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Caso Clinico
Case Report

Sarcoidose: Uma forma rara de apresentagéo
.
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Resumo Abstract

A apresentagao clinica da sarcoidose ¢ diversa e em
mais de 90% dos casos existe envolvimento pulmo-
nar. Os achados radiolégicos mais frequentes aquan-
do do diagndstico sdo a presenca de adenopatias hila-
res e infiltrados pulmonares.

Os autores apresentam o caso de uma doente jovem
cuja radiografia tordcica apresentava multiplos nédu-
los bilaterais. A bidpsia cirtrgica revelou a presenca
de granulomas nao necrotizantes com células gigantes

multinucleadas, compativel com sarcoidose.
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The clinical presentation of sarcoidosis is diverse and
in over 90% of patients there is pulmonary involve-
ment. The most common features of the radiograph-
ic findings at the time of diagnosis are bilateral hilar
lymphadenopathy and pulmonary infiltration.

The authors report the case of a young female patient
who presented with multiple bilateral nodular sha-
dows on chest radiograph. Surgical biopsy revealed
non-necrotizing granulomas with occasional multi-
nucleated giant cells compatible with sarcoidosis. Al-
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Apesar de se tratar de uma sarcoidose pulmonar estd-
dio 111, a doente apresentava-se assintomadtica, o estu-
do funcional ventilatério era normal e nio havia si-
nais de envolvimento extratordcico, pelo que foi
decidido nio iniciar tratamento. Houve remisso es-
pontinea das lesbes, comprovada em tomografia
computorizada de alta resolugao apds um ano.

Rev Port Pneumol 2009; XV (3): 543-552

Palavras-chave: Sarcoidose, multiplos nédulos pul-
monares bilaterais, remissio espontinea.

though this was a case of stage III pulmonary disease,
the patient was asymptomatic, lung function tests
were normal and there were no signs of extrathoracic
involvement. Spontaneous remission occurred with-
out treatment as shown on high resolution CT scan
follow-up, one year later.

Rev Port Pneumol 2009; XV (3): 543-552

Key-words: Sarcoidosis, multiple bilateral nodular
shadows, spontaneous remission.
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Introducéio

A sarcoidose pode atingir virtualmente qual-
quer 6rgao ou sistema. O envolvimento pul-
monar, sendo o mais frequente, é caracteristi-
camente bilateral, assimétrico, e atinge
preferencialmente os lobos superiores. Os
achados radiolégicos mais frequentes aquan-
do do diagnéstico sdo adenopatias hilares bila-
terais e infiltrados pulmonares. Quinze a 25%
dos casos podem apresentar caracteristicas ra-
dioldgicas atipicas e em 5 a 10% dos doentes
a radiografia tordcica pode ser normal'?. A
importincia do estadiamento radiolégico para
orientagao progndstica tem sido vastamente
reportada®’ e, embora exista uma elevada taxa
de remissio espontanea, globalmente observa-
da em 60%-70% dos doentes, nos estadios 111
e IV ocorre remissao em menos de 20% e em
0% dos casos, respectivamente®S,

A variabilidade do curso clinico da doenga
condiciona uma dificil definicio de orienta-
¢oes terapéuticas, sendo ainda hoje patente
na literatura a diversidade de critérios utili-
zados para institui¢ao de tratamento.

PORTUGUESA DE

Introduction

In sarcoidosis lung involvement tends to be
bilateral, asymmetric and affects preferen-
tially the upper lobes. The most common
features of the radiographic findings at the
time of diagnosis are bilateral hilar lymph-
adenopathy and pulmonary infiltration.
Atypical radiological findings occur in 15%
to 25% of cases and in 5% to 10% chest
radiographs are normal'?. The importance
of chest radiographic stage as a prognostic
guide has been widely reported*® and al-
though a characteristic feature of sarcoidosis
is the high rate of spontaneous remission,
globally seen in 60-70% of patients, radio-
logic stage III and stage IV, remit in under
20% and in 0% of cases respectively®®. As
the clinical course of sarcoidosis is so va-
riable, treatment has not been well defined
for all patients as shown by the diversity of
criteria referred in the Literature.

