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Abstract
Purpose of Review Obesity is one of the most serious public health concerns. Excess adipose tissue, particularly with a central-
ized distribution, is associated with cognitive decline. Indeed, obesity has been associated with a number of adverse changes in
brain function and structure that can be detected by neuroimaging techniques. These obesity-associated changes in the brain are
associated with cognitive dysfunction.
Recent Findings While the pathways by which excess adipose tissue affects brain function are not fully understood, available
evidence points towards insulin resistance, inflammation, and vascular dysfunction, as possible mechanisms responsible for the
observed relations between obesity and cognitive impairment.
Summary It appears that weight loss is related to better brain and cognitive outcomes and that cognitive impairment due to
obesity may be reversible.
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Introduction

Humans possess the remarkable capacity to store energy in the
form of body fat when the opportunity to consume extra en-
ergy arises. From an evolutionary perspective, the storage of
sufficient energy is essential for prevention of starvation and
to protect reproductive integrity [1]. Obesogenic environ-
ments, characterized by abundant calorie dense foods and
sedentary lifestyles, have contributed to the rising levels of
obesity worldwide. Obesity constitutes a major public health
threat because of deleterious effects on multiple tissues and
organs [2, 3]. Obesity is closely associated with diabetes, met-
abolic syndrome (MetS), and cardiovascular diseases [3].

More recently identified consequences of obesity are cogni-
tive deficits [4]. Neuroimaging studies have contributed to
revealing morphological and neurophysiological changes in
obesity and related disorders such as MetS [4].

The current review summarizes research evidence associ-
ating obesity and related disorders with cognitive function,
brain structure, and brain neurophysiology (Fig. 1). Because
obesity is a central feature of MetS and research on MetS is a
logical extension of studies of obesity, the topic of MetS is
highlighted. A primary focus is placed on middle-aged adults
as neuropathological changes are known to precede the onset
of clinically significant cognitive impairment and the relation-
ships between obesity cognitive dysfunction appear non-
linear and most robust in midlife [5].

Obesity and Cognition

Overweight and obesity in middle-aged adults is linked to
increased risk of incidental cognitive decline with relative
risks of 1.26 and 1.64 [6], particularly on tasks that evaluate
executive function and memory [7]. A systematic review of
cross-sectional studies reveals a remarkably consistent rela-
tionship between obesity and cognitive performance with 14
of 15 studies showing a negative association between obesity
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and cognition at 19–65 years of age [8]. The distribution of
adipose tissue seems to selectively impact cognitive function.
In particular, abdominal obesity is a more salient predictor of
cognitive decline than whole-body adiposity [9]. The associ-
ation between abdominal obesity and executive function ap-
pears to be mediated, at least in part, by brain-derived neuro-
tropic factors (BDNF), a key neurotrophin crucial for neuronal
regeneration and survival [7].

In contrast to cross-sectional studies, prospective and lon-
gitudinal studies are not consistent as the risk of cognitive
decline in late life is no longer significant with a relative risk
of 0.98 [6], evoking the concept of “obesity paradox.” In
midlife, being overweight or obese is associated with in-
creased risk of cognitive decline, while the same conditions
in late life appear to be neuroprotective [5]. Similarly, in a
community-based longitudinal study that tracked changes in
BMI for more than 28 years, obesity at age 50 years, but not at
60 or 70, is associated with risk of dementia [10]. Thus, pro-
spective evidence indicates that obesity in midlife, but not in
late life, is associated with dementia risk. The cause of the
obesity paradox is often attributed to weight loss in the pre-
clinical stage of dementia as BMI starts to decline 6–10 years
prior to dementia diagnosis [11]. It should be noted that BMI
does not directly assess body composition or fat distribution as
individuals who are very muscular may be incorrectly labeled
as having obesity [12].

