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Context Glucolipotoxicity is believed to induce pancreatic �-cell dysfunction in obesity. Previ-
ously, it has not been possible to study pancreatic metabolism and blood flow in humans.

Objective The objective of the study was to investigate whether pancreatic metabolism and
blood flow are altered in obesity using positron emission tomography (PET). In the preclinical
part, the method was validated in animals.

Design This was a cross-sectional study. Setting The study was conducted in clinical research
center.

Participants Human studies consisted of 52 morbidly obese and 25 healthy age-matched controls.
Validation experiment was done with rodents and pigs. Interventions PET and MRI studies using
a glucose analogue [18F]FDG, a palmitate analogue [18F]FTHA and radiowater [15O]H2O were
performed. In animals, comparison between ex vivo and in vivo data was performed.

Main Outcome Measures Pancreatic glucose/fatty acid uptake, fat accumulation and blood flow.
Parameters of �-cell function. Results PET proved to be a feasible method to measure pancreatic
metabolism. Compared to healthy, obese participants had elevated pancreatic fatty acid uptake
(P < 0.0001), more fat accumulation (P � 0.0001), lowered glucose uptake both during fasting
and euglycemic hyperinsulinemia, and blunted blood flow (P < 0.01) in the pancreas. Blood flow,
fatty acid uptake and fat accumulation were negatively associated with multiple markers of �-cell
function.

Conclusions Obesity leads to change in pancreatic energy metabolism with a substrate shift from
glucose to fatty acids. In morbidly obese humans, impaired pancreatic blood flow may contribute
to �-cell dysfunction and in the pathogenesis of type 2 diabetes.

Overt type 2 diabetes is characterized by hyperglyce-
mia resulting from pancreatic �-cell failure. Despite

multiple theories behind the loss of the functional �-cell

mass compromising the capacity to compensate for insulin
resistance, only few of the proposed mechanisms have
been proven to be significant in vivo (1).

As adipose tissue insulin sensitivity decreases, a signif-
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Abbreviations: Nonstandard abbreviations ARG; autoradiography; CT, computed tomog-
raphy; [18F]FDG, [18F]fluoro-2-deoxy-D-glucose; FA, fatty acid; FFA, free fatty acid; FIP,
pancreatic fat index; [18F]FTHA, 14(R,S)-[18F]fluoro-6-thia-heptadecanoic acid; FUR, frac-
tional uptake rate; [15O]H2O, radiowater; HDL, high-density lipoprotein; HEC, hyperinsu-
linemic euglycemic clamp; Ki, influx rate constant; LC, lumped constant; LDL, low-density
lipoprotein; M value, whole-body glucose disposal; MRI, magnetic resonance imaging;

doi: 10.1210/jc.2013-4369 J Clin Endocrinol Metab jcem.endojournals.org 1

The Endocrine Society. Downloaded from press.endocrine.org by [${individualUser.displayName}] on 19 February 2014. at 12:16 For personal use only. No other uses without permission. . All rights reserved.

ClinicalTrials.gov:


icant rise in plasma free fatty acid (FFA) levels ensues.
Numerous studies have addressed the role of circulating
FFAs and triglycerides and the resulting pancreatic ste-
atosis on �-cell function in animal models and in obese
humans, but the association between pancreatic lipid ac-
cumulation and islet cell function is currently unsettled
(2–4). In cell cultures, short- and long-term exposure of
�-cells to fatty acids (FA) leads to increased and decreased
glucose-stimulated insulin secretion (GSIS), respectively
(5). However, whether �-cells, during the in vivo situation,
can tolerate the oversupply of FFA, which occurs during
obesity and insulin resistance is unclear.

�-cell function is defined by their insulin secretion
based on plasma glucose levels (6). While being the most
potent stimulator of insulin secretion and a significant
contributor to �-cell proliferation, excessive plasma glu-
cose amounts leads to an acute impairment in �-cell func-
tion in healthy participants (7, 8).

The pancreas is perfused by multiple arteries derived
from the abdominal aorta, and has auto- and paracrine
regulation (9). Since the pancreatic islets comprise 2% of
the pancreatic volume but consume nearly 20% of its ar-
terial supply, even a slight impairment in parenchymal
blood flow can affect markedly pancreatic endocrine func-
tion (10). The pancreas is a difficult organ to study because
it is small and hidden in the retroperitoneal space, previous
approaches to quantify pancreatic blood flow, noninva-
sively, have yielded conflicting results and a firm consen-
sus on the relation between blood flow and �-cell function
is lacking (11).

We hypothesized that morbid obesity leads to changes
in pancreatic metabolism and blood flow rate, all of which
may affect pancreatic endocrine function. To address
these questions, we used positron emission tomography
(PET) with multiple radiotracers to quantify pancreatic
glucose/fatty acid metabolism and blood flow, respec-
tively. First, validation of fluorine-18 –labeled radiotrac-
ers to measure pancreatic metabolism was conducted in
pig (protocol previously reported (12)) and mouse (pro-
tocol reported here) models. Then, this methodology was
used in the clinical protocol, including a total of 77 par-
ticipants. This study introduces novel mechanisms behind
the deterioration of �-cell function which are involved in
the type 2 diabetes pathogenesis.

Materials and Methods

Human participants and their metabolic and anthropometric
characteristics. 52 morbidly obese participants who were sched-

uled for bariatric surgery and 25 healthy age-matched partici-
pants were recruited from larger data collections named
SLEEVEPASS (NCT00793143) and SleevePET2
(NCT01373892), as previously described (13). Of the obese par-
ticipants, 20 had type 2 diabetes (ADA criteria), and 18 with
normal and 14 with impaired glucose tolerance constituted the
nondiabetic group. Compared to healthy participants, obese
participants were significantly insulin resistant, hyperglycemic
and hyperinsulinemic, and their FFA levels were higher (Table 1).
Most obese participants met the IDF criteria for metabolic syn-
drome. Compared to healthy and nondiabetic participants, pa-
rameters of �-cell function were markedly decreased in the dia-
betic study group. The Ethics Committee of the Hospital District
of Southwestern Finland approved the studies and all gave their
written informed consent before participation.

