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Figure 5. Regression analysis (left upper panel) and Bland-Altman plot (left lower panel) for LAA wall velocity during contraction
(LAAWVc) measured by TEE and TTE when angle correction was applied for the Doppler beam in TTE. Regression analysis (right
upper panel) and Bland-Altman plot (right lower panel) for LAA wall velocity during relaxation (LAAWVr) measured by TEE and
TTE when angle correction was applied for the Doppler beam in TTE.

respectively) and LAAWVr (3.3% and 4.7%, re-
spectively) measured using TTE.

Assessment of LAA Contraction and
Relaxation in Healthy Individuals using TTE:
We were able to record and measure LAAWVc and
LAAWVT using TTE in 105 of the 110 healthy sub-
jects (95%). The heart rate and gender did not
significantly affect LAAWVc or LAAWVT values ob-
tained by the angle correction method (Table IV).
LAAWVc obtained by the angle correc-
tion method remained unchanged with aging,
whereas LAAWVr obtained by the angle correc-
tion method significantly decreased with aging
(r=—0.48, P < 0.001) (Tables lll and IV). LAAWVr
obtained by the angle correction method nega-
tively correlated with LAD (r = —0.33, P < 0.001),
A (r=-0.38, P < 0.001), and A’ (r = —0.43,
P < 0.001) and positively correlated with E
(r=0.28,P=0.002) and E' (r=0.26, P = 0.004).
In contrast, LAAWVc obtained by the angle cor-
rection method did not significantly correlate
with LAD, E, A, or A’ (Table IV). A one-way
ANOVA showed significant changes with ag-
ing in LAAWVr (P < 0.001), A (P < 0.001), E
(P < 0.001), A’ (P < 0.001), E' (P < 0.001),
and LAD (P = 0.001). However, LAAWVc did

not significantly change with aging (Table V and
Fig. 6).

Discussion:

Analysis of LAA Function by Transthoracic
Echocardiography:

Recently, the development of second harmonic
TTE enables determination of LAA flow veloc-
ity for various heart diseases, including atrial

TABLE Il

Pearson Correlation Coefficients between Age and Other
Parameters in Healthy Individuals

Correlation

Variables coefficient P-value
LAAWVC (cm/sec) —0.09 0.494

LAAWVT (cm/sec) —0.48 <0.001*
A (cm/sec) 0.66 <0.001*
E (cm/sec) —0.58 <0.001*
A’ (cm/sec) 0.63 <0.001*
E’ (cm/sec) —0.65 <0.001*
LAD (mm) 0.31 0.001*

*Statistically; refer to the footnote to Tables | and Il for addi-

tional abbreviations.
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TABLE IV
Pearson Correlation Coefficients between LAAWVr or LAAWVc and Other Parameters in Healthy
Individuals
LAAWVr LAAWVC
Correlation Correlation

Variables coefficient P-value coefficient P-value
Age —0.48 <0.001* —0.09 0.191
Rate (bpm) 0.00 0.496 —0.01 0.448
Men —0.03 0.377 0.08 0.215
A (cm/sec) —0.38 <0.001* 0.05 0.303
E (cm/sec) 0.28 0.002* 0.16 0.045*
A’ (cm/sec) —0.43 <0.001* 0.02 0.399
E’ (cm/sec) 0.26 0.004* —0.03 0.375
LAD (mm) —0.33 <0.001* —0.07 0.242

*Statistically; refer to the footnote to Tables | and Il for additional abbreviations.

fibrillation, and these values correlate well with
those obtained by TEE.®7-Y However, some limi-
tations remain in measuring the flow velocity us-
ing a transthoracic approach. Detection rate of
measurable flow velocities ranged from 62% to
88% for various heart diseases with sinus rhythm
or atrial fibrillation.%7 On the other hand, the in-
travenous contrast injection allows better visual-
ization of the LAA and assessment of blood flow
velocities.'? In this study, TTE enabled detection
of flow velocities <30 cm/sec with a sensitivity
of 88% and specificity of 81%; TTE had higher
sensitivity and specificity as compared with TEE.
However, the contrast agent is expensive and this
method is complicated to require an injection,
therefore this method is not popular.

The usefulness of transesophageal TDE for the
assessment of LAA function has been well de-
scribed.'1¢ Transesophageal TDE patterns of
LAA were reproducible and similar to those of
Doppler flow, and peak TDE velocities corre-
lated well with flow velocity and the LAA func-
tions were evaluated in the patients with mitral
stenosis or atrial fibrillation.'='6 Recently, Uret-

sky et al. demonstrated that transthoracic TDE
could be used to analyze LAA function and de-
tect decreased LAA wall velocity in patients with
atrial fibrillation.? In the present study, including
patients who underwent TEE, we showed
transthoracic TDE of the LAA wall velocities
had significant correlations with transesophageal
Doppler flow velocities in the LAA. We also
demonstrated the feasibility of transthoracic TDE
in assessing LAA contraction and relaxation func-
tion. The present results indicated that LAAWV
measured using transthoracic TDE had a very
high correlation with transesophageal TDE mea-
surements. One of the reasons for the high cor-
relation between parameters of TTE and TEE
may be depression of autonomic nervous system
by intravenous injection of diazepam and intra-
muscular administration of glucagon. The values
were almost equal when angle correction by our
method was applied for the Doppler beam, while
making three-dimensional angle corrections was
very difficult and was not accomplished. In ad-
dition, the intraobserver and interobserver vari-
abilities for LAAWVc and LAAWVT tissue Doppler

TABLE V

Characteristics of Each Age Decade in Healthy Individuals

Age (Decade) Second Third Fourth Fifth Sixth Seventh Eighth Ninth P-value
Number 13 11 15 13 13 15 14 1" -
Men 8 6 8 7 8 9 8 7 -
LAAWVC (cm/sec) 22 (3) 22 (4) 22 (4) 22 (3) 22 (3) 22 (3) 22 (3) 22 (3) 0.977
LAAWVT (cm/sec) 23(3) 22 (5) 21 (3) 20 (4) 19 (3) 17 (3) 17 (4) 17 (4) <0.001*
A (cm/sec) 50(15) 48(10) 55(15) 62(4) 66 (15) 78 (16) 83(13) 80(12) <0.001*
E (cm/sec) 112@27) 91(18) 82(14) 79(12) 73(12) 68 (21) 70 (13) 72(11)  <0.001*
A’ (cm/sec) 5(2) 72 7(2) 10(2) 10(2) 10(2) 10(2) 11(2) <0.001*
E' (cm/sec) 17 (3) 15 (4) 14 (2) 13 (4) 11(2) 10 (2) 9(2) 8(2) <0.001*
LAD (mm) 29 (3) 30 (4) 31 (4) 31 (4) 32(4) 33(3) 34 (3) 32(3) 0.001

*Statistically; refer to the footnote to Tables | and Il for additional abbreviations.
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Figure 6. LAAWVr plotted against age in healthy subjects.

measurements were <4.7%. These results may
suggest that measurement of LAAWV using
transthoracic TDE may allow noninvasive favor-
able analysis of LAA function.

