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surgery if lesions are inaccessible. However, cases have been
described in recent years where EBUS-TBNA has become a good
alternative for minimally-invasive histopathological diagnosis of
those lesions that are inaccessible or in patients with high surgical
risk. The results are promising, and in the future, EBUS-TBNA could
even become the diagnostic technique of choice.!!-14
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Sarcoidosis Presenting With Multiple Bone m

Lesions and Its Regression With Infliximab Rt

Sarcoidosis que se presenta con miiltiples lesiones dseas y su
regresion con infliximab

Dear Editor,

Sarcoidosis is a systemic granulomatous disorder of unknown
etiology. Though pulmonary involvement is reported in the major-
ity of sarcoidosis patients, extrapulmonary disease is seen in up
to 50%. Patients may be asymptomatic, present with insidious
symptoms such as malaise, fever, and dyspnea or organ-specific
involvement (most commonly skin, eye, liver, heart and osteoartic-
ular system).! It is a disease described in every ethnic group with a
varying incidence of female preponderance. The northern European
countries and black Americans have the highest incidence (50-60
and 35.5 per 100,000 people, respectively).?

The diagnosis is established by the combination of a suggestive
clinical syndrome such as the Lofgren’s syndrome (arthritis, ery-
thema nodosum and bilateral hilar lymph nodes) and radiologic
findings, supported by histologic identification of noncaseating
granulomas.?

Bone involvement is reported in up to 13% of sarcoidosis
patients, but may be underdiagnosed as specific studies are not
routinely performed. Historically, it affects more frequently appen-
dicular bones and joints of the hands and feet, but axial disease has
been rarely described. Bone lesions are typically described as cystic

with cortical bone involvement, although sclerotic and lytic have
also been reported.*

In this report, the authors describe a case of systemic sarcoidosis
presenting as vertebral lytic fracture and discuss clinical, diagnosis
and therapeutic approaches, namely the importance of biological
therapy in refractory cases.

A 59-year-old healthy female was admitted for investigation of a
lumbar fracture (L2) after a low energy trauma. She presented with
one year of gradually worsening generalized bone pain, fatigue,
and mild dyspnea. She was a non-smoker and had no previous
infections, environmental exposure or significant travel history. No
significant family history was determined. Apart from lower back
non-radiating pain, physical examination was unremarkable, with
no skin lesions or palpable lymph nodes.

Laboratory testing showed mild hypocalcemia of 8.4 mg/dL, ery-
throcyte sedimentation rate of 34 mm/h and gamma monoclonal
band on serum protein electrophoresis (19.8 g/dL). Computed
tomography (CT) scan of the lumbar spine revealed L2 fracture and
L3, S2 and S3 lytic lesions.

Etiological investigation was initiated with a CT scan that fur-
ther revealed multiple lytic lesions of the skull (Fig. 1C), sternum,
ribs, hip bone and cervical and thoracic vertebrae, associated with
cervical, mediastinal, hilar, abdominal and pelvic lymph nodes
(<2 cm) as well as nodular infiltration of the lungs and liver (<1 cm).

Neoplastic etiology was excluded after colonoscopy, endoscopy,
mammogram, thyroid ultrasound and complete gynecological
and dermatological evaluation. Biopsies of cervical lymph nodes,
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Fig. 1. (A) An epithelioid granuloma is observable next to a bone trabecula of the iliac crest, amidst the hematopoietic medullary tissue. (B) A multinucleated giant cell is
shown (granuloma) in the tonsil tissue, with two dense concretions suggestive of Schaumann bodies within its cytoplasm. (C) Lytic lesions of the skull before treatment. (D)

Total regression of the lytic lesions after treatment with Infliximab.

nasopharyngeal airway, tonsils and hip bone showed chronic
inflammatory tissue with granulomas (Fig. 1A), some of which with
caseum. There were remnants of an asteroid body and a mult-
inucleated giant cell with two dense concretions suggestive of
Schaumann bodies within its cytoplasm in the tonsil tissue (Fig. 1B).