Clinical study design. Human participants underwent abdomi-
nal PET imaging with either [18F]fluoro-2-deoxy-D-glucose
([18F]FDG) (fasting state and hyperinsulinemic euglycemic
clamp [HEC] on two separate days) or 14(R,S)-[18F]fluoro-6-
thia-heptadecanoic acid ([18F]FTHA) and radiowater
([15O]H2O) (fasting state). For the patients undergoing bariatric
procedure, the imaging studies were performed before the onset
of preoperative very low-calorie diet (VLCD).

Twenty-five obese and 10 healthy participants were studied
twice, once during fasting state and once during hyperinsuline-
mic euglycemic clamp with [18F]FDG using GE Advance PET
scanner. After 90 minutes of hyperinsulinemia, an [18F]FDG-
bolus (187 � 8 MBq) was injected. Seventy minutes after the
injection, the upper abdomen and pancreas were imaged for 15
minutes (frames 5 � 180 seconds). Euglycemic hyperinsulinemic
clamp (1 mU/kg*min, Actrapid®, Novo Nordisk, Bagsværd,
Denmark) was done as previously described (14) and whole body
glucose uptake (M value) representing systemic insulin sensitiv-
ity was calculated from glucose infusion rates during the last 120
minutes of the clamp (15).

Twenty-seven obese and 15 healthy participants received
[15O]H2O and [18F]FTHA during the fasting state. PET and
computed tomography (CT) images were obtained using the
combined PET/CT-scanner GE Discovery VCT. At baseline, a
bolus injection of [15O]H2O (579 � 133MBq) was followed by
a dynamic image acquisition of 6 minutes (26 frames, 16). Ap-
proximately ten minutes after radiowater injection, an [18F]F-
THA-bolus (190 � 59MBq) was injected and dynamic imaging
lasting 110 minutes was acquired. At 68 � 3 minutes after the
injection, the upper abdomen and pancreas were imaged for 15
minutes (frames 5 � 180 seconds).

Whole body magnetic resonance imaging (MRI) scan (Gy-
roscan Intera CV Nova Dual, Philips, the Netherlands or Mag-
netom Verio, Siemens, Germany) was performed to obtain the
pancreatic adiposity index and visceral adipose tissue volume.
PET and MRI studies were performed using standard operating
procedures (17, 18), and biochemical analyses were performed
as previously described (12). More details are shown in Supple-
mental Figure 1A-C.

Image processing, and PET and MRI analysis. All data were cor-
rected for dead time, decay, and measured photon attenuation
and reconstructed in a 256 � 256 matrix. ROIs were defined on
OGTT; oral glucose tolerance test; PET, positron emission tomography; ROI, region-of-
interest; SI, signal intensity; TAC, time-activity curve; VLCD, very low-calorie diet.
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the pancreas (Figure 1A-B) using Carimas 2 software (Turku
PET Centre, freely downloadable at http://www.turkupetcen-
ter.fi). MR or CT images were used as an anatomical reference.

For glucose and fatty acid uptake analysis, the plasma input
function was obtained from blood radioactivity measurements
(metabolite-corrected for [18F]FTHA, 17). To determine the in-
put function for [15O]H2O analysis, small ROIs with a diameter
of 2–3 mm including pixels of maximal radioactivity were drawn
on multiple transaxial slices inside the abdominal aorta (19) (Fig-
ure 1C) and the delay between pancreatic and aortic time-activity
curves (TACs) was corrected. Due to the large size of the aorta
and fine resolution of the PET scanner, a recovery correction was
not considered necessary. The pancreatic [18F]FDG and [18F]F-
THA influx rate constants were calculated using fractional up-
take rate (FUR) (20–23), and glucose and FA uptake rates were
calculated by multiplying corresponding influx rate constant val-
ues by the mean plasma glucose or FFA level during the imaging
period, respectively. The pancreatic lumped constant (24) was
set to 1.0.

For human data, one-tissue compartmental analysis derived
from simple Kety flow model (25) was used to measure pancre-
atic blood flow. Hepatic parenchymal blood flow is dependent
on a dual arterial/portal input function, and was calculated with
a validated gut compartment model (26).

Pancreatic fat content from humans was estimated from MR
images (27), based on the different chemical shifts of water and
fat leading to typical signal intensities (SI) in In-Phase and Out-
of-Phase MR tomograms. Here, the pancreatic fat index was
calculated as FIP � (SIin – SIout) / SIin x 100, where SIin and SIout

are signal intensities during In- and Out-of-Phase MR imaging,
respectively. Log10 transformation was performed for the fat
index. Visceral adipose tissue volumes were estimated manually
using Slice-O-Matic 4.3 software (Tomovision, Montreal,
Canada).

Oral glucose tolerance test (OGTT), insulin sensitivity and
�-cell function parameters. A routine 75g OGTT lasting 2 hours

Table 1. Participant characteristics.

Obese

Controls All Non-diabetic Diabetic
(n � 25) (n � 52) (n � 32) (n � 20)

Anthropometic
characteristics
Age (yr) 45.8 � 10.2 44.2 � 9.2 41.4 � 9.7 48.7 � 8.1¶
Weight (kg) 64.8 � 7.7 118 � 13.8§ 120 � 14.4§ 114 � 12.3§
BMI (kg/m2) 23.0 � 2.5 42.3 � 3.9§ 42.9 � 3.6§ 41.2 � 4.2§
Body fat (%) 31.1 � 6.5 49.4 � 5.6§ 50.0 � 4.6§ 48.3 � 6.9§
Waist circumference
(cm)

77.4 � 9.4 120 � 10.1§ 120 � 10.9§ 120 � 9.0§

Metabolic syndrome 0 (0.0%) 30 (58%) 12 (38%) 18 (90%)
Biochemical characteristics

Fasting glucose (mmol/
liter)

