Renal cell-type associated therapeutic effects of semaglutide in a
mouse model of hypertension accelerated diabetic kidney disease
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mode of action is presently unclear. Using paired
bulk and single-nucleus RNA sequencing
(RNAseq), we profiled renal transcriptome
signatures of the long-acting GLP-1R agonist
semaglutide alone and in combination with the
ACE inhibitor lisinopril in a model of hypertension-
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accelerated, advanced DKD facilitated by adeno-
associated virus-mediated renin overexpression

(ReninAAV) in uninephrectomized (UNx) female
db/db mice.

Methods

severity in db/db UNx-ReninAAV mice

(A) Automated detection of PAS-positive glomeruli and
scoring of glomerulosclerosis by Gubra
Histopathological Objective Scoring Technique (GHOST)
 deep learning-based image analysis. A scoring-based
colour code was used to visualize sclerosis severity (GSO-

: t" GS4)in affected glomeruli. Left panel: Representative
.| kidneyimage from a vehicle-treated db/ab UNx-
ad ReninAAV mice with visualization of scoring-based color

code of individual glomeruli. Right panels: Normal
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