The relevance of this case lies in the unusual
form of disease presentation with multiple
pulmonary nodules without clinical or
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A relevancia do caso clinico apresentado
prende-se com a forma pouco usual de apre-
sentagdo da doenga, caracterizada por uma
nodulagao pulmonar difusa sem repercussio
clinica ou funcional e com uma evolugio
atipica para o estadio diagnosticado.

Caso clinico

Doente de 39 anos, assintomatica, foi inter-
nada num servigo de pneumologia para escla-
recimento de multdplas formagoes nodulares
bilaterais evidenciadas numa radiografia tors-
cica (Fig. 1). Dos antecedentes patoldgicos,
havia apenas a referir um nédulo mamadrio
esquerdo benigno, biopsado 13 anos antes.
Era nio fumadora, tinha trabalhado 8 anos
numa fbrica de tecidos e tinha histéria de
exposicdo a galinhas. Ao exame objectivo,
nio apresentava alteragoes significativas. Ana-
liticamente, observava-se um aumento da

functional repercussion with an atypical
stage progression.

Case report

An asymptomatic 39-year old female was
admitted to a pulmonology Department
with multiple bilateral nodular shadows on
a chest radiograph (Fig.1). Her medical
history was unremarkable except for a left
breast nodule which had been biopsied 13
years earlier, and proven to be benign. She
was a non smoker, had worked in a cloth
factory for 8 years and had been exposed to
chickens. Physical examination showed no
significant abnormalities. Her serum C-
reactive protein was 4,6 mg/dl and she had
mild hypoxemia (pO, 75 mmHg, breath-
ing room air). Routine chemistry, urinaly-
sis and electrocardiogram were normal as
were gammaglobulins, autoantibodies and

Fig.1 - Radiografia toracica inicial evidenciando multiplas formages nodulares bilaterais

Fig. 1 — Chest radiograph on admission showing multiple bilateral nodular shadows
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proteina C reactiva sérica (4,6 mg/dl) e ligeira
hipoxemia (pO, 75 mmHg, ar ambiente),
sendo o restante estudo bioquimico sérico de
rotina, assim como o exame sumdrio de uri-
na, o electrocardiograma, o dosecamento das
imunoglobulinas, dos autoanticorpos e da
enzima de conversio da angiotensina sérica
(43UI/L). Os marcadores tumorais CEA,
oFP, CA 19,9, SCC, CYFRA 21,1, NSE e
CA 72,4 estavam normais. Havia elevacio do
CA125 a 179 U/ml (normal <27 U/ml). As
precipitinas para antigénio de galinha eram
negativas. A mamografia e a ecografia mama-
ria revelaram apenas ligeira assimetria do
quadrante superior da mama esquerda, se-
cunddria a densificacido aparentemente nao
patolégica e microcalcificagio benigna da
mama direita. A tomografia computorizada
de alta resolugio (TCAR) do térax eviden-
ciou multiplos nédulos parenquimatosos bi-
laterais bem definidos pericentimétricos, pre-
dominantemente periféricos, e quatro dreas
de densificagio parenquimatosa com bronco-
grama aéreo. Observaram-se alguns ganglios
linfiticos mas sem critérios dimensionais de
adenopatia (Fig. 2). A espirometria e o estu-
do da difusiao pelo monéxido de carbono
eram normais.

A contagem total de células no liquido de la-
vagem broncoalveolar (LLBA) foi de 60/mm?
com 86% de macréfagos, 12% de linfécitos e
1% de eosindfilos, e uma relacio CD4/CD8
de 2,8. O estudo microbioldgico do aspirado
bronquico excluiu a presenca de bactérias,
micobactérias e fungos. Foram realizadas
bi6psias transbronquicas e bidpsia pulmonar
transtordcica, que foram inconclusivas.

