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Resumo

Introdugao: A susceptibilidade genética na ocorréncia
da sarcoidose ¢ sugerida por alguns factores, nomeada-
mente pela observagao de casos de agregagio familiar e
a associacdo da raga a diferentes tipos de incidéncia e
gravidade da doenca. Virios estudos tém evidenciado a
associagao da classe I e especialmente da classe II do
sistema HLA com a susceptibilidade a sarcoidose.
Objectivos: Estudo dos polimorfismos genéticos da
classe I e I do sistema HLA e do TNF-ot num grupo
de doentes com sarcoidose, nomeadamente a sua in-
fluéncia na susceptibilidade, apresentagio clinica e
evolucio da doenca.

Material e métodos: Foram incluidos 104 doentes com
sarcoidose, tendo sido estudadas a apresentacio clinica,
funcional, radiolégica e os resultados do LBA. Foram
usados métodos de biologia molecular na genotipagem

Abstract

Introduction: Several factors suggest a genetic pre-
disposition to sarcoidosis, namely the recognition of
race as a risk factor and the occurrence of familial
clustering of cases. Several studies have reported an
association of sarcoidosis and HLA class I and espe-
cially class IT alleles in different populations.

Aim: HLA class I, class I and TNF-o genotyping in
a group of sarcoidosis patients and its relation with
clinical presentation and outcome.

Material and methods: A total of 104 sarcoidosis pa-
tients were included. Clinical presentation, function-
al, radiology, BAL findings and organ involvement
were studied. HLA— A*, -B*, -C*, DRB1*, DQB1*
and TNF-o0 were genotyped by molecular biology
methods. DNA was extracted from peripheral blood
and PCR-SSP and PCR-reverse hybridisation me-
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do HLA-A% B*, C*, DRBI*, DQBI* ¢ TNF-0.
O ADN foi extraido do sangue periférico e foram usa-
dos os métodos PCR-SSP e PCR-reverse hibridization.
As frequéncias alélicas foram comparadas com controlos
da mesma regido geografica pelo teste )2, sendo usado o
teste Kruskal-Wallis para varidveis continuas.
Resultados: Comparativamente com os controlos, os
doentes incluidos apresentavam frequéncias aumen-
tadas de: B*08 (10,6% wvs 6,1%), OR=1,8,
IC=[1,1;3,1], p=0,02; DRB1*12 (4,3% uvs 1,7%),
OR=2,63, 1C=[1,1;6,1], p=0,03. Os doentes com
eritema nodoso apresentaram aumento das frequén-
cias alélicas de DRB1*03 (28% uvs 9,3%), RR=2,39,
IC=[1,5;3,8], p=0,01 ¢ DQB1*02 (38% ws 18%),
RR=2,1, I1C=[1,3;3,3], p=0,02. O alelo DQB1*03
estd diminuido nos doentes que apresentam sindro-
ma ventilatéria obstrutiva, RR=0,53, 1C=[0,3;0,9],
p=0,05. O alelo DRB1*15 encontra-se significativa-
mente associado quer a sindroma ventilatéria restriti-
va quer 3 diminuicio da transferéncia alveolocapilar
(21,1% vs 6,6%), RR=2,46, IC=[1,35;4,48], p=0,01
e (18,1% ws 3,8%), RR=1,87, p.=0,05, respectiva-
mente. Por sua vez, o genétipo A/A (high) do TNF-o
apresentou uma frequéncia aumentada (p=0,04) nos
doentes com eritema nodoso.

Conclusées: Os resultados obtidos adicionam evi-
déncia ao facto de, quer a classe I quer a classe II do
sistema HLA influenciarem a susceptibilidade, o tipo
de apresentacio, o grau de gravidade e a evolugao na
sarcoidose. Por outro lado, o eritema nodoso parece
relacionar-se com o genétipo de elevada produgio de
TNF-a, associago esta jd anteriormente descrita.
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thods were used. Allele frequencies were compared
with controls from the same region. The X? test was
used for discrete values and the Kruskal-Wallis test
for continuous values.

Results: When patients were compared with controls
we noticed increased frequencies of B*08 (10.6% uvs.
6.1%), O.R.=1.8, C.I.=[1.1;3.1], p=0.02; DRB1*12
(4.3% wvs. 1.7%), O.R.=2.63, C.1.=[1.1;6.1], p=0.03.
Patients with erythema nodosum have increased fre-
quencies of the alleles DRB1*03 (28% us. 9.3%),
R.R.=2.39, C.1.=[1.5;3.8], p=0.01 and DQB1*02
(38% wvs. 18%), R.R.=2.1, C.I.=[1.3;3.3], p=0.02.
Allele DQB1*03 is decreased in patients with ob-
structive pattern R.R.=0.53, C.1.=[0.3;0.9], p=0.05.
Allele DRB1*15 is related to restrictive pattern and
reduced diffusion capacity (21.1% wvs. 6.6%),
R.R.=2.46, C.1.=[1.35;4.48], p=0.01 and (18.1% uvs.
3.8%), R.R.=1.87, p.= 0.05 respectively. The TNF-o
A/A (high) genotype is significantly associated with
erythema nodosum (p=0.04).

Conclusions: These data add support to the genetic
association of HLA class I and II with sarcoidosis in
terms of susceptibility, type of presentation, severity
and outcome. Moreover as previously described in
other populations, the TNF-o0 A/A (high) genotype
has a significant association with erythema nodo-
sum.
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