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Efeito da quercetina sobre citocinas proé-inflamatdrias em modelo animal de nefrite lGpica induzida por pristano
Mariane dos Santos; Carolina Caruccio Montanari; Priscila Tamar Poletti; Francisco Verissimo Veronese

UFRGS - Universidade Federal do Rio Grande do Sul

Introducdo: O ldpus eritematoso sistémico € uma condigdo autoimune caracterizado por perda de tolerAncia & auto antigenos,
hiperatividade de células B e T com produgdo de auto anticorpos, falha dos mecanismos de apoptose e aumento da producdo de
citocinas pré-inflamatérias. Compostos naturais como a quercetina, um bioflavonoide polifenol, tem sido testados em modelos
animais por seus efeitos anti-inflamatorios e antioxidantes. A busca de alternativas terapéuticas eficazes e com menor toxicidade no
tratamento da nefrite lGpica (NL) € uma opcéo a ser explorada. Objetivos: Avaliar os efeitos protetores da quercetina sobre citocinas
pré-inflamatérias no modelo de NL induzido por pristano em camundongos. Métodos: Os camundongos foram divididos em 3 grupos:
a) controle(500 pl de salina 0,9% intraperitoneal, 1 Unica dose); b) tratado com pristano (500 pl de pristano intraperitoneal, 1 Unica
dose); c) tratado com pristano e quercetina (50 mg/kg/dia, iniciada apds 1 més da injecéo de pristano); apds 6 meses os rins foram
removidos e a bidpsia renal evidenciou padrdo de NL. Para a medida das citocinasinterleucina-6 (IL-6), interleucina-10 (IL-10) e
interferon-gama (IFN-y), foram utilizados o soro dos camundongos (sobrenadante), por tecnologia Luminex conforme as instru¢des
do fabricante (Invitrogen, Thermo Fisher Scientific, USA). A analise dos dados foi realizada pelo teste de Kruskal-Wallis para
variaveis ndo paramétricas. Resultados: Comparado aos controles, os animais tratados com pristano tiveram um aumento
significativo dos niveis séricos de IL-6 [186(124-283) vs. 32(20-81), p=0,002], de IL-10 [44(11-73) vs. 1,5(1,3-1,8), p=0,001] e de IFN-
y [16(11-42) vs. 7,0(4,8-8,3), p=0,012]. No grupo tratado com quercetina, houve reducdo nos niveis de IL-6 [84(73-165), p=0,02], de
IL-10 [15(4,9-23), p=0,017], mas ndo de IFN-y, que aumentou [25(19-31), p=0255]. Conclusdo: O efeito protetor da quercetina foi
observado em relacdo a IL-6 e IL-10, mas ndo ao IFN-y nesse modelo de NL induzido por pristano. A redugdo do processo
inflamatorio sistémico pela quercetina na NL pode ser uma estratégia terapéutica que deve ser mais investigada.
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Markers of renal fibrosis: how do they correlate with podocyte damage in glomerular diseases?
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Introduction: Renal fibrosis is the result of the interaction of cellular and molecular pathways, which is induced by sustained glomerular
injury and involves the podocytes and multiple profibrotic factors. Objectives: In this study, we investigated the correlation of the
mRNA expression of podocyte proteins and profibrotic factors with renal fibrosis measured in renal biopsies of patients with primary
and secondary glomerulopathies. Methods: Eighty-four adult patients with primary or secondary glomerular diseases and 12 controls
were included. Demographic and clinical data were collected. Seventy-two percent of the renal biopsies were done less than one year
from clinical disease manifestation. The quantification of the podocyte-associated mMRNAs of alpha-actinin-4, podocin, and
podocalyxin, as well as of the profibrotic factors TGF-B1, CTGF, and VEGF-A were quantified by real-time polymerase chain reaction.
The percent positive area of renal fibrosis was measured by immunohistochemistry staining, using anti-CTGF and anti-HHF35
antibodies and unpolarized Sirius Red. Correlations between the expression of tissue mMRNAs and the positive area of fibrosis for the
measured markers were made by Spearman’s rank correlation coefficient. Results. In relation to control biopsies, podocyte-specific
proteins were downregulated in podocytopathies, in proliferative nephritis, in diabetic kidney disease (DRD), and in IgA nephropathy
(IgAN). Messenger RNA of TGF-B1, CTGF, and VEGF-A was upregulated in patients with podocytopathies and in DRD but not in
proliferative nephritis and IgAN. Tissue mRNA expression of TGF-B1, CTGF, and VEGF-A were strongly correlated with renal fibrosis,
as measured by HHF35; however, the correlation, albeit significant, was moderate for Sirius Red and weak for CTGF. The percent
positive area of renal fibrosis measured by Sirius Red was similar between podocytopathies and DRD and significantly higher in
podocytopathies compared to IgAN or proliferative nephritis. Conclusions: In patients with glomerular diseases, the mRNA of TGF-1,
CTGF, and VEGF-A correlated positively with the extent of renal fibrosis, and the positive area of fibrosis was larger in the
podocytopathies and in DRD as measured by Sirius Red. The pathways connecting podocyte damage and activation of profibrotic
factors to kidney tissue fibrosis need to be better investigated.
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Introducéo: A doenca renal cronica (DRC) esta presente na populagdo negra em uma proporgao cinco vezes maior que em brancos.
Aspectos étnicos e socioeconémicos podem ter correlagdo direta com o desenvolvimento de DRC em negros. Objetivo: Avaliar
fatores de risco de DRC em funcionarios autodeclarados negros ou pardos em um hospital terciario do sul do Brasil. Métodos: Estudo
transversal envolvendo 80 funcionarios autodeclarados negros ou pardos, caracterizando-se fatores sociodemograficos (idade, sexo,
residéncia, escolaridade, seguro saude), clinicos [indice de massa corporal (IMC), historia familiar de doenca renal, presenca de
HAS] e laboratoriais [creatinina (Crs), taxa de filtragdo glomerular estimada (TFGe) pelo CKD-EPI, glicose, hemoglobina glicada
(HbA1c) , albumindria em amostra de urina e hematdria no sedimento urinario] As coletas foram realizadas no Centro de Pesquisa
Clinica do referido hospital. Os dados sdo descritos como frequéncia e porcentagem, média + desvio padrao ou mediana e percentis.
Resultados: A média de idade foi 49+8 anos e 63 (79%) eram mulheres. As areas de atuagéo profissional predominantes foram os
técnicos de enfermagem (31%), area administrativa (29%) e higienizagdo (15%). Sessenta e quatro por cento eram residentes na
capital e 36% na regido metropolitana. Em relacdo a escolaridade, tinham ensino médio completo 62%, ensino superior incompleto
18%, ensino superior completo 10% e pds-graduacdo 10%. Setenta e um por cento dos tinham os seguro de saude. Dezoito (23%)
individuos informaram histéria familiar de doencga renal, e dos familiares afetados 15% necessitaram de dialise ou transplante renal. A
HAS esteve presente em 22 (28%) dos funcionarios, sendo a média da pressdo sistdlica 127+18 mmHg (variagcdo: 90-200) e da
diastélica 77411 mmHg (variagdo: 50-100). A média do IMC foi 28+6 kg/m2 (variagdo: 17 a 44), Crs 0,80 (0,70-0,93) mg/dl (variagdo:

