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Genome-Wide and Abdominal MRI Data Provide Evidence
That a Genetically Determined Favorable Adiposity
Phenotype Is Characterized by Lower Ectopic Liver Fat
and Lower Risk of Type 2 Diabetes, Heart Disease, and

Hypertension
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Recent genetic studies have identified alleles associated
with opposite effects on adiposity and risk of type 2 di-
abetes. We aimed to identify more of these variants and
test the hypothesis that such favorable adiposity alleles
are associated with higher subcutaneous fat and lower
ectopic fat. We combined MRI data with genome-wide
association studies of body fat percentage (%) and
metabolic traits. We report 14 alleles, including 7 newly
characterized alleles, associated with higher adiposity
but a favorable metabolic profile. Consistent with pre-
vious studies, individuals carrying more favorable ad-
iposity alleles had higher body fat % and higher BMI
but lower risk of type 2 diabetes, heart disease, and

hypertension. These individuals also had higher sub-
cutaneous fat but lower liver fat and a lower visceral-
to-subcutaneous adipose tissue ratio. Individual
alleles associated with higher body fat % but lower
liver fat and lower risk of type 2 diabetes included
those in PPARG, GRB14, and IRS1, whereas the al-
lele in ANKRD55 was paradoxically associated with
higher visceral fat but lower risk of type 2 diabetes.
Most identified favorable adiposity alleles are asso-
ciated with higher subcutaneous and lower liver fat,
a mechanism consistent with the beneficial effects of
storing excess triglycerides in metabolically low-risk
depots.
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Many overweight or obese individuals do not carry the
expected metabolic disease risks associated with a higher
BMI (1,2), whereas some lean or normal weight individuals
develop diseases like type 2 diabetes (3-5). We (6,7) and
others (8-10) have shown that genetic variation is likely to
contribute to these differences by increasing adiposity but
lowering the risk of type 2 diabetes. We labeled these
variants favorable adiposity because the alleles associated
with higher BMI are associated with a favorable metabolic
profile and lower risk of type 2 diabetes. The alternative
alleles of the same variants could be characterized as
unfavorable lack of adiposity or limited adipose tissue
storage capacity. The identification of these variants differ
by study. One study started with a genome-wide associ-
ation study (GWAS) of body fat percentage (%) in 76,150
individuals and showed that a common allele near the IRS1
gene was associated with higher adiposity but lower insulin
resistance and risk of disease (8). The remaining studies
were limited to genetic variants associated with fasting
insulin levels at genome-wide levels of statistical confi-
dence and used a combination of data and approaches to
identify genetic scores of between 10 and 53 variants that
collectively were associated with opposite effects on BMI
and risk of type 2 diabetes (6,7,9,10).

More detailed characterization of these alleles revealed
several insights. First, the alleles associated with higher
BMI but lower risk of type 2 diabetes were associated
with a lower risk of hypertension and heart disease as well
as type 2 diabetes (6,7,9). Second, most of the alleles asso-
ciated with higher insulin sensitivity, as identified by
GWAS of fasting insulin levels, were associated with higher
BMI or a redistribution of fat into the lower body, as
estimated by waist-to-hip ratio (6,7,9,10). Third, these
alleles were associated with more refined measures of
adipose tissue distribution: The alleles associated with
higher BMI but lower risk of disease also were associated
with higher adiposity in the lower body (gynoid area and
legs) as measured by DEXA (9).

A likely explanation for the association of favorable
adiposity alleles with higher peripheral adiposity that
these studies proposed is altered adipose tissue storage
capacity (6,7,9,10) consistent with the adipose tissue
expandability hypothesis (11). To have a clear understand-
ing about the underlying mechanisms associated with
favorable adiposity in the context of the adipose tissue
expandability hypothesis, we need to study whether favor-
able adiposity alleles are specifically associated with lower
levels of ectopic fat. Furthermore, because men and women
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have different body fat distribution regulated by sex
steroids (12), separate study of underlying mechanisms in
men and women may help to elucidate the biology of the
cardiometabolic diseases.

The aim of the current study was to identify additional
alleles associated with favorable adiposity and to combine
genetic and MRI data to understand more about the
underlying mechanisms. In contrast to most previous
studies that focused on variants associated with surrogate
measures of insulin resistance (fasting insulin), we started
with variants associated with altered body fat %. We
describe an approach that led to the characterization of
14 alleles collectively associated with higher body fat % but
lower risk of type 2 diabetes, hypertension, and heart
disease. We show that these alleles are associated with
lower ectopic fat in the liver on the basis of MRI data.

RESEARCH DESIGN AND METHODS

UK Biobank Study

UK Biobank recruited >500,000 individuals aged 37-73
years (99.5% were between 40 and 69 years of age) be-
tween 2006 and 2010 from across the U.K. (Supplemen-
tary Table 1). The study has been described in detail
elsewhere (13).

UK Biobank Genetic Data

Single nucleotide polymorphism (SNP) genotypes under-
went extensive central quality control (http://biobank.
ctsu.ox.ac.uk). We based our study on 451,099 individuals
of white European descent as defined by principal com-
ponent analysis. Briefly, principal components were gen-
erated in the 1000 Genomes cohort using high-confidence
SNPs to obtain their individual loadings. These loadings
then were used to project all the UK Biobank samples into
the same principal component space, and individuals were
clustered using principal components 1-4. We removed
seven participants who withdrew from the study and
348 individuals whose self-reported sex did not match
their genetic sex on the basis of relative intensities of X
and Y chromosome SNP probe intensity.

Measures of Disease and Disease-Related Traits in UK
Biobank

We used three cardiometabolic diseases—type 2 diabetes,
hypertension (also represented by continuous measures
of systolic and diastolic blood pressure), and heart
disease—according to baseline data and while following
similar definitions to those used in previous GWAS
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(Supplementary Table 1). We defined type 2 diabetes using
baseline data if three criteria were present: 1) reports of
diabetes at the interview, 2) at least a 1-year gap from
diagnosis without requiring insulin, and 3) reported age at
diagnosis >35 years to limit the numbers of individuals
with slow-progressing autoimmune diabetes or mono-
genic forms. Individuals not reporting an age at di-
agnosis were excluded. We also excluded individuals
diagnosed with diabetes within the year before the base-
line study visit because we were unable to determine
whether they were using insulin within the 1st year.
Control subjects were individuals not fulfilling these cri-
teria. We defined subjects as hypertensive if systolic blood
pressure was >140 mmHg, diastolic blood pressure
was >90 mmHg, or blood pressure medication was
reported. Control subjects were individuals who did not
fulfill these criteria. For the analysis of systolic and diastolic
blood pressure, we corrected blood pressure measures in
those on antihypertensive drugs by adding 15 mmHg to
systolic and 10 mmHg to diastolic blood pressure. We
defined subjects as having heart disease if they reported
angina and/or a heart attack at the interview stage. We
defined control subjects as individuals without these
conditions.

Identification of Genetic Variants Associated With
Favorable Adiposity

The study design included three steps to identify genetic
variants associated with favorable adiposity (Supplemen-
tary Fig. 1).

