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and WB analyses provided further validation, demonstrating age-dependent in transcript abundance but rather mutation-specific effects on tau biology.
increases in tau accumulation and phosphorylation. This progressive tau  Thr181 and PHF1 alterations in 4- and 12-month- RN T IO These data demonstrate that MAPT mutations
pathology was especially evident in N279K mutant mice, reinforcing the . " > o drive distinct trajectories of neurobiological
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stretching from, but not including, Crhr1 to Kansl1 is replaced by a syntenic 190 kb mechanistic pathways of disease progression.
region from human chromosome 17 (HSA17; Chr17:45,838,648-46,029,144). In this
transchromosomal (Tc) strain, the mouse Sppl2c (signal peptide peptidase 2C) and
Mapt (microtubule-associated protein tau) genes are replaced by human SPPL2C and Genotype: - ms+ H1 N279K
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Genotype Jax # |Ages Readouts Western blot analysis of Thr181 and PHF1 demonstrates age-dependent increases in
tau phosphorylation, with greater accumulation in N279K mice. Higher molecular weight
species are enriched in mutant animals, consistent with progressive tau aggregation.
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« Distinct MAPT mutations drive fundamentally different disease trajectories, rather than converging on a single pathogenic mechanism.
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