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Marked and rapid decreases of circulating leptin
in streptozotocin diabetic rats: reversal by insulin

PETER J. HAVEL, JANET Y. URIU-HARE, TINA LIU, KIMBER L. STANHOPE,
JUDITH S. STERN, CARL L. KEEN, AND BO AHRÉN
Department of Nutrition, University of California, Davis, California 95616;
and Department of Medicine, Lund University, S-20502 Malmö, Sweden

Havel, Peter J., Janet Y. Uriu-Hare, Tina Liu, Kimber
L. Stanhope, Judith S. Stern, Carl L. Keen, and Bo
Ahrén. Marked and rapid decreases of circulating leptin in
streptozotocin diabetic rats: reversal by insulin. Am. J.
Physiol. 274 (Regulatory Integrative Comp. Physiol. 43):
R1482–R1491, 1998.—Evidence for regulation of circulating
leptin by insulin is conflicting. Diabetes was induced in rats
with streptozotocin (STZ; 40 mg·kg21 ·day21 3 2 days) to
examine the effect of insulin-deficient diabetes and insulin
treatment on circulating leptin. After 12 wk, plasma leptin
concentrations in untreated rats were all ,0.4 ng/ml versus
4.9 6 0.9 ng/ml in control animals (P , 0.005). In rats treated
with subcutaneous insulin implants for 12 wk, which reduced
hyperglycemia by ,50%, plasma leptin was 2.1 6 0.6 ng/ml,
whereas leptin concentrations were 6.0 6 1.6 ng/ml in
insulin-implanted rats receiving supplemental injections of
insulin for 4 days to normalize plasma glucose (P , 0.005 vs.
STZ untreated). In a second experiment, plasma leptin was
monitored at biweekly intervals during 12 wk of diabetes. In
rats treated with insulin implants, plasma leptin concentra-
tions were inversely proportional to glycemia (r 5 20.64; P ,
0.0001) and unrelated to body weight (P 5 0.40). In a third
experiment, plasma leptin concentrations were examined
very early after the induction of diabetes. Within 24 h after
STZ injection, plasma insulin decreased from 480 6 30 to
130 6 10 pM (P , 0.0001), plasma glucose increased from
7.0 6 0.2 to 24.8 6 0.5 mM, and plasma leptin decreased from
3.2 6 0.2 to 1.2 6 0.1 ng/ml (D 5 263 6 3%, P , 0.0001). In a
subset of diabetic rats treated with insulin for 2 days, glucose
decreased to 11.7 6 3.9 mM and leptin increased from 0.5 6
0.1 to 2.9 6 0.6 ng/ml (P , 0.01) without an effect on
epididymal fat weight. The change of leptin was correlated
with the degree of glucose lowering (r 5 0.75, P , 0.05). Thus
insulin-deficient diabetes produces rapid and sustained de-
creases of leptin that are not solely dependent on weight loss,
whereas insulin treatment reverses the hypoleptinemia. We
hypothesize that decreased glucose transport into adipose
tissue may contribute to decreased leptin production in
insulin-deficient diabetes.

glucose; C-peptide; food intake; epididymal fat

LEPTIN, THE PRODUCT of the ob gene (48), has been
implicated in the regulation of feeding behavior and
body adiposity (7). Circulating leptin concentrations
correlate with adiposity in both humans (10, 18, 29)
and rodents (1, 29) and decrease after fasting (1, 3, 5,
46), energy restriction (13), or weight loss (10, 18). Thus
leptin may act as a signal from peripheral adipose
stores to the central nervous system to decrease food
intake, increase energy expenditure, and limit adipos-
ity (7). Conversely, low leptin concentrations after
fasting or energy restriction may act to increase food
intake and decrease energy expenditure (7) as well as

to regulate neuroendocrine and reproductive function
(3). However, the factors involved in the physiological
regulation of leptin secretion and circulating leptin
concentrations are not well defined.