Moreover, we aimed at studying the changes
in LAA contraction and relaxation properties with
aging in the physiological state. We were able
to record both LAAWVc and LAAWVr in 95% of
the healthy individuals. The positive results of this
study in the measurement of LAAWV were su-
perior to results of previous flow velocity studies
using TTE, despite normal cardiac size in healthy
subjects. The superiority of LAAWV measured by
TDE to LAA Doppler flow measured by TTE may
be attributable to the difference in the amplitude
of ultrasound reflection power between the my-
ocardium and blood cells. The myocardium is a
much stronger ultrasound reflector than blood
cells. TDE can detect low-velocity signals with
high amplitude (flow is a high-velocity signal
with relatively low amplitude) and provides bet-
ter measurements than the Doppler flow method
even in healthy subjects. Accordingly, even if the
LAA wall is thin, this high-amplitude ultrasonic
signal from the LAA wall may allow us to measure
the wall velocity. The LAA wall motion Doppler
signal may also include the pectinate muscle mo-
tion, but its effect may be considered small.

Changes with Aging in Contractility and
Relaxation of LAA in Healthy Subjects:
There have been several studies on changes in
LA body function with aging.’”~2° Many previ-
ous studies have indicated that the mitral flow
velocity A and mitral annular velocity A’ increase
with aging.??? These results were confirmed in
the present study. Thomas et al. indicated that
the enhanced contractility of LA may contribute
to augmentation of active atrial emptying with
aging.9:20

However, there have been few studies on
changes in LAA function with aging. Tabata et al.

Left Atrial Appendage Wall Velocity

and Agmon et al. studied peak systolic LAA flow
velocities using TEE and reported that the flow ve-
locities decreased with aging.’-? However, in the
present noninvasive study involving TTE, LAAWVs
did not significantly change with aging. One rea-
son for this discrepancy may be the selection bias.
Because TEE is an invasive technique, it is not usu-
ally easy to perform in healthy subjects. The in-
sertion of a TEE probe may lead to elevated blood
pressure in elderly individuals and result in the
decrease of contractility of LAA. Another reason
may be the inaccurate correction of the ultra-
sonic beam angle of transthoracic TDE, that three-
dimensional angle corrections is impossible for us
at the present apparatus. However, the present
study on TDE validation showed very close corre-
lation between TEE and TTE.

We were unable to find any articles in the liter-
ature concerning changes in the relaxation func-
tion of LAA with aging. The present results in-
dicated that LAAWVr had a significant negative
correlation with age, suggesting that relaxation
of the LAA may be impaired with aging. This
phenomenon is similar to reduction in left ven-
tricle (LV) relaxation with aging.2’?3 The cause
of the abnormality of LAA relaxation in the el-
derly is not so clear, but the following reasons will
be supposed. We have already reported that LA
size increases with aging.? In the present study,
LAAWVTr had a negative and significant correlation
with LAD. Therefore, LAA relaxation impairment
may be caused by LA stretch with aging. The LAA
emptying and filling may be also influenced by
LV systolic and diastolic function and LA loading
condition.?* In the present study, LAAWVr had a
positive correlation with mitral flow velocity E and
mitral annular velocity E'. LV in the elderly may be
stiffer than that in the young and LV diastolic pres-
sure may be modestly higher in the elderly than
in the young. This higher LV diastolic pressure
may enhance the afterload against LAA contrac-
tion and may cause decrease of LAA contraction
velocity and relaxation velocity. There is the pos-
sibility that relaxation changes may be more sen-
sitively detected by TDE as compared with the
contraction changes. Moreover, the pathological
myocardial changes that occur with aging, such
as fibrosis and fat deposits, may be also related to
the abnormalities of LAA relaxation.?

Limitations:

Uretsky et al. showed that there are no differences
in the assessment of LAA wall motion between
parasternal and apical views of TTE.2 We chose
the parasternal short-axis view to determine LAA
wall velocity by TDE. In the present study, the
sample volume was placed as close as possible
to the tip of the LAA. It was possible that the
entire LAA was not visualized by the transthoracic
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approach. However, the TDE may have detected
wall motion of a considerably wide area near the
LAA apex because the ultrasonic amplitude of TDE
for the LAA wall velocity is much greater than that
of blood flow signals. Thus, the values of TDE for
LAA may show the maximum wall velocity near
the LAA apex. Moreover, signals from adjacent
structures such as the aorta and mitral valve ring
may be present, but these signals can be excluded
from the LAA contraction and relaxation signals
by time analysis of monitoring ECG.

In this study, we analyzed only a single LAA re-
gion. However, each region in the LAA wall may
show different myocardial velocities. Further stud-
ies are required to elucidate the significance of
regional wall motion analysis of LAA.

Conclusions:

TDE by TTE may be a feasible noninvasive method
for assessing LAA function. Relaxation of LAA may
decrease significantly with aging and may be
accompanied by age-related impairment of LV
relaxation.
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Objectives The purpose of this meta-analysis is to summarize the estimated risk of atrial fibrillation (AF) related to alcohol

consumption.
Background
Methods

Results from observational studies examining the relationship between alcohol consumption and AF are inconsistent.

A systematic electronic search of Medline (January 1966 to December 2009) and Embase (January 1974 to De-
cember 2009) databases was conducted for studies using key words related to alcohol and AF. Studies were
included if data on effect measures for AF associated with habitual aicohol intake were reported or could be
calculated. The effect measures for AF for the highest versus lowest alcohol intake in individual studies were
pooled with a variance-based method. Linear and spline regression analyses were conducted to quantify the re-
lationship between alcohol intake and AF risk.

Resulis Fourteen eligible studies were included in this meta-analysis. The pooled estimate of AF for the highest versus

the lowest alcohol intake was 1.51 (95% confidence interval: 1.31 to 1.74). A linear regression model showed

that the pooled estimate for an increment of 10 g per day alcohol intake was 1.08 (95% confidence interval:
1.05 to 1.10; R® = 0.43, p < 0.001). A spline regression model also indicated that the AF risk increased with

increasing levels of alcohol consumption.

