© Key Takeaways: Sargramostim Shows Promise for Alzheimer’s Disease
Overview

Researchers at the University of Colorado Anschutz report that sargramostim
(Leukine)—a long-approved drug used for cancer and other conditions—may help slow
neuron loss and modestly improve cognition in people with Alzheimer’s disease (AD).

. What the Study Found

~~ Age-related biomarkers of neuron damage
e Two blood proteins linked to neuron injury—UCH-L1 and NfL—rise exponentially
with age from early life through age 85.
« GFAP, a marker of brain inflammation, increases significantly starting around age
40.
« Women show higher age-associated levels of GFAP and UCH-L1 for reasons not yet
understood.

® Effects of sargramostim
e In a clinical trial, sargramostim:
o Reduced UCH-L1 levels by ~40%, bringing them close to early-life levels.
o Improved performance on the Mini-Mental State Exam (MMSE), though other
cognitive tests showed no change.

« Biomarker improvements faded after treatment stopped, but the MMSE
improvement persisted for at least 45 days.

Mechanism and rationale
e Sargramostim is a synthetic form of GM-CSF, a natural immune-stimulating
protein.
e GM-CSF:
o Promotes creation of immune cells in bone marrow and brain.
o Modulates inflammation.
o Reversed cognitive decline in animal models.

# What's Still Unknown
« Whether continuous treatment is required to maintain benefits.
« Whether the drug can slow normal age-related neuron loss.
« Why biomarker levels differ between men and women.
o Long-term safety and efficacy—a larger clinical trial is underway.

i. Important Caveat

Sargramostim is not approved for Alzheimer’s treatment. The authors emphasize that
results are preliminary, and the drug should not be used off-label for AD until
clinical trials and FDA review are complete.