Plasma leptin concentrations are correlated with
plasma insulin concentrations in humans and animals
(1, 18) and are related to indexes of insulin secretion
and negatively correlated with insulin sensitivity, inde-
pendent of adiposity, in humans (26). Changes of plasma
leptin after fasting in animals (1) or after weight loss in
humans (18) are correlated with changes of plasma
insulin independent of changes in adiposity. In addi-
tion, decreases of circulating leptin during energy
restriction in human subjects are related to changes of
insulin and glucose (13), and glucose infusions that
prevent the decreases of insulin and glucose during
fasting also prevent the decline of circulating leptin (5).
Furthermore, nocturnal increases of plasma leptin
concentrations in humans (40) are proportional to
insulin responses to meals (27).

Thus, based on the relationship between circulating
insulin and leptin concentrations, insulin is a candi-
date as a hormonal regulator of leptin synthesis and/or
secretion. Although several studies investigating the
effect of insulin administration on circulating leptin
have found no changes of plasma leptin during short-
term hyperinsulinemic euglycemia or hypoglycemic
clamps (12, 23, 26, 34), in one study, long-term (72 h)
insulin infusion modestly increased plasma leptin (23).
Two other studies examined the effects of high-dose
insulin and glucose infusion and found increased plasma
leptin after 4–6 h in nondiabetic (45) and diabetic (19)
human subjects. These infusions, however, produced
markedly supraphysiological insulin concentrations and
required the administration of large amounts of glucose
to prevent hypoglycemia. Thus these studies did not
address whether the increases of circulating leptin
were due to a direct effect of insulin per se or an indirect
effect via insulin’s action to increase adipose glucose
uptake. We have recently reported that glucose uptake
and metabolism are involved in regulating leptin expres-
sion and secretion in cultured rat adipocytes (31).

Several studies have found that ob gene expression is
increased after insulin (11, 16, 30, 35) or glucose (30)
administration and decreased in insulin-deficient dia-
betic animals (4, 28, 42); however, changes of circulat-
ing leptin concentrations after induction of diabetes
and plasma leptin responses to insulin administration
in diabetic rodents have not been previously reported.
Furthermore, dissociations between changes of ob gene
expression and circulating leptin concentrations have
recently been described (22), suggesting that leptin
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expression and secretion can be differentially regu-
lated.

Therefore, the goals of the present study were to
examine the effects and time course of insulin-deficient
diabetes induced by streptozotocin (STZ) on circulating
leptin concentrations, the effects of short-term and
long-term exogenous insulin treatment on plasma lep-
tin, and the relationship of plasma leptin to changes of
glycemia in STZ diabetic rats. STZ diabetes results in
weight loss. Because loss of body fat would be expected
to reduce circulating leptin concentrations, we also
examined plasma leptin very early after the induction
of diabetes, before the onset of significant weight loss.

METHODS

Animals

Adult male Sprague-Dawley rats (Charles River) weighing
340–490 g were used for the studies. The animals were
individually housed in hanging wire cages and fed a standard
commercial diet (no. 557; Ralston Purina, Belmont, CA) and
deionized water ad libitum. The light-dark cycle was 12 h
with lights on and 12 h with lights off, with lights on at 0600.
Experimental protocols were approved by the Institutional
Animal Use and Care Committee of the University of Califor-
nia, Davis and were conducted in accordance with the Na-
tional Institutes of Health Guide for the Care and Use of
Laboratory Animals.

Induction of Diabetes

Insulin-deficient diabetes was induced with subcutaneous
injections of freshly prepared STZ (Sigma, St. Louis, MO) at a
dose of 40 mg/kg in ice-cold 0.5 mol/l citrate buffer (pH 4.5). A
second dose of STZ (40 mg/kg) was administered 24 h later.
This regimen produces insulin-deficient diabetes (plasma
glucose .25 mmol/l) in .95% of treated animals without
inducing renal failure or losses from hypoglycemia (2). Con-
trol animals received injections of citrate buffer only. Three
separate experiments were conducted in STZ diabetic rats:
two long-term 12-wk studies and one short-term 2-wk study.