Step 1: Genetic Variants Associated With Adiposity

To measure adiposity, we used bioimpedance measures of
body fat % taken by the Tanita BC-418MA body compo-
sition analyzer (n = 442,278 individuals from UK Biobank).
We used a linear mixed model implemented in BOLT-LMM
to account for population structure and relatedness (14).
We used age, sex, genotyping platform, study center, and
the first five principal components as covariates in the
model.

Step 2: Genetic Variants Associated With a Multivariate
Metabolic Outcome
We used summary statistics from published GWAS (not
including UK Biobank) of metabolic biomarkers, including
body fat % (n = 120,000) (15), HDL cholesterol (HDL-C)
(n = 99,900) (16), adiponectin (n = 29,400) (17), sex
hormone-binding globulin (SHBG) (n = 21,800) (18),
triglycerides (n = 96,600) (16), fasting insulin (n =
51,800) (19), and alanine transaminase (n = 55,500)
(20). We used these biomarkers to be consistent with
our previous approach (7). These biomarkers are used to
discriminate monogenic disorders of fat storage (lipodys-
trophy) from other monogenic conditions where insulin
sensitivity and adiposity are affected (7,21,22).

Within each GWAS, we standardized the effect sizes to
correct for the differences in sample size and the various
trait measurement units across different GWAS (Eq. 1):
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We used metaCCA software (23) to run a multivariate
GWAS. The phenotype-phenotype correlation matrix
[EYY = cov(Y, Y)] was built according to the Pearson
correlation between any pairs of traits across genome-
wide genetic variants. The genotype-genotype correlation
matrix [EXX = cov(X, X)] was computed using a reference
database from 1000 Genomes. The canonical correlation
analysis in metaCCA finds the maximal correlation co-
efficient R_metaCCA between genetic variants and linear
combination of phenotypes on the basis of the phenotype-
phenotype correlation matrix. We defined genetic var-
iants associated with a multivariate metabolic outcome
if metaCCA P < 5 X 10,

Step 3: Genetic Variants Associated With Favorable
Adiposity

We selected genetic variants associated with both adiposity
(step 1) and a multivariate metabolic outcome (step 2) at
P <5 X 10 ® and used a hierarchical clustering approach
to narrow the list to ones showing a pattern of favorable
adiposity. We calculated the frequency of times the var-
iants were in the same cluster to identify the favorable
adiposity cluster using the pvclust package in R (7).

Genetic Score Analysis

We constructed the genetic score of favorable adiposity
variants as the number of favorable adiposity alleles
carried by each individual (unweighted). We used age,
sex, genotyping platform, study center, and the first five
ancestry principal components as covariates in the model.

Additional Studies for Replication of the Nonimaging
Findings

To provide additional evidence for the role of favorable
adiposity alleles, we used five cohorts that were not part of
the published GWAS used in our discovery stage (Supple-
mentary Table 1): The Netherlands Epidemiology of Obe-
sity (NEO) study (6,671 individuals of white European
descent from the greater area of Leiden in the west of the
Netherlands [24]), Exeter 10,000 (EXTEND) (7,340 indi-
viduals of white European descent from southwest Eng-
land), Generation Scotland: Scottish Family Health Study
(GS:SFHS) (20,000 individuals of white European descent
from Scotland [25]), Tibingen Family Study for Type
2 Diabetes (TUF) (2,679 individuals of white European
descent from southern Germany [26]), and Innovative
Medicines Initiative (IMI) Diabetes Research on Patient
Stratification (DIRECT) (3,029 Caucasian subjects with
prediabetes and type 2 diabetes recruited by clinical
centers located across Europe [27]). To also provide
evidence for the role of favorable adiposity alleles in
risk of cardiometabolic diseases, we used published GWAS
of type 2 diabetes (28), heart disease (29), and blood
pressure (30).
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Studies That Contributed to Imaging Findings (Liver Fat,
Visceral Fat, and Subcutaneous Fat)

UK Biobank

We used 5,045 individuals who had available data obtained
through UK Biobank Access Application number 6569.
Subjects underwent MRI as previously described (31).
Briefly, a single transverse slice located at the liver was
acquired from each subject using multiecho spoiled gra-
dient echo acquisition and analyzed as previously de-
scribed (32). Assessment of abdominal subcutaneous
and visceral fat was described previously (33).

NEO

Abdominal subcutaneous and visceral fat was assessed in
2,236 participants using MRI and were quantified by
a turbo spin echo imaging protocol. At the level of the
fifth lumbar vertebra, three transverse images, each with
a slice thickness of 10 mm, were obtained during a breath-
hold. Proton 'H magnetic resonance spectroscopy of the
liver was used to assess hepatic triglyceride content (n =
1,821) (24).

TUF

The TUF study contributed subcutaneous and visceral
adipose tissue measurements from 833 and 906 genotyped
individuals, respectively, who underwent whole-body mag-
netic resonance tomography. The two fat depots were
quantified by an axial T1-weighed fast spin echo technique
with a 1.5-T whole-body imager (MAGNETOM Sonata;
Siemens Healthcare), as previously described (26). Liver fat
measurements were available from 911 genotyped indi-
viduals who underwent localized 'H magnetic resonance
spectrometry, as previously described (26).

IMI-DIRECT

The IMI-DIRECT consortium is a collaboration among
investigators from a range of European academic institu-
tions and pharmaceutical companies. Liver fat was
assessed in 1,457 subjects using a multiecho acquisition
as previously described (34). Briefly, the liver was identi-
fied from a scout abdominal image, and axial images were
taken during suspended respiration, which were used to
position a single-slice multiecho sequence through the
liver.

Published GWAS
We used a published GWAS of subcutaneous and visceral
fat distribution as measured by CT scan or MRI (35).

RESULTS

Fourteen Alleles Identified as Associated With
Favorable Adiposity

Using a three-step approach, we characterized 14 genetic
variants associated with favorable adiposity. Of these
variants, seven were previously known to be associated
with a favorable adiposity phenotype: those in/near
PPARG, LYPLAL1, GRB14, IRS1, PEPD, FAMI13A, and
ANKRDS55; five were known to be associated with a relevant
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trait but not confirmed as having a favorable adiposity
phenotype (those in/near TRIB1, KLF14/MKLNI,
DNAH10, VEGFA/C60rf223, and AEBP2/PDE3A), and
two were novel (those in/near MAFF and CITED?2)
(Supplementary Table 2). Twelve of the 14 variants
had not been associated previously with body fat % at
genome-wide levels of statistical confidence.