No cintigrama com gilio®’, observou-se hi-
percaptagio ligeira das regides oculares, mas
o exame neurooftalmolégico nao mostrou
alteracoes.

angiotensin converting enzyme (ACE) at
43 TU/L. Tumour markers were assessed;
CEA, aFP, CA 19.9, SCC, CYFRA 21.1,
NSE and CA 72.4 were normal. CA 125
was increased to 179 U/ml (normal < 27
U/ml). Avian antigens precipitins were
negative. Mammography and breast ultra-
sound showed in the upper external qua-
drant mild asymmetry due to densification
of the left breast, apparently non-patho-
logical and benign micro calcification on
the upper external quadrant of the right
breast.High resolution CT (HRCT) scan
showed multiple bilateral peri-centimetric
well defined parenchymal nodules pre-
dominantly peripheral and four areas of
parenchymal densification with air bron-
chogram. A few mediastinal lymph nodes
were observed although without dimen-
sional criteria to be considered adenopathy
(Fig. 2). Spirometry and diffusing capacity
were normal

The total cell count in the bronchoalveolar
lavage fluid (BALF) was 60/mm? with 86%
alveolar macrophages, 12% lymphocytes,
and 1.0% eosinophils. CD4/CD8 ratio was
2.8. Microbiological exam of bronchial as-
pirate revealed no bacteria, mycobacteria or
fungi. Neither transbronchial nor transtho-
racic lung biopsy were diagnostic.
Galium®’ scan showed mild uptake in the
ocular regions but ophtalmoscopy was nor-
mal.

Surgical pulmonary biopsy was performed
and revealed aggregated non-necrotizing
granulomas with occasional multinucleated
giant cells. These histopathological features
were compatible with sarcoidosis (Fig. 3).
On the basis of these findings the diagnosis
of pulmonary sarcoidosis Stage III was es-

tablished.
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Fig. 2 - TCAR realizada durante o internamento, a qual revelou multiplos nédulos parenquimatosos bilaterais bem definidos
pericentimétricos predominantemente periféricos e quatro areas de densificagdo parenquimatosa

Fig. 2 - HRCT at presentation showing multiple peri-centimetric bilateral well defined predominantly peripheral parenchy-

mal nodules and four areas of densification

Foi entao realizada biépsia pulmonar cirtir-
gica, que revelou agregados de granulomas
nao necrotizantes com células gigantes mul-
tinucleadas dispersas, aspecto compativel
com sarcoidose (Fig. 3).

Com base nestes achados, foi estabelecido o
diagnéstico de sarcoidose estadio III.
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As the patient was asymptomatic, with no
extrathoracic organ involvement and nor-
mal lung function it was chosen to take a
“wait and see” approach.

At follow-up, the patient was asymptomatic
and pulmonary function tests remained
normal. Chest roentnogram performed a
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Fig. 3 — Amostra de bidpsia cirlrgica evidenciando agregados de granulomas n&o ne-
crosantes com células gigantes multinucleadas dispersas (H&E x 400)

Fig. 3 - Lung biopsy specimen showing aggregated non-necrotizing granulomas with
occasional multinucleated giant cells (H&E x 400)

Dada a auséncia de clinica, de alteragoes
funcionais ou de envolvimento extratorici-
co, foi decidido ndo iniciar corticoterapia e
manter a doente em vigilancia.

Na consulta de seguimento, a doente
mantinha-se assintomdtica e com provas
funcionais normais. A telerradiografia tord-
cica apds um ano era praticamente normal
(Fig. 4) e a TCAR revelava apenas alteragoes
fibréticas residuais nos locais onde anterior-
mente se observavam as lesées de maiores
dimensoes. (Fig. 5)

Discusséo

O envolvimento toricico da sarcoidose aco-
mete mais de 90% dos doentes e em 70 a
75% destes casos apresentam linfadenopa-
tias hilares bilaterais com ou sem infiltrados

year later was practically normal (Fig. 4).
HRCT revealed residual fibrotic changes at
the sites where previously the bigger nodules

had been (Fig. 5).

