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Abstract 
[bookmark: _GoBack]Reactive oxygen species (ROS) generated by Nox2-containing NADPH oxidase (Nox2) play an important role in Angiotensin II (AngII)-induced cardiac hypertrophy and failure. p47phox is an important regulatory subunit of Nox2. However, p47phox signalling in AngII-induced cardiac oxidative stress and hypertrophy remained unclear. To investigate the role of p47phox in cardiac redox-regulation, we used C57/BL6 wild-type (WT) and p47phox knockout (KO) mice (male, 10-12m, n=10) and subjected them to AngII-infusion (osmotic mini-pump infusion, 1.15 mg/kg/d, 14d). AngII increased systolic blood pressure (SBP) significantly from 127 ± 13 to 172 ± 11 mmHg in WT but only mildly in KO mice (from 119 ± 9 to 149 ± 10 mmHg), and also caused cardiac hypertrophy in WT (increased heart/body weight ratio by ~17.9 ± 0.1% and cardiomyocyte size by ~10.3 ± 0.1%) but not KO mice.  WT AngII-infused hearts displayed a higher level of oxidative stress (2.8 ± 0.5 fold) as detected by Lucigenin chemiluminescence and dihydroethidium (DHE) fluorescence, a higher level of Nox2 and p47phox expression and phosphorylation of ERK1/2, p38 MAPK and MAPK kinase 3/6 (MKK3/6) and also apoptosis (shown by H2AX formation and apoptosis signal-regulating kinase 1 (ASK1) phosphorylation) as detected by Western Blot. However, these relevant redox-sensitive changes were attenuated or absent in KO hearts. In conclusion, p47phox is essential in inducing cardiac oxidative stress and its dependent redox-regulation is involved in AngII-induced cardiac hypertrophy.
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