In the first step (Supplementary Fig. 1), we performed
a GWAS of body fat % in 442,278 individuals in the UK
Biobank. We identified 620 variants at P < 5 X 10™ %, In
the second step, we used published GWAS statistics from
7 circulating biomarkers of metabolic health and identified
33 of these 620 variants as associated with a multivariable
metabolic phenotype. This approach identifies alleles as-
sociated with metabolic traits after accounting for the
phenotypic correlation between higher adiposity and these
metabolic traits (Supplementary Tables 3 and 4 and Sup-
plementary Fig. 2). For example, this approach has more
power to detect alleles paradoxically associated with higher
adiposity but with a favorable metabolic profile because the
model accounts for the population-level correlation be-
tween higher adiposity and an adverse metabolic profile.
The resulting 33 alleles also included some associated very
strongly with higher BMI and an adverse metabolic profile,
such as the allele in the FTO gene, most likely because
adjusting for body fat % in the model does not fully
account for the adverse metabolic effects of lifelong higher
adiposity. We therefore undertook a third step where we
further refined the phenotypic characteristics of these
variants by performing a clustering analysis. This approach
led to the clustering of 14 alleles associated with favorable
adiposity as defined by association with higher body fat %,
HDL-C, SHBG, and adiponectin levels and lower tri-
glycerides, alanine transaminase, and fasting insulin levels
(Supplementary Fig. 3). We validated the effect of the
14 favorable adiposity alleles together in a genetic score on
levels of metabolic biomarkers using five independent
studies: NEO, EXTEND, GS:SFHS, TUF, and IMI-DIRECT
(Supplementary Table 5).

A Genetic Score of Favorable Adiposity Alleles Was
Associated With Lower Risk of Cardiometabolic
Disease Outcomes

Carrying additional favorable adiposity alleles was associ-
ated with higher body fat % and higher BMI but lower risk
of type 2 diabetes, hypertension, and heart disease (Table
1). For example, the 10% of subjects carrying the most
favorable adiposity alleles had ~1.04% higher body fat %
(95% C10.95,1.13; P = 6 X 10~ ') and 0.4 kg/m? higher
BMI (0.32, 0.45; P = 3 X 10~ ?°) but a lower risk of type
2 diabetes (odds ratio [OR] 0.66 [95% CI 0.61, 0.72]; P =
7 X 1072%), lower risk of hypertension (OR 0.87 [0.84,
0.90]; P =1 X 10 %), and lower risk of heart disease (OR
0.84 [0.80, 0.89]; P = 6 X 10~ '°) compared with the 10%
of subjects carrying the fewest favorable adiposity alleles
(data from UK Biobank) (Fig. 1). These effects were sim-
ilar in men and women and when we removed the seven
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Table 1—The effect of favorable adiposity genetic score on measures of adiposity and cardiometabolic disease outcome in the UK Biobank study

Fourteen SNPs

Seven additional SNPs

Trait/disease and analysis Effect 95% ClI P value Effect 95% ClI P value n (patients vs. control subjects)
Body fat %
All 0.17 0.169, 0.171 6 x 10728 0.15 0.149, 0.151 1 x 107108 443,000
Women 0.15 0.148, 0.152 35 x 10116 0.14 0.138, 0.142 8.9 x 102 240,882
Men 0.19 0.188, 0.192 1 x 10 1%® 0.16 0.158, 0.162 3x10°® 202,118
BMI (kg/m?)
All 0.040 0.039, 0.041 3.6 x 104 0.045 0.044, 0.047 45 x 10°% 449,359
Women 0.041 0.039, 0.042 3x 1028 0.047 0.045, 0.049 1.9 x 10°1° 243,797
Men 0.039 0.038, 0.041 1.6 X 10722 0.042 0.040, 0.045 6 x 10" 205,528
Type 2 diabetes (OR)
All 0.954 0.948, 0.960 4 x 104 0.966 0.957, 0.975 19 x 10718 14,371 vs. 428,017
Women 0.950 0.939, 0.961 3x10°"® 0.962 0.946, 0.977 2x 10°° 4,713 vs. 236,073
Men 0.960 0.948, 0.964 5 x 10728 0.966 0.955, 0.978 1x10°8 9,076 vs. 192,344
Heart disease (OR)
All 0.984 0.980, 0.989 3x 107 0.982 0.976, 0.988 15 % 107° 37,741 vs. 318,892
Women 0.987 0.980, 0.994 0.0003 0.981 0.971, 0.991 0.0003 12,270 vs. 184,550
Men 0.982 0.977, 0.987 2x10 " 0.983 0.975, 0.990 2.6 x 10°° 25,363 vs. 134,433
Hypertension (OR)
All 0.987 0.985, 0.989 1x 1073 0.989 0.986, 0.992 3x10° " 241,691 vs. 206,525
Women 0.988 0.985, 0.991 2 x1071® 0.989 0.985, 0.993 3x 1077 114,713 vs. 128,623
Men 0.985 0.981, 0.988 1.7 x 10°1® 0.987 0.983, 0.992 1.6 X 1077 126,978 vs. 77,902
Systolic blood pressure (mmHg)
All -0.173 —0.174, —0.172 9 x 10746 —-0.139 —0.141, —0.138 3.6 x 10 '° 450,075
Women —-0.163 —0.165, —0.162 1x 10722 —-0.134 —-0.136, —0.132 1x 1078 244,183
Men —0.206 —0.208, —0.205 7.9 x 10727 —0.161 —0.163, —0.159 2x10°° 205,892
Diastolic blood pressure (mmHG)
All —-0.074 —-0.075, —0.073 7 X 10724 —0.085 —0.087, —0.083 1x 10 1® 449,322
Women —-0.078 —0.080, —0.077 1.6 x 10714 —0.093 —0.095, —0.091 1x10°1° 243,732
Men —-0.073 —0.074, —0.071 19 x 10710 —0.081 —0.083, —0.079 35x%x 1077 205,590

Effects are per carrying an additional adiposity allele.
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centile.

known favorable adiposity variants from the analysis
(Table 1). These associations were similar when using
data from published GWAS (Supplementary Table 6).
For each of the 14 individual variants, except that at the
AEBP2 locus, the body fat %-increasing allele was
associated with at least one of lower risk of type 2 di-
abetes, lower risk of heart disease, or lower diastolic or
systolic blood pressure in UK Biobank (Supplementary
Fig. 4). In published GWAS data, the exceptions were
the variants at the AEBP2 and MAFF loci (Supplemen-
tary Table 6).

Individual Favorable Adiposity Alleles Were Associated
With Heterogeneous Effects on Waist-to-Hip Ratio

Five of the individual 14 variants were previously identi-
fied as associated with waist-to-hip ratio (36). Previous
studies have pointed out that the disease-protective effect
of these alleles is likely to be due to their association with
redistribution of the extra fat into the lower body (defined

by lower waist-to-hip ratio). We therefore examined the
alleles’ association with waist-to-hip ratio in more detail.
Carrying more favorable adiposity alleles was associated
with lower waist circumference (P = 3.7 X 10~ °) but
higher hip circumference (P = 2.3 X 10 1%%) in women.
However, in men, carrying more favorable adiposity
alleles was associated with higher waist circumference
(P =17 X 1019, higher hip circumference (P = 1.8 X
10°%), and no effect on waist-to-hip ratio (Supplemen-
tary Table 7). These associations were robust when
limiting the variants to the seven not previously iden-
tified as having a favorable adiposity phenotype (Sup-
plementary Table 7). The individual variants were
associated with heterogeneous effects on waist-to-hip
ratio. Most notably, for the two variants in/near PPARG
and ANKRDS55, the favorable adiposity allele was not
associated with lower waist-to-hip ratio in women, and
for ANKRDS55, it was associated with higher waist-to-hip
ratio (Fig. 2).
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Figure 2—The individual variants were associated with heterogeneous effects on waist-to-hip ratio. Most notably, for two variants, those
in/near PPARG and ANKRDS55, the favorable adiposity allele was not associated with lower waist-to-hip ratio in women, and for ANKRD55, it
was associated with higher waist-to-hip ratio. For 11 variants (those in/near IRS1, TRIB1, CITED2, FAM13A, VEGFA, AEBP2, KLF14,
LYPLAL1,DNAH10, MAFF, and GRB14), the favorable adiposity allele was associated with lower waist-to-hip ratio in women, whereas for the
variant in/near PEPD, there was no clear association with waist-to-hip ratio in either sex. Data are from UK Biobank population.

