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Dementia affects 55 million people globally, with the number projected
to triple by 2050. Statins, widely prescribed for cardiovascular benefits,
may also have neuroprotective effects, although studies on their impact
on dementia risk have shown contradictory results.

We assessed the risk of dementia, Alzheimer's disease (AD), and vascular
dementia (VaD), with subgroup analyses by gender, statin type, and
diabetes status. Fifty-five observational studies including over 7 million
patients were analyzed. Statin use significantly reduced the risk of
dementia compared to nonusers (hazard ratio [HR] 0.86; 95% confidence
interval [Cl]: 0.82 to 0.91; p < 0.001). It was also associated with reduced
risks of AD (HR 0.82; 95% Cl: 0.74 to 0.90; p < 0.001) and VaD (HR 0.89;
95% Cl: 0.77 to 1.02; p = 0.093). Subgroup analyses revealed significant
dementia risk reductions among patients with type 2 diabetes mellitus
(HR 0.87; 95% Cl: 0.85 to 0.89; p < 0.001), those with exposure to statins
for more than 3 years (HR 0.37; 95% Cl: 0.30 to 0.46; p < 0.001), and
populations from Asia, where the greatest protective effect was
observed (HR 0.84; 95% Cl: 0.80 to 0.88). Additionally, rosuvastatin
demonstrated the most pronounced protective effect for all-cause
dementia among specific statins (HR 0.72; 95% Cl: 0.60 to 0.88)
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FIGURE 3.
Study or Hazard Ratio
Subgroup Weight HR 95% CI IV, Random, 95% CI
Type = < 1yr
Bettermann, 2012 3.6% 0.6900 [0.4138; 1.1506]
Chou, 2014 (Men) 48% 1.1200 [0.9625; 1.3033]
Chou, 2014 (Women) 4.8% 1.0400 [0.9095; 1.1893]
Kim, 2020 (Atorvastatin) 4.9% 1.,1300 [1.0483; 1.2180]
Kim, 2020 (Fluvastatin) 44% 08900 [0.6546; 1.2100]
Kim, 2020 (Lovastatin) 4.2% 1.0900 [0.7683; 1.5465)
Kim, 2020 (Pitavastatin) 4.7% 1.0500 [0.8607; 1.2810]
Kim, 2020 (Pravastatin) 46% 08900 [0.7168; 1.1051]
Kim, 2020 (Rosuvastatin) 48% 09500 [0.8165;1.1053)
Kim, 2020 (Simvastatin) 48% 1.1600 [1.0548;1.2757]
Pan, 2018 4.8% 1.2500 [1.1221; 1.3925)
Rea, 2005 3.4% 09800 [0.5510; 1.7431]
Total (95% CI) 53.7% 1.0723 [1.0017;1.1479)

Heterogeneity: Tau® = 0.0060; Chi® = 20.43, df = 11 (P = 0.0308); I = 46.1%
Test for overall effect: Z = 2.01 (P = 0.045)

Type =1 -3yrs
Bettermann, 2012
Chou, 2014 (Men)
Chou, 2014 (Women)
Pan, 2018

Rea, 2005

Total (95% CI)

Heterogeneity: Tau® = 0.0436; Chi’ = 12.48, df = 4 (P = 0.0141); I = 67.9%
Tost for overall effoct: Z « ~1.96 (P « 0.050)

3.7%
4.7%
4.7%
4.7%
3.8%
21.6%

0.5600 [0.3423;0.9161] —_—
0.8800 [0.7219; 1.0728) i=]
0.6600 [0.5472: 0.7960) =
0.7800 [0.6693; 0.9090) -
1.4100 [0.8868;2.2419) +—
0.7996  [0.6396; 0.9997)] -

Type = > 3yrs

Bettermann, 2012 25% 02800 [0.1113;0.6072] ————

Chou, 2014 (Men) 4.3% 03400 [0.2430; 0.4758) -

Chou, 2014 (Women) 45% 03500 [0.2681;0.4568] R =

Pan, 2018 46% 02800 [0.2270;0.3454) e

Rea, 2005 2.8% 0.7400 [0.3494; 1.5673] ——

Wu, 2015 4.7% 0.4500 [0.3773;0.5367] 1=

Zandi, 2005 1.3% 07100 [0.1615;3.1218] - .+
Total (95% C1) 24.7% 0.3685 [0.2979; 0.4558) -

Heterogeneity: Tau® = 0.0387; Chi® = 16.59, df = 6 (P = 0.0109); I" = 63.8%

Test for overall effoct: Z « -9.20 (P < 0.001)

Total (95% CI) 100.0% 0.7619 [0.6279; 0.9245) -
Heterogeneity: Tau® = 0.1991; Chi’ = 398.98, df » 23 (P < 0.0001); ¥ = 94 2% ! ' !
Test for overall eflect: Z = -2.76 (P = 0.008) 02 05 1 2 5
Test for subgroup differences: Chi” = 90.58, df = 2 (P < 0.0001) Favors Statin  Favors Control
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Statin use significantly reduced the risk of dementia compared
to nonusers (hazard ratio [HR] 0.86; 95% confidence interval
[CI]: 0.82 t0 0.91; p < 0.001). It was also associated with
reduced risks of AD (HR 0.82; 95% Cl: 0.74 to 0.90; p < 0.001)
and VaD (HR 0.89; 95% CI: 0.77 to 1.02; p = 0.093).
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