5.2 � 0.4 5.8 � 1.3* 5.3 � 0.7 6.5 � 1.6‡#

HbA1c (mmol/mol) 38.2 � 3.0 41.2 � 7.0 37.7 � 3.7 46.7 � 7.5§**
Fasting insulin (IU/liter) 5.8 � 3.6 16.2 � 11.4§ 14.0 � 9.2§ 19.8 � 13.9§
Cholesterol (mmol/liter) 4.7 � 0.8 4.3 � 0.8* 4.3 � 0.7* 4.3 � 1.0
Triglycerides (mmol/
liter)

0.7 � 0.3 1.3 � 0.5§ 1.2 � 0.5‡ 1.5 � 0.4§

HDL:cholesterol -ratio
(%)

40.5 � 9.1 30.0 � 7.3§ 30.8 � 7.4§ 28.6 � 7.1§

hsCRP (mg/liter) 0.9 � 0.9 4.6 � 4.0§ 4.9 � 4.0§ 4.2 � 4.0‡
Leptin (ng/ml) 12.0 � 7.9 54.4 � 19.2§ 55.2 � 19.3§ 53.1 � 20.2§
FFA (mmol/liter) 0.5 � 0.2 0.7 � 0.2§ 0.7 � 0.2§ 0.7 � 0.2‡

Insulin resistance indices
2 h OGIS (ml/min*m 2) 427 � 58.0 327 � 46.0§ 341 � 44.0§ 305 � 41.1§¶
M value (�mol/kg*min) 40 � 9.5 13 � 7.3§ 15 � 8.3§ 10 � 3.6§

�-cell function parameters
Insulinogenic index 16 � 13 23 � 25 31 � 28* 9.5 � 5.1*¶
(mmol/IU)
Glucose sensitivity 123 � 43.8 101 � 85.1 132 � 93.3 52.2 � 34.4§#
(pmol/min*m 2*mmol/
liter)
Rate sensitivity 880 � 832 883 � 1169 1251 � 1369 314 � 277†#
(pmol/m 2*mmol/liter)
Potentiation factor ratio 2.6 � 1.8 1.4 � 0.6§ 1.5 � 0.8† 1.3 � 0.4†
(arbitrary units)

*P � 0.05, †P � 0.01, ‡P � 0.001, §P � 0.0001 for all obese, non-diabetic or diabetic vs. controls; P � 0.05, ¶P � 0.01, #P � 0.001, **P �
0.0001 for diabetic vs. non-diabetic. M value calculated from subjects in the [18F]FDG protocol. Data are presented as mean � SD with significance
tested using Student’s t test.
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was applied to human participants. The insulin sensitivity index
(2h OGIS) and model parameters of �-cell function (glucose sen-
sitivity, rate sensitivity, and potentiation factor ratio; Supple-
mental Data) were calculated as previously described (6), and the
insulinogenic index was calculated as �Ins0–30/�Gluc0–30.

Animal studies. Validation of [18F]FDG
and [18F]FTHA PET for the measure-
ment of pancreatic glucose and fatty acid
uptake was performed in 18 pigs, of
which 10 obese and steptozotocin
–treated, as previously described (12).
Principles of laboratory animal care were
followed and permission for the study
was obtained from the State Provincial
Office of Southern Finland
(ESAVI-2010–03970/Ym-23).

Animals received a bolus of [18F]FDG
(890 � 180MBq) and dynamic study us-
ing PET/CT scanner GE Discovery VCT
(General Electric Medical Systems, Mil-
waukee, WI, USA) was contacted with
arterial blood sampling (Supplemental
Figure 2A) (12). After 40 minutes from
the injection, a 20 minutes scanning of
upper abdomen (4 � 300 seconds) was
conducted.

At 240 minutes after the [18F]FDG
bolus, pigs were sacrificed the pancreas
was excised. Radioactivity of tissue sam-
ples was measured as previously de-
scribed (12), and ex vivo influx rate con-
stants (denoted as Ki) and in vivo derived
FUR (20–23) were calculated. To study
the distribution of tracers in exocrine and
endocrine pancreas, autoradiography
analysis (28) was performed. For
[18F]FDG, pancreatic cross-sections of
pigs were obtained. For [18F]FTHA, 15
MBq of the tracer was injected in 12
adult male mice (3 healthy C57BL/6N
and 9 atherosclerotic and diabetic IGF-
II/LDLR-/-ApoB100/100 mice) (Supple-
mental Figure 2B). At 30 minutes after
injection, mice were sacrificed and pan-
creatic cross-sections were obtained
(Supplemental Figure 2B).

Autoradiographs were analyzed us-
ing the AIDA 4 software (Raywest,
Straubenhardt, Germany) and the endo-
crine-to-exocrine radioactivity ratio was
determined.

Statistical analysis. Statistical analyses
were performed using SAS software for
Windows (SAS Institute, Cary, NC,
USA). Data are presented as mean�SD.
Tests for equal variances and normality
were performed. A paired t test was used
to address the difference between ex and
in vivo modalities in 18F-PET validation.
Student’s t test was used for comparisons
between healthy and obese groups. For

correlation analysis, Pearson and Spearman correlation coeffi-
cients were calculated, as appropriate. Furthermore, multivari-
able linear regression analysis was conducted to determine the
effects of independent factors on main measured outcomes. P �
.05 was considered statistically significant.