Favorable Adiposity Alleles Were Associated With Less
Liver Fat and More Abdominal Subcutaneous Fat

We next investigated the associations between the favor-
able adiposity variants and MRI measures of subcutane-
ous, visceral, and liver fat using data from 9,510
individuals and four studies: the first wave of UK Biobank
imaging data (n = 5,045), NEO (n = 2,236), IMI-DIRECT
(n = 1,323), and TUF (n = 906). A fifth set of data did not
include liver fat and came from a published meta-analysis
of 13 studies with abdominal MRI or CT scans of 18,332
individuals (35).

The genetic score of favorable adiposity alleles was
associated with lower visceral-to-subcutaneous adipose
tissue volume ratio (P = 2 X 10™**) in both men and
women. This effect was driven by an association with more
subcutaneous fat (P = 2 X 10~ %) (Table 2 and Fig. 3). All
14 individual genetic variants were associated with higher
subcutaneous adipose tissue, 7 at P < 0.05 (in/near
DNAH10, FAM13A, GRB14, KLF14, LYPLAL1, IRSI,
and PPARG). Nine individual favorable adiposity alleles
were associated with lower visceral-to-subcutaneous adi-
pose tissue volume ratio, all at P << 0.05 (in/near CITED?2,
DNAH10, FAM13A, KLF14, LYPLAL1, IRS1, PPARG, TRIB1,
and VEGFA) (Supplementary Fig. 4 and Supplementary

Table 8). Paradoxically, the favorable adiposity alleles
in/near ANKRD55 and PEPD were associated with higher
visceral-to-subcutaneous adipose tissue volume ratio (P =
0.001 and 0.02, respectively).

The genetic score of favorable adiposity was associated
with lower liver fat in women (P = 6.3 X 10~ %) but was not
associated with liver fat in men (P = 0.8) (Table 2 and Fig.
3). These effects were robust when limiting the variants to
the seven not previously identified as having a favorable
adiposity phenotype (Table 2). For 11 individual variants,
the allele associated with higher subcutaneous fat was
associated with lower liver fat, four with P < 0.05 (in/near
CITED2, GRB14, PPARG, and TRIB1 (Supplementary Fig. 4
and Supplementary Table 8).

Sensitivity Analysis of Liver Fat

We performed three sensitivity analyses to assess whether
the effect of favorable adiposity alleles on lower liver fat
was affected by menopause, inclusion of patients with type
2 diabetes, or alcohol consumption. First, menopause leads
to a redistribution of adipose tissue toward more cen-
tral obesity and an android phenotype (37,38). To study
whether the association with liver fat in women was
influenced by menopausal status, we divided women
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Figure 3—The effect of favorable adiposity' genetic score on MRI/CT scan measures of abdominal adipose tissue using data from five
studies: UK Biobank, Chu et al. (35), NEO, TUF, and DIRECT. The x-axis is the effect size per carrying an additional favorable adiposity allele.

VATSAT, visceral-to-subcutaneous adipose tissue.

from the UK Biobank and TUF studies into pre- and
postmenopausal status. The association between favorable
adiposity alleles and lower liver fat in premenopausal
women was twice that (—0.258% [95% CI —0.223,
—0.293]; P = 0.002; n = 433) of postmenopausal women
(—0.124% [—0.106, —0.142]; P = 0.002; n = 2,356), but the
difference was not statistically meaningful (Paiterence =
0.14) (Supplementary Table 9).

Second, fatty liver disease is very common (>50%) in
patients with type 2 diabetes (39). To check whether
inclusion of patients with type 2 diabetes affected the
association with liver fat, we ran the tests in UK Biobank
subjects, excluding those with type 2 diabetes (n = 222)
from the analysis of liver fat. The association of favorable
adiposity alleles with liver fat remained similar after
exclusion of patients with type 2 diabetes in all, men,
and women (all Pgisrerence > 0.7) (Supplementary Table 10).

Third, the most common cause of increased fat in the
liver is alcohol consumption, which is more prevalent in
men (40,41). To study whether the lack of association with
liver fat in men was due to greater alcohol consumption,
we assessed the effect of favorable adiposity alleles on liver
fat in men defined as heavy, moderate, and nondrinkers
on the basis of self-report alcohol questionnaires. The
favorable adiposity alleles were not associated with liver
fat in any of the three groups (Supplementary Table 11).

DISCUSSION

We characterized 14 genetic variants associated with fa-
vorable adiposity. The current study adds to previous

studies (6,7,9,10) in several ways. First, we outlined
a new approach that leads to the identification of more
favorable adiposity variants. Second, we provide more
clarity about which individual alleles are likely favorable
adiposity alleles and how they affect metabolic traits and
diseases. Third, we used MRI data that strongly suggest
that these variants have a collective effect on lower liver fat
as well as higher subcutaneous fat but little detectable
effect on visceral fat. Finally, we provide a template for
detecting alleles with apparently paradoxical effects on
adiposity and disease on the basis of a wide variety of
publicly accessible GWAS data. In addition, the current
results strengthen previous observations, including that
the favorable adiposity effect is not driven by altered body
shape in men detectable by waist-to-hip ratio (6).

Of the 14 variants detected, 12 had been associated
with at least one metabolic trait, including fasting insulin
(those in/near LYPLAL1, GRB14, IRS1, FAMI3A,
ANKRDS55, and PEPD [42]), lipid levels (those in/near
GRB14, IRS1, KLF14, TRIB1, and DNAH10 [16]), adipo-
nectin (those in/near TRIB1, DNAH10, and AEBP2 [17]),
and alanine transaminase (TRIB1 [20]). However, only two
were known to be associated with body fat % (those
in/near GRB14 and IRS1 [15]) at genome-wide levels of
statistical confidence. Our data provide several insights
about individual variants. First, the alleles at PPARG,
GRB14, and IRS1 are associated with higher body fat %
but lower liver fat and lower risk of type 2 diabetes.
Second, the allele in ANKRDS55 is paradoxically associated
with higher visceral fat but lower risk of type 2 diabetes. In
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agreement with this finding, this variant is in high linkage
disequilibrium (R? = 0.97) with another variant (rs459193)
found to associate with lower waist circumference but
higher 2-h glucose levels (43). Third, the allele in TRIB1
is associated with higher body fat %, lower visceral fat,
lower liver fat, and lower risk of heart disease and hyper-
tension, but it does not have any detectable effect on type
2 diabetes. Fourth, four variants we previously noted as
favorable adiposity were not detected in this study. These
variants (in/near PDGFC, PEPD, RSPO3, and TET2) may
alter body fat distribution or other aspects of body com-
position without altering overall body fat % and, hence,
were not detected at P < 5 X 102 in stage 1.

