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Abstract 
Aim: To study the association between Insulin Resistance (IR) and Glycosylated hemoglobin (HbA1c) 
and cognition in frail, pre-frail and non-frail elderly. Method: A case control study was conducted 
on 85 subjects: 60 cases (37 frail and 23 pre-frail subjects) and 25 controls. All subjects underwent 
comprehensive geriatric assessment including a battery of cognitive tests. Laboratory data inclu- 
ded Serum insulin levels, Fasting Blood Sugar, Insulin like Growth Factor-1, C-Reactive Protein 
(CRP) and HbA1c. Results: Among the pre-frail subjects, Homeostasis Model of Assessment-Insu- 
lin resistance (HOMA-IR) and insulin level were positively correlated with Digit Span Backward 
(DSB) (p = 0.012 and 0.045 respectively). HbA1c was positively correlated with Contrast Program- 
ming (CP) (p = 0.01). Controls showed a positive correlation between HOMA-IR and CP, DSB and 
Mini-Mental Status Examination (P = 0.009, 0.03 and 0.002 respectively). There was no significant 
correlation in the frail group. Conclusion: In the studied sample, higher insulin, HbA1c, and IR 
were associated with better cognitive functions in prefrail elderly, and were not associated with 
worse cognition in frail elderly. 
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1. Introduction 
Insulin has a complex role in regulation of energy homeostasis and in anabolic actions in peripheral tissues. Stu-
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dies on molecular basis disclosed that insulin is found in many areas of the brain acting as a neuromodulator [1], 
neuroprotective [2] and neurotrophic mediator [3]. 

There is a linear correlation between plasma and cerebrospinal fluid insulin concentration in sheep with in-
creasing nutrition, which provides further evidence for insulin transfer through the blood brain barrier, even with 
increasing insulinemia [4]. 

Almost all of the central insulin, which exerts its effects within the Central Nervous System (CNS), is of pe-
ripheral origin [5] [6]. 

Brain areas, which are important in cognitive tasks, have high concentrations of insulin receptors, suggesting 
that insulin might modulate memory by activity at specific central sites. In animal models, acute rise in cerebral 
intra-ventricular insulin enhances memory during a passive-avoidance task [7]. 

Insulin resistance [IR] occurs as individuals age and it is related to many of the physical features of frailty 
such as skeletal muscle weakness, disability in lower extremity mobility, and body composition changes [8]. 
Frailty was defined as a clinical syndrome in which three or more of the following criteria were present: Shrink-
ing; poor endurance and energy; slowness; weakness and low physical activity [9]. Furthermore, frailty is link- 
ed to cognitive decline [10]. 

Our hypothesis is that peripheral hyperinsulinemia (in the form of IR) could be associated with better cogni-
tion in frail and prefrail elderly. 

This hypothesis was based upon the favorable impact of IR upon cognition in those with Alzheimer dementia 
(AD), which is characterized by impaired CNS insulin signaling [11], as Burns et al. [12] proved recently that 
higher glucose and insulin levels, as a compensation for the impaired insulin signaling, were accompanied by 
slower cognitive decline in early AD subjects. This was strengthened by their longitudinal imaging results in 
which higher peripheral insulin and glucose levels, in their cohort sample after follow up for 2 years, were ac-
companied by lower rates of whole and regional brain atrophy. 

Similarly, impaired CNS insulin signaling is suspected to occur in frailty syndrome. This could be suspected 
from the decline of physical activity [9], and the increase of the inflammatory markers in frailty syndrome [13]. 

It was proved that exercise increases insulin signaling in the brain through increasing insulin receptors in the 
hippocampus [14]. 

It was found that C-Reactive Protein (CRP) impairs insulin signaling [15]. 
It is known that with increasing frailty, and decreasing physical activity, there is an increase in CRP [13]. 
Furthermore, Insulin like Growth Factor-1 (IGF-1) level is a key mediator of the ability of physical activity to 

enhance neurogenesis in the dentate gyrus of the hippocampal formation [16]. In addition, lower IGF-1 is linked 
to the frailty syndrome [17]. Therefore, neurogenesis is suspected to be suppressed. 