Protocols

Experiment 1. To examine plasma leptin after long-term
(12 wk) STZ diabetes and the effects of two levels of insulin
treatment designed to either reduce or normalize plasma
glucose concentrations on circulating leptin, diabetes was
induced with STZ in 24 rats as described in Induction of
Diabetes. Twelve buffer-injected rats served as nondiabetic
controls. At the time of the second STZ injection, 14 of the
diabetic animals received 1.25 implants impregnated with
bovine insulin (Linplant, Toronto, ON, Canada) placed subcu-
taneously through a 14-gauge needle under light ketamine-
xylazine (30:10 mg/kg, respectively) anesthesia. These im-
plants slowly release insulin (,2 U/day) for up to 40 days. The
control and 10 other STZ diabetic rats were sham implanted.
Plasma glucose was monitored 1–2 times weekly from a tail
blood sample (,0.5 ml) collected in a heparinized tube
(Sarstedt, Hayward, CA) during brief restraint (,2 min) in a
polyethylene rodent restraint cone. Plasma glucose was mark-
edly elevated (.25 mmol/l) in all of the untreated STZ
diabetic rats. The implanted animals were reimplanted with
an additional 0.5–2 implants to maintain a moderate reduc-
tion of plasma glucose (,10 mmol/l less than untreated rats).
The untreated STZ diabetic rats all received one-third of an

insulin implant at 6 wk after the induction of diabetes to
prevent marked weight loss and debilitation. The animals
were weighed weekly, and food intake was determined periodi-
cally during the experiment. After 11 wk, 7 of the 14 im-
planted animals received daily injections of bovine ultra lente
insulin (9–26 U·kg21 ·day21) to normalize the plasma glucose
over 7 days. After 12 wk, all animals were anesthetized with
chloral hydrate (350 mg/kg) and a blood sample (3.0 ml) was
obtained between 1000 and 1400 by cardiac puncture with a
21-gauge needle before the pancreas was isolated and per-
fused for another study.

Experiment 2. To examine plasma leptin over the course of
long-term (12 wk) STZ diabetes and its relationship to
glycemic control during insulin treatment, diabetes was
induced in 29 rats. Eighteen buffer-injected rats served as
nondiabetic controls. Plasma glucose was monitored weekly
by tail bleeding as described in experiment 1. Seventeen of
the diabetic rats received 1.25 subcutaneous insulin implants
after the second STZ injection as described in experiment 1.
After 3 wk, plasma glucose concentrations were increasing.
Therefore, an additional one to two implants (mean 5 1.5)
were placed after 3 wk. Most of the animals (14 of 17) received
an additional implant after 8 wk to maintain a moderate
reduction of plasma glucose (see Fig. 2A). Twelve of the STZ
diabetic rats were untreated except for 0.5 implants placed 6
wk after the induction of diabetes. The animals were weighed
weekly, and food intake was measured over 2 days every 2 wk
during the experiment. Blood samples (1.8 ml) for the mea-
surement of plasma leptin were obtained from nonfasted
animals between 1000 and 1200 by tail bleeding, at biweekly
intervals over the 12 wk of the experiment, into heparinized
tubes containing 30 µl of aprotinin (Sigma) solution per
milliliter of whole blood collected. A total of 10.8 ml was
obtained over the first 10 wk of the study. A final blood sample
(2.0 ml) was collected between 1000 and 1400 by cardiac
puncture after 12 wk as described for experiment 1.

