
CONTACT

Behavioral assessment revealed an age-dependent cognitive decline in 5xFAD mice, characterized by impairments in working, 

recognition, and spatial memory. These findings support the use of the 5xFAD model as a robust preclinical platform for studying 

Alzheimer's disease progression and evaluating potential therapeutic interventions such as CNEURO-201.
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Alzheimer's  disease (AD) is a common neurodegenerative condit ion among the elderly,  
affecting mil l ions of people worldwide. To date, there is no effective treatment to halt  i ts 
progression. In this context,  the development of mult i functional  compounds represents a 
novel strategy for combating AD. A potential  solut ion to this chal lenge may l ie in the 
methodological  approach used for the precl inical  evaluation of new compounds. Specif ical ly,  
mult i functional  molecules with therapeutic  potential  for AD should demonstrate ( in animal 
models) attr ibutes such as the sustainabil i ty  of long-term effects and the compound's anti-
neurodegenerative capacity. A longitudinal  study was designed to investigate these propert ies 
in CNEURO-201, an anti-amyloidogenic  compound and σ1 receptor agonist  that has been 
shown to delay cognit ive decline and the molecular alterations associated with AD.
The ongoing protocol  consists of a six-month intervention with a dose of 0.1 mg/kg of 
CNEURO-201 (treated group) or an equivalent volume of vehicle (control  group) in 5xFAD 
transgenic mice (2 months),  wi ld-type and heterozygous. In al l  animal groups, cognit ive 
abi l i ty is assessed periodical ly  using the Y-maze (monthly),  the Novel Object Local ization 
(NOL) (bimonthly),  and the MWM (semesterly) .

•  Behav i o r a l  ass ess men t  r evea led  age - dependen t  
c ogn i t i ve  de f i c i t s  i n  5 xFAD  mi ce ,  suppo r t i ng  i t s  use  as  a  
r obus t  p r ec l i n i ca l  mode l  o f  A l z he i me r ' s  d i s eas e .
•  P r e l i m ina r y  ana l ys es  sugges t  t ha t  CNEURO - 2 0 1  
t r ea t men t  may  exe r t  bene f i c i a l  e f f ec t s  o n  s e l ec ted  
behav i o ra l  pa r ame te r s  a n d  cou ld  c on t r i bu t e  t o  de lay ing  
as pec t s  o f  c ogn i t i ve  dec l i ne .
•  Behav io r a l  a l t e r a t i ons  obs e r ved  ac r os s  d i sease  
p r og r ess ion  p r ov ide  a  va luab l e  f r amewor k  f o r  eva lua t i ng  
t he r apeu t i c  i n t e r ven t i ons  i n  p r ec l i n i c a l  A l z he i me r ' s  
d i s eas e  mode l s .
•  Fu r t he r  s t ud ies  i n teg r a t i ng  behav i o r a l  and  om ics  
ana l yses  a r e  c u r r en t l y  unde r way  t o  e luc ida te  t he  
mec han i s ms  unde r l y i ng  CNEURO - 2 0 1 - med i a t ed  e f f ec t s .

²

Daily intragastric administration of 

CNEURO-201 (0.1 mg/kg) or vehicle 

(0.05% starch).
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Figure 1. Behavioral performance in WT-vehicle, 5xFAD-vehicle, and 5xFAD-CN201 mice across treatment duration. (A)

Y-maze spontaneous alternation. (B) NOL discrimination index. (C) NOL immobility time. (D) Morris water maze

performance. Data are shown as violin plots with individual values. Kruskal-Wallis test. *p < 0.05, **p < 0.01, ***p < 0.001.
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Mice were maintained under a 12 h light/dark cycle 

Food and water were provided ad libitum.

• Untreated 5xFAD female mice exhibited persistent deficits in spatial working memory from 4 to 8 months

of age compared with wild-type mice. CN0.1 treatment prevented these deficits across disease

progression.

• Female mice from all experimental groups showed comparable immobility times, suggesting that

locomotor performance was not affected by genotype or treatment.

• Consistent with Y-maze findings, vehicle-treated 5xFAD female mice displayed lower discrimination

indices in the Novel Object Location task compared with wild-type mice. This progressive decline in

recognition memory was prevented by CN0.1 treatment.

• Long-term CN0.1 treatment preserved spatial memory performance in 5xFAD mice at 8 months of age.
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