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Objetivos

A comunicagéo paracrina exercida pelos canais
de Panexina-1 (Panxl) nos hepatdcitos tem se
destacado como uma via importante para o
curso de processos patolégicos no figado?.
Alguns estudos sobre bloqueio genético ou
ablacédo dessa proteina identificaram importante
reducdo da resposta inflamatéria em modelos
murinos de hepatopatias cronicas?3. As
neoplasias hepaticas geralmente sdo os
estagios terminais das doencas hepéticas
cronicas, sédo condi¢bes de dificil tratamento e
diagnostico desafiador. Portanto, este estudo
objetivou investigar a incidéncia de lesbes
hepéaticas neoplasicas em camundongos
knockouts para Panxl submetidos ao modelo
de hepatocarcinogénese quimica.

Métodos e Procedimentos

Camundongos C57BL/6 (CEUA 7236130120),
machos, knockout para Panxl (Panx1-KO;
n=25) e wild-type (WT, n=35) receberam uma
dose Unica de dietilnitrosamina (DEN, 10
mg/kg), intraperitoneal (i.p.), aos 15 dias de
vida. Aos dois meses de idade, os animais
receberam 3 aplicagbes semanais de
tetracloreto de carbono (CCls, i.p., em doses
escalonadas de 0,25 a 1,5 pL/g) durante dois
meses. Os animais dos grupos controles de
ambos o0s gendétipos (n=5/grupo) receberam
apenas o0s veiculos. Ap6s a eutandsia por
exsanguinagdo sob  anestesia inalatéria
(isoflurano), foram calculados a multiplicidade
(n° nédulos/camundongo) e volume [(diametro
menor? x diametro maior)/2] dos nédulos acima

de 1 mm3. Estes parametros também foram
calculados com base em diferentes volumes
tumorais, classificados entre 10 e 500 mm3. Na
andlise estatistica, os dados continuos foram
comparados com a curva de Gauss através do
teste de distancia K-S. Os dados paramétricos
foram representados através da média e desvio
padrdo e analisados pelo teste t-Student. Os
dados nao-paramétricos foram representados
através da mediana e percentil e analisados
pelo teste de Mann-Whitney. Foi aceito neste
estudo risco alfa menor ou igual a 5% (P<0,05).

Resultados

Ndo houve diferenca  significativa na
mortalidade entre os genotipos analisados. O
figado dos animais submetidos ao modelo de
hepatocarcinogénese quimica estava
aumentado e com  mdltiplos nédulos
neoplasicos (Figura 1). Os camundongos
Panx1-KO apresentaram reducdo significativa
na multiplicidade (P=0,04) e volume (P=0,005)
dos nédulos em comparagdo aos camundongos
WT (Figura 2). Quando classificados em
volumes, os animais WT apresentaram maior
nimero de ndédulos hepaticos com volumes
>100 mm?3, enquanto os animais Panx1-KO
apresentaram maior incidéncia de nédulos entre
10 e 50 mm?3 (Figura 3). No entanto, ndo houve
diferenca significativa entre os genotipos nessa
avaliacéo.

Conclusoes

Os resultados demonstraram que a Panxl
apresenta um importante papel no controle da
hepatocarcinogénese.
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Figura 1. Aspectos macroscopicos do figado de animais
submetidos ao modelo de hepatocarcinogénese quimica,
demonstrando mdltiplas formag6es nodulares (setas) de
diferentes tamanhos, esbranqui¢cados e com evidente
neovascularizacao.
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Figura 2. Dados de multiplicidade e volume de nédulos
do grupo de animais Panx1-KO vs. WT. Os dados sao
expressos em média + desvio padréo e foram analisados
pelos testes t de Student ou Mann-Whitney. (*) P<0,05;
(**) P<0,001.
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Figura 3. Dados de multiplicidade e incidéncia dos ndédulos, agrupados de acordo com seu volume. Os
dados sdo expressos em média * desvio padrao e foram analisados pelos testes t-Student ou Mann-Whitney

(P<0,05).
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Objectives

The paracrine communication exerted by
Pannexin-1 (Panx1) channels in hepatocytes
has been highlighted as an important pathway
for the course of pathological processes in the
liverl, Some studies on genetic blocking or
ablation of this protein have identified an
important reduction in the inflammatory
response in murine models of chronic liver
disease?3. Liver neoplasms are usually the
terminal stages of chronic liver diseases, are
conditions that are difficult to treat and
challenging to diagnose. Therefore, this study
aimed to investigate the incidence of neoplastic
liver lesions in Panx1 knockout mice submitted
to the chemical hepatocarcinogenesis model.

Materials and Methods

Male C57BL/6 (CEUA 7236130120) mice,
knockout for Panx1 (Panx1-KO; n=25) and wild-
type (WT, n=35) received a single dose of
diethyInitrosamine (DEN, 10 mg/kg),
intraperitoneal (i.p.), at 15 days of life. At two
months of age, the animals received 3 weekly
applications of carbon tetrachloride (CCla, i.p., in
staggered doses from 0.25 to 1.5 uL/g) for two
months. The animals in the control groups of
both genotypes (n=5/group) received only the
vehicles. After euthanasia by exsanguination
under inhalation anesthesia (isoflurane), the
multiplicity (number of nodules/mice) and
volume [(smaller diameter? x larger diameter)/2]
of nodules above 1 mm? were calculated. These

parameters were also calculated based on
different tumor volumes, classified between 10
and 500 mm3. In the statistical analysis,
continuous data were compared with the Gauss
curve using the K-S distance test. Parametric
data were represented by mean and standard
deviation and analyzed by Student's t-test. Non-
parametric data were represented using the
median and percentile and analyzed using the
Mann-Whitney test. In this study, an alpha risk
of less than or equal to 5% (P<0.05) was
accepted.

Results

There was no significant difference in mortality
between the analyzed genotypes. The liver of
animals submitted to the chemical
hepatocarcinogenesis model was enlarged and
had multiple neoplastic nodules (Figure 1).
Panx1-KO mice showed a significant reduction
in the multiplicity (P=0.04) and volume
(P=0.005) of nodules compared to WT mice
(Figure 2). When classified into volumes, the
WT animals had a greater number of liver
nodules with volumes >100 mms3, while the
Panx1-KO animals had a higher incidence of
nodules between 10 and 50 mm? (Figure 3).
However, there was no significant difference
between the genotypes in this assessment.

Conclusions

The results showed that Panxl plays an
important role in the control of
hepatocarcinogenesis.
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Figure 1. Macroscopic aspects of the liver of
animals submitted to the chemical
hepatocarcinogenesis model, showing multiple
nodular formations (arrows) of different sizes,
whitish and with evident neovascularization.
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Figure 2. Nodule multiplicity and volume data
from the group of animals Panx1-KO vs. WT. Data
are expressed as mean * standard deviation and
were analyzed using Student's t test or Mann-
Whitney test. (*) P<0,05; (**) P<0,001.
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Figure 3. Data on the multiplicity and incidence of nodules, classified according to their volume. Data are
expressed as mean * standard deviation and were analyzed using Student's t test or Mann-Whitney test

(P<0.05).
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