Continuing Medical Education
Yale CME

Digestive Diseases Research Seminar
Presented by Yale School of Medicine,
Department of Internal Medicine, and Section of Digestive Diseases

Single cell resolution of neuroinflammation

triggered by sphingolipids
Venkata (Sekhar) Boddupalli, PhD

Associate Research Scientist in Medicine
Department of Internal Medicine, Section of Digestive Diseases

Yale School of Medicine

Tuesday, March 29, 2022
5:00 - 6:00 pm

https:/ /zoom.us/j/93906449398?pwd=TmEzeTk5YjVSNjUyQms3SHh3N3ZZUT09&from=addon

Host: Pramod Mistry, MBBS, PhD
Course Directors: Yasuko Iwakiri, PhD and Joseph Lim, MD

To record your attendance to this activity, text the Activity Code (29441) to 203-442-9435.
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residents, medical students, staff, and other health care providers. Designation Statement: The Yale School of Medicine designates this live
activity for 1 AMA PRA Category 1 Credit(s)™. Physicians should only claim the credit commensurate with the extent of their participation in
the activity. Needs assessment: The mechanisms of neurodegeneration due to Gba mutations remain unclear and there are no effective
therapies or pre-symptomatic biomarkers. Using single cell resolution of brain in cell-specific Gba deficiency models in mice displaying early-
and late-onset Gaucher disease associated neurodegenerative disease, we found that cellular accumulation of glucosylceramide (GluCer)
and glucosylsphingosine (GlcSph) triggered neuroinflammation orchestrated by lipid-laden microglia displaying enrichment of disease-
associated microglia signature genes. our findings reveal that the complex multidimensional pattern of neuroinflammation and
neurodegeneration involving diverse cell types in Gba deficiency can be targeted by potent brain penetrant inhibitor of glucosylceramide
synthase. Objectives: To identify components of Gba-associated neuroinflammation, including immune cell subsets and activated pathways
and identify therapeutic targets. To evaluate brain-penetrant inhibitor of GCS as a therapeutic strategy in both early and late onset Gba
deficiency models to assess its impact on reducing cellular glycosphingolipids neuroinflammation and neurodegeneration while elucidating
temporospatial cellular events. To identify biomarkers of pre-symptomatic disease in Gaucher disease patients who are at higher risk of
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