Concilusions
reduction.

Results of this meta-analysis suggest that not consuming alcohol Is most favorable in terms of AF risk
(J Am Coll Cardiol 2011;57:427-36) © 2011 by the American College of Cardiology Foundation

Atrial fibrillation (AF) is the most common sustained
arrhythmia, representing a growing epidemic, and is accom-
panied by serious complications. Atrial fibrillation accounts
for 45% of all embolic strokes and has a deleterious impact
on longevity, with an approximate doubling of all-cause
mortality (1). Although the etiology of AF is not fully
understood, many epidemiological associations with AF,
including both cardiac (e.g., valvular disease, cardiomyopa-
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thy, coronary artery disease) (2) and noncardiac conditions
(e.g., aging, obesity, sleep apnea, diabetes mellitus, meta-
bolic syndrome, heavy alcohol consumption) (3) have been
vigorously investigated.

The association of episodic heavy alcohol use with the
onset of AF has been recognized as “holiday heart syn-
drome” for a long time (4). Recently, it has been hypothe-
sized that not only episodic but also habitual heavy alcohol
consumption is associated with the risk of AF (5). However,
results from epidemiological studies that aim to confirm this
hypothesis have been inconsistent, although high alcohol
consumption has been associated with several major disease
groups such as neoplasms and cardiovascular diseases (6). It
is also important to clarify the overall impact of any degree
of alcohol intake on AF risk given that moderate alcohol
consumption has been associated with a lower risk of
cardiovascular disease (7) or all-cause mortality (8). There-
fore, our aim of this meta-analysis of observational studies is
to review the risk of AF in relation to alcohol consumption,
focusing on determining if there is a dose-response relation-
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Abhreviations
and Acronyms

AF = atrial fibrillation

ship between any degree of alco-
hol consumption and the risk of
AF as well as AF risk in relation

to h alcohol drinking.
Ci = confidence interval © feavy #coho nng

OR = odds ratio

Methods

Search strategy. Electronic lit-
erature searches (Medline, Janu-
ary 1966 to December 2009; and
Embase, January 1974 to De-
cember 2009) to identify studies describing alcohol intake
and AF were conducted using medical subject headings
related to alcohol (alcohol drinking OR alcohol related
disorders OR alcoholism OR alcoholic beverage OR etha-
nol) and AF (arrhythmias OR atrial fibrillation). Reference
lists from the identified articles were manually examined for
relevant new articles. This process was repeated until no
additional articles could be identified. No language restric-
tion was imposed.

For inclusion, a study had to fulfill the following criteria:

1) have a cohort or case-control design; 2) identify AF as an
outcome variable of interest separate from other arrhyth-
mias; and 3) provide or allow calculation of the effect
measure (i.e., relative risk [RR] in a prospective study or
odds ratio [OR] in a retrospective study) with its corre-
sponding confidence interval (CI). As an exception, because
of the overlap between AF and atrial flutter, studies in
which AF and atrial flutter were combined as a study
outcome were also included. However, when data on risk of
both AF only and the combination of AF and atrial flutter
were provided simultaneously in 1 study, we used data on
the risk of AF only. We excluded studies wherein alcohol
consumption was classified as “yes” or “no” because the
degree of daily alcohol consumption could not be ascer-
tained through such a response.
Data extraction. Two of our investigators (S.K. and H.S.)
independently reviewed all relevant articles and identified
eligible studies. Discrepancies were resolved by group dis-
cussion. We extracted the following data from each publi-
cation: first author’s name, year of publication, geographic
region, design of the observational study (i.e., cohort or
case-control), selection of study population (i.e., hospital-
based or population-based), participants’ characteristics
(i.e., age [mean or range], proportion of men, and whether
participants with heart disease that influenced AF risk were
excluded), characteristics of outcome (i.e., onset or recur-
rence, dominantly paroxysmal atrial fibrillation [PAF] or
dominantly chronic [persistent] AF, and whether atrial
flutter was included in the study outcome), methods of
assessment of alcohol consumption (i.e., questionnaire,
interview, or reviews of medical records and registries),
methods for ascertainment of AF (i.e., electrocardiogram
screening, registries, or participant’s report), category of
alcohol intake, number of participants and cases, and
study-specific controlled variables.

PAF = paroxysmal atrial
fibrillation

RR = relatlve risk

JACC Vol. 57, No. 4, 2011
January 25, 2011:427-36

The effect measure in each study was extracted or, if the
effect measure for AF was not provided, it was calculated
based on data on the number of cases and noncases in
referent and exposed groups. In principle, we defined the
lowest alcohol intake category or no drinking as the referent
group and the other category as the exposed group. When a
study classified >2 alcohol intake categories, we extracted or
calculated all available effect measures for AF. If a study
provided several effect measures, such as unadjusted and
adjusted effect measures, the most completely adjusted effect
measure was used.

The effect measures were transformed to their natural
logarithm (log OR/RR). Fundamentally, the standard error
(SE) was calculated from the corresponding CI. In some
studies (9-11), the SE corresponding to the log OR/RR
was not provided. Then we directly calculated the SE
corresponding to the log OR/RR using data on the number
of cases and noncases in the exposed and referent groups in
each comparison as follows:

SE271+1+1+1
TG Ny G N

(in case of log OR) (9,11) or:

1 1 1 1
SE2=— — s o
C, C+N;y G GCp+Ny

(in case of log RR) (10), where C; and N, indicate the
number of cases and noncases in the exposed group,
respectively, and C, and N, indicate the number of cases
and noncases in the referent group, respectively. If neces-
sary, the effect measure and its corresponding SE were
approximated from figures in the manuscripts using an
image scanner (CanoScan LiDE 500F [resolution 600 dpi],
Canon, Inc., Tokyo, Japan).

To standardize alcohol intake, we used a common scale
(grams per day) for ethanol consumption. When a study
used the number of drinks per day as a unit of alcohol
intake, the unit was transformed into grams of ethanol
according to the study-specific methods for estimating the
amount of ethanol per drink. If the amount of ethanol per
drink was not specified, the unit was considered equivalent
to 12 g ethanol (12).

For each study, data on the mean level of daily alcohol
intake for each category were extracted or calculated as point
estimates of ethanol consumption. When this information
was not provided, we assigned the mid-point of the upper
and lower boundaries in each category as the average intake.
If the highest category had an open upper boundary, mean
alcohol intake was estimated to be 1.2 times the lower
boundary (13).