Clin Biomed Res 2019; 39 (Supl.) 246



392 SEMANA CIENTIFICA DO HOSPITAL DE CLINICAS DE PORTO ALEGRE

0,5-1,3) e a TFGe 87,7+14,4 ml/min/1,73 m2 (variagdo: 55 a 117). Glicemia 18 hemacias/ul no sedimento urinario esteve presente
em 15% dos individuos. Conclusdes: Os dados preliminares deste estudo revelam um nivel médio de escolaridade e a presenca de
fatores de risco para o desenvolvimento de DRC, como HAS, obesidade, pré- diabetes e albumindria elevada. A necessidade de
rastreamento e manejo terapéutico adequado dessas altera¢cdes nessa populacédo de maior risco € primordial para a prevencéo de
DRC e suas complicacdes.
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NPHS2 gene polymorphisms in sporadic and familial focal segmental glomerulosclerosis
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Introduction: NPHS2 gene variants are found in 5% to 30% of patients with Focal Segmental Glomerulosclerosis (FSGS), and are
associated with corticosteroid-resistant nephrotic syndrome (SRNS). Objectives: The objective of this study was to determine the
prevalence of NPHS2 variants in patients with FSGS in their familial and sporadic forms. Methods: The sample consisted of 40
children and 70 adults diagnosed with FSGS confirmed by renal biopsy. Age at disease onset, presenting renal syndrome, renal
function, steroid resistance, and clinical outcomes were evaluated. Genotyping for the three single nucleotide polymorphisms (SNPs)
was performed by real-time polymerase chain reaction (RT-PCR). Two polymorphisms were found in exon 5 - p.R229Q (rs61747728)
and p.A242V (rs61747727), and one in exon 3 - p.R138Q (rs74315342). Gene variants were correlated with ethnicity, clinical
presentation, treatment response, and renal outcomes. Results: Among the 40 children analyzed, 8 (20%) had familial FSGS and 32
(80%) had sporadic FSGS. Only 3 (4.3%) had familial FSGS; 67 (95.7%) had the sporadic form. Overall, 49 adults (70%) and 36
children (90%) had SRNS. Among children, variants were detected in only 2 (5%) with sporadic FSGS: p.R229Q in one and p.A242V
in another. Among adults, the analyzed polymorphisms were present in 9 patients (12.9%), all with sporadic FSGS: 4 had p.R229Q
and 5 had p.A242V. No patient had the p.R138Q polymorphism. All patients carrying the p.R229Q variant were white, while 67% of
carriers of the p.A242V variant were black. When ethnicity, clinical and renal outcomes were correlated with the variants, there was no
significant difference for both children and adults; only a trend of higher proteinuria at the end of follow-up (p=0.06) in cases carrying a
variant was found. Comparing prolonged cyclosporine use (> 3 years) between patients with variants (n=4, 36.4%) and those without
variants (n=17, 17.2%), there was no statistical difference between the groups (p=0.124). In relation to ethnicity, 17% of african
descendants had variants against 8% of Caucasian patients (p=0.184). Conclusion: In these patients with familial or sporadic FSGS,
the prevalence of p.R229Q and p.A242V variants in children was 5% and in adults 12.9%; no patient presented the p.R138Q variant.
There was no association between the presence of NPHS2 variants with ethnicity or dependence on immunosuppressive treatment
with cyclosporine.