Obesity and Subcortical Regional Atrophy

In meta-analysis of 10 investigations using voxel-wise mea-
surements of gray matter, BMI is consistently associated with
lower volume of subcortical regions [13].Metabolically active

adipose tissue around the central portion of the body has stron-
ger associations with structural changes in the brain. Middle-
aged adults with greater visceral fat possess lower total brain
volume, independent of BMI or insulin resistance [14].
Additionally, individuals with overall and central obesity have
lower gray matter volumes than their lean counterparts, even
after adjustment for multiple covariates [15]. Specific impact-
ed subcortical regions may differ between men and women
[16]. Total body fat percentage was associated with smaller
volume of the thalamus, caudate putamen, globus pallidus,
hippocampus, and nucleus accumbens in men while only vol-
ume of the globus pallidus had a significant association in
women [16].

Obesity and Cortical Thickness

In longitudinal studies, elevated BMI has been associated with
cortical thinning of the posterior cingulate, a central region of
the default mode network related to cognition, on long-term
follow-up, but not at baseline [17]. Roughly speaking, an an-
nual increase in BMI of 1% is associated with 0.5% reduction
in cortical thickness [17]. In adults with overweight, greater
BMI is associatedwith concurrent cortical thinning in the right
ventromedial prefrontal cortex and the left lateral occipital
cortex [18]. In contrast to these findings, our group has report-
ed greater thickness of the posterior cingulate cortex with
higher volume of visceral fat suggesting that the neuropathol-
ogy of the brain may initiate with neuronal hypertrophy before
subsequent atrophy [19]. In support, a cross-sectional study
including a wider age range of participants indicates greater
whole brain cortical thickness among individuals with obesity
and overweight, compared with lean controls [20]. A similar
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finding is reported among young adults with obesity who
demonstrate greater cortical thickness in the right medial or-
bital frontal cortex as well as bilateral left rostral anterior cin-
gulate cortex, inferior parietal gyrus, and superior parietal gy-
rus [21]. Increases in cortical thickness in adults at risk for
cognitive impairment are attributed to neuronal hypertrophy
and astrogliosis [22]. At the same time point, participants with
obesity exhibit cortical thinning in the right entorhinal cortex
and the temporal pole, bilaterally [21]. Clearly, more work is
needed to understand the regional specificity and time course
of cortical thickness changes associated with increases in ad-
ipose tissue.

Obesity and White Matter

There is a non-linear trajectory in white matter volume where
peak volume occurs around midlife and decreases in late life,
but this can be impacted by increased adiposity. Individuals
with obesity have accelerated white matter brain aging at mid-
life compared with their lean counterparts [20]. There is also a
reduction in the structural integrity of the white matter tracts
that form connections between regions of the brain.
Demyelination of these tissues results in less anisotropic dif-
fusion of water along axons as highlighted by reduced frac-
tional anisotropy (FA), indicative of reduced structural integ-
rity, with increases in obesity [23]. Decreased FA is observed
in various white matter tracts in obese and overweight adults
[24]. Our group has shown that FA is significantly lower in the
splenium of the corpus callosum and uncinate of adults with
MetS [25]. Using a new technique, diffusion-based spectrum
imaging, neuroinflammation is detected among hippocampal
tracts where structural integrity is also lower in adults with
obesity than in lean controls [26].

Obesity and Cerebral Lesions

Obesity is linked with increased number and volume of le-
sions in the brain. Such lesions indicate cerebral small vessel
disease and increase susceptibility to cognitive impairment or
dementia. Among a cohort of older participants, individuals
with MetS demonstrate greater volume but similar number of
white matter hyperintensities (WMH) [27]. Waist circumfer-
ence is not an independent predictor of WMH volume, indi-
cating that obesity may only be one component of a cluster of
factors that result in neuropathological changes. In a middle-
aged sample, visceral adipose tissue is a significant indepen-
dent predictor of WMH and lacunar infarcts with odds ratios
of 1.13 and 1.38 whereas the same association is not observed
with BMI or subcutaneous adipose tissue [28]. Visceral fat is
more strongly associated with deep WMH compared with
periventricular WMH [29]. Interestingly, the presence of

subcutaneous adipose tissue may have protective effects
against the development of WMH [30]. These benefits are
most pronounced among females and individuals with the
greatest level of obesity. Investigations focused on obesity
and changes in white matter may also reflect a more complex
relationship between MetS and neuropathological changes.
Individuals with MetS demonstrate greater odds of having
silent brain infarcts regardless of obesity status [31]. In
middle-aged adults without MetS, obesity is not associated
with increased odds (odds ratio of 0.85) for silent brain in-
farcts [31].

