
Neflamapimod treatment increased right basal forebrain (BF) volume relative to placebo over the 16 weeks of the randomized pe riod 

of the study, an effect that was maintained during an additional 32 weeks of open label treatment.  In addition, during the open label 

extension, 32 weeks treatment increased functional connectivity between right BF and the right dorsal mode network (DMN)
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Background: Neflamapimod, an oral p38α 

inhibitor, targets molecular mechanisms 

underlying cholinergic degeneration and in 

preclinical studies reversed the cholinergic 

degenerative process in the basal forebrain (BF) 

and normalized performance in behavioral tests 

associated with cholinergic function. In phase 2a 

and 2b ("RewinD-LB") trials, neflamapimod slowed 

clinical progression in dementia with Lewy bodies 

(DLB), a disorder characterized by loss of basal 

forebrain cholinergic neurons. BF atrophy by MRI 

is correlated to cognitive decline in DLB and in an 

uncontrolled exploratory study in early AD (Prins 

et al, 2024)neflamapimod increased the volume of 

the Nucleus basalis of Meynert (NbM) and its 

functional connectivity, as assessed by structural 

and functional MRI, respectively. Herein we report 

on the MRI results from RewinD-LB.

• Combined with prior findings in early AD, 

these results provide evidence that 

neflamapimod favorably impacts basal 

forebrain atrophy, consistent with its 

proposed mechanism of action and 

preclinical data. 

• The observed improvement aligns with 

animal studies showing that basal forebrain 

atrophy reflects both neuronal loss and 

reduced neuronal volume, and with 

preclinical evidence that neflamapimod 

reverses cholinergic neuron volume loss.

• The laterality of the treatment effect is 

consistent with published data that in DLB 

the left basal forebrain is more severely 

impacted (Churchill, 2026; Kanek, 2021)

• Right basal forebrain volume remained 

stable over 48 weeks in participants 

receiving neflamapimod and stabilized 

after treatment initiation in prior placebo 

recipients, suggesting that neflamapimod 

may slow the progression of basal 

forebrain atrophy.

The P38alpha Kinase Inhibitor Neflamapimod Has A Beneficial Effect 

On Basal Forebrain Atrophy Assessed By MRI In Dementia With Lewy 

Bodies

CONTACT

Design

Structural and functional MRI were performed at baseline, 

week 16, and week 48 in the 25participants from the UK 

and the Netherlands. N=10 placebo, 8 Neflamapimod 

during placebo-controlled phase; N=11 during the extension
NbM – nucleus basalis of Meynert   BF – Basal Forebrain

*P=0.019 for change from baseline

Liner regression lines with 95% confidence intervals are shown

Change from Baseline in NbM or BF Volume Baseline 

During the 16-Week Duration Placebo-Controlled Phase 

Change from Baseline in Static Functional Connectivity to Default 

Mode Network During the 16-Week Duration Placebo-Controlled Phase 
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