Figure 1. In humans, combined PET/CT and MRI techniques were used to measure pancreatic
glucose/fatty acid metabolic and blood flow rates. An example of fusion [15O]H2O-PET/CT image
shows that blood flow is higher in the pancreas compared to other GI organs (A-B) (A,
abdominal aorta; G, gallbladder; K, kidney; L, liver; P, pancreas; S, spleen.). 3D-dimensional
regions-of-interest (ROIs) were drawn on multiple planes of pancreatic images and the blood
input function was obtained by blood sampling ([18F]FDG and [18F]FTHA) or PET images of the
aorta (for [15O]H2O, C). In animal data, PET- (FUR) and ex vivo –derived influx rate constants
were intercorrelated, supporting the use of PET in the characterization of pancreatic metabolism
in vivo (D). Pancreatic [18F]FDG-autoradiography analysis in both control and obese/diabetic pigs
revealed that the endocrine and exocrine accumulation of the radiotracer was homogeneous (E).
[18F]FTHA was distributed homogenously in the pancreas of control mice. In contrast, in obese
hyperlipidemic mice, [18F]FTHA showed preferable accumulation in the exocrine pancreas, with
lower uptake in pancreatic islets (F for [18F]FTHA-ARG and corresponding hematoxylin-eosin
stained slice of pancreatic parenchyma). Islets are encircled in white. Scalebar, 1000 �m.
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Results

Basedonanimaldata,PETisavalidmethodtostudypan-
creatic metabolism. In the pig study, fractional glucose
uptake derived from PET images was similar with those
measured thereafter in tissue samples with tight correla-
tion (Figure 1D, Supplemental Table 1). No hot spots were
seen, and [18F]FDG accumulated diffusely within the pan-
creatic parenchyma - both in control and obese diabetic
pigs (Figure 1E).

In the mice study, obese mice were hyperlipidemic
(plasma FFA 1.47 � 0.50 vs 0.62 � 0.07 mmol/l, P � .02).
[18F]FTHA accumulation was diffuse in the lean control
mice, whereas in the diabetic mice, it was higher in the
exocrine than endocrine parts of the pancreas (Figure 1F).
Here, pancreatic islets contained only 70% of 18F-derived
radioactivity compared to the exocrine parts.

During obesity, pancreatic energy metabolism is shifted
from glucose to fatty acids. In healthy participants, the hy-
perinsulinemic euglycemic clamp did not augment pan-
creatic glucose uptake from fasting values (Figure 2A).
Compared to nonobese, obese participants had lower pan-

creatic glucose uptake rates both in
the fasting state (P � .03) and during
hyperinsulinemia (P � .01), but no
difference was found between par-
ticipants with and without diabetes.
Obese participants had higher pan-
creatic glucose uptake during fasting
than during hyperinsulinemia (P �
.01), likely due to the mass action ef-
fect of glucose, as fractional uptake
of [18F]FDG was similar in fasting
and during hyperinsulinemia
(0.003 � 0.001 vs 0.003 � 0.001
1/min, NS). During hyperinsulin-
emia, pancreatic glucose uptake cor-
related inversely with fasting plasma
glucose (r � –0.55, P � .01) and
plasma triglycerides (r � –0.44, P �
.03), but not with simultaneous
plasma FFA.

In contrast to glucose uptake,
pancreatic FA uptake was on aver-
age 68% greater in obese than in
healthy participants with no differ-
ence between obese subgroups (Fig-
ure 2B). Since the fractional uptake
of [18F]FTHA was similar in both
control and obese groups (0.016 �
0.004 vs 0.018 � 0.005 1/min, NS),
the difference in FA uptake values

was derived from the larger intravascular pool of circu-
lating fatty acids in obese participants (Table 1). FA up-
take correlated with fasting insulin levels (r � 0.45, P �
.004), but not with fasting plasma glucose levels (r �
–0.04, NS). Systemic insulin sensitivity (OGIS index) was
inversely associated with pancreatic FA uptake (r � 0.49,
P � .003).

From these data sets, the relative uptake of the two
energy substrates (glucose and FA) was different between
groups with glucose constituting 75 and 59% of whole
pancreatic metabolism in healthy and obese participants,
respectively (Figure 2C). Combined molar influx of the
two substrates did not differ between healthy and obese
participants (2.9 � 0.7 vs 3.0 � 0.4 �mol/100g*min, NS).

Obesity impairs pancreatic blood flow. Blood flow in the
pancreatic parenchyma was lower in obese than in healthy
participants (Figure 3A) having a mean coefficient of vari-
ation of 13% within the pancreatic parenchyma. Pancre-
atic flow correlated with splanchnic blood flow measured
as portal vein blood flow (Figure 3B) and with whole he-
patic blood flow (r � 0.38, P � .02) but not with hepatic
arterial blood flow (r � 0.22, NS).

Figure 2. Compared to controls, obese human participants had lower pancreatic glucose
uptake during the fasting state and hyperinsulinemic euglycemic clamp (HEC) (A). Insulin
administration did not change pancreatic glucose uptake in healthy individuals. In contrast, FA
uptake was 68% greater in obese participants than in controls with no difference between obese
participants with and without type 2 diabetes (B). During obesity, the preferred pancreatic energy
substrate was shifted from glucose to FAs (C). *P � .05, †P � .01, ‡P � .001, §P � .0001 for all
obese, nondiabetic or diabetic vs controls. NS, not statistically significant.
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In pooled data, age was found to be the strongest pre- dictive variable of pancreatic blood flow, with adjusted R2

� 0.36 (P � .0001). Moreover, pancreatic blood flow
showed a relation with HDL:cholesterol –ratio (r � 0.40,
P � .02) and fat percentage (r � –0.39, P � .02), but not
with fasting plasma glucose (r � –0.12, NS), triglycerides
(r � –0.25, NS), free fatty acids (r � –0.24, NS), blood
pressure (BP) (r � –0.04 and r � –0.12 for systolic and
diastolic BP, respectively, both NS), or OGIS index (r �

0.21, NS).
In healthy but not in obese participants, fasting plasma

glucose and insulin showed strong correlations with blood
flow (r � 0.60, P � .02 and r � 0.80, P � .002), whereas
in all obese participants, pancreatic blood flow correlated
inversely with the intra-abdominal adipose tissue volume
(Figure 3C) and with HbA1c (r � –0.48, P � .01).

Pancreatic fat content is increased in obesity, in associa-
tionwithlowerglucoseuptakeandbloodflowbutnotwith
FA uptake. The pancreatic fat index, FIP, was 5-times
higher in obese as compared to nonobese participants (Fig-
ure 4A) but similar between obese with and without type
2 diabetes (NS). FIP was inversely related with systemic
insulin sensitivity (r � –0.48, P � .007) and HDL:cho-
lesterol –ratio (r � –0.33, P � .006), and was associated
positively with HbA1c (r � 0.28, P � .02). No relationship
was found between FIP and fasting plasma glucose or FFA
levels (r � 0.18 and r � 0.04, respectively; both NS).