Mediators/Mechanisms Underlying
Associations Between Obesity and the Brain

Insulin Resistance In peripheral tissues, insulin plays a critical
role in maintaining glucose homeostasis by regulating substrate
metabolism. In the central nervous system, insulin is not required
for glucose transport into most cells. Yet, it supports neurophys-
iological processes critical for successful cognitive function [32].
We have previously noted that memory performance benefits
related to cardiorespiratory fitness might be mediated, at least
in part, by plasma insulin concentrations [33].

Chronic hyperinsulinemia and insulin resistance in the pe-
riphery, primarily caused by obesity, tend to downregulate
insulin receptors on the blood–brain barrier, inducing
hypoinsulinemia in the brain and disrupting neurophysiolog-
ical processes underlying learning and memory [34]. For ex-
ample, insulin modulates glutamate, the primary excitatory
neurotransmitter [35]. Thus, cerebral insulin deficit likely re-
sults in reduced glutamate receptor binding and higher than
normal, potentially excitotoxic, levels of free glutamate [36].
Indeed, our team has detected higher free cerebral glutamate
levels in adults with MetS [37]. These results fit with literature
linking insulin resistance to reduced hippocampal synaptic
plasticity and spatial memory deficits in rats fed a Western-
style diet [38], hippocampal atrophy and impaired declarative
memory in patients with diabetes mellitus [39], and cognitive
decline in the general population [40].

Vascular Dysfunction Insulin is also involved in vascular func-
tion as a vasodilator via nitric oxide production in endothelial
cells [41]. Thus, dysfunction of insulin metabolism could con-
tribute to problems with vascular tone. Decreased insulin-
mediated microvascular perfusion and cognitive problems have
been reported in rats [42]. In humans, insulin resistance has been
linked to increased risk for vascular dementia [43]. Consistent
with these reports, we have observed reduced flow-mediated
vasodilation, an index of endothelium-dependent vasodilation,
in relation to increased burden of WMH [44] and lower cerebro-
vascular response to a working memory challenge [45].
However, insulin resistance may only partially explain
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endothelial dysfunction; thus, attentionmust also be paid to other
manifestations of insulin resistance such as obesity, dyslipidemia,
and inflammation [46]. Obesity, insulin resistance, and dyslipid-
emia tend to accelerate age-related arterial stiffening [47], leading
to cerebral hypoperfusion [48], cortical thinning [49], poorer
white matter microstructural integrity [50], and weaker cognitive
performance [51]. Thickening of the intimal and medial layers of
the carotid arteries is associated with poorer neuronal integrity in
midlife [52] and poorer cognitive function in older age [53].
Vascular stiffening reduces transducing capacity of arterial baro-
reflex and leads to autonomic nervous system dysfunction.
Indeed, diet-induced obesity induces dysregulation of the baro-
reflex control of blood pressure, which in turn can lead to cere-
bral hypoperfusion [54].

Inflammation Heightened inflammation has been associated
with diminished brain integrity and cognitive impairment.
Relevant to obesity, systemic inflammation exacerbates the del-
eterious cognitive effects ofMetS such that adults withMetS and
elevated serum inflammatory markers demonstrate poorer cog-
nitive test performance than those with MetS or inflammation
alone [55]. Additionally, chronic low-grade inflammation ap-
pears to increase the probability of cognitive decline over time
[55]. Markers of systemic inflammation in adults with obesity
have related to neuroimaging markers of brain vulnerability such
as WMH [29] and disordered water diffusion [56].

