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eMethods — Search strategy
SGLT-2 OR sodium-glucose cotransporter-2 inhibitor OR sglt-2 inhibitor OR empagliflozin OR

canagliflozin OR luseogliflozin OR dapagliflozin OR ertugliflozin OR tofogliflozin OR sergliflozin
OR remogliflozin OR ipragliflozin

OR

Glp-1 OR glucagon-like peptide-1 receptor OR glucagon-like peptide-1 receptor agonist OR
lixisenatide OR liraglutide OR semaglutide OR albiglutide OR dulaglutide OR exanatide

OR

biguanide OR metformin

OR

pioglitazone

AND

Usual care OR placebo

AND

RCT sensitive search strategy

Note — dementia/cognitive impairment terms are intentionally omitted as they are unlikely to

be included in study abstracts.
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Figures

eFigure 1 — PRISMA flow
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eFigure 2 — Risk of bias

Unigue ID Experimental Comparator D1 D2 D3 Da DS Overall

EMPA-REG OUTC Empagliflozin Placebo + + + + @ +  Lowrisk

CANVAS-R Canagliflozin Placebo + + + ar v @ ! Someconcerns

CREDENCE Canagliflozin Placebo + * + + o @ . High risk

DAPA-HP Dapagliflozin Placebo + g * + + @

DECLARE-TIMI 5. Dapaglifiozin Placebo + + L4 + + @ D1 Randomisation process
DAPA-CKD Dapagliflozin Placebo + + + + + @ D2 Deviations from theintended interventions
EMPEROR-Redut Empagliflozin Placebo + + + + + @ D3 Missing outcome data

VERTIS CV Ertugliflozin Placebo + * + + s @ D4 Measurement of the outcome
EMPEROR-Prese Empagliflozin Placebo + + + + + @ D5 Selection of the reported result
CANVAS Canagliflozin Placebo + + + + + @

DELIVER Dapaglifiozin Placebo + + + o + @

EMPA-KIDNEY Empaglifiozin Placebo + + + + + @

ELIXA Lixisenatide Placebo + + + i o @

LEADER Liraglutide Placebo + + + o + @

EXSCEL Exenatide Placebo & * L + + @

HARMONY Albiglutide Placebo + + + o + @

REWIND Dulaglutide Placebo + + + s + @

PIONEER-6 Semaglutide Placebo + + L £y b @

AMPLITUDE-O Efpeglenatide Placebo + + + + + @

AMPLITUDE-M Efpeglenatide Placebo + g + + + @

SUSTAIN Semaglutide Placebo + + s £ o @

TOMORROW  Pioglitazone Placebo + + + + + @

SELECT Semaglutide Placebo + o + + + @

© 2025 American Medical Association. All rights reserved, including those for text and
data mining, Al training, and similar technologies.



eFigure 3 — Funnel plot

[] 0.10<p=1.00
B 005<p=0.10
[ 0.01<p=0.05
[ 0.00<p=<0.01

® Studies

EMFERDR«élesarved
B L

0.408

SUSTAIN-6
st |
LN

Standard Error
0.817

EXSCEL o

VERTIS €V
H (]

1.225

. CREDENCE @
DECLARE-TIMI 58

EMPA-KIDNEY ®

OR-Reduced :
3 :
HARMN \EER 5 N : DAPA-CKD |

AMI:’LITU DE-O DELIVER

DAPA-HF
CANVAS @ CANVAS-R @ ° [ ]
ELIXA

1.633

EM PA-REGEOUTCOME

T - T T
-4 -2 0 2 4

Log Odds Ratio

eFigure 3 — Contour enhanced funnel plot for included trials, primary outcome (dementia or
cognitive impairment). Different levels of statistical significance for studies are indicated by
the shaded regions, detailed within the figure. The grey vertical line represents the summary
estimate. Each point is labelled to identify corresponding study/studies with label offset to the
left of point.
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eFigure 4 — Association of glucose-lowering therapy with all dementia, meta-

regression by proportion of female participants enrolled
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eFigure 5 — Association of glucose-lowering therapy with Lewy body Dementia

Association of cardioprotective glucose lowering therapy compared to control with Lewy body Dementia

Int Control Favors Favors 95% CI]
Study, Year Event Total Event Total ARR [95% CI] Int Control Weight Odds Ratio
DECLARE-TIMI 58, 2019 1 8582 o 8578 -0.01[-0.04 to 0.02] »—l—' 25.00% 3.00[0.12, 73.63]
LEADER, 2016 0 4668 1 4872 0.02 [-0.04 to 0.08] <—l—— 25.00% 0.33[0.01, 8.19]
PIONEER-6, 2019 [} 1591 1 1592  0.06 [-0.11 to 0.24] —_—————— 24.99% 0.33[0.01, 8.19]
SELECT, 2023 0 8803 1 8801 0.01[-0.02 to 0.04] ——.—‘-——- 25.00% 0.33[0.01, 8.18]
Heterogeneity: ©* = 0.00, %° = 1.36, P =0.72, I’ = 0.0 ;