Data synthesis. To summarize the association of habitual
heavy alcohol consumption with the risk of AF, the effect
measures were pooled for the highest versus lowest alcohol

intake category. Based on the definition of heavy alcohol
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drinking by the National Institute on Alcohol Abuse and
Alcoholism (12), we limited this analysis to studies in which
the highest alcohol intake category was defined as consump-
tion of 2 or more drinks per day for men, 1 or more drinks
per day for women, and 1.5 or more drinks per day for the
combination of men and women. Subjects described as
“alcohol abusers” and “alcoholics” were also considered to be
heavy drinkers. The pooled estimate was calculated by
averaging the log OR/RRs weighted by the inverse of
variance based on a fixed- or random-effects model. We
used the results from the random-effects model if between-
study heterogeneity, which was assessed by Q_statistics and
I-squared (14), was significant (15). Because daily alcohol
consumption in heavy alcohol drinkers varied from study to
study, we conducted stratified analysis according to the
degree of “heavy” drinking. Analyses were also stratified by
the pre-specified study characteristics. We also conducted
meta-regression analyses to assess the influence of study
characteristics on study results.

The possibility of publication bias was assessed primarily
by visual inspection of a funnel plot in which the effect
measure in the individual study was plotted against its
corresponding SE. The funnel plot is expected to be
symmetrical with respect to the overall estimate if publica-
tion bias is absent. We secondarily assessed the possibility of
publication bias by 2 formal tests: the Begg’s adjusted rank
correlation test (16) and the Egger’s regression asymmetry
test (17). If publication bias was statistically suspected, we
also followed the Duval and Tweedie “trim and fill” proce-
dure (18) for further estimation of the possible effect of the
publication bias. This method considers the possibility of
hypothetical unpublished studies that would have allowed a
funnel plot to be symmetrical and recalculates a pooled
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estimate after imputation of the effect measures of the
hypothetical studies as though they actually existed.

We primarily used weighted, least-squared regression
models (19) to explore the dose-response relationship be-
tween alcohol intake and the risk of AF by regressing the
log OR/RR of AF on the alcohol dose. To further investi-
gate the shape of the relationship between the level of
alcohol consumption and the risk of AF, we used restricted
cubic splines with knots at the 25th, 50th, and 75th centiles
of the distribution of alcohol consumption. These analyses
were limited to data from studies with a referent category
whose mean alcohol consumption was reported or estimated
to be less than 1 drink per day, so that overlapping of
alcohol intake of exposed and referent groups could be
avoided as much as possible. Two-sided p values of =< 0.05
were considered statistically significant except for tests of
publication bias for which the recommended level is p value
=0.10 (20). Data were analyzed using STATA software
version 10 (STATA Corp., College Station, Texas).

Results

Study characteristics. Figure 1 shows details of the liter-
ature search. Our electronic literature search resulted in
retrieval of 1,754 citations (591 from Medline and 1,163
from Embase). Of these, 1,673 citations were excluded
after the first screening. Eighty-one papers as well as 20
additional papers identified by manual search were left
for full-text review. After this review, of the 101 papers,
87 were excluded for the reasons shown in Figure 1.
Finally, 14 studies (9-11,21-31), which comprised 130,820
participants and 7,558 cases, were included in this
meta-analysis.

1754 Citations Found in
Databases Using Search
Terms
591 MEDLINE
1163 EMBASE

A

-»{ 1673 Excluded Based on Title
and Abstract

81 Potentially Relevant Studi
for More Detailed Evaluations

20 Articles
Obtained from [~
Manual Searches

87 Articles Excluded for the Following Reasons:
25 Review articles
13 Case studies
3 Cross-sectional studies
10 Did not assess alcehol intake
5A 1 al

intake

14 Articles Included
in Our Analysis

determine whether alcohol intake is high or moderate.)
9 Did not investigate chronic but acute effect of alcohol

19 Did not provide data on odds ratios or relative risks
(OR/RR) of atrial fibrillation for high vs. low/non alcohol intake

1 Standard error of OR/RR could not be estimated

1 Data updated by more recent studies

1 Same cohort as one of the included studies

hol intake as Yes or No (i.e., impossible to

Study Flow Chart of Meta-Analysis
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Year of Selection of Age (yrs), %
Authors (Ref. #) Publicatlon Deslgn Population Country Range (Mean) Men
Rich et al. (9) 1985 Case-control Hospital-based us. 18-70 76
Cohen et al. (10) 1988 Cohort Population-based us. NA NA
Krahn et al. (21) 1995 Cohort Population-based Canada 18-62(31) 100
Wilhelmsen et al. (22) 2001 Cohort F based 47-55 100
Ruigomez et al. (23) 2002 Case-control Hospitalbased Sweden 40-89 46
Djousse et al. (24) Men 2004 Cohort Population-based us. 28-62 100
Women 4]
Frost and Vestergaard (25) Men 2004 Cohort Hospital-based Denmark 50-64 100
Women 0
Mattioli et al. (11) 2005 Case-control Population-based Italy 54 74
Mukamal et al. (26) Men 2005 Cohort Population-based us. 26-75(51) 100
Women 26-73(52) 0
Ruigomez et al. (27) PAF 2005 Case-control Hospital-based Sweden 40-89 47
Chronic Cohort Hospital-based 40-89 49
Planas et al. (28) 2006 Cohort Hospital-based Spain 53 64
Mukamal et al. (29) 2007 Cohort Population-based us. =65 42
Conen et al. (30) 2008 Cohort Population-based Switzerland =>45(53) 0
Marcus et al. (31) 2008 Case-control Both us. 53 75
Were Patients Was Method to Was Atrial
With Heart PAF Dominant  Distinguish PAF Flutter Among Method for
Disease or Chronic-AF From Chronic Onset or AF Events Method of Assessment of
Excluded? Dominant AF Described?  Recurrent AF Included? Ascertalning AF Exposure
Rich et al. (9) Yes PAF Yes Onset No Medical records Medical records
Cohen et al. (10) No Chronic No Onset No Medi Que:
Krahn et al. (21) No Chronic No Onset No ECG g or Med| d:
physicians’ report
Wilhelmsen et al. (22) No Chronic No Onset No Registries Questionnaires
Ruigomez et al. (23) No Chronic Yes Onset No Registries Medical records
Djousse et al. (24) No Chronic No Onset Yes ECG g Qi
Frost and Vestergaard (25) Yes Chronic No Onset Yes Registries Questionnaires
Mattioli et al. (11) Yes PAF Yes Onset No Medical Q
Mukamal et al. (26) Yes Chronic No Onset Yes ECG screening, Interviews
medical records,
Registries
Ruigomez et al. (27) PAF No PAF Yes Onset No Registries Medical records
Chronic No Chronic Recurrent No Registries
Planas et al. (28) Yes PAF Yes Recurrent No ECG screening Medical records
Mukamal et al. (29) No Chronic No Onset Yes ECG ing, Q i
medical records,
Registries
Conen et al. (30) Yes Chronic No Onset No Participants’ reports  Questionnaires
Marcus et al. (31) No PAF No Onset No Medical records Interviews
Continued on next page

Characteristics of the 14 included studies arc shown in
Table 1. Nine studies used a cohort design, 4 studies used
a case-control design, and 1 study reported data from
both case-control and cohort designs. All studies were
conducted in Western countries (7 in Europe and 7 in
North America).

