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BACKGROUND
Alzheimer’s disease progression is 

driven by Tau accumulation and 
spread. 

Human-relevant in vivo models 
remain limited.

Oligomerix developed the SOTP  
model by injecting human AD-derived 
tau seeds that are either high 
molecular weight oligomers (HMW) or 
sarkosyl-insoluble (SRK) tau species 
into humanized tau knock-in mice 
(MAPT(H1.0)-GR; JAX:035398; 
Benzow et al., 2024).

METHODS
Injection 

site

EnC

Left panel - showing stereotaxic 
coordinates (ML 1.5 mm, AP −2.4 mm, DV 
−1.6 mm; red dot), with induction site for 
local pathology in hippocampus at CA1 
region (orange) and downstream spread to 
CA3 region and entorhinal cortex 
(green/blue) (adapted from Paxinos and 
Franklin, 2001).
Right panel – 3-month mouse brain 
injected with methylene blue and regions 
analyzed for induction and spread of tau 
pathology. Hippocampal CA1 and CA3 
regions and entorhinal cortex .
Methods adapted from Mate De Gerando 
et al., 2023.

CONCLUSIONS
• This study confirmed the utility of (MAPT(H1.0)-GR mice for studying seeded spread of tau 

pathology.
• pTau231 staining showed seeding with SRK tau induced signal in the CA1 region while 

seeding with HMW tau showed spreading of pTau231 to the entorhinal cortex at this 
timepoint.

• pTau396 staining showed seeding with SRK or HMW tau induced pTau396 staining in CA1, 
while seeding with SRK tau showed more distant spreading of pTau396 to the CA3 region and 
entorhinal cortex at this timepoint.

Induction and Spread of Tau Pathology in Human MAP Tau Gene Replacement Mice. DAB-based IHC with pTau231 (A-C) and 
pTau396 (D-F) assessed pathology in CA1 and CA3 regions of hippocampus, and entorhinal cortex of 30-week-old mice injected at 12 
weeks with AD tau seeds, high molecular weight oligomers (HMW) or Sarkosyl insoluble tau (SRK), or PBS and maintained on blinded 
diets. Scale bar: 50 µm. Data are mean ± SEM, n = 16 or 18/group; statistics by two-way ANOVA with Tukey’s multiple comparisons.

RESULTS
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