Experiment 3. To examine plasma leptin concentrations
and their relationship to other parameters very early after
the induction of STZ diabetes, diabetes was induced in 22 rats
as described in Induction of Diabetes. Fourteen buffer-
injected animals served as nondiabetic controls. Body weight,
food intake, and water intake were measured for 2 days
before the induction of diabetes and for the 14-day duration of
the experiment. A baseline blood sample (1.0 ml) for measure-
ment of plasma glucose, insulin, and leptin was collected
before the initial injection of STZ, and additional 1.0-ml
samples were taken at 1, 2, 3, 5, 8, 11, and 14 days after STZ
for a total of 8.0 ml of blood over 2 wk. All blood samples were
taken in the nonfasted state between 0800 and 1000. A subset
of diabetic animals (n 5 8) received twice-daily injections of
lente insulin at 0800 and 1800 on days 14–16. On day 16,
eight of the control rats, seven untreated diabetic rats, and
the eight insulin-treated STZ diabetic rats were anesthetized
with halothane and a final blood sample (3.0 ml) was collected
via cardiac puncture. The animals were euthanized, and the
liver, kidneys, and epididymal fat depots were removed and
weighed.

Assays and Data Analysis

Plasma glucose was measured by the glucose oxidase
method with a glucose analyzer 2700 (Yellow Springs Instru-
ments). Plasma nonesterified fatty acid (NEFA) concentra-
tions were measured with a kit from Waco (Richmond, VA).
Plasma insulin and C-peptide were measured by radioimmu-
noassays specific for rat insulin and C-peptide with reagents
from Linco Research (St. Charles, MO). The lower limits of
detection for the rat insulin and C-peptide assays are 0.1
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ng/ml and 40 pM, respectively. Plasma leptin was measured
with a radioimmunoassay for mouse leptin with reagents
from Linco Research as previously described (1). Plasma
leptin concentrations measured with this assay are propor-
tional to those obtained with a newly developed assay specific
for rat leptin (25). Measured leptin concentrations were
highly correlated between the two assays (r 5 0.94, P ,
0.0001). Measurements of rat plasma leptin made with the
mouse assay therefore provide reliable estimates of rat leptin
concentrations. The intra- and interassay coefficients of varia-
tion for the mouse assay are 4.0 and 11.2%, respectively (1),
with a lower limit of detection of 0.2 ng/ml. The antibody used
in the assay does not cross-react with insulin, pro-insulin,
glucagon, pancreatic polypeptide, or somatostatin.

Data are expressed as means 6 SE. Statistical analyses
were performed using a software package (StatView for
Macintosh; Abacus, Berkeley, CA). Means within a group
were compared with a paired t-test. For comparisons of more
than two groups, analysis of variance (ANOVA) was used with
Dunnett’s post test. Both simple and multiple linear regres-
sion analyses were performed.

RESULTS

Experiment 1

Long-term effects of STZ diabetes and insulin treat-
ment on plasma leptin concentrations. Body weight,
food intake, plasma insulin, and C-peptide values
measured after 12 wk of diabetes in the four groups of
animals are provided in Table 1. As expected, untreated
STZ diabetic rats were markedly hyperglycemic. Plasma
glucose in insulin-implanted rats was significantly
reduced compared with untreated animals but still
elevated compared with nondiabetic control rats (Fig.
1A). Plasma glucose was normalized to control levels in
insulin-implanted rats receiving insulin injections (Fig.
1A). Plasma leptin was ,0.5 ng/ml (,10% of mean
control values) in all untreated STZ diabetic rats. In
insulin-implanted diabetic rats, plasma leptin concen-
trations were 42 6 13% of those in control animals.

Plasma leptin was restored to levels equivalent to those
in control animals (122 6 34% of control) in insulin-
implanted animals receiving 7 days of supplemental
insulin injections (Fig. 1B). Overall, plasma leptin after
12 wk was positively correlated with body weight (r 5
0.69, P , 0.0001) and the change of body weight over 12
wk (r 5 0.71, P , 0.0001) and negatively correlated
with food intake (r 5 20.45, P , 0.01), plasma glucose
(r 5 20.60, P , 0.0002), plasma insulin (r 5 20.49, P ,
0.0025), and plasma C-peptide (r 5 20.38, P , 0.025).