For assessing daily alcohol consumption, only 4 of the 14
studies (25,26,29,31) validated methods to assess alcohol
intake. All effect measures were controlled for age and sex,
and most of the included reports (10 studies) made adjust-
ments for heart disease, which potentially elevates the risk of
AF, or excluded participants with heart disease. Only 3

studies (10,29,31) considered racial differences among the
participants.

Risk of AF through heavy alcohol consumption. The
lowest amount of alcohol consumed in the highest category
in each study ranged from 1.5 to 6 drinks per day.
Consequently, in all 14 studies, the criteria for heavy alcohol
drinking as previously defined were met (12). Three studies
reported separate results according to sex. One study ana-
lyzed 2 populations separately according to age (<60 years
or >60 years), and 1 study indicated 2 risk measures (1 for
PAF and another for the progression from an AF episode to
permanent AF). Finally, 19 effect measures were analyzed to
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No. of No. of Duration
Category of Alcohol Intake (Ethanol Consumption) Cases Participants {yrs)*

Rich et al. (9) >70 mi/day or not 58 116 -
Cohen et al. (10) 6 or mare drinks/day or <1 drink/day 28 3,966 —
Krahn et al. (21) Self- and physician-reported alcoholism or not 299 3,983 44
Wilhelmsen et al. (22) Alcohol abuse or not 754 7,495 252
Rulgomez et al. (23) None, 1-5, 6-15, 16-42, >42 U/week (1 U = 10 mi) 1,035 6,035 ——
Djousse et al. (24) Men None, 0.1-12, 12,1-24, 24,1-36, >36 g/day 544 2,921 =24

Women 511 2,806
Frost and Vestergaard (25) Men Quintile (4.1, 12.1, 20.0, 36.1, 68.7 g/day) 374 22,528 5.7

Women Quintile (1.1, 4.6, 9.4, 15.6, 38.8 g/day) 182 25,421 5.8
Mattioli et al. (11) 0, 1-20, 21-50, >50 mi/day 116 232 —_
Mukamal et al. (26) Men <1, 1-8, 7-13, 14-20, 21-27, 28-34, >34 drinks/week 548 7,588 16.3

(1drink =12 ¢)

Women <1, 1-6, 7-13, 14-20, >20 drinks/week (1 drink = 12 g) 523 8,827 18.8
Ruigomez et al. (27) PAF None, 1-7, 8-21, 21 U/week (1 U = 10 ml) 525 5,525 -

Chronic 70 418 2.7
Planas et al. (28) >40 g/day or not (men); 32 115 25

>20 g/day or not (women)
Mukamal et al. (29) None, former, <1, 1-6, 7-13, >13 1,232 5,609 9.1
Drinks/week (1 drink = 13.3 g)
Conen et al. (30) None, <1, 1-2, >2 drinks/day (1 drink = 15 g) 653 34,175 124
Marcus et al. (31) >1.5 drinks/day or not 74 260 _
Study BMI Confounders Heart Total No. of Control
Age/Sex  Smoking or WC SBP or HT Diseaset Other Control Variables Varlables
Rich et al. (9) v ' 2
Cohen et al. (10) v v Race 3
Krahn et al. (21) v 1
Wilhelmsen et al. (22) v 1
Ruigomez et al. (23) 4 v 2
Djousse et al. (24) v 7 v 3
Frost and Vestergaard (25) v ' v v v 5
Mattioli et al. (11) 4 4 2
Mukamal et al. (26) 4 ' v 4 v Ed 10
physical activity,
respiratory function
Ruigomez et al. (27) PAF v 1
Chronic
Planas et al. (28) 4 4 v 3
Mukamal et al. (29) v ' v v Race, income, diabetes, use of 8
psychoactive
medication

Conen et al. (30) v 4 4 v v Diabetes 6
Marcus et al. (31) v ' v 4 Race 5

*Duration Is the duration between the time point of alcohol consumption and subsequent observation, fCardiac function (e.g.. left ventricular end-systolic volume, left atrial size) was involved in heart

disease.

AF = atrial fibrillation; BMI = body mass index; ECG = electrocardiogram; HT = hypertension; NA = not

circumference.

summarize the risk of AF in relation to heavy alcohol
intake. The pooled estimate of OR/RR for the highest
category of alcohol consumption compared with the lowest
category in individual studies was 1.51 (95% CI: 1.31 to
1.74) (Fig. 2).

There was significant between-study heterogeneity in the
effect measures (Q-squared, 33.2; I-squared, 45.8%; p =
0.02). Table 2 shows results of stratified and meta-
regression analyses across a number of key study character-
istics to explore causes of the study heterogeneity. On the

atrial

PAF = p: SBP = systolic blood pressure; WC = waist

whole, a positive association between AF risk and heavy
alcohol consumption was consistently found in all stratified
analyses.

