform, and ver-
rucous lesions.” Regarding the plaques, the presentation seen
in this case, they tend to reveal diameters smaller than or equal
to 1 cm, colorations ranging from red, violet, brown, or even
hypopigmentation, affecting extremities, areas of trauma, or the
central region of the face, as in the patient.’

It is believed that the pathogenesis of CS is associated with
an abnormal immune response to different antigens, of a Th1 pat-
tern, with the involvement of mediators such as interferon-gam-
ma and tumor necrosis factor (TINF), resulting in the formation
of non-caseating granulomas.” Given the morphology similar to
other dermatoses, CS is frequently diagnosed through skin biop-
sies, which should exclude other causes of granulomatous reac-
tions, including foreign body granulomas.® The histopathology of
sarcoidosis reveals epithelioid, non-caseating, well-delimited gra-
nulomas of circular shape, located in the dermis."

Due to their long permanence in tissues, non-biodegra-
dable fillers have been more related to late adverse events, and
PMMA is a significant culprit.* On the other hand, PMMA is a
synthetic, biocompatible polymer with antigenic potential, for-
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merly widely used to correct nasolabial folds and glabellar and

frontal rhytids.> However, due to late complications related to
its use — allergic reactions, formation of foreign body granulomas,
and subcutaneous nodules — PMMA has been falling into disuse.’

The occurrence of adverse events with HA reveals lower
incidence rates — about 0.05% to 0.15% of cases.1 Biodegradable
fillers, such as HA, are less prone to late complications due to
their higher biocompatibility and lower immunogenicity."*

In this case, it is not possible to say that any of the fillers
acted as the primary agent of the sarcoid lesion. However, they
may have worked as triggers.

Also, the appearance of CS in the patient’s nasal wall was
observed seven years after the application of PMMA and three
years after the application of HA. According to Tholken et al.,
the prolonged time between application and the clinical presen-
tation of the lesions proves to be a positive predictive factor for
the diagnosis of isolated CS."

FIGURE 2: Soft tissue ultrasound of the
face showing hyperechoic

deposits with “comet tail artifact”
reverberation in the nasolabial folds

FIGURE 3: A - Interstitial
lymphobhistiocytic inflammato-
ry infiltrate with formation of
epithelioid granulomas,
without necrosis, associated
with well-developed
lymphocytic mantles
(Hematoxylin & eosin 20x).
| B - Asteroid body (arrow)
surrounded by epithelioid
granuloma with lymphohistio-
cytic infiltrate (Hematoxylin &
eosin 40x)

The therapeutic approach to CS is diverse. In localized
forms, topical medications such as corticosteroids (clobetasol,
halobetasol, betamethasone), calcineurin inhibitors (tacrolimus
and pimecrolimus), retinoids are used, in addition to intralesional
corticosteroids (triamcinolone).” Alternative topical therapeutic
options include photodynamic therapy, phototherapy, laser, and
surgical excision of lesions. Most treatments show relevant re-
sults about two to three months after starting the medications.?7
In our patient , we chose topical therapy with mometasone and
tacrolimus due to the limited extent of the lesion, achieving sig-
nificant improvement after six months.

Severe and relapsing cases may require systemic therapy,
which includes the use of antimalarials, tetracycline antibiotics,
pentoxifylline, apremilast, and retinoids.>” Immunobiologicals,
such as TNF inhibitors, specifically adalimumab and infliximab,
have shown important responses in chronic, recalcitrant, and se-
vere forms of CS, including ulcerative sarcoid lesions, lupus per-
nio, and forms unresponsive to systemic corticosteroid therapy.”
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CONCLUSION

This case report presents an alert for the emergence of
late reactions to cutaneous fillers regarding early identification
and prompt treatment establishment. We highlight the importan-
ce of differential diagnosis of CS with other dermatoses, given
its varied clinical presentations and the appearance of cutaneous
sarcoid-like lesions in places that were not necessarily the appli-
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