
Heterogeneity of protocols leads to different volume estimates, hampering comparison of studies and clinical 
use for Alzheimer’s disease (AD). A Harmonized Protocol (HP) for manual hippocampal segmentation from 
magnetic resonance imaging is urgently needed.
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DEFINITION OF AN EADC-ADNI 
HARMONIZED PROTOCOL FOR 
HIPPOCAMPAL SEGMENTATION

Benchmark images have been uploaded 
in a web-based Certification Platform, 
where tracers from participating centers 
are qualifying as HP tracers. The platform 
provides visual and statistical feedback. 
The HP will be validated versus the most 
frequently used “local protocols”, and with 
neuropathological data. Updated 
information on this ongoing step is 
available at:
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Based on this definition, the HP has been 
written, and benchmark images (40 
hippocampi balanced for diagnosis, 
atrophy and magnet field strength) 
segmented by 5 expert tracers from 
different centers. Inter-rater agreement 
among the 5 tracers was over 0.94 
(absolute method, 5 level ANOVA) for 
ICC, and > 0.73 for similarity (~Dice) 
coefficient among all 5 tracers. 

Landmark differences among the 12 most 
common protocols in the AD literature 
were extracted, operationalized, and 
quantitatively investigated. Results were 
used to run an evidence-based Delphi 
panel with 16 experts on hippocampus, 
asked to converge on a consensual 
protocol. Panelists converged on a most 
inclusive definition of hippocampus, 
including (besides the whole head, body 
and tail) all vestigial tissue and fimbria.
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