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Diabetes mellitus and risks of cognitive impairment and dementia: A systematic
Ho0ELEM 202559870 review and meta-analysis of 144 prospective studies
2AE BRHESIIETENERSIIONT

Abstract

Background: Uncertainties persiss about the associations of dishetes with risk of cogmitive

impairment and dementia. We simed to iluminate these associations from various aspects. W&'
Mcthods: We identified relevant prospective studies by searching PubMed up to Jun 2019, m‘wb I

Summary relstive risks (RR) were estimasted wsing random-effects models. Credibility of each P sve) ée EmE
mets-analysis was assessed. Meta-regression and subgroup analyses were conducted. m'

AT = -_ = Resulese OF 28,082 identified Eteratures, 144 were eligible for inclusion in the systematic review, mutﬁ’ﬂ 5@
/A = Ih hMM E among which 122 were indluded in the meta-anslysis. Diabetes conferred a 1.25-101.91-fold i y

U ? AR PR AR e . BT MO SRR

0 T excess risk for cognitive disorders [cognitive impairment and dementia). Subjects with EADBHEHRECY

?Mb?&é ﬁﬁmﬁﬁﬁ]m%% prediabetes alio kad higher risk for dememia. As for diabetes-relaed biochemical indicaroes, o7
Fasting plasma glucose (FPG) was non-linearly nelated to cognitive disarders; the elevated levels

118
of 2-h postload glucose (2h-PG), ghycosylated hemaglobin (HbALE), kow and high bevels of mw

fasting plasma insalin (FPI) were associated with an increased risk of dementia, Encouraginghy, n-mmt‘mm
the use of pioglitnzone exhibited a 47% reduced risk of dementia in diabetic population. BECUDTL
El%hﬂ? Efafﬁ Condlusions: Diabetes, even prediabetes and changes of diabetes-related biochemical indicators, =
o predicted increased incidence of cognitive impairment and dementia. The protective effects of
= ioglitazone warrant further investigation in randomized trials.
i ER e .

it RR

Mei Xue et al, Ageing Res Rev: 2019 Nov:55:100944.
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FBGURE 2 | Cumalative incidence curves for new-anset cognitive dysfunctions stratified by the drug use of SGLT2E and
CPP4 aftar procerdity score malchine [1:2).
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Antidiabetic medication and risk of dementia in patients with type 2 diabetes: a nested
case-control study

Abstract

Objective: Disbetes is 4 risk factor for dementia, but whether antidiabetic medication decreases the
fisk f5 unchesr. We examined the association between antihabetic medication and dementia.

Deslgn: We performed & nested case-comtnol study within a cohoet of all 176 250 patiants registered
with type 2 diabetes in the Danish Natianal iabetes Register between 1995 and 2012, This population]
was followed for dementia chagnasis.or anti-dementia medicatian use until May 2018, Using risk-set | 7~ 7= # DEEIFLLE19A &
sampling, sach dementia case (n = 11 819) was matchad cn follow-up fime and calender year of | 4EEPSTIRAR AT % HoE L 18
demantia with four controls. randomly selecied among cohrt members without damentia in = 45 476) -3 i
Ever wse and mean daily defined dose of anbidiabetic medication was categonzed in types Jimsuln, BFRI2 4517 Snested case
metiorin, sulfonyhrea and glnides comeined, gitazons, dipaptdyl pepticase & [DFPY) inhibnors, | C0NLTAl  studyTHEBGIE 6 %,
glucagen-Sike peptide 1 (GLPT) analogs, sodim-ghucoss transpert peotein 2 (SGLT2) inhibitors and | DPP-3ilE20% RIS REY 2 2
acarbose].

Methods: Condtional logistic regression modets were fiited to calculabe cods ratios (ORs) for
demantia asscciabed with antidiabatic medicabon use, adjusting for potential confounders.

Results: Lise of mettarmin. DPP4. inhibors, GLP analogs, and SGUTZ inhibiiors were associated with
Tower odds of dermentia after multiie scljustments (ORs of 094 (35% confidence interval (C1): 089
0:99), 080 (95% CI 0.74-0UBEL 0,58 (5% Ck 0L50-0.67), sl 0L58 (35% C1: 0.42-0.81). respectively), with
oradusl decresse in odds of dementsa for each increase in dsly defined dose. Analyses af the most
frequent treatment regimes did not show ary symergsiic effects of combned treatment.
Conclusion: Use of metformin, DPP4 inhibiars, GLP anslogs and SGLTZ inhibilors was stacisted
wih hcower isk of dementia in patients with diabetes.

Eur J Endocringl , 2018 Mov; 181051458507,

Ida Kim Wim-gadens et al, i 10 1530/EJE-13-0259

Figure 1. Distribution of SGLT1 and SGLTZ receptors in the Central Nervous System:
1. Pyramidal cells of brain cortex; 2, Purkinje cerebellum cells; 3, Hippocampus
pyramidal and granular cells; 4 Hypothalamus; 5. Microvessels; 6, Amyadala; 7.
Periagqueductal grey; 8. Dorsomedialmedulla—nucleusof the solitary tract (NTS).

P
Nauroprotective Effect of SGLT2 Inhibitors
Agnleszha Pawlos etal, Molecules 2021, 26, 7213, hitps://doi.org/ 10,3390/ molecules 26237213
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GLP-1RAIZ &£ 5 B2 e
USTUFERERIEALICE SINKOEHLE TLEIRS-10E 2O VEEEIERL. 22 AR
EREET DL TIRDMEERE T 5.
Bomfim TR et al.(201 2 An anti-diabetes agent protects the mouse brain from defective insulin
signaling caused by A i AB J Cllin Invest 122: 1339-1353

USSLFEEHESENOEEEEHMBG 1 OMMP-9MHE TETL TIIH T 5.
Jia ¥,(2021) Protective roles of liraglutide against brain injury of streptozotocin
induced diabetic rats. Pak J Phara Sc| 34:2121-21299
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