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Professor Eun Ha Kang’ s research team from the Department of Internal
Medicine at SNU College of Medicine has succeeded in identifying a protective
association of dementia with SGLTZ2 inhibitors versus DPP4 inhibitors among
patients with type 2 diabetes aged 40~69 years.

Objective: To compare the risk of dementia associated with sodium-glucose
cotransporter-2 inhibitors (SGLT2is) versus dipeptidyl-peptidase-4 inhibitors (DPP4is)
in relatively young patients with type 2 diabetes (T2DM).

Design: Population-based cohort study

Setting: Korean National Health Insurance Service data (2013-2021)

Participants: 110,885 propensity score (PS)-matched pairs of SGLT2i and DPP4i
initiators with T2DM aged <70 years

Main outcome measures: The primary outcome was new onset dementia. Secondary
outcomes were dementia requiring medications, and individual types of dementia
including Alzheimer disease (AD) and vascular dementia. Control outcomes were
genital infections (positive), and osteoarthritis encounters and cataract surgery
Abstract (negative). We estimated hazard ratios (HRs) and 95% confidence intervals (Cls)
using Cox models. Follow-up time stratified analyses (>and < 2 years) and
subgroup analyses by age, sex, co-use of metformin, and baseline cardiovascular
risk were done.

Results: 110,885 PS-matched pairs of SGLT2i and DPP4i initiators were followed-up
for a mean (standard deviation) of 670 days (650), generating 1,172 new cases of
dementia. The incidence rate was 0.22 in SGLT?2i initiators and 0.35 in DPP4i
initiators per 100 person-years, with the HR (95% CI) of 0.65 (0.58 to 0.73) for
dementia, 0.54 (0.46 to 0.63) for dementia with medications, 0.61 (95% CI 0.53 to
0.69) for AD, and 0.48 (95% CI 0.33 to 0.70) for vascular dementia. The HR (95%
CD was 2.67 (2.57 to 2.77) for genital infections, 0.97 (0.95 to 0.98) for
osteoarthritis encounters, and 0.92 (0.89 to 0.96) for cataract surgery. When
calibrated for residual confounding measured by cataract surgery, the HR (95% CD
for dementia was 0.70 (0.62 to 0.80). The association was greater with > than < 2
years of treatment, and persisted across subgroups.

Conclusion: SGLT2i may prevent dementia providing greater benefits with longer
treatment.

Journal Link | Attps.//www.bmj.com/content/386/bmj-2024-079475
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<principal findings on the “risk of dementia associated with SGLTZ2 inhibitors versus DPP4
inhibitors among patients with type 2 diabetes” >

Anna Shin!, Bo Kyung Koo? Jun Young Lee®, Eun Ha Kang
This large population-based cohort study among relatively young patients with T2DM found a
35% reduced risk of dementia associated with SGLT2i compared to DPP4i use. This finding

persisted regardless of individual types of dementia. Our findings also suggest that the treatment
effect of SGLT2i escalated with time.
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Figure. Kaplan-Meier curves for the individual outcomes comparing SGLT2i and DPP4i initiators
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