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Hasta el momento, la técnica utilizada para la toma de muestras
de estas lesiones es la puncién-aspiraciéon con aguja fina (PAAF)
guiada por ecografia, o la cirugia en caso de inaccesibilidad. No
obstante, en los tltimos afios, se han descrito casos donde la PATB-
USEB se ha convertido en una buena alternativa para el diagnéstico
citohistolégico minimamente invasivo para aquellas lesiones no
accesibles o en pacientes con un elevado riesgo quirtrgico. Los
resultados son prometedores e incluso en un futuro la PATB-USEB
podria llegar a ser la técnica diagnéstica de eleccién!!-14,
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Sarcoidosis Presenting With Multiple Bone L)
Lesions and Its Regression With Infliximab Re==F

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

Dear Editor,

Sarcoidosis is a systemic granulomatous disorder of unknown
etiology. Though pulmonary involvement is reported in the majo-
rity 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 osteoarti-
cular 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 sugges-
tive clinical syndrome such as the Lofgren’s syndrome (arthritis,
erythema nodosum and bilateral hilar lymph nodes) and radiolo-
gic 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, fati-
gue, 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 8.4mg/dL,
erythrocyte sedimentation rate of 34 mm/h and gamma monoclo-
nal 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 furt-
her 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).
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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.

Neoplastic etiology was excluded after colonoscopy, endoscopy,
mammogram, thyroid ultrasound and complete gynecological
and dermatological evaluation. Biopsies of cervical lymph nodes,
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 mul-
tinucleated 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 involve-
ment.

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 impro-
vements. 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. Furt-
hermore, 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 availa-
ble 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-o, 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: micobacteria L]

atipica e infrecuente. Reporte de un caso

Mycobacterium peregrinum: An Atypical and Uncommon
Mycobacterium. A Case Report

Estimado Director:

Las micobacterias no tuberculosas (MNT), también llamadas ati-
picas o ambientales, se encuentran ampliamente distribuidas en
el agua y el suelo', pero su potencial patogénico fue subestimado
durante mucho tiempo.

Con la pandemia VIH/sida y la mayor sobrevida alcanzada por
pacientes con enfermedades respiratorias crénicas y otras enfer-
medades debilitantes, como neoplasias, diabetes, enfermedades
autoinmunes, trasplantes y tratamientos inmunosupresores, las
MNT han ganado interés y existe un creciente nimero de casos
y nuevas especies reconocidas'?.

Entre las MNT Mycobacterium peregrinum es una especie de
presentacién infrecuente, con muy pocos casos reportados a nivel
mundial, por lo que su significado clinico y el tratamiento éptimo
no estan bien establecidos>.

En este contexto, el reporte de casos es de gran valor para
ampliar el conocimiento del tema.

Presentamos el caso de una mujer de 40 afios que asisti6 a la
consulta de neumologia por presentar tos con escasa expectora-
cién mucosa de 2 meses de evolucién, sin otros sintomas asociados.
Habia recibido tratamiento empirico con amoxicilina y, dada la per-
sistencia de la tos, se habia indicado salbutamol sin obtener mejoria.

Como antecedentes de interés presentaba uveitis autoinmune,
por lo que recibia micofenolato 2 g/dia desde 3 afios previos a la
consulta, y se su profesion era la de técnica extraccionista en el
laboratorio de nuestro hospital.

En el examen fisico no se evidenciaron hallazgos relevantes.

Entre los estudios complementarios realizados se menciona:
hematocrito 32%, hemoglobina 9,9 g/dl, discreta anisocromia con
hipocromia. Recuento leucocitario 10.670/mm?3 (neutréfilos 64%,
linfocitos 22%, monocitos 11%, eosinéfilos 2%, baséfilos 0,5%), eri-
trosedimentaciéon 54 mm/h; hepatograma, funcién renal, glucemia
y proteinograma con valores dentro de los limites de referencia.
Prueba cutanea de la tuberculina: 2 mm.

La espirometria mostraba valores normales (FVC4,051[122% del
teodrico], FEV; 3,271[119% del te6rico], FEV /FVC 81%), sin respuesta
significativa a los broncodilatadores.

La tomografia simple de térax evidencié un infiltrado hiper-
denso con bronquiectasias en el segmento posterior del 16bulo
inferior izquierdo (fig. 1).

Ante la sospecha de enfermedad infecciosa se solicité bacilosco-
pia de esputo que result6 positiva, con desarrollo en el cultivo de
M. peregrinum (en 2 muestras de esputo distintas), identificado por
el método molecular de analisis de los productos de restricciéon de
amplicones de 439 pb del gen hsp65, amplificados por PCR. La sen-
sibilidad a claritromicina, ciprofloxacino, amikacina y linezolid, fue
demostrada por la prueba de determinacién de la concentracién
inhibitoria minima por el método de microdilucién, de acuerdo a
las normas CLSI.

Tras verificar una funcién auditiva y electrocardiograma nor-
males se inici6 tratamiento con ciprofloxacino 500 mg/12 horas y
claritromicina 500 mg/12 horas. A los 30 dias de iniciar los antibié-
ticos habia cedido la tos y 1a expectoracién, por lo que no fue posible
obtener nuevas muestras de esputo para su examen microbiolégico,
y habia normalizado el hemograma y la eritrosedimentacion.

Tras 6 meses de tratamiento con buena tolerancia y sin eventos
adversos significativos, se repiti6 la tomografia de térax, que resulté
normal, y se le otorg6 el alta.

Las MNT se clasifican segin sus caracteristicas de crecimiento y
los pigmentos que elaboran®. En el grupo de crecimiento lento (mas
de 7 dias) se destacan M. kansasii y M. avium complex, y dentro de
las de crecimiento rapido se encuentran M. fortuitum, M. chelonae
y M. abscessus.

Estas especies presentan gran variabilidad en su distribucién
geografica, su potencial patolégico y su presentacién, incluso den-
tro de una misma regién'#°. La gran mayoria de las enfermedades
clinicamente detectables se debe a micobacterias de crecimiento
lento (alrededor del 82% de los casos), siendo mucho menos fre-
cuente el reporte de infecciones por micobacterias de crecimiento
rapido.

M. peregrinum se ubica entre de las de rapido creci-
miento, dentro del grupo Mycobacterium fortuitum, en el que
se encuentran M. fortuitum (la mas comin de estas, cono-
cida por causar infecciones oportunistas), y otras 8 especies
que comparten caracteristicas como ausencia de pigmenta-
cién y suceptibilidad a polimixina B, sulfonamidas y nuevas
fluoroquinolonas?®.

En un estudio ambiental realizado en distintas fuentes de agua
en Bahia Blanca, Buenos Aires, Argentina, se aislaron MNT en el
51,6% de las muestras de agua de dique y de grifo (64/124), de las
cuales el 11% correspondia a M. peregrinum’.

Mas alla de su amplia distribucién, M. peregrinum es muy raro
como patégeno para los humanos? y se estima que representan del
1% a 2% de las infecciones por micobacterias de crecimiento rapido>.
La prevalencia de las infecciones respiratorias por este germen se
desconoce.
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