Discussion

In sarcoidosis, the lungs are affected in
over 90% of patients and 70 to 75% of
these cases present with bilateral hilar
lymphadenopathy with or without paren-
chymal infiltrates, which in combination
with clinical features can be highly sugges-
tive of the diagnosis2. However, it is es-
sential that noncaseating granulomas are
observed on biopsy and that other condi-
tions that produce similar pathology are
excluded. In this case, the patient presen-
ted multiple parenchymal nodules and dif-
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Fig. 4 — Radiografia toracica apds um ano, onde se observa redugao das lesées pulmo-

nares intersticiais

Fig. 4 — Chest X-ray one year after presentation showing a reduction of the interstitial

pulmonary lesions

parenquimatosos que, juntamente com a
clinica, poderao sugerir o diagnéstico'2. No
entanto, ¢ essencial a comprovagao histolé-
gica de granulomas nio caseosos e a exclu-
sdo de outras doencas com padrio patoldgi-
co semelhante. No presente caso, a doente
apresentava multiplos nédulos parenquima-
tosos, tendo o diagndstico diferencial inclui-
do metastizagio pulmonar, granulomatose
de Wegener ou eventual infec¢io fungica
pulmonar.

Na sarcoidose, a apresentacio clinica, a histé-
ria natural e o prognéstico da doenga sio
muito varidveis, com tendéncia a agudizagoes
e remissoes quer espontineas quer em respos-
ta a terapéutica. A classificagio baseada na
radiologia convencional continua a ser um

REVISTA PORTUGUESA DE

ferential diagnosis included metastatic lung
cancer, Wegener’s granuloma and pulmo-
nary fungal infection.

Clinical expression, natural history and prog-
nosis of sarcoidosis are highly variable, with a
tendency to wax and wane, either sponta-
neously or in response to therapy. Chest ra-
diographic staging still remains a crucial basis
for prognostic evaluation’. Spontaneous re-
mission occurs in 55% to 90% of patients
with stage I disease, defined as the presence
of bilateral hilar lymphadenopathy (BHL);
in 40% to 70% of patients with stage II
(BHL with parenchymal infiltrates); in 10%
to 20% of patients in stage III (infiltrates
without BHL) and in 0% of patients with
stage IV (pulmonary fibrosis)®1°.
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Fig. 5— TCAR de controlo apés um ano mostrando redugdo das lesdes (esquerda) e
algumas alteragdes fibréticas

Fig. 5 - HRCT scan a year later with reduction of the lesions (left) and some residual

fibrotic changes

elemento de referéncia para a estratificagao
do prognéstico’. A remissao espontinea
ocorre em 55 a 90% dos doentes no estadio
I, definido como a presenca de adenopatias
hilares bilaterais (AHB), em 40 a 70% no es-
tédio II (AHB com infiltrados parenquima-
tosos), em 10 a 20% no estddio III (infiltra-
dos bilaterais sem AHB) e em 0% dos doentes
no estddio IV (fibrose pulmonar)®!.

A indefinicao do agente etiolégico e de al-
guns mecanismos fisiopatolégicos condicio-
na a auséncia de uma terapéutica curativa e
a dificil elaboracio de orientacdes ou nor-
mas terapéuticas. O objectivo visa sobretu-
do o controlo sintomdtico, podendo haver
recidiva das manifestagoes apds desmame
farmacolégico. Além disso, a frequéncia e
gravidade dos efeitos secunddrios associados
aos principais agentes farmacoldgicos im-
poem a ponderagio entre os beneficios espe-
rados e os potenciais riscos. Na maioria dos
casos, a corticoterapia ¢ a op¢ao de primeira
linha e o agente terapéutico com o qual to-

STA PORTUGUES
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The appropriate treatment has not been
well defined for all patients mainly be-
cause there are no curative treatment regi-
mens but rather a means of controlling
symptoms and relapses frequently occur
after tapering of drugs. Furthermore,
therapy is often complicated by the many
potential side-effects that only justify its
initiation when the potential benefits out-
weigh the risks. In most cases oral corti-
costeroids remain the first line therapy
and are the standard agent to which all
other drugs are compared although seve-
ral steroid-sparing alternatives have been
found effective in treating many aspects
of sarcoidosis' 12.