In the stratified analysis by mean alcohol intake in the
highest intake group, the pooled estimates of AF for <4
drinks per day, or 48 g per day, and =4 drinks per day was
1.32 (95% CI: 1.15 to 1.50) and 1.74 (95% CI: 1.35 to
2.24), respectively. However, the difference was not signif-
icant (p = 0.17). When analyses were limited to the 6
studies that regarded nondrinkers as the referent group, the
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OR/RR and 95% Cl of AF by Alcohol Intake Group

Study source OR/RR (95% CI) Filhial TR
High drinking group Reference group

Rich, etal. (1985) (9) 5—-— 370(1.70,8.05) >70 mitday S70 mifday
Cohen, et al. (1938) (10) L@  231(110,4.34) 26 drinksday <1 drink/day
Krehn, dal. (1995) (21} - 207(1.38,3.18) alcoholism not alcohalism
Withelmsen, et al. (2001) (22) ‘ 1.21(1.03,1.43) atcohol abuser not alcohal abuser
Ruiogomez, el al. (2002) (23) = 240(1.40,4.11) >60 mifday no drinking
Djousse, etal, (004) (24)  [men] E 1.33(0.89,1.99) 36 giday 10 drinking

[women] 1 1.25(0.78,2.11) >36 giday fo deinking
Frost, st al. (2004) (25) [raen) O 146(1.05,2.04) first quintile (mean: 637 g/day) §fh quintile (mean: 4.1 g/day)

[women) -.E- 1.14(0.70, 1.85) first quintile (mean: 38.8 g/das) fiRh quintile (mean: 1.1 g/day)
Mattioli, et al. (2005) (11) —— 1.03(0.31,341) >50 mifdey 10 drinking
Mukamal, etal. (2005) (26) [men] F 1.63(1.15,2.31) 25 drinks/day <1 drinkAweekc

{women] -li» 1.07(0.65,1.76) 3 drinks/day <1 drinkiveek
Ruigomez, eal. (2005) (27) [PAF] - 170¢111,2.61) 30 ml/day no drinking

{Chronic) ~—a—  303(1.05,849) >30 mLiday no drinking
Planas, etal. (2006) (28) R 219(1.24,3.88) >40 g/day (in men), >20 g/day(in women) $40 glday (in men), S20 gfday in women)
Mukarmal, et al. 2007) (29) .i 1.09(0.87,1.36) 22 drinks/day 1o drinking
Conen, et al. (2008) (30) - 1.60(1.13,2.26) >2 drinksiday 0o drinking
Marcus, stal. (2008)(31) [age = 60 = +—~ 1.73¢056,5.32) 21-2 drinks/day <1-2 drinks/day

[age <60] {msto—i T 0.53(0.08,3.68) 1.2 drinks/day <1-2 drinks/day
Overall (I-squared = 45.8%) ) 1.51(1.31, 1.74)
]
!
Y T
2

0dds ratio (OR) or relative risk (RR) and 95% confidence interval (CI) of atrial fibriliation (AF) for highest versus lowest alcohol intake groups.
Size of squares reflects the statistical weight of each study. Overall estimate is indicated by unshaded diamond. PAF = paroxysmal atrial fibrillation.

pooled estimate for the highest category was 1.36 (95% CL:
1.18 to 1.57).

Stratified analysis by geographic region, participants’ sex,
or whether persons with heart disease were included did not
show any significant difference in pooled estimates between
strata. Using a case-control design seemed to produce a
substantially larger AF risk (pooled estimates 1.98 [95% CI:
1.49 to 1.63]) compared with the use of other designs (pooled
estimate 1.34 [95% CI: 1.22 to 1.47]). However, these differ-
ences were not borderline significant (p = 0.06). Selecting
hospital-based participants produced a borderline significantly
larger pooled estimate in comparison with population-based
participants (pooled estimate 1.75 [95% CI: 1.45 to 2.11] vs.
1.30 [95% CI: 1.18 to 1.44]; p = 0.049).

Strong associations were observed when the type of AF end
point in the study was PAF-dominant (pooled estimate 1.92
[95% CI: 1.44 to 2.56]) or AF recurrence (pooled estimate
2.37 [95% CI: 1.44 to 3.90]) whereas a significantly weaker
association was observed in studies that included atrial flutter as
a study end point (pooled estimate 1.25 [95% CI: 1.10 to

1.43]) than in those that did not (pooled estimate 1.83 [95%
CI: 1.45 to 2.30]; p = 0.02).

The method for ascertainment of AF did not significantly
affect the magnitude of the association between high alcohol
consumption and AF risk. However, a significantly stronger
association was observed when reviewed data on alcohol
intake were based on medical records or registries (pooled
estimate 2.17 [95% CI: 1.74 to 2.70]) compared with other
methods of determining alcohol consumption, such as
questionnaires or interviews (pooled estimate 1.28 [95% CI:
1.16 to 1.41]; p < 0.001). The influence of study adjust-
ments for possible confounders was not significant, al-
though AF effect measures were attenuated with adjustment
for hypertension or blood pressure (pooled estimate 1.33
[95% CI: 1.17 to 1.50]).

Publication bias was visually suggested by the asymmet-
rical funnel plot of the reported results (Fig. 3), which was
also statistically supported by Egger’s test (p = 0.03) but not
Begg’s test (p = 0.31). We attempted to adjust for this
publication bias using the trim and fill method (18). After 4
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el i Stratified Analyses of Pooled Relative Risk of Atrial Fibrillation for Highest Alcohol Intake Versus Lowest Alcohol intake