While activated microglia and astrocyte proliferation can
be detected in the aging brains, whether those changes reflect
neuroinflammation in the conventional sense and how they
may relate to neurodegeneration are less clear [57]. Non-
invasive early biomarkers of neuroinflammation are still
scarce. Our team has reported higher cerebral myo-inositol
levels in the brains of middle-aged adults with peripheral in-
flammation as indicated by higher C-reactive protein levels
and speculated that myo-inositol may be a proxy for neuroin-
flammation [58], thoughmyo-inositol is also a potential mark-
er of gliosis that is related to obesity [59].

Treatment Measures

Weight LossWeight loss is related to improved cognitive per-
formance. In a meta-analysis, 2 out of 7 studies reported a
positive effect of weight loss on memory (a small Cohen’s
effect size d = 0.13) and 5 out of 8 studies on executive
function/attention [60]. Improvement in at least one cognitive
function has been observed for individuals in the obese BMI
range, but is not as consistent for those in the overweight range
[60]. In a more recent review of 20 previously published stud-
ies, weight loss is associated with improvements in executive
function, cognition, and language in longitudinal studies and
randomized control trials in individuals with obesity and over-
weight [61].

Exercise In cross-sectional studies, habitual exercise is associ-
ated with reduced body adiposity, improved cognition, and
brain function [25, 62] and has been reported to be protective
against age-related cognitive decline as evidenced in older
masters athletes [63]. Favorable effects of regular exercise
for improving cognitive function appear to be obtained when
the training intervention is performed for a longer duration,
with each session lasting at least 30 min [63]. In our work,
cardiorespiratory fitness is associatedwith both enhanced cog-
nition and healthier brain, and this relationship may be in part
mediated by plasma insulin concentrations [25, 33]. Another
possible mechanism is that exercise may upregulate key fac-
tors in neurogenesis (e.g., BDNF) [64].

Bariatric Surgery Bariatric surgery in patients with morbid
obesity leads to significant weight loss and has been reported
to produce measurable improvements in cognitive functions.
Systematic reviews examining post-surgical cognitive change
have reported improvement in memory and executive func-
tions [65, 66]. These improvements may be in part due to post-
surgical changes in gray and white matter in the cerebral cor-
tex of all lobes suggesting that brain plasticity and reorgani-
zation may occur [67].

Overall, it appears that weight loss that addresses obesity is
related to better brain and cognitive outcomes and that cognitive
impairment due to obesity may be reversible. This is promising
as addressing weight loss and weight maintenance midlife may
confer some protection against later cognitive decline and be the
key to early interventions for cognitive decline.

Conclusions and Summary

Throughout the review, we have highlighted the impact of
obesity on morphological and physiological changes in the
brain that lead to cognitive impairment. Measures of visceral
obesity are more strongly associated with cognitive dysfunc-
tion than whole-body or subcutaneous adiposity. Whether
obesity is a cause or consequence of morphological and func-
tional changes in the brain is a matter of debate as some stud-
ies support the premise that cognitive dysfunction precedes or
causes increased levels of obesity via food reward, food re-
straint, etc. [8]. The present review supports the notion that
obesity is a neurological disorder and highlights the need to
invest in neuroimaging studies in obesity.

Compliance with Ethical Standards

Conflict of Interest None.

Human and Animal Rights and Informed Consent This article does not
contain any studies with human or animal subjects performed by any of
the authors.

547Curr Obes Rep  (2020) 9:544–549



References

1. Heitmann BL, Westerterp KR, Loos RJ, Sorensen TI, O’Dea K,
McLean P, et al. Obesity: lessons from evolution and the environ-
ment. Obes Rev. 2012;13(10):910–22.

2. Strasser B, Arvandi M, Pasha EP, Haley AP, Stanforth P, Tanaka
H. Abdominal obesity is associated with arterial stiffness in middle-
aged adults. Nutr Metab Cardiovasc Dis. 2015;25(5):495–502.