Pancreatic fat was a significant predictor of pancreatic
blood flow (Figure 4B) and pancreatic glucose uptake dur-
ing both fasting (r � –0.46, P � .02) and hyperinsulinemic
states (Figure 4C). It was not associated with pancreatic
FA uptake (Figure 4D).

High pancreatic FA uptake, fat accumulation (FIP) and
impaired blood flow are associated with �-cell
dysfunction.Compared tohealthyparticipants, insulin se-
cretory capacity and model-derived �-cell function pa-
rameters (ie, insulin secretion at reference glucose level,
glucose sensitivity, rate sensitivity and potentiation factor
ratio) were considerably impaired in the obese group (Ta-
ble 1). In pooled data, pancreatic FA uptake and FIP cor-
related inversely with the potentiation factor ratio (Figure
5A) and associated positively with the mean incremental
glucose during OGTT (Figure 5B), whereas glucose up-
take during fasting and HEC was not associated with any
of these �-cell function parameters (Supplemental Tables
2–5). Pancreatic blood flow was associated with �-cell
glucose sensitivity (Figure 5C), insulinogenic index (Fig-
ure 5D) and mean incremental glucose during OGTT (r �

–0.45, P � .004) (Supplemental Table 6).

Figure 3. Pancreatic blood flow was significantly lower in obese
participants than in controls with no difference between obese
participants with and without type 2 diabetes (A). In pooled data,
pancreatic blood flow was associated with portal vein blood flow (B).
The intra-abdominal adipose tissue volume was negatively associated
with pancreatic blood flow (C). White circles, controls; Black circles,
obese. *P � .05, †P � .01 for all obese, nondiabetic or diabetic vs
controls. NS, not statistically significant.
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Discussion

In this study, we showed for the first time in humans, that
obesity and peripheral insulin resistance are associated
with marked changes in pancreatic metabolism and im-
pairment in pancreatic blood flow, with parallel defect in
�-cell function. We did not find evidence for glucose-me-
diated toxicity.

The most salient finding of the study was that pancre-
atic blood flow was impaired in obese individuals, and this
reduction in blood flow was associated with lower �-cell
glucose sensitivity, insulinogenic index and mean incre-
mental glucose during an OGTT. Previous mice studies
show that islets with a greater perfusion have higher func-
tional activity and that vascularization is necessary for the
adequate function of pancreatic islets (9, 29). Pancreatic
islets receive nearly 20% of whole pancreatic blood flow
(10), and an adequate blood flow permits the entry of
insulin secretagogues (glucose, incretins), oxygen and nu-
trients into the islets, affecting �-cell proliferation (9). The
current PET technology – with a resolution 25 times larger
than the mean size of an islet – cannot differentiate islets
blood flow from whole pancreatic flow. However, the
pancreas is characterized by very high blood flow com-
pared to other GI organs (Figure 1A-B, 11), and even mi-

nor deteriorations in whole pancre-
atic blood flow will affect
considerably islet blood flow.

In addition, the relationship be-
tween �-cell function parameters
and pancreatic blood flow suggests
strongly the involvement of islet hy-
poperfusion in the dysregulation of
the endocrine pancreas. Experimen-
tal intermittent hypoxia leads to at-
tenuated GSIS by down-regulating
CD38 transcription (30). Recently,
Dai et al showed that in response to
insulin resistance, the pancreatic islet
vasculature undergoes dilation (31).
If this counter-regulatory mecha-
nism occurred in our study, it was
not sufficient to normalize pancre-
atic blood flow and �-cell function in
our obese participants.

Together with obesity, age was a
strong negative modulator of pan-
creatic blood flow. Other negative
determinants included a large intra-
abdominal adipose tissue volume,
high pancreatic fat content and a
poor lipid profile. In healthy partic-
ipants, plasma glucose and insulin

levels were associated positively with blood flow, con-
firming previous observations in animal studies (32). The
imbalance between these factors in diabetic and nondia-
betic obese groups may explain the lack of difference in
blood flow in these obese subgroups.

Previous studies investigating the effects of fat on pan-
creatic endocrine function have been performed by mea-
suring pancreatic fat content or percentage. Because pan-
creatic lipid accumulation occurs mostly in the exocrine
(either extralobular or intracellular) parts of the organ, it
is difficult to determine the direct consequences of pan-
creatic fat on islets function (33, 34). In addition to mea-
suring pancreatic fat content using In-Phase and Out-of-
Phase MRI, we utilized [18F]FTHA-PET. This provided
dynamic information, and showed thatbothpancreatic fat
content and fatty acid uptake are greater in obese individ-
uals. Our data indicate that the increase in pancreatic FA
uptake observed in obese participants was due to the ex-
cess of FFA delivered through the bloodstream. Both
plasma fatty acid levels and pancreatic FA uptake values
correlated strongly with the OGIS index implying that the
excessive pancreatic FA uptake occurs as consequence of
insulin resistance in adipose tissue. In skeletal muscle,
liver, myocardium, and brain, adipose tissue fatty acid

Figure 4. From human data, pancreatic fat content was estimated from In- and Out-of-Phase
MR images showing great interindividual variability. It was 5-times higher in obese participants
than in controls (A). No difference was found in fat content between participants with and
without type 2 diabetes. Pancreatic fat content was associated inversely with both pancreatic
glucose uptake (B, during HEC) and blood flow (C). Pancreatic fat content and FA uptake were
not associated directly (D). †P � .01, ‡P � .001 for all obese, nondiabetic or diabetic vs controls.
NS, not statistically significant.
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release or spillover affects their function (17, 18, 35). Al-
though in vitro islet exposure to fatty acids inhibits GSIS,
consensus on the in vivo effects of fat on the endocrine
functions of the pancreas is lacking (36). Tushuizen et al
(4) showed that the pancreatic fat percentage was higher
in diabetic than nondiabetic men, and that lipid accumu-
lation correlated negatively with multiple �-cell function
parameters. This was confirmed in our data, in which the
pancreatic fat content was 5-times higher in obese partic-
ipants together with higher FA uptake rates, and was as-
sociated with parameters of �-cell function (Supplemental
Tables 2, 3), regardless of the presence of diabetes. These
results imply that lipids per se produce toxicity to the pan-
creatic endocrine function, in line with animal studies
showing that the overexpression of facilitated FA trans-
port protein CD36 blunted insulin secretion (37). Auto-
radiography studies in mice showed that obesity was as-
sociated with a redistribution in FA uptake within the
organ in favor of the exocrine pancreas, as a 30% greater
gradient in [18F]FTHA accumulation between the exo-
crine and the endocrine pancreas was found in obese vs
lean mice. This finding suggests that islets respond to an
FA overload by a partial down-regulation of FA uptake.

