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Alzheimer’s Disease (AD) is often seen as human-specific, = 1.00 1.00
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However, the age-related occurrence of AD plaques or NFTs at any stages Specios
neuropathological changes (ADNC) in non- n=125 00 050 | Eprorolgs Wonkey 5
human primates (NHPs) and their comparison with e “ >
. 0.25 0.25
humans has not been formally studied. Moreover, a J [ I 18 y 122 Time
conceptual framework for interpreting the 000 — B 000 L o il P
Spontaneous occurrence Of ADNC in NHPS g Removal Of StUdleS W|th m|SS|ng 0-10% 11-20% 21—30/0 31-40% 41—50/0 51—60/o 61-70% 71-80% 81-90% 91-100% 0-10% 11-20% 21-30% 31f40% 41-‘5‘0% 51-50% 61-70% 71-80% 81-90% 91-100%  Age (% lifespan) Legend: N
has yet to be established. 2 data and NHPs species with 2068 s e s o e e s e e | Isometric
.9 . Lo . 10 17 22 16 30 39 15 18 9 5 10 5 3 20 17 15 12 6 4 @
L] insufficient sample size 3 8 4 o 10 s s 8 4 o 10 : —— Chronometric
Analyzing the scaling of amyloid plaques, neuritic plaques, Arvioid ol
and NFTs in NHPs may shed light on the biology of myloidplaques
sporadic AD. Fig. 3 Chronological (age in years) and standardized (relative to the NETs
g Final dataset - maximum longevity of each species) frequencies of amyloid plaques
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below each diagram the same relative position in the life history of different species.
Conversely, chronometry makes it possible to identify phenomena that appear to
. . Amyloid plaques Moael Amyloid plaques Model  Neurofibrillary tangles  Neurofibrillary
Flg' 2 Flow chart of the Stl.ldy selection for 1 (Time) 2 (Time/Maximum Model 1 (Time) tangles Model
Mouse : life = 3 yo svstematic review. lifespan) 2 (Time/Maxi-
“ F Y . mum lifespan)
D o E A literature search in PubMed and Web of mans rof ot nof of
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"ape”. Titles and abstracts were reviewed to select
observational studies reporting the search for both
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v naturally occurring amyloid and tau lesions. Table | Logistic regression of the frequency of amyloid plaques and : : : :
same fraction of life | ) y & amy , , . =98 g ) 9 Yy y plaq The presence of amyloid plaques seems to follow an isometric (proportional)
Human : life = 80 yo Final analyses were based on a selection of species for neurofibrillary tangles across time and species. PP - :
H . , i , o o pattern whereas NFTs seem to maintain similar duration across species
B G c which we had at least n brains by decades. Two models were used for both amyloid plaques and neurofibrillary tangles, considering

either chronological age (Model I: Time) or age normalized to the species’ maximum regardless of lifespan, which stands at odds with the amyloid cascade hypothesis.

lifespan (Model 2: Time/Maximum Lifespan)
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