No. of Risk Estimates p Value of Meta-
Varlable Data Units (95% Cl) Q Statistics Squared Heterogenelty Regression*
Mean esti i hol intake of Egroup
<4 drinks (48 g) per day 11 1.32(1.15-1.50) 13.1 23.6% 0.22 Referent
=4 drinks (48 g) per day or aicohol abuser 8 1.74 (1.35-2.24) 188 62.8% 0.009 0.16
Drinking status of referent group
Nondrinkers 8 1.36 (1.18-1.57) 126 44.6% 0.08 Referent
Light drinkers 11 1.56(1.27-1.91) 205 51.1% 0.03 0.73
Design
Cohort 13 1.34(1.22-1.47) 204 41.1% 0.06 Referent
Case-control ] 1.98(1.49-2.63) 6.5 22.5% 0.26 0.06
S ion of study pop
Population-based 10 1.30(1.18-1.44) 143 37.0% 041 Referent
Hospital-based 7 1.75(1.45-211) 10.8 44.2% 0.10 0.06
Both p and based 2 1.28 (0.49-3.39) i1 6.7% 0.30 0.88
Geographic region
North America 10 1.50(1.19-1.80) 19.5 53.7% 0.02 Referent
Europe 9 140(1.25-1.58) 137 41.8% 0.09 0.76
Sex
Men 4 1.32(1.06-1.64) 23 —_ 051 Referent
Women 5 1.37 (1.21-1.55) 7.3 45.0% 0.42 0.47
Men/women 10 1.85 (1.33-2.56) 228 60.5% 0.007 0.32
Excluding participants with heart disease
No 11 1.50(1.24-1.82) 205 51.3% 0.03 Referent
Yes 8 1.53(1.31-1.80) 10.6 341% 0.16 0.79
Was atrial fiutter included as AF outcome?
No 12 1.83(1.45-2.30) 23.8 53.9% 0.01 Referent
Yes 7 1.25(1.10-1.43) 51 -_ 0.52 0.02
Type of AF outcome
Chronic AF dominant 14 143 (1.24-1.66) 22,0 45.4% 0.04 Referent
PAF dominant 6 1.92(1.44-2.56) 8.0 17.2% 0.30 0.11
Was AF the first episode or reci ?
First episode 17 1.46(1.27-1.69) 285 43.8% 0.03 Referent
Recurrence 2 2.37(1.44-3.90) 0.3 - 0.59 0.10
Methods for assessment of alcohol intake
Questionnaires 9 1.26 (1.13-1.40) 7.4 e 0.50 Referent
Interviews 4 1.41(1.07-1.85) 3.0 — 0.39 0.45
Historical data reviews 6 217(1.74-2.70) 3.7 —_ 0.60 <0.001
Methods for ascertainment of AF
ECG screening 3 1.47(1.12-1.95) 25 20.0% 0.29 Referent
Medical records 5 214 (1.38-3.31) 5.5 27.6% 0.24 0.28
Registries 6 1.35(1.19-1.54) 10.2 51.1% 0.07 1.00
Otherst 5 1.43(1.11-1.85) 10.8 62.9% 0.03 0.83
Study adjustment
Smoking
No 13 1.58 (1.29-1.95) 280 57.2% 0.005 Referent
Yes 6 147 (1.24-1.73) 46 — 0.46 0.68
Obesity (BMI or waist circumference)
No 11 1.76(1.40-2.21) 233 57.1% 0.01 Referent
Yes 8 1.29(1.13-1.48) 7.9 10.9% 0.34 0.07
SBP or HT
No 9 1.93(1.40-2.64) 208 66.3% 0.004 Referent
Yes 10 1.33(1.17-1.50) 11.0 9.4% 0.35 0.06
Heart disease
No 5 1.74(1.24-2.43) 113 64.4% 0.02 Referent
Yes 14 1.39 (1.24-1.56) 220 40.8% 0.06 0.44
*Represents test for significance of the study modification across strata. {Participants’ report or using combination of registry with g1 B

Ci = confidence interval; other abbreviations as in Table 1.
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log OR/BR

=
(8

Standard ervor of log OR/RE

m Funnel Plot of High Alcohol Consumption and AF

Funnel plot of high aicohol consumption and atrial fibrillation (AF) risk before
and after adjustment for publication bias using trim and fill procedures. Hypo-
thetical dummy studies indicated by circies within squares are added to the
genuine studies indicated by circles. OR = odds ratio; RR = relative risk.

negative unpublished results were incorporated to produce a
hypothetically symmetrical funnel plot, the pooled estimate
of AF for heavy alcohol consumption was modestly atten-
uated to be 1.39 (95% CI: 1.19 to 1.62) but remained
statistically significant (p < 0.001).

Dose-response relationship between alcohol intake and
AF risk. Nine studies (10,11,23-27,29,30) involving
126,051 participants and 6,341 cases were eligible for
analysis of the dose-response relationship between different
categories of alcohol intake and AF risk. The alcohol dose in
these studies ranged from 4.0 to 86.4 g per day. Figure 4
illustrates the linear and spline regression curves for AF risk
related to daily alcohol intake. The linear dose-response
curve showed a significant relationship between alcohol
intake and AF risk (R* = 0.43, p < 0.001). The coefficient
for the linear term was 7.4 = 1.3 X 1073, meaning that the
incremental increase in relative risk of AF per 10 g alcohol
consumption per day was (AOX74213x107% — 4 8 (9504 CI
1.05 to 1.10). Also, in the spline regression model, AF risk
significantly increased with larger daily alcohol consumption
levels (R*> = 0.44, p < 0.001). However, the fit of this
model was not significantly different from that of the linear
regression model (p = 0.77).

Discussion

Our study is the first to systematically review the literature
on the association between alcohol consumption and the
risk of AF. In this review, high alcohol intake was shown to
be associated with a significant elevation in AF risk, both by
overall analysis and across a number of stratified analyses
based on key characteristics of study methods, although
there was substantial study heterogeneity in the magnitude
of AF risk, partly due to variability in study design and
methodology. Even though, in principle, observational
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studies do not allow for proof of causality, there are several
theoretically plausible speculations for the cause-effect rela-
tionship between high alcohol intake and the development
of AF.

One speculation is based on biological findings that
suggest a harmful effect of high alcohol intake on mainte-
nance of normal heart rhythm, including the achievement of
a hyperadrenergic state (32), impairment of vagal tone (33),
direct effect on myocardial structure (34), and various
electrophysiological changes in atrial cells (e.g., increase in
intra-atrial conduction time represented by a length of the
P-wave, reduction in the refractory period, negative inotro-
pic effect through calcium-channel inhibition in ventricular
cells) (31,35,36).

Another speculation is based on reports suggesting that
the development of chronic heart failure accompanied by
long-term excessive alcohol consumption may result in
elevated AF risk (2). Particularly, dilated cardiomyopathy is
typical of alcohol abusers with chronic heart failure. The
average total lifetime alcohol consumption was reported to
be significantly greater in patients with dilated cardiomyop-
athy than in a population-based control group (37). More-
over, alcoholics were found to have progressive dilated
cardiomyopathy in proportion to the duration of heavy
drinking even before the clinical appearance of chronic heart
failure (38).

It remains to be established whether the dose-response
relationship between daily alcohol consumption and AF risk
is interpreted as linear or not (e.g., J-shaped curve, threshold
curve). While we identified a linear association of daily
alcohol consumption with the risk of AF, a J-shaped
relation or threshold value was not observed from the

¥ T T T T

40 60 80
daily alcohol consumption, g/day

Figure 4 Regression of Natural Log OR/RR for

Atrial Fibrillation on Daily Alcohel Consumption
The solid curve and its accompanying area indicate the log odds ratio or rela-
tive risk (OR/RR) and its corresponding 95% confidence interval based on a
restricted cubic spline regression model with knots at 8, 22.5, and 33.1 g/day
of alcohol consumption. This model did not significantly improve the fit com-
pared with the linear regression model expressed by the dotted line. The area
of each data point is proportional to its statistical weight.
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current spline regression curve. These regression analyses
suggest no evidence that moderate alcohol consumption is
beneficial in ameliorating the risk of AF, unlike that of
cardiovascular disease (7). If anything, moderate alcohol
drinkers may have a greater risk of AF than nondrinkers,
although the AF risk is not as large as that for heavy
drinkers.