A key question is whether the favorable adiposity effect
is entirely due to preferential storage of the excess adi-
posity in the lower body as previously proposed (36,44).
We made two general observations. First, despite similar
effects on higher body fat % and lower risk of disease in
each sex, the protective effect in men was not character-
ized by preferentially more fat in the lower body as
estimated by waist-to-hip ratio and consistent with our
previous observation (6). Second, the individual variants
were associated with heterogeneous effects on waist-to-hip
ratio even within women. For example the allele in/near
ANKRDS55 was associated with favorable adiposity but
higher waist-to-hip ratio in women.

Having established that the favorable adiposity effect is
not driven by preferential storage of fat in the lower body,
as estimated by waist-to-hip ratio in men, we examined
more detailed measures of fat redistribution using MRI
data. The association with lower liver fat was detected only
in women. Our sensitivity analyses did not find hormonal
differences owing to menopause, alcohol consumption, or
type 2 diabetes as possible explanations for sex differences.
We would expect the favorable adiposity alleles to be
associated with liver fat in nondrinkers or moderate
drinkers if the alcohol intake in men confounded the
association. However, the analysis stratified by alcohol
intake in men did not show an association. The lack of
association with visceral fat suggests that these alleles were
not protecting from disease because of lower visceral fat.
This observation is consistent with some studies that
showed that lower ectopic fat accumulation in the liver
may be more important than visceral fat in protection
from risk of type 2 diabetes (45). A caveat to this conclu-
sion is that we used a marker of liver fat, alanine trans-
aminase, as one of the metabolic biomarkers to identify the
variants, and therefore our findings will be biased toward
those variants that affect liver fat more than visceral fat.

Our approach provides a framework for identifying
additional alleles with apparently paradoxical effects on
adiposity and disease. A previous study used a simple and
effective approach by taking published GWAS data and
selecting all variants associated with higher fasting insulin
adjusted for BMI, lower HDL-C, and higher triglycerides at
P < 0.005 for each of the three traits (9). However, this
approach has a couple of limitations. First, it applies an
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arbitrary cutoff for the three traits, and second, it does not
use information from other biomarkers. We combined
GWAS of seven metabolic biomarkers and used a multivar-
iate test that does not require individual trait associations
to reach a certain statistical threshold. We showed that our
method performs well because it was able to identify the
seven variants previously known to be associated with
favorable adiposity as well as seven additional variants
that we then validated in independent GWAS data.
Furthermore, by including SHBG, adiponectin, and ala-
nine transaminase in the model, we had more power to
detect favorable adiposity variants (Supplementary Table
12).

The identification of favorable adiposity alleles high-
lights genes that may be targets for novel insulin sensi-
tizing agents. The allele in PPARG provides an important
proof of principle because thiazolidinediones are peroxi-
some proliferator-activated receptor-y agonists and ap-
pear to lower glucose levels despite increasing the patient’s
weight by activating adipocyte differentiation, which redis-
tributes fat away from the liver toward an expanded
subcutaneous depot (46,47). The variants identified in
our study do not identify which genes they are acting
through; however, previous studies have suggested some
strong candidates. For example, TRIBI encodes a protein
critical for adipose tissue maintenance and suppression of
metabolic disorders (48). Mice lacking Tribl show dimin-
ished adipose tissue mass and increased lipolysis, even
when on a normal diet (48). GWAS in humans have
implicated TRIBI in lipid metabolism (16) and regulation
of hepatic lipogenesis (20). Higher levels of vascular en-
dothelial growth factor A in mice can facilitate healthy
expansion of adipose tissue and protect from lipotoxicity
and metabolic disease (49). CITED?2 is required for optimal
peroxisome proliferator-activated receptor-y activation
(50). FAM13A encodes a protein enriched in mature adi-
pocytes and plays an important role in the insulin signaling
cascade (51) by protecting insulin receptor substrate
1 from degradation (51). The proteins encoded by IRSI1
and CCDCI2 are associated with adipogenesis, lipid accu-
mulation, and adipocyte differentiation ability (9,51).
Functional studies have suggested that DNAHI10 is in-
volved in adipocyte differentiation capacity (9). KLF14
is a master regulator of gene expression in adipose tissue
(52) associated with adipocyte cell size in humans (53).
MAP3K1 regulates expression of IRS1 (54). LYPLALI, as
a triglyceride lipase, is overexpressed in subcutaneous
adipocytes of obese individuals to maintain triglyceride
metabolism (55). The regulation of Grb14 expression in
adipose tissue may play a physiological role in insulin
sensitivity (56). AEBP2 regulates a gene encoding a fatty
acid-binding protein.

The current study had a number of limitations. First, we
used seven metabolic biomarkers from published GWAS
in our multivariate analysis. The sample size for each
GWAS was different: ranging from 21,800 individuals
from the GWAS of SHBG to 99,900 from the GWAS of
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lipids. These differences, caused by using GWAS meta-
analysis data from different studies, will have limited our
power and led to less accurate estimates of the correlation
among phenotypes compared with having the same sample
size for all phenotypes. Second, the published GWAS of
biomarkers were performed in men and women together
rather than in a sex-specific way. Because men and women
have different body fat distribution, it seems necessary to
perform the discovery of favorable adiposity variants in
men and women separately when data become available.
Third, we used bioimpedance measures of body fat % as
a measure of adiposity in the discovery step. This measure
of adiposity is imprecise and not as accurate in calculating
body fat % in obese individuals or people with higher
muscle mass (57). However, its availability in 442,278
individuals meant that it represented a powerful data
set from which to start (58). Finally, individual variants
had subtle effect sizes. All variants were associated with at
least one disease, with the body fat percent-increasing
allele associated with lower risk except the one at the
AEBP2 locus, although this variant had a paradoxical effect
on adiposity and metabolic biomarkers with significant
association between body fat %-increasing allele and
higher adiponectin (P = 4.76 X 1079), higher HDL-C
(P = 2.83 X 1079, and lower triglycerides (P = 0.003)
(Supplementary Table 4).

To yield a better understanding of how favorable ad-
iposity protects against cardiometabolic disease, more
studies are warranted. First, testing the association of
favorable adiposity variants with pancreatic fat as a poten-
tial cause of B-cell dysfunction will be important to inform
the associations with type 2 diabetes. Second, substantial
ethnic differences exist in diabetes risk by BMI, with South
Asians having a much higher risk of type 2 diabetes for
a given BMI than Europeans (59). Study of the genetics of
favorable adiposity in various ethnic groups may provide
important insights into the mechanisms underpinning the
significant ethnic differences in diabetes risk.

