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RESUMO

Perda progressiva e irreversivel da funcao renal é a condicao fisica que
leva muitos pacientes com insuficiéncia renal crbnica a recorrerem a
hemodialise (HD) como recurso terapéutico. Além da funcéo renal precaria,
esses pacientes geralmente apresentam-se imunocomprometidos e com um
estado inflamatério cronico, caracterizado pelo aumento de citocinas
inflamatérias na circulagdo, as quais estimulam células endoteliais a
expressarem moléculas de adesao, como ICAM-1 e VCAM-1, ligantes para as
integrinas leucocitarias LFA-1 e VLA-4, respectivamente.

A desnutricao continua sendo um achado comum nesses pacientes, esta
associada a diminuicao do peso corporal, deplecao de tecido adiposo e perda
de massa muscular, bem como a diminuicdo dos niveis plasmaticos de
albumina, transferrina, pré-albumina e outras proteinas viscerais.

A desnutricdo, assim como a inflamagéo, esta associada ao aumento da
morbidade e da mortalidade dos pacientes em HD. Nao se tem conhecimento
até o momento, de estudos correlacionando o estado nutricional dos pacientes
em HD crénica com a expressdao de moléculas de adesdao em leucdcitos
circulantes ou com a qualidade funcional dessas células.

Neste trabalho, investigou-se a influéncia do estado nutricional desses
pacientes na expressdo de LFA-1, VLA-4 e VLA-5, moléculas de adesao
mediadoras de varias funcdes leucocitarias por citometria de fluxo e estudou-
se, em particular, sua capacidade de adesao a fibronectina, uma das principais
proteinas da matriz extracelular.

Os resultados aqui apresentados demonstram que o estado nutricional
nao influencia os niveis de expressao de LFA-1 e VLA-4 em pacientes renais
crénicos em hemodialise e que seus valores muito se aproximam daqueles
obtidos numa populacao sadia e que, de fato, o processo dialitico colabora no
aumento de sua expressdo. Em contraste, a expressdo de VLA-5,
particularmente em granulécitos, mostrou-se significativamente elevada em
pacientes desnutridos quando comparados a um grupo controle composto de
individuos sadios, e a um grupo de pacientes com estado nutricional adequado,
em especial apds o processo dialitico.

Entretanto, a funcao de adesdo desses mesmos leucdcitos revelou-se
francamente comprometida, revelada pela significativa queda na sua
capacidade de interagir com a fibronectina.

Embora estudos mais aprofundados sejam necessarios, os resultados
aqui apresentados e as informacdes deles derivadas revelaram alguns dos
mecanismos contribuintes do estado inflamatério crénico presente em
pacientes com insuficiéncia renal crénica em hemodialise e podem servir como
uma base preliminar de dados que sustente futuros investimentos
experimentais. Além disso, espera-se que este estudo incentive mudancas na
pratica clinica e dietoterapica, visando melhorar as condi¢cées de vida desses
pacientes.
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Palavras chaves: doenca renal cronica, hemodialise, desnutricao, inflamacao,
moléculas de adesao, fibronectina.

ABSTRACT

Progressive and irreversible deterioration of renal function is a common
feature of chronic renal disease patients and frequent haemodialysis (HD) is
undertaken as a treatment for their health improvement. Apart from the
precarious renal condition, these patients are usually immunocompromised and
associated with a chronic inflammatory condition, characterised by high levels
of serum inflammatory cytokines, which stimulate the endothelial cells to over
express cell adhesion molecules such as ICAM-1 e VCAM-1, ligands for the
leukocyte integrins LFA-1 and VLA-4, respectively.

Malnutrition is a common finding in these patients as shown by their low
anthropometric indices, skinfold thickness, and low body mass index
as well as low serum levels of albumin, transferrin, pre-albumin and
other visceral proteins.

Malnutrition, along with inflammation, corroborates for the morbidity and
high incidence of mortality in HD patients. So far, no studies have been
undertaken to demonstrate whether a correlation between the nutritional status
of these patients and the levels of cell adhesion molecule expression on their
peripheral leukocytes or their functional capabilities exists.

With this aim, in this work we have investigated the influence of the HD
patients’ nutritional status on the expression of LFA-1, VLA-4, and VLA-5 on
peripheral leukocytes, cell adhesion molecules known to mediate several
leukocyte functions, using flow cytometry. Also, we have evaluated the
functionality of these cells in adhering to immobilised fibronectina, one of the
most important extracellular matrix proteins.

The data herein presented showed that there is no influence of the
nutritional status of HD chronic renal disease patients on the leukocyte
expression of LFA-1 and VLA-4, which were found to be close to the levels
presented by healthy people leukocytes. Also, the dialysis process influences
their expression.

On the other hand, the expression of VLA-5, particularly on granulocytes,
has shown to be significantly higher in undernourished HD patients when
compared with those from healthy controls or with those of HD patients
presenting adequate nutritional status, especially after haemodialysis. However,
the adhesion capacity of these cells is somehow compromised as revealed by
its significant lower ability to interact with immobilised fibronectin.

Although further studies are needed, the results and suggestions
presented in this work have shed some light into the possible mechanisms
involving the inflammatory conditions of these patients and may be used as a
database to support further experimental work. Moreover, we hope that this
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study will collaborate to the improvement of the disease treatment and changes
in clinical and nutritional practices of the HD patients in the (not distant) future.

Key words: chronic renal disease, haemodialysis, malnutrition, inflammation,
cell adhesion molecules, fibronectin.
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