A previous study (38) has shown that an acute FA load
reduces splanchnic glucose uptake and fractional extrac-
tion by 17% during oral glucose intake and hyperinsu-

linemic euglycemia. In line with this,
we showed that pancreatic glucose
uptake was 23 and 32% lower in
obese participants than in lean con-
trols during the fasting state and hy-
perinsulinemic euglycemia, respec-
tively. The defect in glucose uptake
likely involve pancreatic islets, since
[18F]FDG was evenly distributed be-
tween the exocrine and endocrine
pancreas in our animal autoradiog-
raphy experiments. No evidence was
found to support glucotoxicity (Sup-
plemental Tables 4, 5). Glucose is a
significant stimulator of the fatty
acid transport system (pm-FATP,
TABP family, CD36; 39, 40) and the
impairment in glucose uptake in our
results suggest a mechanism that
down-regulates FA uptake in islets
and circumscribe the FA-dependent
deterioration in �-cell function.

Due to the radiation dosage,
[18F]FDG and [18F]FTHA studies
were conducted in different carefully
matched groups. Most participants
were females, and this skewed sex

distribution may have a modest effect on the interpreta-
tion of results. Notably intra-individual variation of pan-
creatic metabolic rate and blood flow was observed. This,
in addition to minor error (5%–10%) associated with the
reproducibility of PET data, may have weakened the
strength of associations.

In conclusion, this is the first study to assess pancreatic
metabolism and �-cell function, in humans. Morbid obe-
sity shifts the preferred pancreatic energy substrate, lead-
ing to a predominant usage and accumulation of lipids
over glucose. Impairment in pancreatic blood flow may
affect �-cell dysfunction in long-standing obesity and in-
sulin resistance. Further studies are warranted to investi-
gate the reversibility of the pancreatic metabolic shift and
of the defect in blood flow after weight-loss and the role of
splanchnic blood flow as a regulator of intermediary
metabolism.

Acknowledgments

The authors thank the staff of the Turku PET Centre and Turku
University Central Hospital for performing PET, MRI and CT
imaging and laboratory analyses, PhD Andrea Mari for his su-
perb expertise in the area of �-cell modeling and assistance in the
interpretation of results, MSc Ville Aalto for his statistical ex-

Figure 5. Pancreatic FA uptake, lipid accumulation and impaired blood flow were associated
with a lower pancreatic endocrine function, as represented by several �-cell function parameters
(more details are given in Supplemental Tables 2–7). In pooled data, FA uptake (A) and lipid
accumulation (B) were correlated inversely with the potentiation factor ratio and mean
incremental glucose during the OGTT. Pancreatic blood flow correlated with multiple parameters
of �-cell function, including glucose sensitivity (C) and insulinogenic index (D).

8 Obesity and Pancreatic Function J Clin Endocrinol Metab

The Endocrine Society. Downloaded from press.endocrine.org by [${individualUser.displayName}] on 19 February 2014. at 12:16 For personal use only. No other uses without permission. . All rights reserved.



pertise, MSc Tam Pham for the performance of fat mass analyses,
and study nurse Mia Koutu for her assistance. PhD Robert M.
Badeau provided the scientific proofreading and language edit-
ing of this manuscript.

The results of this study were presented in an oral session
(clinical findings) at the 49th European Association for the Study
of Diabetes (EASD, Düsseldorf, Germany) annual meeting in
Barcelona, 23–27 September 2013, and in a poster session (PET
validation) at the 48th EASD annual meeting in Berlin, 1–5 Oc-
tober 2012.

AUTHOR CONTRIBUTIONS: H.H. acquired and re-
searched data, wrote the manuscript, and contributed to the dis-
cussion. J.C.H. acquired and researched data, contributed to
discussion, and edited the manuscript. M.T., H.K., N.K. and
A.R. acquired data, contributed to the discussion, and edited the
manuscript. P.S., M.S., and contributed to the discussion, and
edited the manuscript. K.M., M.H.-S., and R.P. acquired and
researched data, and edited the manuscript. V.S. and V.O. of-
fered technical support, researched data, and contributed to the
discussion. P.I. researched data, wrote the manuscript, and con-
tributed to the discussion. P.N. was 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. All authors approved the final version of
manuscript.

Address all correspondence and requests for reprints to: Pirjo
Nuutila, M.D., PhD, Professor of Metabolic Research, Turku
PET Centre, University of Turku, PL 52, FIN-20520, Turku,
Finland, telephone �35840 162 6834, e-mail
pirjo.nuutila@utu.fi.

Disclosure statement Authors declare that there is no conflict
of interest associated with this manuscript.

This work was supported by Supporting grants The study was
conducted within the Finnish Centre of Excellence in Molecular
Imaging in Cardiovascular and Metabolic Research and was sup-
ported by the Academy of Finland, Turku University Founda-
tion, South-Western Finland Cultural Foundation, Jalmari and
Rauha Ahokas Foundation, The Diabetes Research Foundation,
Maud Kuistila Memorial Foundation and Turku University
Hospital Foundation.

References

1. Lin Y, Sun Z. Current views on type 2 diabetes. J Endocrinol. 2010;
204:1–11.

2. Heni M, Machann J, Staiger H, Schwenzer NF, Peter A, Schick F,
Claussen CD, Stefan N, Haring HU, Fritsche A. Pancreatic fat is
negatively associated with insulin secretion in individuals with im-
paired fasting glucose and/or impaired glucose tolerance: A nuclear
magnetic resonance study. Diabetes Metab Res Rev. 2010;26:200–
205.