Experiment 2

Time course of plasma leptin concentrations over 12
wk of insulin-treated STZ diabetes. In control rats,
plasma glucose was stable at 7.1–8.3 mmol/l (Fig. 2A).
The initial plasma leptin concentrations averaged 5.4 6
0.5 ng/ml and remained between 5.1 and 7.5 ng/ml for
the 12 wk of the experiment (Fig. 2B). Body weight in
control rats was increased by 50 6 3 g after 2 wk and

Table 1. Body weight, food intake, plasma insulin, and
C-peptide after 12 wk of diabetes

Control
Nondiabetic

(n511)

STZ
Untreated

(n510)

STZ
Implanted

(n57)

STZ
Implanted
1Insulin
Injected
(n57)

Body wt, g
(initial) 40466 40164 40164 39867

Body wt, g
(12 wk) 631622 465613‡ 551617* 615625

DBody wt, g/
12 wk 227618 65611‡ 150614† 217620

Food intake,
g/day 3261 6564‡ 3862 ND

[Insulin], pmol/l 188622 46615* 1,0216305† 1,0806451†
[C-peptide],

pmol/l 591672 4966‡ 78617† ,40‡

Values are means 6 SE; n 5 no. of rats. Nondiabetic control,
untreated streptozotocin (STZ) diabetic, insulin-implanted STZ dia-
betic, and insulin-implanted diabetic rats treated with daily insulin
injections from week 11 to week 12 (experiment 1). Plasma glucose and
leptin concentrations (brackets) from these animals are included in
Fig. 1. ND, not done. *P , 0.025, †P , 0.005, ‡P , 0.001 vs. control.

Fig. 1. Twelve-week plasma glucose (A) and leptin (B) concentra-
tions in 12 nondiabetic (control) rats, 10 untreated streptozotocin
(STZ) diabetic rats, 7 STZ diabetic rats with bovine insulin implants
(Imp), and 7 insulin-implanted STZ diabetic rats also treated with
insulin injections (Imp 1 Inj) to normalize plasma glucose concentra-
tions. *P , 0.025 vs. control.
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continued to increase throughout the experiment, reach-
ing 633 6 12 g by 12 wk. In untreated diabetic rats,
plasma glucose was increased to ,30 mmol/l at 2 wk
after the induction of diabetes and remained elevated
throughout the 12 wk of the experiment (Fig. 2A).
Plasma leptin in untreated diabetic rats decreased to
1.0 6 0.1 ng/ml by 2 wk (P , 0.0001 vs. control; Fig.
2B), whereas body weight increased by only 8 6 3 g
during this time (P , 0.0001 vs. control). In STZ
diabetic rats with insulin implants, plasma glucose 2
wk after induction of diabetes was lower than in
untreated diabetic rats (20.1 6 1.6 mmol/l; Fig. 2A),
and plasma leptin (Fig. 2B) and body weight gain were
intermediate between control and untreated diabetic
rats, averaging 2.3 6 0.2 ng/ml and 24 6 3 g, respec-
tively.

After 3 wk, the insulin-implanted diabetic rats re-
ceived an additional 1–2 insulin implants, which nor-
malized plasma glucose concentrations at 7.5 6 1.4
mmol/l at 4 wk (Fig. 2A). Plasma leptin increased to
4.6 6 0.5 ng/ml at this time (Fig. 2B). Plasma glucose in
this group of animals increased moderately at 6 wk and

more so from 8 to 12 wk into the study. Plasma leptin
concentrations in insulin-implanted diabetic rats essen-
tially mirrored plasma glucose concentrations through-
out the study (Fig. 2, A and B). Body weight in
insulin-implanted diabetic rats increased progressively
but remained intermediate between the control and
untreated diabetic animals.

