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OBJECTIVE — To measure ghrelin and energy intake in the laboratory after pioglitazone
treatment.

RESEARCH DESIGN AND METHODS — This was a parallel, three-arm study with 51
obese diabetic subjects randomized to either 1) pioglitazone plus a portion-controlled diet
(Pio+PC), 2) pioglitazone plus American Diabetes Association (ADA) dietary advice
(Pio+ADA), or 3) metformin plus ADA advice (Met+ADA). Energy intake and the suppressive
response of a meal on ghrelin were measured at weeks 0 and 16. Mixed models tested if changes
from week 0 to 16 differed by group.

RESULTS — The Pio+ADA group had a significantly larger increase (P < 0.05) in energy
intake ([adjusted means * SE| 207 * 53 kcal) compared with the Pio+PC (50 % 46 kcal) and
Met+ADA (52 * 49 kcal) groups. Change in restraint and disinhibition (variables associated
with eating behavior) mediated weight change. Ghrelin suppression increased in the Pio+ADA

group, which gained weight.

CONCLUSIONS — A portion-controlled diet attenuated the increase in energy intake after
pioglitazone. Ghrelin responded to weight change not pioglitazone exposure.

hiazolidinediones (TZDs) improve

insulin sensitivity (1) and shift visceral

fat to subcutaneous fat (2). TZDs are
associated with weight gain (3,4), which
can negatively affect treatment acceptabil-
ity. It is unclear if increased energy intake is
responsible for TZD-associated weight gain.
The effect of TZDs on ghrelin in the absence
of weight gain is also unclear.

This study tested the effect of piogli-
tazone treatment on 1) energy intake,
measured in the laboratory; 2) ghrelin; 3)
appetite; 4) dietary restraint and disinhi-
bition; and 5) food cravings. Potential me-
diators of energy intake and weight
change were also examined.

RESEARCH DESIGN AND

METHODS — Participants (51 obese
men and women) aged 35-75 years who
were diagnosed with type 2 diabetes were
enrolled. The study was approved by the
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institutional review board, and participants
provided written informed consent. Com-
plete descriptions of the study are described
elsewhere (5). Participants had not been
previously treated with TZDs and were not
using drugs that affect metabolism or body
weight (e.g., sibutramine).

Treatment arms

Participants were randomly assigned to
one of three treatment groups for the 16-
week study: 1) pioglitazone plus standard
dietary advice from the American Diabe-
tes Association (ADA) (Pio+ADA); 2)
pioglitazone plus a portion-controlled
diet (Pio+PC); and 3) an active control
group, metformin plus ADA advice
(Met+ADA). These treatments have been
previously described (5). Briefly, all par-
ticipants were prescribed a diet that was
500 kcal/day less than their energy re-
quirements. The Pio+PC group drank
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one Glucerna (290 kcal) for breakfast and
one for lunch, with a planned evening
meal.

Outcome variables
Change from baseline to week 16 (week
16 minus week 0) on the following vari-
ables was quantified.

Four hours after a 371-kcal breakfast,
energy intake was measured objectively at
lunch in the laboratory using methods
that produce repeatable/reliable energy
intake measurements (6). Serum ghrelin
levels were measured before and 2 h after
the start of lunch to quantify ghrelin re-
sponse to a meal (postmeal minus pre-
meal). Ratings of hunger, desire to eat,
fullness, and prospective food consump-
tion were measured with visual analog
scales (VASs) (7) before and after lunch.
The eating inventory quantified dietary
restraint (the intent to restrict energy in-
take) and disinhibition (the tendency to
overeat) (8). The food-craving inventory
(FCI) measured general cravings (total
score) and cravings for the following spe-
cific types of foods: sweets, high fats, car-
bohydrates/starches, fruits/vegetables,
and fast-food fats (9).

Data analyses
Analyses were conducted with a = 0.05
using SAS version 9.0 (Cary, NC). Mixed
models tested if change on the outcome
variables differed by group (baseline val-
ues were covariates). Posthocs tested for
differences among the three groups.
Regression methods (10) were used
to test for mediators of differential body
weight change between the Pio+PC and
Pio+ADA groups. The following possible
mediators were tested: ghrelin, energy in-
take, dietary restraint, and disinhibition.
Pearson correlation coefficients were cal-
culated to determine the amount of vari-
ance in body weight (and energy intake)
change that was accounted for by change
in restraint and disinhibition.

RESULTS — Forty-eight of 51 partici-
pants completed the trial (2 subjects
dropped out from the Pio+ADA and 1
from the Met+ADA group). As previ-
ously reported (5), Pio+ADA gained
(means * SD) 2.15 = 1.09 kg, Met+ADA
lost 3.21 = 0.7 kg, and Pio+PC lost
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2.59 £ 1.25 kg. The Pio+ADA group had
a smaller decrease in visceral fat com-
pared with Pio+PC group but a larger
increase in deep subcutaneous fat com-
pared with the Met+ADA group (5).