2. Purpose of the Study 
There is scanty available data about insulin and glucose levels and cognition in the frail elderly in Egypt. Hence, 
the aim of this study was to disclose the relationship between serum insulin, IR, Fasting Blood Sugar (FBS), gly- 
cosylated hemoglobin (HbA1c), CRP, IGF-1levels and cognitive functions in frail, pre-frail and non-frail elder-
ly. 

3. Subjects and Mehods 

3.1. Study Design 

A case-control study was conducted on 85 subjects aged 60 years and older who were recruited from the out- 
patient clinic of geriatric medicine department, Ain Shams University Hospital, from May to October 2013. 

Cases were 60 subjects who were divided into 37 frail and 23 pre-frail subjects, according to the criteria of 
Avila-Funes et al. [9] Controls were 25 subjects without frailty. All subjects who could not co-operate to per-
form the cognitive tests or had medical conditions that could affect the performance of tests were excluded. 

Cases with Diabetes Mellitus (DM) were not excluded based on the fact that IR may be considered as a pivot-
al biological component of some clinical aspects of the frailty syndrome in aging individuals [18]. Therefore, 
excluding patients with DM could represent a bias in the form of excluding patients with prolonged frailty. 

Patients with impaired Mini-Mental Status Examination (MMSE) screening test [19], after adjustment for age 
and education, were excluded. The research Protocol was approved by the Ethical Committee of the Faculty of 
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Medicine, Ain Shams University. Each subject gave informed consent and patient anonymity was preserved. All 
subjects underwent comprehensive geriatric assessment, including Arabic version of Geriatric Depression Scale 
15-items (GDS-15), results ≥ 5 were considered positive for depression [20]. 

3.2. Assessment of Frailty 
Frailty was defined according to the construct previously validated by Fried et al. [21] in the Cardiovascular 
Health Study. All five components from the original phenotype were retained; however, the metrics used to cha- 
racterize the frailty criteria were slightly different and defined as follows [9]: 

Shrinking: Recent and unintentional weight loss of ≥3 kilograms (Kg) in the prior year was identified and 
body mass index was calculated. Participants who answered “yes” for weight loss or had a body mass index < 
21 kg/m2 were considered to be frail for this component. 

Poor endurance and energy: As indicated by self-report of exhaustion, identified by two questions from the 
Center for Epidemiological Studies-Depression scale [22]: “I felt that everything I did was an effort” and “I 
could not get going.” Participants were asked: “How often, in the last week, did you feel this way?” 0 = rarely or 
none of the time; 1 = some or a little of the time; 2 = a moderate amount of the time; or 3 = most of the time. 
Participants answering “2” or “3” to either of these questions were considered as frail for this component. 

Slowness: Meets criteria for frailty if time to walk 6 meters was > 8 seconds for height ≤ 173 centimeters (cm) 
or > 7 seconds for height > 173 cm in males, and > 8 seconds for height ≤ 159 cm or > 7 seconds for height > 
159 cm in females. 

Weakness: Participants answering “yes” to the following question were categorized as frail for this compo-
nent: “do you have difficulty rising from a chair?” 

Low physical activity: A single response was used to estimate physical activity. Individuals who denied doing 
daily leisure activities such as walking or gardening and/or denied doing some sport activity per week were ca-
tegorized as physically inactive. Those who reported doing them were considered to be physically active. 

As proposed by Fried and colleagues, the participants were considered to be “frail” if they had three or more 
frailty components among the five criteria; they were considered “prefrail” or “intermediate” if they fulfilled one 
or two frailty criteria, and “nonfrail” if none. 

3.3. Cognitive Tests 
Apart from MMSE test [19], a battery of cognitive tests was administered including Verbal Fluency (VF) test in 
which subjects had to enumerate as many animals (four legged) as possible within one minute [23]; Digit Span 
Forward (DSF) test [24], and Digit Span Backward (DSB) test [24], these tests were done through repetition of 
numbers in order (DSF) and in reverse order (DSB); Block Design (BD) test that requires the subject to use 
three-dimensional blocks to construct a model from a two-dimensional stimulus card [24], performance is timed. 
Although bonus points are awarded for speed, the score is either all or none, that is, a score is awarded only if 
the model is correctly produced within the prescribed time limit; and contrast Programming (CP) test [25], in 
which the examiner will randomly hold up either one or two fingers; the patient is instructed to do the opposite, 
i.e., to hold up two fingers when the examiner holds up one or vice-versa. Ten trials were done; patient is scored 
according to the number of true trials. 