3. Lingvay I, Esser V, Legendre JL, Price AL, Wertz KM, Adams-Huet
B, Zhang S, Unger RH, Szczepaniak LS. Noninvasive quantification
of pancreatic fat in humans. J Clin Endocrinol Metab. 2009;94:
4070–4076.

4. Tushuizen ME, Bunck MC, Pouwels PJ, Bontemps S, van Waesber-
ghe JH, Schindhelm RK, Mari A, Heine RJ, Diamant M. Pancreatic

fat content and beta-cell function in men with and without type 2
diabetes. Diabetes Care. 2007;30:2916–2921.

5. Yaney GC, Corkey BE. Fatty acid metabolism and insulin secretion
in pancreatic beta cells. Diabetologia. 2003;46:1297–1312.

6. Mari A, Tura A, Natali A, Laville M, Laakso M, Gabriel R, Beck-
Nielsen H, Ferrannini E, RISC Investigators. Impaired beta cell glu-
cose sensitivity rather than inadequate compensation for insulin re-
sistance is the dominant defect in glucose intolerance. Diabetologia
2010;53:749–756.

7. Kwon G, Marshall CA, Pappan KL, Remedi MS, McDaniel ML.
Signaling elements involved in the metabolic regulation of mTOR by
nutrients, incretins, and growth factors in islets. Diabetes 53 Suppl.
2004;3:S225–32.

8. Solomon TP, Knudsen SH, Karstoft K, Winding K, Holst JJ, Ped-
ersen BK. Examining the effects of hyperglycemia on pancreatic
endocrine function in humans: Evidence for in vivo glucotoxicity.
J Clin Endocrinol Metab. 2012;97:4682–4691.

9. Lau J, Svensson J, Grapensparr L, Johansson A, Carlsson PO. Su-
perior beta cell proliferation, function and gene expression in a sub-
population of rat islets identified by high blood perfusion. Diabe-
tologia. 2012;55:1390–1399.

10. Jansson L. The regulation of pancreatic islet blood flow. Diabetes
Metab Rev. 1994;10:407–416.

11. Tsushima Y, Miyazaki M, Taketomi-Takahashi A, Endo K. Feasi-
bility of measuring human pancreatic perfusion in vivo using imag-
ing techniques. Pancreas. 2011;40:747–752.

12. Honka H, Makinen J, Hannukainen JC, Tarkia M, Oikonen V,
Teras M, Fagerholm V, Ishizu T, Saraste A, Stark C, Vahasilta T,
Salminen P, Kirjavainen A, Soinio M, Gastaldelli A, Knuuti J, Iozzo
P, Nuutila P. Validation of [18F]fluorodeoxyglucose and positron
emission tomography (PET) for the measurement of intestinal me-
tabolism in pigs, and evidence of intestinal insulin resistance in pa-
tients with morbid obesity. Diabetologia. 2013;56:893–900.

13. Helmio M, Victorzon M, Ovaska J, Leivonen M, Juuti A, Jaser N,
Peromaa P, Tolonen P, Hurme S, Salminen P. SLEEVEPASS: A ran-
domized prospective multicenter study comparing laparoscopic
sleeve gastrectomy and gastric bypass in the treatment of morbid
obesity: Preliminary results. Surg Endosc. 2012;26:2521–2526.

14. Nuutila P, Koivisto VA, Knuuti J, Ruotsalainen U, Teras M,
Haaparanta M, Bergman J, Solin O, Voipio-Pulkki LM, Wegelius U.
Glucose-free fatty acid cycle operates in human heart and skeletal
muscle in vivo. J Clin Invest. 1992;89:1767–1774.

15. DeFronzo RA, Tobin JD, Andres R. Glucose clamp technique: A
method for quantifying insulin secretion and resistance. Am J
Physiol. 1979;237:E214–23.

16. Liukko KE, Oikonen VJ, Tolvanen TK, Virtanen KA, Viljanen AP,
Sipilä HT, Nuutila P, Iozzo P. Non-invasive estimation of subcuta-
neous and visceral adipose tissue blood flow by using (15O)H2O
PET with image derived input functions. 2007;1:7–7–13.

17. Iozzo P, Turpeinen AK, Takala T, Oikonen V, Solin O, Ferrannini
E, Nuutila P, Knuuti J. Liver uptake of free fatty acids in vivo in
humans as determined with 14( R, S)-[18F]fluoro-6-thia-heptade-
canoic acid and PET. Eur J Nucl Med Mol Imaging 2003;30:1160–
1164.

18. Karmi A, Iozzo P, Viljanen A, Hirvonen J, Fielding BA, Virtanen K,
Oikonen V, Kemppainen J, Viljanen T, Guiducci L, Haaparanta-
Solin M, Nagren K, Solin O, Nuutila P. Increased brain fatty acid
uptake in metabolic syndrome. Diabetes. 2010;59:2171–2177.

19. Germano G, Chen BC, Huang SC, Gambhir SS, Hoffman EJ, Phelps
ME. Use of the abdominal aorta for arterial input function deter-
mination in hepatic and renal PET studies. J Nucl Med. 1992;33:
613–620.

20. Haaparanta M, Paul R, Gronroos T, Bergman J, Kamarainen EL,
Solin O. Microdialysis and 2-[18F]fluoro-2-deoxy-D-glucose
(FDG): A study on insulin action on FDG transport, uptake and
metabolism in rat muscle, liver and adipose tissue. Life Sci. 2003;
73:1437–1451.

21. Kraegen EW, James DE, Jenkins AB, Chisholm DJ. Dose-response

doi: 10.1210/jc.2013-4369 jcem.endojournals.org 9

The Endocrine Society. Downloaded from press.endocrine.org by [${individualUser.displayName}] on 19 February 2014. at 12:16 For personal use only. No other uses without permission. . All rights reserved.

mailto:pirjo.nuutila@utu.fi


curves for in vivo insulin sensitivity in individual tissues in rats. Am J
Physiol. 1985;248:E353–62.