3. Burton BT, Foster WR. Health implications of obesity: an NIH
Consensus Development Conference. J Am Diet Assoc. 1985;85:
1117–21.

4. Haley AP, Oleson S, Pasha E, Birdsill A, Kaur S, Thompson J, et al.
Phenotypic heterogeneity of obesity-related brain vulnerability:
one-size interventions will not fit all. Ann N Y Acad Sci.
2018;1428:89–102.

5. Anstey KJ, Cherbuin N, Budge M, Young J. Body mass index in
midlife and late-life as a risk factor for dementia: a meta-analysis of
prospective studies. Obes Rev. 2011;12:e426–37.

6. Stingl KT, Kullmann S, Ketterer C, Heni M, Haring HU, Fritsche
A, et al. Neuronal correlates of reduced memory performance in
overweight subjects. Neuroimage. 2012;60:362–9.

7. Kaur S, GonzalesMM, Tarumi T, VillalpandoA,AlkatanM, Pyron
M, et al. Serum brain-derived neurotrophic factor mediates the re-
lationship between abdominal adiposity and executive function in
middle age. J Int Neuropsychol Soc. 2016;22:493–500.

8. Smith E, Hay P, Campbell L, Trollor JN. A review of the associa-
tion between obesity and cognitive function across the lifespan:
implications for novel approaches to prevention and treatment.
Obes Rev. 2011;12:740–55.

9. Kerwin DR, Gaussoin SA, Chlebowski RT, Kuller LH, Vitolins M,
Coker LH, et al. Interaction between body mass index and central
adiposity and risk of incident cognitive impairment and dementia:
results from the Women’s Health Initiative Memory Study. J Am
Geriatr Soc. 2011;59:107–12.

10. Singh-Manoux A, Dugravot A, Shipley M, Brunner EJ, Elbaz A,
Sabia S, et al. Obesity trajectories and risk of dementia: 28 years of
follow-up in the Whitehall II Study. Alzheimers Dement. 2018;14:
178–86.

11. Peters R, Peters J, Booth A, Anstey KJ. Trajectory of blood pres-
sure, body mass index, cholesterol and incident dementia: system-
atic review. Br J Psychiatry. 2020;216(1):16–28.

12. Heymsfield SB, Gallagher D, Mayer L, Beetsch J, Pietrobelli A.
Scaling of human body composition to stature: new insights into
body mass index. Am J Clin Nutr. 2007;86(1):82–91.

13. HerrmannMJ, Tesar AK, Beier J, BergM,Warrings B. Greymatter
alterations in obesity: a meta-analysis of whole-brain studies. Obes
Rev. 2019;20:464–71.

14. Debette S, Beiser A, Hoffmann U, Decarli C, O'Donnell CJ,
Massaro JM, et al. Visceral fat is associated with lower brain vol-
ume in healthy middle-aged adults. Ann Neurol. 2010;68:136–44.

15. Hamer M, Batty GD. Association of body mass index and waist-to-
hip ratio with brain structure: UK Biobank study. Neurology.
2019;92:e594–600.

16. Dekkers IA, Jansen PR, Lamb HJ. Obesity, brain volume, and
white matter microstructure at MRI: a cross-sectional UK
Biobank study. Radiology. 2019;292:270.

17. Shaw ME, Sachdev PS, Abhayaratna W, Anstey KJ, Cherbuin N.
Body mass index is associated with cortical thinning with different
patterns in mid- and late-life. Int J Obes (2005). 2018;42:455–61.

18. Medic N, Ziauddeen H, Ersche KD, Farooqi IS, Bullmore ET,
Nathan PJ, et al. Increased body mass index is associated with
specific regional alterations in brain structure. Int J Obes (2005).
2016;40(7):1177–82.

19. Kaur S, Gonzales MM, Strasser B, Pasha E, McNeely J, Tanaka H,
et al. Central adiposity and cortical thickness in midlife. Psychosom
Med. 2015;77:671–8.