3.4. Activities of Daily Living and Instrumental Activities of Daily Livings 
Activities of daily living (ADL) [26] and Instrumental Activities of Daily Livings (IADL) [27] were used to as-
sess the ability of the patient to complete basic and advanced self care tasks consecutively. 

3.5. Laboratory Investigations 
Laboratory investigations included measurement of; serum insulin, CRP, HbA1c, FBS, and IGF-1 levels. They 
were measured as follows: Samples: 5 mL of whole blood was drawn from each participant after 8 hours fasting, 
and were divided into 2 tubes: 1 mL in Ethylene diamine tetraacetic acid anti-coagulated tube for HbA1c assay, 
and 4 mL allowed to clot in a plain tube. The resulting serum was used for immediate assay of FBS and quantit-
ative CRP, and the remaining serum was frozen to −70˚C till assay of insulin and IGF-1. 
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3.6. Laboratory Analysis 
HbA1c was assayed by ion-exchange chromatographic separation and colorimetric detection kit (Biosystems, 
SA, Barcelona, Spain). FBS was assayed on Synchron CX-5 autoanalyzer using manufacturer’s reagents (Beck- 
man Instruments Inc., Fullerton, USA). Quantitation of CRP was performed by immunoturbidimetric assay us-
ing Biosystems CRP kit. Insulin and IGF-1 were measured by enzyme-linked immunosorbent assay, using kits 
supplied by DRG International Inc. (New Jersey, USA). The former is based on sandwich principle, where cap-
ture antibodies coated on microtiter wells bind insulin, followed by anti-insulin tracer antibody-conjugate that 
reacts with its substrate giving a color directly proportional to insulin concentration; whereas the latter is based 
on competitive principle, where IGF-1 in the sample competes with biotinylated IGF-1 for microtiter-fixed cap- 
ture antibodies; followed by addition of streptavidin-horseradish peroxidase complex to react with a specific 
substrate giving a color inversely proportional to the IGF-1 in the sample. 

Finally, insulin resistance was assessed using Homeostasis Model of Assessment-Insulin Resistance (HOMA- 
IR) approach, HOMA-IR was calculated as follows FBS (mg/dl)) × fasting insulin (μIU/mL)/405 [28]. HOMA- 
IR is a useful model for assessing IR by a single measurement of FBS and fasting insulin levels [28]. HOMA-IR 
has been validated using the euglycemic hyperinsulinemic clamp method [29] [30], which is an expensive and 
invasive gold standard method [31]. 

3.7. Statistical Analysis 
Statistical Package for the Social Sciences (SPSS) version 16 (SPSS Inc., Chicago, IL, USA) was used in data 
analysis. Qualitative data were expressed in the form of number and frequency. Quantitative data were ex-
pressed in the form of mean +/− SD. Chi-square test was used to compare between groups. Quantitative data 
were tested for normal distribution using one sample Kolmogorov Smirnov test; non-parametric data were con-
verted to parametric data by log transformation. Analysis of variance (ANOVA) followed by Least Significant 
Difference was used to compare between groups and Pearson correlation coefficient was used for correlation. 

4. Results 
The mean age (± SD) of the studied group was 68.2 ± 6.95 years. Their demographic characteristics are shown 
[Table 1]. A significant difference was found between frail, pre-frail and controls (non-frail) regarding the fol-
lowing variables; mean age and hypertension distribution (P = 0.01 for both); HOMA-IR and IGF-1levels (P = 
0.003 for both); CRP levels, HbA1c levels and FBS levels (P < 0.001 for all); CP (P = 0.006), DSF (P = 0.007), 
DSB (P = 0.042) and VF (P = 0.015) [Table 1]. By post Hoc analysis, the only significant data were as follows: 
frail elderly were significantly older than non-frail elderly (P = 0.002). They had significantly worse perfor-
mance than both non-frail (P = 0.003) and pre-frail elderly (P = 0.028) in CP test. As regards DSF, DSB and VF 
tests; frail elderly performed significantly worse than non-frail elderly (P = 0.002, 0.012 and 0.004 respectively). 
IR as assessed by HOMA-IR was significantly higher in frail and pre-frail than non-frail elderly (P < 0.001, and 
0.046 respectively). In addition, frail elderly had significantly lower IGF-1 (P < 0.001) and higher CRP (P < 
0.001) and HbA1c (P < 0.001) than non-frail elderly. Furthermore, pre-frail elderly had higher CRP and HbA1c 
than non-frail elderly (P < 0.001 for both). Frail elderly had significantly higher insulin than non-frail elderly (P 
= 0.043). FBS was significantly higher in frail and pre-frail than non-frail elderly (P < 0.001 for both). 