Blood cultures, infectious and autoimmune serologies excluded
other causes of systemic granulomatous disease. Bronchoalveolar
lavage (BAL) revealed high lymphocytes (19%) in cellular analy-
sis with technically indeterminable CD4/CD8 ratio. The diagnosis
of tuberculosis suggested by caseating granulomas was refuted by
negative Interferon Gamma Release Assay and mycobacterial and
microbiological cultures of the BAL. The final diagnosis came to be
sarcoidosis with important bone and lymph node involvement.

Her respiratory function tests were normal and her six-minute
walk test was unremarkable, apart from the initial and final modi-
fied dyspnea Borg scale (1 very slight and 2 slight, respectively).

Treatment was started with 40 mg of prednisone and, after
5 months of treatment, there were no clinical or radiological
improvements. It was then associated methotrexate 15 mg weekly
and after 3 months the patient showed better physical tolerance
and less generalized bone pain. In spite of clinical improvement, she
was proposed to start treatment with Infliximab due to the growth
of the lytic bone lesions combined with rising of angiotensin-
converting enzyme value (58-92 U/L). After 11 months of biological
therapy, the patient became asymptomatic and had regression of
most lytic bone lesions (Fig. 1D), mediastinal lymph nodes and
lung nodules. She maintains treatment with increasing radiological
improvements and no adverse reactions were recorded.

Involvement of vertebrae and skull in sarcoidosis has been rarely
reported and vertebral fracture after alow energy trauma was never
described as the first manifestation of sarcoidosis.

The rarity of axial involvement may be explained by the fact
that bone sarcoidosis is usually asymptomatic. Its diagnosis may
be suggested by radiologic techniques such as magnetic reso-
nance imaging (MRI) and positron emission tomography/computed
tomography (PET/CT), which may not be easily available. Fur-
thermore, these studies still lack specificity in distinguishing
sarcoidosis from other diagnosis, mainly metastatic disease.” In
our patient, the generalized lymph nodes and lytic bone lesions
demanded, therefore, histological confirmation.

Sarcoidosis is frequently a chronic disease with multiple avail-
able treatments yet steroids are still the main treatment. In severe

cases, the use of cytotoxic agents has been shown to be benefi-
cial, such as methotrexate, azathioprine, cyclophosphamide and
hydroxychloroquine.

It has been described that patients with bone sarcoidosis are
frequently associated with multi-organ disease and poor prognosis,
usually with decreased response to steroid treatment, as seen in our
patient.®

In recent studies, there has been an increase in evidence of the
efficacy of tumor necrosis factor (TNF)-a antagonists in the treat-
ment of patients with pulmonary and extrapulmonary sarcoidosis,
such as Infliximab and Adalimumab. They stop granulomatous
inflammation, by acting against the macrophages of patients with
sarcoidosis that release TNF-a, which is believed to be involved in
the development of granulomas. The use of TNF-a antagonists is
important by allowing the reduction of steroid effective dose, its
cumulative toxicity and side-effects. They have also been proven
to be effective in refractory cases, that are associated with higher
levels of TNF-« in BAL.

In our patient, the use of Infliximab was essential in clinical and
organ involvement improvement, mainly the axial bone lesions,
such as the skull and vertebrae, validating its efficacy in severe
refractory cases.
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Mycobacterium peregrinum: An atypical and
uncommon Mycobacterium. A case report™

Mycobacterium peregrinum: micobacteria atipica e
infrecuente. Reporte de un caso

To the Editor,

Nontuberculous mycobacteria (NTM), also called atypical or
environmental mycobacteria, are widely distributed in water and
soil,! but their pathogenic potential has long been underesti-
mated.

With the HIV/AIDS pandemic and longer survival of patients
with chronic respiratory disease and other debilitating conditions
such as cancer, diabetes, autoimmune diseases, transplants and
immunosuppressive treatments, interest in NTM has grown, with
an increasing number of cases and new species recognized.!2

Mycobacterium peregrinum is a rare species of NTM, with very
few cases reported worldwide, so its clinical significance and opti-
mal treatment are not well established.?

In this context, case reports are of great value to increase aware-
ness of the issue.

We report the case of a 40-year-old woman who attended the
respiratory medicine clinic for a 2-month history of cough with
a small amount of mucous expectoration and no other associated
symptoms. She had received empirical treatment with amoxicillin
and, given the persistent cough, had been prescribed salbutamol,
but with no improvement.