Relationship between plasma leptin, plasma glucose,
and body weight over 12 wk of STZ diabetes. Across all
three groups of rats, mean plasma leptin concentra-
tions over 12 wk were significantly correlated with
mean body weight (r 5 0.62, P , 0.0001) and negatively
correlated with plasma glucose (r 5 20.78, P , 0.0001)
by simple linear regression. However, by multiple
regression analysis, mean plasma leptin concentra-
tions were significantly related to mean plasma glucose
concentrations (P , 0.0001) but not to mean body
weight (P 5 0.42). When all six time points in the three
groups of rats were examined, the individual plasma
leptin concentrations were significantly correlated with
both body weight (r 5 0.66, P , 0.0001) and plasma
glucose (r 5 0.74, P , 0.0001) by simple and by multiple
regression analysis (r 5 0.78, P , 0.0001); however, the
t-statistic was larger for plasma glucose (t 5 10.04)
than for body weight (t 5 6.19). When these compari-
sons were made only in the group of STZ diabetic rats
treated with insulin implants, plasma leptin concentra-
tions over the six time points were negatively corre-
lated with plasma glucose (r 5 20.64, P , 0.0001; Fig.
3) but not body weight (r 5 0.14, not significant) by
simple regression analysis. Similarly, by multiple re-
gression analysis, plasma leptin concentrations were
related to plasma glucose concentrations (P , 0.0001)
but not to body weight (P 5 0.40).

Experiment 3

Short-term effects of STZ diabetes and insulin treat-
ment on plasma leptin concentrations. BASELINE CORRE-
LATIONS. Baseline characteristics of the animals studied
in experiment 3 before the induction of diabetes are

Fig. 2. Biweekly plasma glucose (A) and leptin (B) concentrations in
nondiabetic (control) rats, untreated (no TX) STZ diabetic rats, and
STZ diabetic rats treated with bovine insulin implants over 12 wk
after STZ or vehicle injection.

Fig. 3. Relationship between plasma glucose and leptin concentra-
tions in 22 STZ diabetic rats treated with bovine insulin implants
over the course of 12 wk of STZ diabetes. Plasma glucose varied
widely in these animals over the 12 wk (see Fig. 2B).
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included in Table 2. Baseline body weight in nonfasted
animals was significantly correlated with plasma lep-
tin concentrations (r 5 0.43, P , 0.01) but not with
plasma insulin (r 5 0.07, P 5 0.71) or plasma glucose
concentrations (r 5 0.05, P 5 0.79). Baseline plasma
leptin was significantly correlated with plasma insulin
(r 5 0.46, P , 0.005) but not with plasma glucose (r 5
0.13, P 5 0.45). Baseline plasma insulin was not
correlated with baseline plasma glucose concentrations
(r 5 0.06, P 5 0.72).

CHANGES AFTER THE INDUCTION OF DIABETES. Means of
all parameters measured before and 14 days after the
administration of STZ or vehicle (control animals) are
provided in Table 2. The time courses of the changes in
insulin, glucose, and leptin are shown in Figs. 4–6.
Plasma insulin fell by 20% within 24 h of the first STZ
injection (P , 0.02) and by 72 6 3% (P , 0.0001) after
48 h and a second injection of STZ. Thereafter, plasma
insulin remained at ,20% of baseline concentrations
(Fig. 4) despite marked hyperglycemia. Plasma glucose
increased to 22.2 6 1.3 mM 24 h after the first STZ
injection (P , 0.0001) and continued to be elevated at
.25 mM for the 14 days of the study (Fig. 5). Water
intake increased progressively from the induction of
diabetes throughout the 14 days of the experiment
(Table 2). Body weight decreased slightly (,3%) 24 h
after the first STZ injection and by 9% 24 h after the
second injection.