20. Ronan L, Alexander-Bloch AF, Wagstyl K, Farooqi S, Brayne C,
Tyler LK, et al. Obesity associated with increased brain age from
midlife. Neurobiol Aging. 2016;47:63–70.

21. Syan SK, Owens MM, Goodman B, Epstein LH, Meyre D, Sweet
LH, et al. Deficits in executive function and suppression of default
mode network in obesity. Neuroimage Clin. 2019;24:102015.

22. Beach TG, Walker R, McGeer EG. Patterns of gliosis in
Alzheimer’s disease and aging cerebrum. Glia. 1989;2(6):420–36.

23. Kullmann S, Schweizer F, Veit R, Fritsche A, Preissl H.
Compromised white matter integrity in obesity. Obes Rev.
2015;16:273–81.

24. Papageorgiou I, Astrakas LG, Xydis V, Alexiou GA, Bargiotas P,
Tzarouchi L, et al. Abnormalities of brain neural circuits related to
obesity: a diffusion tensor imaging study. Magn Reson Imaging.
2017;37:116–21.

25. Pasha EP, Birdsill AC, Oleson S, Haley AP, Tanaka H. Physical
activity mitigates adverse effect of metabolic syndrome on vessels
and brain. Brain Imaging Behav. 2018;12:1658–68.

26. Samara A, Murphy T, Strain J, Rutlin J, Sun P, Neyman O, et al.
Neuroinflammation and white matter alterations in obesity assessed
by diffusion basis spectrum imaging. Front Hum Neurosci.
2019;13:464.

27. Alkan E, Taporoski TP, Sterr A, von Schantz M, Vallada H,
Krieger JE, et al. Metabolic syndrome alters relationships between
cardiometabolic variables, cognition and white matter
hyperintensity load. Sci Rep. 2019;9:4356.

28. Kim KW, Seo H, Kwak MS, Kim D. Visceral obesity is associated
with white matter hyperintensity and lacunar infarct. Int J Obes
(2005). 2017;41(5):683–8.

29. Lampe L, Zhang R, Beyer F, Huhn S, Kharabian Masouleh S,
Preusser S, et al. Visceral obesity relates to deep white matter
hyperintensities via inflammation. Ann Neurol. 2019;85(2):194–
203.

30. NamKW, KwonH, Kwon HM, Park JH, Jeong HY, Kim SH, et al.
Abdominal fatness and cerebral white matter hyperintensity. J
Neurol Sci. 2019;404:52–7.

31. Nam KW, Kwon HM, Jeong HY, Park JH, Kwon H, Jeong SM.
Obesity without metabolic disorder and silent brain infarcts in
aneurologically healthy population. Int J Obes (2005). 2020;44:
362–7.

32. Zhao WQ, Chen H, Quon MJ, Alkon DL. Insulin and the insulin
receptor in experimental models of learning and memory. Eur J
Pharmacol. 2004;490:71–81.

33. Tarumi T, Gonzales MM, Fallow B, Nualnim N, Lee J, Tanaka H,
et al. Aerobic fitness and cognitive function in midlife: an associa-
tion mediated by plasma insulin. Metab Brain Dis. 2013;28:727–
30.

34. Craft S, Watson GS. Insulin and neurodegenerative disease: shared
and specific mechanisms. Lancet Neurol. 2004;3:169–78.

35. Malinow R. AMPA receptor trafficking and long-term potentiation.
Philos Trans R Soc B. 2003;358:707–14.

36. Lipton SA, Rosenberg PA. Excitatory amino acids as a final com-
mon pathway for neurologic disorders. N Engl J Med. 1994;330:
613–22.

37. Haley AP, Gonzales MM, Tarumi T, Miles SC, Goudarzi K,
Tanaka H. Elevated cerebral glutamate and myo-inositol levels in
cognitively normal middle-aged adults with metabolic syndrome.
Metab Brain Dis. 2010;25:397–405.