Baseline characteristics and change in
outcome variables are provided in Table
1. Energy intake increased significantly in
the Pio+ADA (P < 0.001) but not the
Met+ADA (P = 0.30) or Pio+PC (P =
0.28) groups. Increased energy intake in
the Pio+ADA group was significantly
larger than the Met+ADA and Pio+PC
groups (P < 0.05). The difference in least
squares (LS) means = SE between the
Pio+ADA and Met+ADA and Pio+ADA
and Pio+PC groups was 155 = 73 and
157 %= 70 kcal, respectively.

The Pio+ADA group had a signifi-
cantly larger meal-induced suppression
of ghrelin at week 16 compared with
week 0, which was significantly larger
than the nonsignificant changes in the
Met+ADA and Pio+PC groups. The
within-run assay coefficient of variation
was 10%. Change in appetite ratings did
not differ significantly among the groups
(datanot shown) (P> 0.25). The Pio+PC
group had a significant increase in dietary
restraint and a decrease in disinhibi-
tion and hunger. Change in these end
points differed significantly between the
Pio+PC and Pio+ADA groups (P <
0.01). The difference in LS means *= SE
between the Pio+PC and Pio+ADA
groups on restraint and disinhibition was
48 = 14 and 2.5 = 0.9, respectively.
The Met+ADA group experienced a sig-
nificant decrease in general cravings and
cravings for high-fat foods. Change in
cravings did not differ among groups (P >
0.06).

Change in restraint and disinhibition
mediated differential weight change be-
tween the Pio+PC and Pio+ADA groups.
Mediators of energy intake change were
nonsignificant. Change in restraint and
disinhibition were negatively (r = —0.53,
P < 0.001) and positively (r = 0.39, P <
0.01) associated with change in body
weight, accounting for 28.4 and 15.2% of
body weight change variance, respec-
tively. Change in restraint and disinhibi-
tion were negatively (r = —0.44, P <
0.01) and positively (r = 0.31, P < 0.05)
associated with change in energy intake,
accounting for 19 and 9.3% of energy in-
take change variance, respectively.

CONCLUSIONS — This is the first
study to demonstrate that pairing piogli-
tazone treatment with a portion-
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Table 1—Baseline (week 0) participant characteristics and change on outcome variables from

week 0 to 16
Met+ADA Pio+ADA Pio+PC
n 16 14 18
Sex (male/female) 6/10 4/10 6/12
Race (percent white) 62.5 78.5 50
Age (years) 569 *2.0 502 %25 557 2.4
Weight (kg) 97.8 + 3.8 985 + 3.4 953 + 45
BMI (kg/m?) 36.4 + 1.7 357+ 1.7 343+ 1.4
Waist circumference (cm)
Men 103 =5 109 = 6 110 =7
Women 114 =5 113 £3 102 = 4
A1C (percent) 6.0*+0.2 62 *0.2 6.4*02
Glucose (mg/dl) 129 = 6 140 = 8 135+ 5
Insulin (WU/ml) 188 2.0 194 +18 18822
Homeostasis model assessment of
insulin resistance 2.730.29 2.66 = 0.22 2.72 =048
Total energy intake (kcal) 559 * 80 462 *+ 49 509 * 50
Change from week 0 to week 16 52 + 497 207 * 53%P 50 + 46°
Ghrelin change after a meal (pg/ml),
week 0 —54.2 £ 1268 —102.9x124.6 —18.1 £91.6
Ghrelin change after a meal (pg/mD),
week 16+ —43.7 £ 93.7 —1724 x107.2 —465 £ 112.2
Change from week 0 to week 16 114 +251*  —103.3 *27.6*> —1.9 * 24.9*
Eating inventory
Hunger 62*1.0 59+1.0 6.6 0.8
Change from week 0 to week 16 —0.6 + 0.6 0.1 £0.64° —14=*0.58*
Restraint 10309 9.0*x13 9.7*12
Change from week 0 to week 16 1.8 =0.95% —0.8 £1.02% 4.0 = 0.92%°
Disinhibition 76 1.0 84*1.0 89 *09
Change from week 0 to week 16~ —0.3 = 0.64* 09 *068" —15=*062%"
Food-craving inventory
High fats 2.60 £0.18 2.10 £ 0.16 250 £0.12
Change from week 0 to week 16 ~ —0.25 £ 0.11**  —0.19 = 0.12° 0.01 =0.1°
Sweets 2.70 £ 0.20 230 £0.21 2.50 £0.17
Change from week 0 to week 16 ~ —0.20 £ 0.16% —0.24 +0.17" —0.25 £ 0.15"
Carbohydrates/starches 2.60 = 0.23 220 +0.16 240 £0.12
Change from week 0 to week 16~ —0.17 £ 0.12% —0.07 £0.12* -0.13 £0.117
Fast-food fats 2.80 £0.23 230 *£0.13 240 =0.19
Change from week 0 to week 16 ~ —0.26 £ 0.14° —0.22 £0.15* —0.08 £0.13%
Fruits and vegetables 2.80 £ 0.25 220 £ 0.24 2.60 = 0.15
Change from week 0 to week 16~ —0.20 £ 0.14* —0.08 = 0.15° 0.16 £ 0.13*
Total score 2.70 £ 0.18 220 £0.16 2.50 £0.10
Change from week 0 to week 16 ~ —0.21 £ 0.1*° —0.15*+0.11* —=0.07 = 0.1*

