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Dominantly inherited AD arises from PSEN1/PSEN2 and APPmutations 

Scheltens et al. 2021



Image credit: Lianne Friesen and Nicholas Woolridge

PSEN1/PSEN2 and APPmutations lead to more aggregation-prone forms of Aβ



Anti-Aβ monoclonal antibodies have been developed to remove Aβ deposits

Sperling et al. 2023
Bateman et al. 2023 
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Neither drug slowed cognitive decline during the trial

Salloway et al. 2021



But gantenerumab showed evidence for brain Aβ removal

Salloway et al. 2021



Imaging-to-pathology comparison: an illustrative example



Participant characteristics
Gantenerumab Solanezumab Placebo/No 

treatment

Total 4 4 12

Female 0 2 5

APOE ε4+ 3 0 4 (NA=2)

Family mutation

PSEN1 3 4 11

APP 1 0 1

CDR® at baseline

0.5 3 0 5 (NA=2)

1 1 4 3

2 0 0 1

3 0 0 1

Mutation age of
onset

49 ± 8 40 ± 9 45 ± 8

Age at baseline 49 ± 7 46 ± 10 46 ± 9

Age at death 54 ± 8 51 ± 10 51 ± 10



Participant postmortem neuropathology
Gantenerumab Solanezumab Placebo/No 

treatment

Final CDR®

3 3 (NA=1) 3 (NA=1) 12

Thal phase

3 1 0 0

5 3 4 12

Braak NFT stage 

V 0 1 0

VI 4 3 12

CERAD NP score

3 4 4 12

CAA 

1 2 2 3

2 2 0 8

3 0 2 1



Several regions showed longitudinal decline in Aβ PET SUVR in the gantenerumab arm 
and in at least one participant in the solanezumab arm



Almost all regions showed reduced Aβ area fraction in the gantenerumab arm (n=4)



Some regions have a striking dose-dependent treatment effect





Overall, there is a dose-dependent treatment effect at postmortem assessment



This effect is not seen at final Aβ PET due to the lower cumulative drug dose received



Removing outliers does not change the dose-dependent effect



Removing outliers does not change the dose-dependent effect



Postmortem tau neuropathology shows no significant difference across groups



Postmortem microglia neuropathology shows no significant difference across groups



Postmortem astrocyte neuropathology shows no significant difference across groups



Key results: Aβ PET shows longitudinal decline in the gantenerumab arm



Key results: Aβ area fraction is significantly lower in the gantenerumab arm (n=4)



Key results: some regions have striking dose-dependent treatment effects
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