38. Stranahan AM, Norman ED, Lee K, Cutler RG, Telljohann RS,
Egan JM, et al. Diet-induced insulin resistance impairs hippocam-
pal synaptic plasticity and cognition in middle-aged rats.
Hippocampus. 2008;18:1085–8.

548 Curr Obes Rep  (2020) 9:544–549



39. Gold SM, Dziobek I, Sweat V, Tirsi A, Rogers K, Bruehl H, et al.
Hippocampal damage and memory impairments as possible early
brain complications of type 2 diabetes. Diabetologia. 2007;50:711–
9.

40. Ekblad LL, Rinne JO, Puukka P, Laine H, Ahtiluoto S, Sulkava R,
et al. Insulin resistance predicts cognitive decline: an 11-year fol-
low-up of a nationally representative adult population sample.
Diabetes Care. 2017;40:751–8.

41. Muniyappa R, IantornoM, QuonMJ. An integrated view of insulin
resistance and endothelial dysfunction. Endocrinol Metab Clin N
Am. 2008;37:685–711 ix-x.

42. Fu Z, Wu J, Nesil T, Li MD, Aylor KW, Liu Z. Long-term high-fat
diet induces hippocampal microvascular insulin resistance and cog-
nitive dysfunction. Am J Physiol Endocrinol Metab. 2017;312:
E89–97.

43. Curb JD, Rodriguez BL, Abbott RD, Petrovitch H, Ross GW,
Masaki KH, et al. Longitudinal association of vascular and
Alzheimer’s dementias, diabetes, and glucose tolerance.
Neurology. 1999;52:971–5.

44. Hoth KF, Tate DF, Poppas A, Forman DE, Gunstad J, Moser DJ,
et al. Endothelial function and white matter hyperintensities in older
adults with cardiovascular disease. Stroke. 2007;38:308–12.

45. Gonzales MM, Tarumi T, Tanaka H, Sugawara J, Swann-Sternberg
T, Goudarzi K, et al. Functional imaging of working memory and
peripheral endothelial function in middle-aged adults. Brain Cogn.
2010;73:146–51.

46. Muniyappa R, Sowers JR. Role of insulin resistance in endothelial
dysfunction. Rev Endocr Metab Disord. 2013;14:5–12.

47. Aroor AR, Jia G, Sowers JR. Cellular mechanisms underlying
obesity-induced arterial stiffness. Am J Physiol Regul Integr
Comp Physiol. 2018;314:R387–R98.

48. Tarumi T, Shah F, Tanaka H, Haley AP. Association between cen-
tral elastic artery stiffness and cerebral perfusion in deep subcortical
gray and white matter. Am J Hypertens. 2011;24:1108–13.

49. Pasha EP, Kaur SS, Gonzales MM, Machin DR, Kasischke K,
Tanaka H, et al. Vascular function, cerebral cortical thickness,
and cognitive performance in middle-aged Hispanic and non-
Hispanic Caucasian adults. J Clin Hypertens. 2015;17:306–12.

50. Pasha EP, Birdsill AC, Oleson S, Tanaka H, Haley AP.
Associations of carotid arterial compliance and white matter diffu-
sion metrics during midlife: modulation by sex. Neurobiol Aging.
2018;66:59–67.

51. Tarumi T, Gonzales MM, Fallow B, Nualnim N, Pyron M, Tanaka
H, et al. Central artery stiffness, neuropsychological function, and
cerebral perfusion in sedentary and endurance-trained middle-aged
adults. J Hypertens. 2013;31:2400–9.

52. Haley AP, Tarumi T, Gonzales MM, Sugawara J, Tanaka H.
Subclinical atherosclerosis is related to lower neuronal viability in
middle-aged adults: a H-1 MRS study. Brain Res. 2010;1344:54–
61.

53. Haley AP, Forman DE, Poppas A, Hoth KF, Gunstad J, Jefferson
AL, et al. Carotid artery intima-media thickness and cognition in
cardiovascular disease. Int J Cardiol. 2007;121:148–54.

