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The 3xTg-AD Murine
Model: A triple-transgenic
model incorporating
human mutations in
APP, Psen1, and Tau
genes to reproduce AD
neuropathology
iIntegrally. Early
Pathogenic Markers:
This model exhibits
synaptic dysfunction,
early cognitive deficits,
and cerebral
hypometabolism before
the full appearance of
neurofibrillary tangles.
The RQC System
(Ribosome-associated
Quality Control): A
mechanism that acts as
a "proteostasis
crossroads,” degrading
aberrant proteins during
translation to maintain a
healthy nervous system.

The objective of this work is to
compare a 3xT1g-AD model with
a control model to describe the
main alterations present that can
serve as guidance for a better
understanding of the disease.
Animals comparison was
performed using hippocampal
tissue, with all the present
pathophysiological alterations.
The animal development period
Is 8 months, a critical period to
capture disturbances before

3xTg-AD mice (Jackson Laboratory) vs. Wild Type (WT)

3xTg-AD wild Type (WT)

3xTg-AD Model: A Timeline of Pathogenic
Progression and the Critical Window

: Intervening at 8 months allows observation of the cellular machinery failing
before the resulting debris (plaques/tangles) obscures the root cause.

2. TISSUE COLLECTION

Mice were euthanized at 8 months of age.
Hippocampi were rapidly dissected on ice,
flash-frozen in liquid nitrogen and stored at -80°C.

In particular, dysregulation of the E3
ubiquitin ligase Listerine, a central
component of the
Ribosome-associated Quality Control
(RQC) mechanism, was verified.
These alterations were associated with
cellular processes previously
implicated in the pathophysiology of
neurodegenerative diseases.

Differential expression analysis
(3xTg-AD vs. WT)
(DESeq2)

Venn diagram of differentially expressed genes
(Adjusted p < 0.05 |log2FC| = 0.5)
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Significant dysregulation was found in Listerin
(LP11), the E3 ubiquitin ligase that bridges the
stalled rihosome to the Ubiquitin-Proteasome
System (UP3).

Consistent alterations
iIn 3XTg-AD cellular
metabolism have been
better elucidated and
are present particularly
In critical steps of
ribosomal biogenesis.
With this information,
the possibilities for
treatment and
etiopathogenesis of
Alzheimer's disease
expand and can be
highlighted in future
studies.
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