eP2081

Efeito da cirurgia bariatrica em pacientes obesos sobre pardmetros renais, metabdlicos e inflamatorios: estudo
prospectivo

Carolina Caruccio Montanari; Elisa Ruiz Fulber; Lorenzo Casagrande Reggiani; Mariane dos Santos; Gisele Oliveira; Fernanda Vila
Verde da Silva; Alessandro Borré Costa; Manoel Roberto Maciel Trindade; Francisco Verissimo Veronese
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Introducé@o: Os efeitos benéficos da cirurgia bariatrica (CB) em pacientes obesos sobre parametros renais, metabdlicos e
inflamatérios foram demonstrados em estudos prospectivos. Este estudo avaliou o efeito da CB nesses pardmetros em pacientes
com obesidade grave que realizaram CB comparado a pacientes obesos sem a intervencao. Métodos: Foram incluidos 50 pacientes
obesos que realizaram CB (grupo intervengdo) comparado a 46 pacientes obesos aguardando a realizacdo de CB na lista de espera
(grupo controle). Foram avaliados parametros demogréficos, antropométricos, metabdlicos, inflamatérios, funcéo renal e albumindria.
Esses parametros foram comparados na linha de base e aos 12 meses, e analisados pelo teste de Mann-Whitney e pela Equacgéo de
Estimativas Generalizadas (GEE). Resultados: Comparando os grupos no periodo basal, ndo houve diferenca nos parametros
demogréficos, clinicos e laboratoriais exceto para (Gl vs. GC): colesterol LDL (100+£38 vs. 107+25 mg/dl, p=0,04); TFGe (97+27 vs.
102416 ml/min/1,73 m2, p=0,02) e albumindria [7,2 (3,1-35,85) vs. 16,6 (6,22-60,9) mg/l, p=0,02]. Apdés um ano de
acompanhamento, o Gl apresentou diferenca significativa quando comparado ao GC nas variaveis IMC [32,6 (28,6-36,9) vs. 45,1
(40,1-50,2) kg/m2, p<0,001], PAS [120 (110-127,5 vs. 130 (120-140) mmHg, p=0,001], CC [108 (98-117) vs. 125 (118-132,5) cm,
p<0,001], CQ [123 (114,5-129) vs. 132 (125-142,5) cm, p<0,001], glicose [86 (78,8-90) vs. 99 (90,5-118,5), p<0,001], HbAlc [5,2 (4,8-
5,5) vs. 5,8 (5,2-6,8) %, p=0,002], insulina [7,7 (5,3-11,1) vs. 15,3 (10,8-29,1) pUl/mL, p<0,001], colesterol total [158 (132-176) vs.
169 (154-191,5) mg/dL, p=0,001], triglicerideos [98 (77,5-124,5) vs. 136 (104-171,5) mg/dL, p<0,001] e PCR [3,9 (1,6-7,5) vs. 8,5
(2,8-13,5) mg/dL, p<0,001]. Na analise da GEE, houve mudanca significativa no comportamento médio do Gl em relagdo a: peso
(p<0,001), IMC (p<0,001), TFGe (p=0,001), HbAlc (p=0,001), insulina (p<0,001), creatinina (p<0,001), PCR (p<0,001) e albuminuria
(p=0,025). Os resultados dos efeitos principais ao longo do tempo identifica interagdo entre os grupos, evidenciando as diferengas
das tendéncias de cada grupo ao longo do tempo. Conclusdo: Esses resultados preliminares foram consistentes com os efeitos
benéficos da CB avaliados ap6s 12 meses do procedimento em pacientes com obesidade grave. Outros marcadores de dano renal
devem ser analisados para identificar os efeitos da CB em nivel celular e molecular.
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Analise protedmica de urina revela alterag8es no sistema de metabolizagdo de cininas e angiotensinas durante
aleséo renal aguda no envenenamento pela taturana Lonomia Obliqua

Gustavo Kasper Cubas; Sabrina Beal Pizzato; Walter Orlando Beys-da-Silva; Lucélia Santi; Paula Barros Terraciano; Maria
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HCPA - Hospital de Clinicas de Porto Alegre

Introducéo. Lonomismo é uma forma de envenenamento causado pelo contato da pele com as espiculas do estagio larval da
mariposa Lonomia obliqua (Lepidoptera: Saturniidae). Contatos acidentais com a taturana sdo um problema de saude publica
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