In summary, the current study provides additional
genetic evidence that the balance of subcutaneous-to-
ectopic liver fat is an important factor for type 2 diabetes,
heart disease, and hypertension. This finding is consistent
with data from monogenic forms of lipodystrophy and the
importance of an expandable subcutaneous adipose tissue
as a protective disease mechanism and limited adipose
storage capacity as a risk mechanism (on the basis of the
opposite alleles) as proposed in previous studies (60-62).

Acknowledgments. The authors thank the University of Exeter Medical
School. EXTEND data were provided by the Peninsula Research Bank, part of the
National Institute for Health Research Exeter Clinical Research Facility. This work
has been supported by the European Foundation for the Study of Diabetes and
Novo Nordisk. The research was supported by the National Institute for Health
Research Exeter Clinical Research Facility. The authors thank Dr. Harald Grallert
and Dr. Jennifer Kriebel (both of Helmholtz Center, Munich, Germany) for
genotyping the TUF samples. This research has been conducted using the UK
Biobank resource and carried out under UK Biobank project numbers 9072, 9055,

Ji and Associates 217

and 6569. Details on patient and public involvement in the UK Biobank are
available online at www.ukbiobank.ac.uk/about-biobank-uk and www.ukbiobank.ac
.uk/wp-content/uploads/2011/07/Summary-EGF-consultation.pdf?phpMyAdmin=
trmKQIYdjjnQlgJ%2CfAzikMhEnx6. No patients were specifically involved in setting
the research question or the outcome measures or in developing plans for
recruitment, design, or implementation of this study. No patients were asked to advise
on interpretation or drafting of results. There are no specific plans to disseminate the
research results to study participants, but the UK Biobank disseminates key findings
from projects on its website. The authors of the NEO study thank all individuals who
participated, all participating general practitioners for inviting eligible participants, and
all research nurses for data collection. The authors thank Pat van Beelen, Petra Noordijk,
and Ingeborg de Jonge, all from Department of Clinical Epidemiology, Leiden University
Medical Center, for the coordination and laboratory and data management of the NEO
study. The genotyping in the NEO study was supported by the Centre National de
Génotypage (Paris, France), headed by Jean-Francois Deleuze, from Centre National de
Recherche en génomique Humaine, Paris, France.
Funding. J.T. is funded by the European Regional Development Fund and
a Diabetes Research and Wellness Foundation fellowship. S.E.J. is funded by the
Medical Research Council (grant MR/M005070/1). R.N.B. and R.M.F. are funded
by the Wellcome Trust and Royal Society (104150/2/14/Z). A.R.W. and T.M.F. are
supported by the European Research Council (323195:GLUCOSEGENES-FP7-IDEAS-
ERC). H.Y. is funded by a Diabetes UK RD Lawrence fellowship (17/0005594). The
TUF study was supported in part by a grant (01Gl0925) from the German Federal
Ministry of Education and Research to the German Center for Diabetes Research and
by a grant from the German Research Foundation (KFO114). IMI-DIRECT was
supported by the IMI Joint Undertaking under grant agreement number 115317 (DI-
RECT), resources of which comprise financial contributions from the European
Union’s Seventh Framework Programme (FP7/2007-2013) and in-kind contributions
from European Federation of Pharmaceutical Industries and Associations companies.
The NEO study is supported by the participating departments, divisions, and board of
directors of the Leiden University Medical Center and by the Leiden University
Research Profile Area Vascular and Regenerative Medicine. D.M.-K. is supported by
Dutch Science Organization grant 916.14.023. Generation Scotland received core
support from the Chief Scientist Office of the Scottish Government Health Directorates
(CZD/16/6) and the Scottish Funding Council (HR03006). Genotyping of the GS:SFHS
samples was carried out by the Genetics Core Laboratory at the Wellcome Trust
Clinical Research Facility, Edinburgh, U.K., and was funded by the Medical Research
Council and the Wellcome Trust (Wellcome Trust Strategic Award “Stratifying
Resilience and Depression Longitudinally” [STRADL] reference 104036/2/14/Z).
The funders had no influence on study design, data collection and analysis,
decision to publish, or preparation of the manuscript.
Duality of Interest. F.F. and KV.A. are employees of Sanofi. No other
potential conflicts of interest relevant to this article were reported.
Author Contributions. Y.J., AM.Y., J.D.B,, AlB., and H.Y. performed
statistical analysis/provided data in UK Biobank. Y.J., A.C., and C.H. performed
statistical analysis/provided data in GS:SFHS. Y.J. and A.T.H. performed statistical
analysis/provided data in EXTEND. F.F., E.L.T., N.A.-P., AMa., P.F., EP., KVA,,
and J.D.B. performed statistical analysis/provided data in IMI-DIRECT. D.M.-K. and
R.d.M. performed statistical analysis/provided data in NEO. H.S., J.M., H.-U.H., and
N.S. performed statistical analysis/provided data in TUF. J.T., S.E.J., R.N.B.,
ARW., MAT, KS.R., AMu., RM.F., M.N.W., T.M.F., and H.Y. provided quality
control of the data in UK Biobank. H.Y. designed and led the study and wrote
the manuscript. All authors commented on the manuscript and agreed with
the results and conclusions. H.Y. is the guarantor of this work and, as such, had
full access to all the data in the study and takes responsibility for the integrity of
the data and the accuracy of the data analysis.

References
1. Andres R. Effect of obesity on total mortality. Int J Obes 1980;4:381-386
2. Stefan N, Haring HU, Hu FB, Schulze MB. Metabolically healthy obesity:
epidemiology, mechanisms, and clinical implications. Lancet Diabetes Endocrinol
2013;1:152-162


http://diabetes.diabetesjournals.org/lookup/suppl/doi:10.2337/db18-0708/-/DC1
http://www.ukbiobank.ac.uk/about-biobank-uk
http://www.ukbiobank.ac.uk/wp-content/uploads/2011/07/Summary-EGF-consultation.pdf?phpMyAdmin=trmKQlYdjjnQIgJ%2CfAzikMhEnx6
http://www.ukbiobank.ac.uk/wp-content/uploads/2011/07/Summary-EGF-consultation.pdf?phpMyAdmin=trmKQlYdjjnQIgJ%2CfAzikMhEnx6
http://www.ukbiobank.ac.uk/wp-content/uploads/2011/07/Summary-EGF-consultation.pdf?phpMyAdmin=trmKQlYdjjnQIgJ%2CfAzikMhEnx6

218  Favorable Adiposity Phenotype in Diabetes

3. Ruderman NB, Berchtold P, Schneider S. Obesity-associated disorders in
normal-weight individuals: some speculations. Int J Obes 1982;6(Suppl. 1):151—
157

4. Ruderman NB, Schneider SH, Berchtold P. The “metabolically-obese,”
normal-weight individual. Am J Clin Nutr 1981;34:1617-1621

5. Stefan N, Schick F, Haring HU. Causes, characteristics, and consequences of
metabolically unhealthy normal weight in humans. Cell Metab 2017;26:292-300