Her history was significant for autoimmune uveitis, for which
she had been receiving mycophenolate 2 g/day for 3 years prior to
the visit, and she worked as a phlebotomist in our hospital labora-
tory.

No relevant findings were evident on physical examination.

Further tests noted: hematocrit 32%, hemoglobin 9.9 g/dL,
and discrete anischromia with hypochromia. Leukocyte count 10
670/mm3 (neutrophils 64%, lymphocytes 22%, monocytes 11%,
eosinophils 2%, basophils 0.5%), and erythrocyte sedimentation rate
(ESR) 54 mm/h; liver and renal function tests, blood glucose and
serum protein values were within reference ranges. Tuberculin skin
test: 2 mm.

Spirometry showed normal values (FVC 4.05L [122% of pre-
dicted], FEV; 3.27L [119% of predicted], FEV{/FVC 81%) with no
significant bronchodilator response.

Plain chest computed tomography (CT) showed a hyperdense
infiltrate with bronchiectasis in the posterior segment of the left
lower lobe (Fig. 1).

Suspecting infectious disease, sputum bacilloscopy was
requested. The result was positive, with development in culture
of M. peregrinum (in 2 different sputum samples), identified

% Please cite this article as: Rolan N, Limongi L, Putruele AM. Mycobacterium pere-
grinum: micobacteria atipica e infrecuente. Reporte de un caso. Arch Bronconeumol.
2020;56:331-332.

using the molecular method of restriction fragment analysis of a
PCR-amplified 439-bp amplicon of the hsp65 gene. Susceptibility
to clarithromycin, ciprofloxacin, amikacin and linezolid was
demonstrated using the microdilution method for determining the
minimum inhibitory concentration, according to CLSI standards.

After verifying normal hearing function and electrocardiogram,
the patient began treatment with ciprofloxacin 500 mg/12h and
clarithromycin 500 mg/12 h. Thirty days after starting antibiotic
treatment, the cough and expectoration had subsided, so new
sputum samples could not be obtained for microbiological exami-
nation, and her blood count and ESR had returned to normal.

After 6 months of treatment, which was well tolerated with no
significant adverse events, repeat chest CT was normal, and the
patient was discharged.

NTM are classified according to their growth characteristics and
the pigments they produce.* The slow-growing group (more than 7
days) includes M. kansasii and M. avium complex, while the rapidly-
growing group includes M. fortuitum, M. chelonae and M. abscessus.

These species show great variability in their geographical dis-
tribution, pathological potential and presentation, even within the
same region."*° The vast majority of clinically detectable diseases
are due to slow-growing mycobacteria (about 82% of cases), with
reporting of rapidly-growing mycobacteria being much less fre-
quent.

M. peregrinum falls within the category of rapidly-growing
mycobacteria, in the Mycobacterium fortuitum group, which
includes M. fortuitum (the most common of these, known to
cause opportunistic infections), and another 8 species that share
characteristics such as lack of pigmentation and susceptibility to
polymyxin B, sulfonamides and the new fluoroquinolones.?®

In an environmental study conducted on various water sources
in Bahia Blanca, Buenos Aires, Argentina, NTM were isolated in
51.6% of reservoir and tap water samples (64/124), 11% of which
corresponded to M. peregrinum.”

Despite its wide distribution, M. peregrinum is very rare as a
pathogen for humans,® and is estimated to account for 1% to 2% of
rapidly-growing mycobacteria infections.? The prevalence of res-
piratory infections caused by this germ is unknown.

The few reported cases are associated with diseases similar to
those produced by other members of the M. fortuitum group, such
as tonsillar abscess,? surgical site infection with cutaneous fistula,’
skin infection in a patient with psoriasis,'? endocarditis in a patient
with a prosthetic aortic valve,'! and lung infections (we found only
three cases published so far).!2-14

NTMs are generally resistant to antituberculosis agents and sen-
sitive to traditional antibiotics such as clarithromycin, amikacin,
ciprofloxacin, tigecycline and sulfonamides, but discrepancy is usu-
ally found between in vitro susceptibility tests and the clinical
response.* The recommended treatment is with two drugs that
have shown in vitro susceptibility.>

After studying the in vitro susceptibility of M. peregrinum, it was
found that the new fluoroquinolones exhibit great activity against
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