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Resumo

A infeccao cronica pelo H. pylori € um fator essencial na patogénese do
carcinoma gastrico e ulcera duodenal. O gene cagA, que codifica o fator de
viruléncia CagA, é considerado um fator de risco para as duas doencgas.
Recentemente foram descritos sitios de fosforilacao na proteina CagA denominados
EPIYA. NUumero aumentado do sitio EPIYA C tem sido associado com fenémenos
celulares que predispdem a oncogénese. Portanto, no presente estudo foram
avaliados o padrao e numero de sitios de fosforilacdo EPIYA da proteina CagA de
amostras de H. pylori isoladas de pacientes com carcinoma gastrico, Ulcera
duodenal e gastrite. Foram estudados 436 pacientes infectados por amostras de H.
pylori cagA-positivas: 188 com carcinoma gastrico, 112 com ulcera duodenal e 136
com gastrite. Os sitios EPIYA foram determinados por PCR e os resultados
confirmados por sequenciamento. Para analise estatistica os pacientes foram
divididos em dois grupos: no primeiro foram incluidos os que eram colonizados
por amostras de H. pylori com até um sitio EPIYA C e, no segundo, os pacientes
que eram colonizados por amostras com dois ou mais sitios EPIYA C. Os dados
foram analisados em modelos logisticos ajustando para idade e sexo. Foi visto que
0s pacientes com carcinoma gastrico (41,5%) eram colonizados mais
frequentemente por amostras de H. pylori contendo dois ou mais sitios EPIYA C na
proteina CagA que os pacientes com gastrite (18,4%) ou ulcera duodenal (13,4%).
Na analise logistica, numero aumentado de sitios EPIYA C permaneceu
independentemente associado ao carcinoma gastrico tanto quando a comparacao

foi feita com gastrite (OR = 2,81; IC 95% = 1,64 — 4,82; p < 10®) quanto com Ulcera
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duodenal (OR = 1,79; IC 95% = 1,27 — 2,52; p = 0,001). Entretanto, quando os
pacientes com Ulcera duodenal foram comparados com os pacientes com gastrite,
quanto ao numero de sitios EPIYA C, ndo se observaram associagdes (p = 0,29).
Em conclusdo, os resultados desse estudo demonstraram que a infec¢cdo por
amostras de H. pylori contendo dois ou mais sitios de fosforilacdo EPIYA C na
proteina CagA esta associada com risco aumentado de carcinoma gastrico, mas

nao de Ulcera duodenal.
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Abstract

Helicobacter pylori infection is considered to play an important role in the
pathogenesis of gastric carcinoma and duodenal ulcer. Among the virulence factors,
CagA protein has been associated with both diseases. Recently, it was described
that phosphorylation of CagA occurs within tyrosine phosphorylation motifs
containing EPIYA sequence. H. pylori CagA protein with higher number of EPIYA C
segments has been associated with precancerous lesions and gastric carcinoma.
Therefore, in this study we evaluated the number of CagA-EPIYA C segments in H.
pylori strains isolated from patients with gastric carcinoma, duodenal ulcer and
gastritis. We included 436 H. pylori cagA-positive patients: 188 with gastric
carcinoma, 112 with duodenal ulcer and 136 with gastritis. cagA 3’ variable region
was PCR amplified and the results were confirmed by sequencing. Differences in the
number of CagA EPIYA C segments and associations with clinical outcomes were
analyzed by logistic models adjusting for age and gender. The analysis was
performed by stratifying the patients into two groups: one consisted of patients
colonized by cagA-positive strains with at least one EPIYA C segment and the
second one included patients colonized by strains with two or more segments.
Patients with gastric carcinoma were more often infected with H. pylori strains
possessing more than one EPIYA C segments (41.5%) than those with gastritis
(18.4%) or duodenal ulcer (13.4%). In the logistic analyses the number of EPIYA C
segments remained independently associated with gastric carcinoma when patients
with gastric carcinoma were compared with those with gastritis (OR = 2.81; Cl 95% =
1.64 — 4.82; p< 10 or duodenal ulcer (OR = 1.79; Cl 95% = 1.27 — 2.52; p=
0.001). However, no significant difference was observed in the number of EPIYA C
segments between strains isolated from patients with duodenal ulcer and gastritis
(p = 0.29). In conclusion, the results of this study showed that CagA H. pylori strains
possessing higher number of EPIYA C segments were associated with increased

risk of gastric carcinoma, but not of duodenal ulcer.