Regarding the physical activity, there was significant difference between the 3 groups in ADL and IADL 
scores [Table 1]. By post hoc analysis, frail elderly had significantly worse scores than both prefrail and the 
control groups in ADL (P < 0.001 for both) and in IADL (P < 0.001 for both). The prefrail had significantly 
worse score than the control group in ADL and IADL (P = 0.05 and <0.001 consecutively). 

Using correlation tests, after adjustment for age, gender, and education, CRP in the control group showed a 
negative correlation with CP, DSB and MMSE (P = 0.01, 0.001 and 0.004 respectively). No significant correla-
tions were observed between CRP or IGF-1 and cognition in the frailty group except for a negative one regard-
ing DSB test scores with CRP (P = 0.045) and a positive one for the same test with IGF-1 (P = 0.002), in the 
pre-frail group [Table 2]. 

As regards insulin level, HOMA-IR, and HbA1c level, none of them did show a significant correlation with 
cognitive test results in the frail group. Regarding the pre-frail ones, HOMA-IR and insulin level were positively 
correlated with DSB (P = 0.012 and 0.045 respectively), while HbA1c level was positively correlated with CP  
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Table 1. Data of the whole studied group with comparison between the three studied groups.                           

Variable Whole subjects 
N =85 

Frail group 
N = 37 

Pre-frail group 
N = 23 

Control group, 
N = 25 P value 

Age (mean ± SD) 68.2 ± 6.95 70.35 ± 8.02 68.30 ± 6.10 64.8 ± 4.78 0.010 

Gender (male), N (%) 41 (48.2%) 15 (40.5%) 12 (52.2%) 14 (56%) 0.44 

Current smoking, N (%) 27 (31.8%) 7 (18.9%) 11 (47.8%) 9 (36.0%) 0.056 

Illiterate, N (%) 22 (25.9%) 11 (29.7%) 4 (17.4%) 7 (28%) 0.55 

Depression, N (%) 11 (12.9%) 2 (5.4%) 6 (26.1%) 3 (12%) 0.07 

HTN, N (%) 38 (44.7%) 19 (51.4%) 14 (60.9%) 5 (20%) 0.010 

ADL score (mean ± SD) 4.9 ± 1.5 3.8 ± 1.4 5.3 ± 1.3 6 ± 0.0 < 0.001 

IADL score (mean ± SD) 5 ± 2.5 3.2 ± 1.8 5 ± 1.8 7.7 ± 1.1 < 0.001 

MMSE (mean ± SD) 26.81 ± 3 25.76 ± 1.88 27.74 ± 1.61 27.2 ± 4.25 0.223 

BD (mean ± SD) 4.21 ± 4.19 2.81 ± 3.64 3.91 ± 3.50 5.63 ± 4.75 0.351 

CP (mean ± SD) 7.60 ± 1.89 6.92 ± 2.1 7.91 ± 1.68 7.97 ± 1.52 0.006 

DSF (mean ± SD) 4.62 ± 1.08 4.22 ± 1.58 4.78 ± 0.85 5.0 ± 1.02 0.007 

DSB (mean ± SD) 2.08 ± 1.47 1.46 ± 1.30 2.43 ± 1.34 2.53 ± 1.57 0.042 

VF (mean ± SD) 7.25 ± 2.78 6.30 ± 2.15 7.56 ± 3.16 7.73 ± 2.98 0.015 

HOMA-IR (mean ± SD) 2.16 ± 1.19 2.62 ± 1.27 2.26 ± 1.24 1.6 ± 0.8 0.003 

IGF-1 (ng/mL) (mean ± SD) 68.79 ± 26.55 56.81 ± 20.59 74.00 ± 30.82 83.20 ± 22.06 0.003 