0.008 [-0.008 to 0.03] ———— 100% 0.58[0.12, 2.86]
Test for overall effect: z=-0.67, P = 0.50 |
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eFigure 5 — Forest plot demonstrating the association of glucose lowering therapy compared
to control with Lewy body dementia. The squares and bars represent the mean values and
95% confidence intervals of the effect sizes, while the area of the squares reflects the
weight of the studies. The combined effects appear as diamonds and the vertical dashed
line represents the line of no effect.
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eFigure 6 — Subgroup analysis above and below median follow-up

Association of Glucose lowering therapy compared to control with Dementia or Cognitive Impairment

Int Control Favors Favors 0Odds Ratio
Study, Year Event Total Event Total Int Control Weight [95% CI]
Below median follow-up
ELIXA, 2015less than median 0 3034 1 3034 {—b 1.00% 0.33[0.01, 8.18]
SUSTAIN-6, 2016less than median 3 1848 5 1649 |—-—-—{ 4.69% 0.60([0.14, 2.51]
HARMONY, 2018less than median 0 4731 3 4732 4—-—-—| 1.16% 0.14 [0.01, 2.77]
CANVAS-R, 2018less than median 0 2007 1 2905 «— 1.00% 0.33[0.01, 8.18]
PIONEER-6, 2019less than median 0 1591 2 1592 1—‘—b 1.10% 0.20[0.01, 4.17]
DAPA-HF, 2019less than median 0 2373 1 2371 4—'—‘—. 1.00% 0.33 [0.01, 8.18]
EMPEROR-Reduced, 2020less than median 0 1863 3 1867 1—-—A—| 1.16% 0.14 [0.01, 2.77]
EMPEROR-Preserved, 2021less than median 14 2997 10 2991 I—H 12.74% 1.40[0.62, 3.15]
AMPLITUDE-O, 2021less than median 1 2717 0 1359 I—h- 1.00% 1.50 [0.06, 36.88]
AMPLITUDE-M, 2022less than median 0 304 2 102 4—{ 1.10% 0.07 [0.00, 1.39]
EMPA-KIDNEY, 2023less than median 1 3304 1 3305 )—.—. 1.32% 1.00 [0.06, 16.00]
RE Model for Subgroup (Q = 8.89, df = 10, p = 0.54; I° = 19.2%) ‘ 0.55[0.26, 1.17]
Greater than, or equal to median follow up
EMPA-REG OUTCOME, 2015follow up = median 1 4887 o 2333 }—1—-—’ 1.00% 1.49 [0.06, 36.68]
LEADER, 2016follow up = median 12 4668 25 4672 }—.—Q 16.51% 0.48[0.24, 0.95]
EXSCEL, 2017follow up = median 2 7356 2 7396 |—> 2.59% 1.01[0.14, 7.14]
REWIND, 2019follow up = median 7 4949 9 4952 )—D——{ 9.17% 0.78[0.29, 2.09]
DECLARE-TIMI 58, 2019follow up = median 2 8582 1 8578 I——b 1.75% 2.00 [0.18, 22.05]
CREDENCE, 2019follow up > median 2 2202 1 2199 |—A—~p 1.75% 2.00 [0.18, 22.05]
VERTIS CV, 2020follow up 2 median 3 5499 1 2747 |—-—> 1.96% 1.50[0.16, 14.42]
DAPA-CKD, 2020follow up = median 2 2152 0 2152 )—h- 1.10% 5.00[0.24, 104.30]
TOMORROW, 2021follow up = median 39 1545 46 1949 )—-—{ 30.61% 1.07 [0.70, 1.65]
DELIVER, 2022follow up = median 1 3131 0 3132 |_._> 1.00% 3.00 [0.12, 73.72)
CANVAS, 2022follow up = median 0 2888 1 1442 1—-—v—’ 1.00% 0.17 [0.01, 4.09]
SELECT, 2023follow up = median 3 8803 4 8801 )——-—{ 4.32% 0.75[0.17, 3.35]
RE Model for Subgroup (Q = 7.97, df = 11, p = 0.72; I = 9.3%) ’ 0.89[0.60, 1.30]
Heterogeneity: #=0.04, ;(2 =17.23,P=075F=66 “ 100% 0.83 [0.60, 1.14]
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eFigure 6 — Forest plot demonstrating the association of glucose lowering therapy compared
to control with dementia or cognitive impairment by follow up duration. The squares and
bars represent the mean values and 95% confidence intervals of the effect sizes, while the
area of the squares reflects the weight of the studies. The combined effects appear as
diamonds and the vertical dashed line represents the line of no effect.
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