6. Yaghootkar H, Lotta LA, Tyrrell J, et al. Genetic evidence for a link between
favorable adiposity and lower risk of type 2 diabetes, hypertension, and heart
disease. Diabetes 2016;65:2443-2460

7. Yaghootkar H, Scott RA, White CC, et al. Genetic evidence for a normal-
weight “metabolically obese” phenotype linking insulin resistance, hypertension,
coronary artery disease, and type 2 diabetes. Diabetes 2014;63:4369-4377

8. Kilpeldinen TO, Zillikens MC, Stancakova A, et al. Genetic variation near IRS1
associates with reduced adiposity and an impaired metabolic profile. Nat Genet
2011;43:753-760

9. Lotta LA, Gulati P, Day FR, et al.; EPIC-InterAct Consortium; Cambridge
FPLD1 Consortium. Integrative genomic analysis implicates limited peripheral
adipose storage capacity in the pathogenesis of human insulin resistance. Nat
Genet 2017;49:17-26
10. Scott RA, Fall T, Pasko D, et al.; RISC Study Group; EPIC-InterAct Consortium.
Common genetic variants highlight the role of insulin resistance and body fat
distribution in type 2 diabetes, independent of obesity. Diabetes 2014;63:4378—
4387
11. Gray SL, Vidal-Puig AJ. Adipose tissue expandability in the maintenance of
metabolic homeostasis. Nutr Rev 2007;65:S7-S12
12.  Roemmich JN, Rogol AD. Hormonal changes during puberty and their re-
lationship to fat distribution. Am J Hum Biol 1999;11:209-224
13. Collins R. What makes UK Biobank special? Lancet 2012;379:1173-1174
14. Loh PR, Tucker G, Bulik-Sullivan BK, et al. Efficient Bayesian mixed-model
analysis increases association power in large cohorts. Nat Genet 2015;47:284-290
15. LuY, Day FR, Gustafsson S, et al. New loci for body fat percentage reveal link
between adiposity and cardiometabolic disease risk. Nat Commun 2016;7:10495
16. Teslovich TM, Musunuru K, Smith AV, et al. Biological, clinical and population
relevance of 95 loci for blood lipids. Nature 2010;466:707-713
17. Dastani Z, Hivert MF, Timpson N, et al.; DIAGRAM+ Consortium; MAGIC
Consortium; GLGC Investigators; MUTHER Consortium; DIAGRAM Consortium;
GIANT Consortium; Global B Pgen Consortium; Procardis Consortium; MAGIC
investigators; GLGC Consortium. Novel loci for adiponectin levels and their in-
fluence on type 2 diabetes and metabolic traits: a multi-ethnic meta-analysis of
45,891 individuals. PLoS Genet 2012;8:61002607
18. Coviello AD, Haring R, Wellons M, et al. A genome-wide association meta-
analysis of circulating sex hormone-binding globulin reveals multiple Loci im-
plicated in sex steroid hormone regulation. PLoS Genet 2012;8:61002805
19. Manning AK, Hivert MF, Scott RA, et al.; DIAbetes Genetics Replication And
Meta-analysis (DIAGRAM) Consortium; Multiple Tissue Human Expression Re-
source (MUTHER) Consortium. A genome-wide approach accounting for body
mass index identifies genetic variants influencing fasting glycemic traits and
insulin resistance. Nat Genet 2012;44:659-669
20. Chambers JC, Zhang W, Sehmi J, et al.; Alcohol Genome-wide Association
(AlcGen) Consortium; Diabetes Genetics Replication and Meta-analyses (DIAGRAM-+)
Study; Genetic Investigation of Anthropometric Traits (GIANT) Consortium; Global
Lipids Genetics Consortium; Genetics of Liver Disease (GOLD) Consortium;
International Consortium for Blood Pressure (ICBP-GWAS); Meta-analyses of
Glucose and Insulin-Related Traits Consortium (MAGIC). Genome-wide association
study identifies loci influencing concentrations of liver enzymes in plasma. Nat Genet
2011;43:1131-1138
21. Semple RK, Savage DB, Cochran EK, Gorden P, O’Rahilly S. Genetic syn-
dromes of severe insulin resistance. Endocr Rev 2011;32:498-514
22. Stears A, O’Rahilly S, Semple RK, Savage DB. Metabolic insights from
extreme human insulin resistance phenotypes. Best Pract Res Clin Endocrinol
Metab 2012;26:145-157

Diabetes Volume 68, January 2019

23. Cichonska A, Rousu J, Marttinen P, et al. metaCCA: summary statistics-
based multivariate meta-analysis of genome-wide association studies using
canonical correlation analysis. Bioinformatics 2016;32:1981-1989

24. de Mutsert R, den Heijer M, Rabelink TJ, et al. The Netherlands Epidemiology
of Obesity (NEO) study: study design and data collection. Eur J Epidemiol 2013;28:
513-523

25. Smith BH, Campbell A, Linksted P, et al. Cohort Profile: Generation Scotland:
Scottish Family Health Study (GS:SFHS). The study, its participants and their potential
for genetic research on health and iliness. Int J Epidemiol 2013;42:689-700

26. Machann J, Thamer C, Stefan N, et al. Follow-up whole-body assessment of
adipose tissue compartments during a lifestyle intervention in a large cohort at
increased risk for type 2 diabetes. Radiology 2010;257:353-363

27. Koivula RW, Heggie A, Barnett A, et al.; DIRECT Consortium. Discovery of
biomarkers for glycaemic deterioration before and after the onset of type 2 di-
abetes: rationale and design of the epidemiological studies within the IMI DIRECT
Consortium. Diabetologia 2014;57:1132-1142

28. Mahajan A, Go MJ, Zhang W, et al.; DIAbetes Genetics Replication And Meta-
analysis (DIAGRAM) Consortium; Asian Genetic Epidemiology Network Type
2 Diabetes (AGEN-T2D) Consortium; South Asian Type 2 Diabetes (SAT2D)
Consortium; Mexican American Type 2 Diabetes (MAT2D) Consortium; Type
2 Diabetes Genetic Exploration by Next-Generation Sequencing in Multi-Ethnic
Samples (T2D-GENES) Consortium. Genome-wide trans-ancestry meta-analysis
provides insight into the genetic architecture of type 2 diabetes susceptibility. Nat
Genet 2014;46:234-244

29. Nikpay M, Goel A, Won HH, et al. A comprehensive 1,000 Genomes-based
genome-wide association meta-analysis of coronary artery disease. Nat Genet
2015;47:1121-1130

30. Wain LV, Vaez A, Jansen R, et al. Novel blood pressure locus and gene
discovery using genome-wide association study and expression data sets from
blood and the kidney. Hypertension. 24 July 2017 [Epub ahead of print]. 10.1161/
HYPERTENSIONAHA.117.09438

31. Wilman HR, Kelly M, Garratt S, et al. Characterisation of liver fat in the UK
Biobank cohort. PLoS One 2017;12:0172921

32. Linge J, Borga M, West J, et al. Body composition profiling in the UK biobank
imaging study. Obesity (Silver Spring) 2018;26:1785-1795

