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Conclusions
ØAvailability of phase 2 GMP compliant oral drug and no safety 

issues in extended GLP toxicology provide a robust foundation 
for immediate start of phase 2 trials in MCI & early AD 
patients. 

ØThe phase 1 clinical safety outcomes with target engagement 
in healthy adults and a continuing safety record for 
intravenous administration in acute care for stroke patients 
extend the tolerability and safety record in humans.

ØWe conclude that MW189 is a phase 2 clinical candidate with 
potential for attenuation of glia-based dysregulation linked to 
synaptic dysfunction in AD patients. 

Dysregulated proinflammatory cytokine 
production from activated glia contributes to 
CNS disease progression and susceptibility. We 
developed a small molecule drug candidate 
[MW01-6-189WH (aka MW189)] as a selective 
CNS-penetrant suppressor of stressor-induced 
proinflammatory cytokine dysregulation linked to 
synaptic and cognitive impairment in animal 
models of progressive and acute onset CNS 
disorders [1,2]. 

MW189 was developed using the classic 
functional/phenotypic approach that screened 
for novel CNS-penetrant compounds with drug-
like properties. Compounds were prioritized for 
ability to restore dysregulated neuro-
inflammatory pathways back toward 
homeostasis without suppressing basal 
physiological cytokine levels and without having 
immunosuppressive or non-selective anti-
inflammatory action. Like many approved drugs 
and ones used daily in health care, MW189 
does not have a consensus molecular target. 
We know, however, that it is not binding any of 
the standard protein kinase or GPCR targets 
based on large-scale screens for kinase 
inhibitors and GPCR agonist/antagonists [3,4].

MW189 was successfully subjected to three 
phase 1 clinical studies of safety, tolerability, 
pharmacokinetics and pharmacodynamic 
endpoint engagement [3]. Intravenously 
administered MW189 for short term treatment of 
intracerebral hemorrhage is in progress 
(NCT05020535), with a strong safety profile to 
date [5,6].

Therefore, our goal is to reposition MW189 from 
acute care with short term treatment via 
intravenous administration to repeat oral 
administration over an extended time to 
Alzheimer’s disease patients.

The therapeutic rationale is that restoring 
cytokine balance will support synaptic function 
and memory performance, directly addressing 
the glial neuroinflammation–neuronal synaptic 
function axis, a key driver of homeostasis and 
disease pathogenesis. 
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