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been equally susceptible to those artifacts, such as the temporal 
poles. Nevertheless, replication of our findings is warranted using 
optimized EPI protocols aimed at improving the signal sensitivity 
in brain regions subject to susceptibility-induced artifacts. Finally, 
it should be mentioned that the pattern of brain activity changes 
during irritability provocation may be specific to the induction 
method that we have used. For instance, studies investigating 
other emotions have found that the amygdala is not engaged when 
emotional states are induced by internally/cognitively-generated 
imagery recall as in our paradigm,29 but may respond robustly 
when emotions are induced by externally-cued perceptual stimuli.1

Conclusion
Our study provided evidence that the induction of irritability, 

using autobiographical scripts, elicits functional activity changes in 
several brain regions thought to be critical both to the generation 
and to the cognitive control of emotional states. There were 
changes in BOLD signal in the prefrontal cortex, subgenual 
anterior cingulate gyrus and inferior temporal neocortex, all 
of which have been previously implicated in the emergence 

and/or autonomic regulation of negative emotions. Also, we 
detected specific foci of significantly increased activity in anterior 
dorsolateral prefrontal areas, which are most probably related 
to the cognitively effortful modulation and management of the 
irritability reaction. If replicated in subsequent studies, these 
findings may provide a basis for future investigations aimed 
at delineating the dysfunctional brain circuits that mediate 
the processing of irritability reactions in pathological mood 
conditions, of depressive, manic or mixed nature. 
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