54. Laosiripisan J, Tarumi T, Gonzales MM, Haley AP, Tanaka H.
Association between cardiovagal baroreflex sensitivity and baseline
cerebral perfusion of the hippocampus. Clin Auton Res. 2015;25:
213–8.

55. Schmidt R, Schmidt H, Curb JD, Masaki K, White LR, Launer LJ.
Early inflammation and dementia: a 25-year follow-up of the
Honolulu-Asia aging study. Ann Neurol. 2002;52:168–74.

56. Moreno-Navarrete JM, Blasco G, Puig J, Biarnes C, Rivero M,
Gich J, et al. Neuroinflammation in obesity: circulating
lipopolysaccharide-binding protein associates with brain structure
and cognitive performance. Int J Obes (2005). 2017;41(11):1627–
35.

57. Conde JR, Streit WJ. Microglia in the aging brain. J Neuropathol
Exp Neurol. 2006;65:199–203.

58. Eagan DE, GonzalesMM, Tarumi T, Tanaka H, Stautberg S, Haley
AP. Elevated serum C-reactive protein relates to increased cerebral
myoinositol levels in middle-aged adults. Cardiovasc Psychiatry
Neurol. 2012;2012:120540.

59. Schur EA, Melhorn SJ, Oh SK, Lacy JM, Berkseth KE, Guyenet
SJ, et al. Radiologic evidence that hypothalamic gliosis is associat-
ed with obesity and insulin resistance in humans. Obesity (Silver
Spring). 2015;23(11):2142–8.

60. Siervo M, Arnold R, Wells JCK, Tagliabue A, Colantuoni A,
Albanese E, et al. Intentional weight loss in overweight and obese
individuals and cognitive function: a systematic review and meta-
analysis. Obes Rev. 2011;12:968–83.

61. VeroneseN, Facchini S, Stubbs B, Luchini C, SolmiM,Manzato E,
et al. Weight loss is associated with improvements in cognitive
function among overweight and obese people: a systematic review
and meta-analysis. Neurosci Biobehav Rev. 2017;72:87–94.

62. Colcombe SJ, Erickson KI, Raz N,Webb AG, Cohen NJ, McAuley
E, et al. Aerobic fitness reduces brain tissue loss in aging humans. J
Gerontol Biol Sci Med Sci. 2003;58:176–80.

63. Tanaka H, Tarumi T, Rittweger J. Aging and physiological lessons
from master athletes. Compr Physiol. 2019;10(1):261–96.

64. Cotman CW, Berchtold NC, Christie LA. Exercise builds brain
health: key roles of growth factor cascades and inflammation.
Trends Neurosci. 2007;30:464–72.

65. Handley JD, Williams DM, Caplin S, Stephens JW, Barry J.
Changes in cognitive function following bariatric surgery: a sys-
tematic review. Obes Surg. 2016;26:2530–7.

66. Thiara G, Cigliobianco M, Muravsky A, Paoli RA, Mansur R,
Hawa R, et al. Evidence for neurocognitive improvement after bar-
iatric surgery: a systematic review. Psychosomatics. 2017;58:217–
27.

67. Rullmann M, Preusser S, Poppitz S, Heba S, Hoyer J, Schütz T,
et al. Gastric-bypass surgery induced widespread neural plasticity
of the obese human brain. Neuroimage. 2018;172:853–63.

Publisher’s Note Springer Nature remains neutral with regard to jurisdic-
tional claims in published maps and institutional affiliations.

549Curr Obes Rep  (2020) 9:544–549


	Cognition, Brain Structure, and Brain Function in Individuals with Obesity and Related Disorders
	Abstract
	Abstract
	Abstract
	Abstract
	Introduction
	Obesity and Cognition
	Obesity and Subcortical Regional Atrophy
	Obesity and Cortical Thickness
	Obesity and White Matter
	Obesity and Cerebral Lesions
	Mediators/Mechanisms Underlying Associations Between Obesity and the Brain
	Treatment Measures
	Conclusions and Summary
	References