Data are means * SE. LS means * SE, which are adjusted for baseline values, depict change on the outcome
variables from week 0 to 16 and are included below the week 0 values. *Change score differed significantly
from 0 (P < 0.05). Lettered superscripts that differ indicate that those groups’ change scores differed
significantly from each other (P < 0.05). tThe suppression of ghrelin after a meal at week 0 and week 16 is

included in the table.

controlled diet (Pio+PC) attenuates
pioglitazone-associated increases in en-
ergy intake. Suppression of ghrelin in re-
sponse to a meal increased only in the
group who gained weight (Pio+ADA), in-
dicating that ghrelin suppression is de-
pendent on body weight change and not
pioglitazone treatment. The results indi-
cate that pioglitazone-associated weight
gain is secondary to increased energy in-

take. Larger increases in restraint and de-
creases in disinhibition were observed in
the Pio+PC group, with restraint account-
ing for 28.4% of the variance in body weight
change. Change in restraint and disinhibi-
tion mediated weight change.

Strengths of the study include the ob-
jective measurement of energy intake in a
controlled study design. Limitations in-
clude measuring energy intake during
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only one meal before and after short-term
treatment. Further research is warranted
to examine the long-term effect of piogli-
tazone treatment on energy and macronu-
trient intake.

Acknowledgments— C.K.M. is supported
by National Institutes of Health Grant K23
DKO068052.

This research was supported by Takeda
Pharmaceuticals, Lincolnshire, IL. S.R.S. and
G.A.B. received research support in the form
of investigator-initiated research from Takeda
Pharmaceuticals North America, and an inves-
tigator-initiated research project with Takeda
Pharmaceuticals North America proposed by
F.L.G. is under consideration. S.R.S. has been
a consultant, received honoraria for speaking,
and served on advisory boards for Takeda
Pharmaceuticals North America. No other po-
tential conflicts of interest relevant to this ar-
ticle were reported.

References
1. Forst T, Karagiannis E, Lubben G, Hoh-
berg C, Schondorf T, Dikta G, Drexler M,

Morcos M, Danschel W, Borchert M,
Pfutzner A. Pleiotrophic and anti-inflam-
matory effects of pioglitazone precede the
metabolic activity in type 2 diabetic pa-
tients with coronary artery disease. Ath-
erosclerosis 2008;197:311-317

. Miyazaki Y, Mahankali A, Matsuda M,

Mahankali S, Hardies J, Cusi K, Man-
darino LJ, DeFronzo RA. Effect of piogli-
tazone on abdominal fat distribution and
insulin sensitivity in type 2 diabetic pa-
tients. J Clin Endocrinol Metab 2002;87:
2784-2791

. 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. ] Diabetes Complica-
tions, 2009 [Epub ahead of print]

. Smith SR, De Jonge L, Volaufova J, Li Y,

Xie H, Bray GA. Effect of pioglitazone on
body composition and energy expendi-
ture: a randomized controlled trial. Me-
tabolism 2005;54:24-32

. Gupta AK, Smith SR, Greenway FL, Bray

GA. Pioglitazone treatment in type 2 dia-
betes mellitus when combined with por-
tion control diet modifies the metabolic

10.

syndrome. Diabetes Obes Metab 2009;
11:330-337

. Martin CK, Williamson DA, Geiselman

PJ, Walden H, Smeets M, Morales S, Red-
mann S Jr. Consistency of food intake
over four eating sessions in the laboratory.
Eat Behav 2005;6:365-372

. Flint A, Raben A, Blundell JE, and Astrup

A. Reproducibility, power and validity of
visual analogue scales in assessment of ap-
petite sensations in single test meal stud-
ies. Int J Obes Relat Metab Disord 2000;
24:38-48

. Stunkard AJ, Messick S. Eating Inventory

Manual (The Psychological Corporation).
San Antonio, TX, Harcourt Brace & Com-
pany, 1988

. White MA, Whisenhunt BL, Williamson

DA, Greenway FL, Netemeyer RG. Devel-
opment and validation of the food-crav-
ing inventory. Obes Res 2002;10:107-
114

Baron RM, Kenny DA. The moderator-
mediator variable distinction in social
psychological research: conceptual, stra-
tegic, and statistical considerations. J Pers
Soc Psychol 1986;51:1173-1182

744 DiABETES CARE, VOLUME 33, NUMBER 4, APriL 2010

care.diabetesjournals.org



