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5. Limitations and Conclusions 

Ascertainment bias in generation 1 could account for some of our findings in gen­
erations 2 and 3 and limit their generalizability, because the Gl group was not derived 
from representative samples of individuals with, or without, MDD. Despite this limitation, 
our findings suggest that inward deformations (local volume reductions) in the dorsal 
anterior head of the hippocampus are a component of a cortical-hippocampal circuit en­
dophenotype of risk for familial MDD, consistent with the known functions and anatomical 
connectivity of these hippocampal subregions. Morphological abnormalities in the amyg­
dala were not sufficiently independent of prior MDD to designate them as endophenotypes 
for risk. Posterior extension of the inward deformations into the body of the hippocampus 
seem to contribute to the presence of overt symptoms of depression. Our findings also sug­
gest that risk-group effects in the amygdala could contribute to resiliency in persons who 
are at elevated familial risk for MDD. Only longitudinal follow-up assessments, however, 
can conclusively demonstrate that the risk effects we identified using MRI confer greater 
or lesser risks for developing MDD than does family history alone, and that the illness 
effects we identified are a consequence of new-onset illness. Those follow-up assessments 
are underway. 
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