CRP (mg/L) (mean ± SD) 10.40 ± 6.26 11.86 ± 5.61 11.74 ± 6.53 6.93 ± 5.32 < 0.001 

HbA1c (%) (mean ± SD) 6.68 ± 1.42 7.05 ± 1.48 7.26 ± 1.41 5.89 ± 0.94 < 0.001 

FBS (mg/dL) (mean ± SD) 112.64 ± 22.92 120.57 ± 23.41 118.04 ± 22.85 95.92 ± 11.03 < 0.001 

Insulin (μIU/mL) (mean ± SD) 7.7398 ± 3.79 8.73 ± 3.74 8.20 ± 4.71 6.20 ± 2.49 0.123 

ADL: activities of daily livings, BD: Block Design, CP: Contrast Programming, CRP: C-Reactive Protein, DSB: Digit Span Backward, DSF: Digit 
Span Forward, FBS: Fasting Blood Sugar, HbA1c: Glycosylated hemoglobin, HOMA-IR: Homeostasis Model of Assessment-Insulin Resistance, 
HTN: Hypertension, IGF-1: Insulin-like Growth Factor-1, IADL: Instrumental Activities of Daily Livings, MMSE: Mini-Mental Status Examination, 
VF: Verbal Fluency. SD = Standard Deviation, N = Number, mg/L = Milligrams Per Liter, mg/dl = Milligrams per Deciliter, ng/ml = Nanogram Per 
Milliliter, uIU/ml = Micro International Units Per Milliliter. 
 
test results (P = 0.01). On the other hand, controls showed a positive correlation between HOMA-IR and the 
following cognitive tests CP (P = 0.009), DSB (P = 0.03), and MMSE (P = 0.002), while their insulin level was 
positively correlated with DSB and MMSE (P = 0.005 and <0.001 respectively) and finally HbA1c level was 
positively correlated with DSF (P = 0.008) [Table 3]. 

5. Discussion 
After adjustment for age, gender and education, current data revealed that insulin and HOMA-IR were positively 
correlated with some cognitive tests in non frail subjects, along with HOMA-IR < 2.5 (a cut off for IR) [32], and 
combined HbA1c < 6.5 and FBS < 126 mg/dl, as a combined cut offs for diagnosis of DM in asymptomatic pa- 
tients [33]. 

Therefore, IR is associated with better cognition in non frail subjects in the presence of these laboratory pa- 
rameters. 

This is in accordance with Kaplan et al. [34] who conducted a study upon 10 males and 10 females free-living 
subjects aged 60 - 82 y in whom evidence of DM (FBS ≥ 126 mg/dl) or cognitive decline were used as exclusion 
criteria. They found poor baseline verbal declarative memory (immediate and 20-min delayed paragraph recall 
and word list recall) and visuomotor task performance were predicted by low IR. 

Furthermore, Euser et al. [35] found that elevations in FBS levels are not associated with impaired cognitive 
function or with an accelerated rate of cognitive decline in subjects without a history of diabetes. In addition, 
there was no clear relationship between HOMA-IR index and cognitive function and decline in subjects without 
a history of diabetes. They suggested that cognitive decline is enhanced strongly once a subject is diabetic.  
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Table 2. Correlation between CRP, IGF-1 and cognitive tests in each group of the studied population, with adjustment for 
age, gender and education.                                                                                    

Variable 
P 
r 

Frail group 
N = 37 

Pre-frail group 
N = 23 

Control group 
N = 25 

 CRP IGF-1 CRP IGF-1 CRP IGF-1 

BD P 
r 

0.39 
(−0.29) 

0.12 
(0.5) 

0.22 
(−0.35) 

0.83 
(0.063) 

0.12 
(−0.39) 

0.77 
(0.078) 

CP P 
r 

0.96 
(0.02) 

0.2 
(−0.42) 

0.31 
(0.29) 

0.56 
(−0.17) 

0.01 
(−0.59) 

0.39 
(0.22) 

DSF P 
r 

0.45 
(−0.25) 

0.73 
(−0.12) 