In this decision-making on therapy for sar-
coidoisis, there were various questions to
consider: 1) Is the patient symptomatic?; 2)
Can the symptoms be controlled with topi-
cal therapy?; 3) Does the patient exhibit
life— or organ-threatening disease?; 4) Is the
patient experiencing, or is likely to expe-
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das as outras alternativas, aparentemente
eficazes no tratamento de muitas vertentes
da sarcoidose, sao comparadas'"'2.

No processo de decisdo terapéutica, existem
vdrias questoes a ponderar: 1) o doente estd
sintomdtico?; 2) os sintomas podem ser
controlados com terapéutica tépica?; 3) o
doente apresenta doenga com risco de falén-
cia orginica ou vital?; 4) existem sinais de
evolucio crénica?; 5) hd contra-indicacao
relativa ou absoluta para algum tratamento
especifico?

As indicacoes absolutas para iniciar cortico-
terapia sistémica sdo os casos de risco de fa-
léncia orgénica ou vital, como sejam a doen-
¢a pulmonar sintomdtica progressiva, a
doenca cardiaca e neuroldgica ou a doenga
ocular sem resposta a terapéutica local. Ou-
tras indicagoes sao a hipercalcemia sintomd-
tica, a doenca pulmonar com infiltrados
persistentes ou deterioracdo progressiva da
funcio pulmonar e outras situagdes de en-
volvimento extrapulmonar sintomdtico/
/progressivo. Mais raramente, outras com-
plicagdes justificam a terapéutica sistémica,
como por exemplo a doenga cutinea desfi-
gurante, a doenca endobronquica ou larin-
gea com obstrugio significativa sem resposta
a terapéutica tépica, as manifestagoes osteo-
articulares e musculoesqueléticas graves, o
envolvimento medular sintomdtico e doen-
ca renal ou hepdtica com risco vital'!"!4.

A institui¢do de corticoterapia no doente as-
sintomdtico com infiltrados persistentes ¢
de extrema controvérsia. A maioria dos au-
tores defende uma atitude expectante, op-
tando pelo inicio do tratamento apenas na
emergéncia de sintomas ou na deterioragio
da fungio pulmonar®!14,

No caso apresentado, a doente manteve-se
assintomdtica sem agravamento da fungio

REVISTA PORTUGUESA DE

rience, chronic disease?; 5) Does the patient
have a relative or absolute contraindication
to any specific therapy?

Absolute indications for the initiation of
systemic corticosteroids are the cases of life—
or sight-threatening organ localisation, e,
progressive symptomatic pulmonary dis-
ease, cardiac or central nervous disease, or
ocular disease not responding to topical
therapy. Other indications are symptomatic
hypercalcaemia, pulmonary disease with
persistent infiltrates or progressive loss of
lung function, and other symptomatic/pro-
gressive extrapulmonary disease. Rarely,
other extrapulmonary complications justify
systemic treatment in sarcoidosis, e.g. cos-
metically marring cutaneous disease and la-
ryngeal or endobronchial disease with sig-
nificant obstruction not responding to
topical corticosteroids, severe joint manifes-
tations, organ-threatening liver and kidney
disease, symptomatic muscle involvement
and symptomatic bone (marrow) localisa-
tion!!-14,

The most controversial area of corticoste-
roid therapy is the asymptomatic individual
with persistent infiltrates. It has been sug-
gested that in patients not meeting the indi-
cations for treatment, a watch and wait ap-
proach is more appropriate and that
medication should mainly be considered if
symptoms develop or lung function deterio-
rates®!h14,

In the case presented, the patient was as-
ymptomatic without deterioration on lung
function test. A thorough baseline clinical
evaluation was performed after which it was
decided to observe the patient without treat-
ment. Monitoring on follow up showed the
outcome was positive as there was sponta-
neous remission.
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pulmonar. Ap6s uma exaustiva avaliagao cli-
nica inicial, foi decidido manter a doente
em vigilincia sem tratamento. O seguimen-
to mostrou que o desfecho foi positivo, com
remissao espontanea das lesoes.
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