33. West J, Dahlqvist Leinhard O, Romu T, et al. Feasibility of MR-based body
composition analysis in large scale population studies. PLoS One 2016;11:
€0163332

34. Thomas EL, Fitzpatrick JA, Malik SJ, Taylor-Robinson SD, Bell JD. Whole
body fat: content and distribution. Prog Nucl Magn Reson Spectrosc 2013;73:56—
80

35. Chu AY, Deng X, Fisher VA, et al. Multiethnic genome-wide meta-analysis of
ectopic fat depots identifies loci associated with adipocyte development and
differentiation. Nat Genet 2017;49:125-130

36. Shungin D, Winkler TW, Croteau-Chonka DC, et al.; ADIPOGen Consortium;
CARDIOGRAMplusC4D Consortium; CKDGen Consortium; GEFOS Consortium;
GENIE Consortium; GLGC; ICBP; International Endogene Consortium; LifeLines
Cohort Study; MAGIC Investigators; MuTHER Consortium; PAGE Consortium;
ReproGen Consortium. New genetic loci link adipose and insulin biology to body fat
distribution. Nature 2015;518:187-196

37. Ley CJ, Lees B, Stevenson JC. Sex- and menopause-associated changes in
body-fat distribution. Am J Clin Nutr 1992;55:950-954

38. Svendsen OL, Hassager C, Christiansen C. Age- and menopause-associated
variations in body composition and fat distribution in healthy women as measured
by dual-energy X-ray absorptiometry. Metabolism 1995;44:369-373

39. Preiss D, Sattar N. Non-alcoholic fatty liver disease: an overview of prev-
alence, diagnosis, pathogenesis and treatment considerations. Clin Sci (Lond)
2008;115:141-150

40. Grant BF, Dawson DA, Stinson FS, Chou SP, Dufour MC, Pickering RP. The
12-month prevalence and trends in DSM-IV alcohol abuse and dependence:
United States, 1991-1992 and 2001-2002. Drug Alcohol Depend 2004;74:223—
234



diabetes.diabetesjournals.org

41. Holmila M, Raitasalo K. Gender differences in drinking: why do they still exist?
Addiction 2005;100:1763-1769

42. Scott RA, Lagou V, Welch RP, et al.; DIAbetes Genetics Replication and Meta-
analysis (DIAGRAM) Consortium. Large-scale association analyses identify new
loci influencing glycemic traits and provide insight into the underlying biological
pathways. Nat Genet 2012;44:991-1005

43. Harder MN, Ribel-Madsen R, Justesen JM, et al. Type 2 diabetes risk alleles
near BCAR1 and in ANK1 associate with decreased (3-cell function whereas risk
alleles near ANKRD55 and GRB14 associate with decreased insulin sensitivity in
the Danish Inter99 cohort. J Clin Endocrinol Metab 2013;98:E801-E806

44, Wang Y, Rimm EB, Stampfer MJ, Willett WC, Hu FB. Comparison of ab-
dominal adiposity and overall obesity in predicting risk of type 2 diabetes among
men. Am J Clin Nutr 2005;81:555-563

45, Stefan N, Kantartzis K, Machann J, et al. Identification and characterization of
metabolically benign obesity in humans. Arch Intern Med 2008;168:1609-1616
46. Gupta AK, Bray GA, Greenway FL, Martin CK, Johnson WD, Smith SR.
Pioglitazone, but not metformin, reduces liver fat in Type-2 diabetes mellitus
independent of weight changes. J Diabetes Complications 2010;24:289-296
47. Smith SR, De Jonge L, Volaufova J, Li Y, Xie H, Bray GA. Effect of pioglitazone
on body composition and energy expenditure: a randomized controlled trial.
Metabolism 2005;54:24-32

48. Satoh T, Kidoya H, Naito H, et al. Critical role of Trib1 in differentiation of
tissue-resident M2-like macrophages. Nature 2013;495:524-528

49. Sung HK, Doh KO, Son JE, et al. Adipose vascular endothelial growth factor
regulates metabolic homeostasis through angiogenesis. Cell Metab 2013;17:61-72
50. Tien ES, Davis JW, Vanden Heuvel JP. Identification of the CREB-binding
protein/p300-interacting protein CITED2 as a peroxisome proliferator-activated
receptor alpha coregulator. J Biol Chem 2004;279:24053-24063

51. Wardhana DA, Ikeda K, Barinda AJ, et al. Family with sequence similarity 13,
member A modulates adipocyte insulin signaling and preserves systemic met-
abolic homeostasis. Proc Natl Acad Sci U S A 2018;115:1529-1534

Ji and Associates 219

52. Small KS, Hedman AK, Grundberg E, et al.; GIANT Consortium; MAGIC In-
vestigators; DIAGRAM Consortium; MuTHER Consortium. Identification of an
imprinted master trans regulator at the KLF14 locus related to multiple metabolic
phenotypes. Nat Genet 2011;43:561-564

53. Small KS, Todorcevic M, Civelek M, et al. Regulatory variants at KLF14
influence type 2 diabetes risk via a female-specific effect on adipocyte size and
body composition. Nat Genet 2018;50:572-580

54. VYujiri T, Nawata R, Takahashi T, et al. MEK kinase 1 interacts with focal
adhesion kinase and regulates insulin receptor substrate-1 expression. J Biol
Chem 2003;278:3846-3851

55. Steinberg GR, Kemp BE, Watt MJ. Adipocyte triglyceride lipase expression in
human obesity. Am J Physiol Endocrinol Metab 2007;293:E958-E964

56. Fagerberg L, Hallstrom BM, Oksvold P, et al. Analysis of the human tissue-
specific expression by genome-wide integration of transcriptomics and antibody-
based proteomics. Mol Cell Proteomics 2014;13:397-406

57. Sun G, French CR, Martin GR, et al. Comparison of multifrequency bio-
electrical impedance analysis with dual-energy X-ray absorptiometry for as-
sessment of percentage body fat in a large, healthy population. Am J Clin Nutr
2005;81:74-78

58. Borga M, West J, Bell JD, et al. Advanced body composition assessment:
from body mass index to body composition profiling. J Investig Med 2018;66:1-9
59. Ntuk UE, Gill UM, Mackay DF, Sattar N, Pell JP. Ethnic-specific obesity cutoffs
for diabetes risk: cross-sectional study of 490,288 UK biobank participants.
Diabetes Care 2014;37:2500-2507

60. Huang-Doran |, Sleigh A, Rochford JJ, O’Rahilly S, Savage DB. Lipodystrophy:
metabolic insights from a rare disorder. J Endocrinol 2010;207:245-255

61. Shulman GI. Ectopic fat in insulin resistance, dyslipidemia, and car-
diometabolic disease. N Engl J Med 2014;371:1131-1141

62. Lim EL, Hollingsworth KG, Aribisala BS, Chen MJ, Mathers JC, Taylor R.
Reversal of type 2 diabetes: normalisation of beta cell function in association with
decreased pancreas and liver triacylglycerol. Diabetologia 2011;54:2506-2514



