
Hart de Ruyter et al, reported higher levels of P-Tau in patients 
with AD and primary tauopathies versus controls in the retina, 

and these correlated with retina microglia counts5,6

AD, Alzheimer's disease; GnRH, gonadotropin-releasing hormone; LATE-NC, limbic-predominant age-related TDP-43 encephalopathy 
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A mouse model of trisomy 21 has a loss of GnRH neurons and pulsatile 
production9

Disrupted sleep is a common feature of early AD7

Sustained microglial activation may exacerbate tau propagation and 
promote AD progression4

LATE-NC, a comorbidity of AD (>50% of cases),1 is characterized by the 
abnormal accumulation of TDP-43 and amnestic dementia syndrome1,2
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Role of GnRH in AD

Prevot et al, reported that in mouse models of AD and trisomy 21, restoring 
normal GnRH levels improves memory, and in pilot study of humans with 
Down’s syndrome improves cognition and brain functional connectivity9

Tomé et al, reported that P-tau seeding severity increased in mice 
treated with brain homogenates from patients with AD+LATE-NC, 

and that hippocampal tau pathology and neuronal loss were higher 
in patients with AD+LATE-NC than controls3

Son et al, reported that the master regulator of sleep, the 
suprachiasmatic nucleus is differentially affected by tau toxicity in 

AD vs neighbouring nuclei, contributing to disrupted sleep8
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*requires further studies to define the role of tau PET in AD.
AD, Alzheimer's disease; CSF, cerebrospinal fluid; PCP, primary care physician; P, phosphorylated; PET, positron emission tomography
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Optimal diagnostic pathway for suspected early AD1,2
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