0.58 
(0.16) 

0.33 
(−0.28) 

0.1 
(−0.4) 

0.23 
(0.31) 

DSB P 
r 

0.21 
(−0.41) 

0.22 
(0.4) 

0.045 
(−0.54) 

0.002 
(0.76) 

0.001 
−(0.73) 

0.13 
(0.38) 

VF P 
r 

0.18 
(−0.44) 

0.17 
(0.45) 

0.59 
(−0.16) 

0.31 
(0.29) 

0.66 
(−0.12) 

0.42 
(−0.21) 

MMSE P 
r 

0.07 
(−0.56) 

0.18 
(0.44) 

0.74 
(−0.1) 

0.35 
(0.27) 

0.004 
(−0.66) 

0.28 
(0.28) 

BD: Block Design, CP: Contrast Programming, CRP: C-Reactive Protein, DSB: Digit Span Backward, DSF: Digit Span Forward, IGF-1: Insulin- 
like Growth Factor-1, MMSE: Mini-Mental Status Examination, VF: Verbal Fluency. 
 
Table 3. Correlation between HOMA-IR, insulin, and HbA1c levels and cognitive tests results in each group.              

Variable 
P 
r 

Frail group 
N = 37 

Pre-frail group 
N = 23 

Control group 
N = 25 

 HOMA-IR Insulin HbA1c HOMA-IR Insulin HbA1c HOMA-IR Insulin HbA1c 

BD P 
r 

0.63 
(−0.16) 

0.77 
(−0.1) 

0.06 
(0.59) 

0.28 
(0.31) 

0.37 
(0.26) 

0.62 
(0.14) 

0.11 
(0.4) 

0.06 
(0.47) 

0.78 
(0.072) 

CP P 
r 

0.06 
(0.59) 

0.67 
(−0.15) 

0.52 
(−0.22) 

0.55 
(−0.18) 

0.24 
(−0.34) 

0.01 
(0.66) 

0.009 
(0.61) 

0.14 
(0.58) 

0.15 
(0.37) 

DSF P 
r 

0.83 
(−0.07) 

0.75 
(−0.11) 

0.57 
(0.19) 

0.85 
(−0.06) 

0.75 
(−0.09) 

0.23 
(0.35) 

0.32 
(0.26) 

0.11 
(0.40) 

0.008 
(0.62) 

DSB P 
r 

0.81 
(−0.08) 

0.83 
(−0.07) 

0.93 
(0.03) 

0.012 
(0.65) 

0.045 
(0.54) 

0.46 
(−0.25) 

0.03 
(0.53) 

0.005 
(0.65) 

0.1 
(0.42) 

VF P 
r 

0.77 
(−0.01) 

0.12 
(0.49) 

0.24 
(0.38) 

0.31 
(0.29) 

0.60 
(0.15) 

0.27 
(0.32) 

0.37 
(0.23) 

0.43 
(0.21) 

0.38 
(0.23) 

MMSE P 
r 

0.61 
(0.18) 

0.45 
(0.26) 

0.58 
(−0.19) 

0.32 
(0.29) 

0.65 
(0.14) 

0.17 
(0.39) 

0.002 
(0.71) 

<0.001 
(0.81) 

0.15 
(0.37) 

BD: Block Design, CP: Contrast Programming, DSB: Digit Span Backward, DSF: Digit Span Forward, HbA1c: Glycosylated hemoglobin, HOMA- 
IR: Homeostasis Model of Assessment-Insulin Resistance, MMSE: Mini-Mental Status Examination, VF: Verbal Fluency. 
 

However, there is no decline in cognition with lesser degrees of dysglycemia. Absence of positive association 
between FBS and HOMA-IR and cognition in Euser et al. [35] study could be attributed in part for excluding 
diabetic patients only by history. 

Our control subjects possess the lowest levels of CRP; which impair the insulin signaling pathway [15], and 
the highest levels of IGF-1 that play a key mediator of the ability of physical activity to enhance neurogenesis 
[16]. Therefore, this control group was suspected to have the best neurogenesis and insulin signaling. 

In the prefrail subjects, the current results revealed that insulin, HOMA-IR and HbA1c were positively corre-
lated with some cognitive tests, along with some cases that have HOMA-IR ≥ 2.5, HbA1c ≥ 6.5 and FBS ≥ 126 
mg/dl. 

