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BACKGROUND & AIM

Despite progress in treatment of diabetic kidney
disease (DKD), drug discovery for DKD is challenged
by the lack of animal models that display features of
advanced human DKD.

AAV-mediated renin overexpression in diabetic,
uninephrectomized db/db (db/db UNx ReninAAV)
mice is a state-of-the-art model of hypertension-
accelerated DKD with improved transability to human
DKD (@stergaard et al., AJP Renal Physiol., 2021).

The present study aimed to evaluate standard of care
(SoC) wusing combined angiotensin-converting-
enzyme inhibitor (ACEi) and sodium-glucose
cotransporter type 2 inhibitor (SGLT2i) treatment in
the db/db UNx ReninAAV mouse.

METHODS

The study outline is depicted in Figure 1. Female
db/db mice received a single intravenous dose of
ReninAAV (2% GC per mouse) in study week -5 and
underwent unilateral nephrectomy (UNx) in study
week -4. Prior to treatment, animals were
randomized to treatment groups (n=16-18 per
group) based on body weight and fed blood glucose
measured in week -1. Mice received daily oral
treatment for 12 weeks with vehicle, lisinopril (40
mg/kg) or lisinopril + empagliflozin (40+20 mg/kg).
Endpoints included plasma and urine markers as
well as Kkidney histopathology. Deep-learning
computational analysis was applied for automated
grading of glomerulosclerosis severity.
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