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16 Year old female refered from school health programme with a
decline in academic performance which made the scene even worser
due to her mask like facies and the resting tremor made her
handwriting illegible.Hence she was fitting into the classical PD
Criteria of TRAP which means tremor,rigidity akinesia and postural
instability.Infact the bradykinesia made her appear to be a slow
learnerShe had a strong genetic background with six of her family
members had parkinsons disease.This was quite unique which made us
to do genetic work up

Interestingly genetic test showed a homozygous misense variant in
exon 10 of MAPT genein chromosome 17 exon 10.

She was thoroughly investigated for the secondary causes of

parkinsons disease.
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The MAPT Gene encodes the microtubule-associated protein tau.
While classic Parkinson's Disease (PD) is characterized by alpha-
synuclein pathology, common variations and haplotypes (specifically
the H1 lineage) at the MAPT locus on chromosome 17g21 act as
established susceptibility risk factors for developing PD and related
movement disorders. [1, 2, 3,4]

Key Genetic and Pathological Concepts
H1 vs. H2 Haplotypes: An ancient chromosomal inversion divides the
MAPT locus into two primary structural variants: H1 and H2. The H1
haplotype is widely replicated as a significant genetic risk factor for
Parkinson's disease and other tauopathies like progressive
supranuclear palsy (PSP).[1,2, 3]

Protein Interaction: Although tau accumulation is the hallmark of
frontotemporal lobar degeneration (tauopathies), tau pathology
frequently co-occurs alongside alpha-synuclein in secondary
pathways of PD, suggesting a synergistic molecular interplay between
the two proteins. [1, 2]

Risk Factor vs. Direct Mutation: Unlike monogenic forms of
Parkinson's driven by genes like SNCA or LRRK?2, variations in MAPT
typically modulate individual susceptibility rather than directly
causing autosomal dominant disease on theirown. [1,2, 3]
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