Study limitations. First, the definition of heavy drinking is
heterogeneous across studies. Second, the majority of the
included studies did not state whether the method used for
assessment of alcohol intake was validated. Third, few
studies considered racial differences among participants.
Differences in ethnicity or proportion of whites and non-
whites among different studies might have affected AF risk
estimates. Fourth, asymptomatic PAF could have been
missed in any of these studies. Given that heavy alcohol
drinkers are likely to have experienced PAF, the risk of AF
in relation to high alcohol intake would be underestimated
in any of the examined studies. Fifth, no studies have
investigated the effect of different types of alcoholic bever-
ages on AF risk, although it has been reported that wine has
a better effect on cardiovascular disease (39). Sixth, it could
not be ruled out whether a particular drinking pattern, such
as whether alcohol was consumed with a specific food or at
meals, could have contributed to the AF risk irrespective of
alcohol dosage. For example, alcohol is usually consumed
during meals, as in Mediterranean countries (39), which
might explain a beneficial effect.

A meta-analysis cannot completely solve problems with
confounders that vary from study to study. Lack of adjust-
ment for possible confounders could also produce a super-
ficially strong association between high alcohol consump-
tion and AF risk. For example, a weaker association
between high alcohol consumption and AF risk was ob-
served when studies included blood pressure values or the
presence of hypertension among study confounders. In fact,
hypertension was reported to be an independent risk factor
for AF (2), and the risk of hypertension increases linearly
with alcohol consumption (40). Possibly, the AF risk
associated with high alcohol consumption is partly ex-
plained by an alcohol-related development of hypertension.
In addition, other factors that could not be specified by this
meta-analysis or were not specified in the individual in-
cluded studies might contribute to residual confounding
(e.g., objective sleep apnea [41], diabetes mellitus [42]).

Lastly, results that indicated risk of AF could be biased by
study design and other methodological features. For exam-
ple, larger AF risk estimates were observed in studies having
a case-control design compared with studies having a cohort
design or in hospital-based studies compared with
population-based studies. The AF risk could have been
overestimated by exaggeration of alcohol intake in patients
with AF in studies with a case-control design (i.e., recall
bias) or an unavoidable reduction in alcohol intake as a
result of a control subject having an illness in a hospital-
based setting (i.e., selection bias). However, underestima-
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tion of AF risk is possible if patients did not truthfully
report the full extent of alcohol intake when completing
questionnaires.

Conclusions

Habitual heavy alcohol drinking is associated with an
increased risk of AF, although several study limitations exist
and must be recognized. The relationship between daily
alcohol consumption and the risk of AF was explained by a
linear dose-response model, suggesting that not consuming
alcohol at all is the most favorable behavior for avoiding AF
rather than moderate alcohol consumption. Further inves-
tigation is needed to establish the extent to which this
association is explained by a causal relationship.
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COMMENTARY

Pathophysiology of cognitive dysfunction in older
people with type 2 diabetes: vascular changes or
neurodegeneration?

HIROYUKI UMEGAKI

Department of Geniatrics, Nagoya University Graduate School of Medicine, 65-Tsuruma-cho, Showa-ku, Nagoya, Aichi, 466-8550,
Japan. Email: umegaki@med.nagoya-u.ac.jp

Abstract

Recent studies have revealed that type 2 diabetes mellitus (T2DM) is a risk factor for cognitive dysfunction or dementia,
especially those related to Alzheimer’s disease (AD). Basic research suggests that insulin accelerates Alzheimer-related path-
ology through its effects on the amyloid beta (AB). Several pathological studies with autopsy samples have demonstrated,
howevet, that dementia subjects with diabetes have less AD-related neuropathology than subjects without diabetes. We and
others have reported that small vessel diseases affect cognitive function in older diabetics. Asymptomatic ischemic lesions in
'T2DM subjects may lower the threshold for the development of dementia and this may explain the inconsistency between
the basic research and clinicopathological studies. Longitudinal follow-up of T2DM subjects without overt dementia using
both amyloid imaging and magnetic resonance imaging may elucidate these issues. Following up until the development of
overt dementia would make it possible to compare both amyloid load and ischemic lesions before and after the development
of dementia. Moreover, amyloid imaging in non-demented older people with or without insulin resistance would verify the
role of insulin in the processing and deposition of AB. Vascular risk factors may represent a therapeutic target, while neu-
rodegenerative pathologies have not yet been amenable to treatment. It remains to be investigated whether medical

interventions on vascular risk factors have protective effects against the development and progress of dementia.

Keywords: Alzheimer’s disease, ischemic lesions, dementia, insulin, AB

The prevalence of type 2 diabetes mellitus (T2DM) in-
creases with age, and dementia also increases its incidence
in later life. Therefore, the coincidence of T2DM and de-
mentia increases with ageing. Moreover, recent studies
have indicated that older people with T2DM have a higher
risk of cognitive dysfunction or dementia [1]. There is ample
evidence that T2DM is related not only to vascular dementia
but also to clinical diagnosis of Alzheimer’s disease (AD)-
type dementia [2]. The precise mechanisms underlying
T2DM-related cognitive dysfunction or development of de-
mentia, especially AD-type dementia, remain to be
elucidated, although several hypothetical mechanisms have
been proposed. High glucose concentration, a major patho-
logical characteristic of diabetes, may have toxic effects on
neurons in the brain through osmotic insults and oxidative
stress, and the maintenance of chronic high glucose also
leads to the enhanced formation of advanced glycation en-
doproducts, which have potentially toxic effects on neurons.
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Diabetes is associated with an increased release of inflam-
matory cytokines, and the excess inflammation may be
neurotoxic.

T2DM, especially in conjunction with obesity, is charac-
terised by insulin resistance and/or hyperinsulinaemia.
Insulin resistance is defined as an inadequate response by
insulin target tissues, such as skeletal muscle, liver and adi-
pose tissue, to the physiological effects of circulating
insulin, and often is accompanied by raised insulin levels.
Basic research suggests that insulin accelerates AD-related
pathology through its effects on the amyloid beta (AB) me-
tabolism and tau phosphorylation [2]. Insulin reportedly
raises AP concentrations in plasma in AD subjects, and
these effects may contribute to the risk of AD in T2DM.
The desensitization of insulin receptors, insulin resistance,
reduces the synthesis of several proteins, including insu-
lin-degrading enzyme (IDE). IDE degrades AB as well as

insulin, and reduced amounts of IDE may result in greater
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