22. Ishizu K, Nishizawa S, Yonekura Y, Sadato N, Magata Y, Tamaki
N, Tsuchida T, Okazawa H, Miyatake S, Ishikawa M. Effects of
hyperglycemia on FDG uptake in human brain and glioma. J Nucl
Med. 1994;35:1104–1109.

23. Thie JA. Clarification of a fractional uptake concept. J Nucl Med.
1995;36:711–712.

24. Peltoniemi P, Lonnroth P, Laine H, Oikonen V, Tolvanen T, Gron-
roos T, Strindberg L, Knuuti J, Nuutila P. Lumped constant for
[(18)F]fluorodeoxyglucose in skeletal muscles of obese and nono-
bese humans. Am J Physiol Endocrinol Metab. 2000;279:E1122–
30.

25. Kety SS, Schmidt CF. Measurement of cerebral blood flow and ce-
rebral oxygen consumption in man. Fed Proc. 1946;5:264.

26. Kudomi N, Slimani L, Jarvisalo MJ, Kiss J, Lautamaki R, Naum GA,
Savunen T, Knuuti J, Iida H, Nuutila P, Iozzo P. Non-invasive es-
timation of hepatic blood perfusion from H2 15O PET images using
tissue-derived arterial and portal input functions. Eur J Nucl Med
Mol Imaging. 2008;35:1899–1911.

27. Schwenzer NF, Machann J, Martirosian P, Stefan N, Schraml C,
Fritsche A, Claussen CD, Schick F. Quantification of pancreatic
lipomatosis and liver steatosis by MRI: Comparison of in/opposed-
phase and spectral-spatial excitation techniques. Invest Radiol.
2008;43:330–337.

28. Silvola JM, Saraste A, Laitinen I, Savisto N, Laine VJ, Heinonen SE,
Yla-Herttuala S, Saukko P, Nuutila P, Roivainen A, Knuuti J. Effects
of age, diet, and type 2 diabetes on the development and FDG uptake
of atherosclerotic plaques. JACC Cardiovasc Imaging. 2011;4:
1294–1301.

29. Reinert RB, Brissova M, Shostak A, Pan FC, Poffenberger G, Cai Q,
Hundemer GL, Kantz J, Thompson CS, Dai C, McGuinness OP,
Powers AC. Vascular endothelial growth factor-A and islet vascu-
larization are necessary in developing, but not adult, pancreatic is-
lets. Diabetes. 2013

30. Ota H, Tamaki S, Itaya-Hironaka A, Yamauchi A, Sakuramoto-
Tsuchida S, Morioka T, Takasawa S, Kimura H. Attenuation of
glucose-induced insulin secretion by intermittent hypoxia via down-
regulation of CD38. Life Sci. 2012;90:206–211.

31. Dai C, Brissova M, Reinert RB, Nyman L, Liu EH, Thompson C,
Shostak A, Shiota M, Takahashi T, Powers AC. Pancreatic islet
vasculature adapts to insulin resistance through dilation and not
angiogenesis. Diabetes. 2013.

32. Jansson L, Andersson A, Bodin B, Kallskog O. Pancreatic islet blood
flow during euglycaemic, hyperinsulinaemic clamp in anaesthetized
rats. Acta Physiol (Oxf). 2007;189:319–324.

33. Kusminski CM, Shetty S, Orci L, Unger RH, Scherer PE. Diabetes
and apoptosis: Lipotoxicity. Apoptosis. 2009;14:1484–1495.

34. Saisho Y, Butler AE, Meier JJ, Monchamp T, Allen-Auerbach M,
Rizza RA, Butler PC. Pancreas volumes in humans from birth to age
one hundred taking into account sex, obesity, and presence of type-2
diabetes. Clin Anat. 2007;20:933–942.

35. Labbe SM, Croteau E, Grenier-Larouche T, Frisch F, Ouellet R,
Langlois R, Guerin B, Turcotte EE, Carpentier AC. Normal post-
prandial nonesterified fatty acid uptake in muscles despite increased
circulating fatty acids in type 2 diabetes. Diabetes. 2011;60:408–
415.

36. Zhou YP, Grill VE. Long-term exposure of rat pancreatic islets to
fatty acids inhibits glucose-induced insulin secretion and biosynthe-
sis through a glucose fatty acid cycle. J Clin Invest. 1994;93:870–
876.

37. Wallin T, Ma Z, Ogata H, Jorgensen IH, Iezzi M, Wang H, Woll-
heim CB, Bjorklund A. Facilitation of fatty acid uptake by CD36 in
insulin-producing cells reduces fatty-acid-induced insulin secretion
and glucose regulation of fatty acid oxidation. Biochim Biophys
Acta. 2010;1801:191–197.

38. Bajaj M, Pratipanawatr T, Berria R, Pratipanawatr W, Kashyap S,
Cusi K, Mandarino L, DeFronzo RA. Free fatty acids reduce
splanchnic and peripheral glucose uptake in patients with type 2
diabetes. Diabetes. 2002;51:3043–3048.

39. Hyder A, Zenhom M, Klapper M, Herrmann J, Schrezenmeir J.
Expression of fatty acid binding proteins 3 and 5 genes in rat pan-
creatic islets and INS-1E cells: Regulation by fatty acids and glucose.
Islets. 2010;2:174–184.

40. Kim YW, Moon JS, Seo YJ, Park SY, Kim JY, Yoon JS, Lee IK, Lee
HW, Won KC. Inhibition of fatty acid translocase cluster determi-
nant 36 (CD36), stimulated by hyperglycemia, prevents glucotox-
icity in INS-1 cells. Biochem Biophys Res Commun. 2012;420:462–
466.

10 Obesity and Pancreatic Function J Clin Endocrinol Metab

The Endocrine Society. Downloaded from press.endocrine.org by [${individualUser.displayName}] on 19 February 2014. at 12:16 For personal use only. No other uses without permission. . All rights reserved.