There was a positive association between hyperinsulinemia and hyperglycemia, along with the presence of IR 
and diabetes, and better cognition in prefrail subjects. This could be explained by the benefit exerted by higher 
peripheral insulin and peripheral hyperglycemia to compensate for lower brain insulin signaling as more energy 
(in form of glucose) will be diverted to the insulin independent tissues (as brain and red blood cells) and less to 
tissues which is insulin dependent (as skeletal muscles and liver) [36]. 

This impacts cognition because insulin receptors are present in many areas of the brain. Insulin and insulin 
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receptors in the brain are associated with neuronal development [1]-[3] and have impact upon cognitive func-
tions [7]. 

This finding is supported by Burns and colleagues in a cohort of early AD, [12] which is known to have im-
paired CNS insulin signaling [11]. They found that higher peripheral insulin and glucose levels, in their cohort 
sample after follow up for 2 years, were accompanied by lower rates of whole and regional brain atrophy [12]. 
This is further supported by 2 further studies suggesting that subjects with type II DM and AD had lower decline 
in cognition than non-diabetic subjects with AD [37] [38]. Furthermore, intranasal insulin preserved general 
cognition in mild to moderate AD patients [39]. This refers to the differential relation of insulin and cognition 
which could help to explain our results.  

One of the important factors that decrease brain insulin sensitivity and impair insulin signaling is the in-
creased expression of inflammatory markers within the brain [40], which is the case in frailty and to a lesser ex-
tent in pre-frailty. The heightened inflammatory state is observed by the increased levels of molecular and cel-
lular inflammatory markers compared with that observed in non-frail individuals [13]. 

However, in the frail subjects, the current study found that insulin, HOMA-IR and HbA1c were not positively 
correlated with cognitive tests, along with some cases that had HOMA-IR ≥ 2.5, HbA1c ≥ 6.5 and FBS ≥ 126 
mg/dl. 

This means that insulin, HOMA-IR and HbA1c might have no positive association with cognition in frail el-
derly in spite of the presence of hyperinsulinemia and the suspected decrease in the brain insulin signaling. 

As regards our frail subjects, they are mostly in the zone of not getting benefit from high insulin, HbA1c and 
IR levels due to decreased physical activity. Our pre-frail subjects showed a statistically significant better per-
formance in ADL than frail subject. Decreased physical activity, as it is the case with frail elderly, has effect on 
sustaining the vascular health of the brain. Experimental studies have found that physical activity enhances ce-
rebral blood flow, increases cerebral capillary density, and decreases radical oxidative protein deposits [41]. In 
animal models, exercise enhances concentration of brain-derived neurotrophic factors, in addition to other 
growth factors, stimulates neurogenesis, enhances resistance to brain insults, and stimulates gene expression that 
could benefit brain plasticity processes [42]. The suspected decrease of the brain protection in frail subjects 
could underlie the absence of positive association between cognitive tests and HbA1c and HOMA-IR, despite 
the presence of hyperinsulinemia and hyperglycemia along with the suspected impaired insulin signaling in the 
frail subjects. 

6. Conclusion 
In our sample, frail elderly had the worst performance in some cognitive tests. Furthermore, higher insulin, 
HbA1c, and IR were associated with better cognitive functions in pre-frail elderly, and were not associated with 
worse cognition in frail elderly. Therefore, insulin may have a differential relation to cognitive functions. The 
conclusion needs further study before generalizing the sentence as a fact. 

7. Limitations 
The limitations of the current study are the relatively small sample size and not excluding diabetic cases. How-
ever, presence of positive correlation between HOMA-IR, insulin, HbA1c and cognitive tests in pre-frail, along 
with the absence of negative correlation in frail elderly gives further support to our idea that insulin might be 
associated with better cognition in pre-frail and frail elderly, as it is known that DM impairs cognitive functions 
[43]. 

8. Recommendations 
Future studies could test the causative association between hyperglycemia and hyperinsulinemia and cognition 
in frail and prefrail subjects. In addition, the impact of intranasal insulin therapy upon cognition in pre-frail and 
frail subjects might be tested. 
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