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CY6463 is being evaluated in a signal-seeking, exploratory study to assess changes in biomarkers of AD and vascular function

The so lub le guanylate cyc lase ( sGC) s t imulator,  
CY6463,  is  be ing developed as a symptomat ic  
and potent ia l ly d isease -modi fy ing therapy for  
ser ious cent ra l  nervous system (CNS) d iseases,  
inc lud ing Alzheimer ’s  d isease wi th  vascular  
pathology (ADv) .  Ni t r ic  ox ide (NO) -sGC-cyc l ic  
guanos ine monophosphate (cGMP) is  a  
fundamenta l  neurot ransmi t ter  pathway cr i t ica l  to  
neuronal  funct ion.  Impai rment  o f  th is  pathway 
p lays a ro le  in  the pathogenesis  of  many 
neurodegenerat ive d iseases.  CY6463 is  a  CNS -
penet rant  pos i t ive a l los ter ic  modulator  o f  sGC
and ampl i f ies  endogenous NO s ignal ing to  
increase cGMP product ion.  Prec l in ica l ly,  CY6463 
improved neuronal  funct ion,  cerebra l  b lood f low,  
neuro inf lammat ion,  and ce l lu lar  b ioenerget ics [1] .

.

The Phase 2a s tudy is  a  12 -week,  randomized,  
p lacebo-cont ro l led,  para l le l  s tudy des igned to  
evaluate safety,  to lerabi l i ty,  PK,  and CNS 
act iv i ty o f  once-dai ly CY6463 in  approximate ly 
30 par t ic ipants  who have a combinat ion of  AD 
pathology,  sub-cor t ica l  vascular  d isease,  and 
card iovascular  r isk  factors .  Th is  def ined 
subset  o f  the larger  AD populat ion,  re fer red to  
as AD wi th  vascular  pathology ( ADv) ,  is  
hypothes ized to  be more l ike ly to  respond to  
CY6463 t reatment  due to  CY6463’s  expected 
impact  on cerebrovascular  and CNS b io logy.  
(Cl in ica lTr ia ls .gov:NCT04798989)

The pr imary ob ject ives are safety and 
to lerabi l i ty,  which wi l l  be evaluated based on 
adverse events .  Exploratory evaluat ions 
assessed var ious ly at  basel ine and weeks 2,  
4,  8 ,  and 12,  inc lude:

• p lasma and CSF b iomarkers  of  d isease;  PK,  
and neuro inf lammat ion

• quant i ta t ive EEG and event - re la ted 
potent ia ls  (ERPs)  as b iomarkers  of  
neurophys io logy

• funct ional  magnet ic  resonance imaging 
measures of  cerebra l  per fus ion and bra in  
connect iv i ty

• cogni t ive per formance tests  of  a t tent ion,  
execut ive funct ion,  and memory.

In  two Phase 1 s tud ies*  (110 heal thy younger  
adul ts  and 24 heal thy e lder ly >65 years) ,  once -
dai ly CY6463 was wel l  to lerated across dose 
levels  and achieved target  CNS concent rat ions,  
wi th  predic tab le,  l inear,  food - independent  
pharmacokinet ics  (PK) .  CY6463 had pos i t ive 
impacts  on bra in  neurophys io logy as measured 
by e lect roencephalography (EEG) and saccadic  
eye movements  and on neuro inf lammatory 
markers .

Resul ts  f rom th is  s tudy in  par t ic ipants  wi th  
ADv wi l l  in form the des ign of  larger,  longer  
studies evaluat ing the potent ia l  for  CY6463 to  
improve cogni t ion in  th is  pat ient  populat ion.
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*ClinicalTrials.gov Identifiers: Ph2 ADv (NCT04798989); Ph1 healthy participants (NCT03856827); Ph1 healthy elderly (NCT04240158)

Scalp distribution of closed-eye alpha power (8-12 Hz) 
by visit and treatment in healthy elderly participants

Robust alpha power effects (nominal p-value<0.02)

Posterior alpha power has been linked to attention and 

cognitive processes and is known to decline with aging 

and in mild cognitive impairment and neurodegenerative 

diseases such as AD [2,3].

CY6463 QD

Placebo QD

~30 

participants

Objectives

• Safety & tolerability

• Pharmacokinetics

• CNS activity

• Neuroimaging (MRI, fMRI)

• Electrophysiology (EEG, ERP)

• Neuroinflammatory biomarkers

• Cognitive battery
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