Plasma leptin decreased 43 6 4% (P , 0.0001) 24 h
after STZ administration and by 63 6 3% (P , 0.0001)
after 48 h and a second STZ injection. At 72 h, plasma
leptin was decreased by 73 6 2% (P , 0.0001) and
remained ,75% of baseline concentrations for the 14
days of the study (Fig. 6). By simple linear regression,
the change of plasma leptin at 24 h after STZ was
significantly correlated with the changes of plasma
glucose (r 5 0.69, P , 0.0005), plasma insulin (r 5 0.58,

P , 0.005), and body weight (r 5 0.69, P , 0.0005).
However, by multiple regression, the change of leptin
correlated with the change of glucose (P 5 0.018) but
not the change of insulin (P 5 0.14) or the change of
body weight (P 5 0.56). Food intake was initially
reduced by ,20% after STZ injection but recovered to
that of control rats by day 3. STZ diabetic rats were
hyperphagic relative to nondiabetic control animals by
day 4. Food intake in the diabetic animals increased
progressively thereafter and was approximately double
that in control rats from days 8–14 (Table 2).

EFFECTS OF EXOGENOUS INSULIN ADMINISTRATION. A
subset of eight STZ diabetic rats from experiment 3
was treated with insulin for 2 days from day 14 to day
16. Responses to insulin treatment are included in
Table 3. Parameters examined in the insulin-treated
STZ diabetic rats were compared with those in control
and untreated diabetic rats after 16 days in Table 4.
After 2 days of insulin injections, plasma glucose was
reduced by ,60% and plasma leptin was increased by
nearly 500%. Body weight was increased by ,3%. Food

Fig. 4. Plasma insulin concentrations in nondiabetic (control) rats
and untreated STZ diabetic rats before and after induction of
diabetes. Arrows indicate injection times.

Fig. 5. Plasma glucose concentrations in nondiabetic (control) rats
and untreated STZ diabetic rats before and after induction of
diabetes. Arrows indicate injection times.

Table 2. Body weight, food intake, H2O intake, plasma
insulin, glucose, and leptin before and after 14 days in
nondiabetic rats and STZ diabetic rats (experiment 3)

Control
(n514)

STZ Diabetic
(n522)

Body wt, g 43369 43867
Body wt (14 days), g 475612 42267*
DBody wt, g 14266* 21565†‡
Food intake, g/day 3461 3461
Food intake (14 days), g/day 3461 7061*
DFood intake, g/day 061 13661*†
H2O intake, g/day 4863 4763
H2O intake (14 days), g/day 4362 26669*
DH2O intake, g/day 2463 121969*†
[Insulin], pmol/l 417630 482634
[Insulin] (8 days), pmol/l 365646 84610*
D[Insulin], pmol/l 252657 2398630*†
[Glucose], mmol/l 6.960.2 7.160.2
[Glucose] (14 days), mmol/l 7.160.2 27.660.7*
D[Glucose], mmol/l 10.160.2 120.660.8*†
[Leptin], ng/ml 3.260.2 3.260.2
[Leptin] (14 days), ng/ml 3.160.3 0.660.1*
D[Leptin], ng/ml 20.160.3 22.760.2*†

Values are means 6 SE; n 5 no. of rats. *P , 0.0001 vs. day 0, †P ,
0.0001 vs. control, ‡P , 0.005 vs. day 0.
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and water intake were significantly reduced by insulin
treatment (Table 3). The increase of plasma leptin
induced by insulin treatment was proportional to the
degree of glucose lowering (r 5 0.75, P , 0.05) and to
liver weight (r 5 0.70, P , 0.05) but not to the
epididymal fat depot weight (r 5 0.12, P 5 0.78).

Plasma glucose concentrations in insulin-treated dia-
betic rats were significantly lower than in untreated
diabetic rats and not different from the control rats.
Plasma leptin in insulin-treated rats was increased
compared with the untreated rats (Table 4). Plasma
NEFA was elevated twofold in untreated diabetic rats
and normalized in insulin-treated diabetic rats (Table
4). The insulin-treated rats weighed less than control
rats and were not significantly heavier than untreated
diabetic rats (Table 4). Epididymal fat depot weight
was also significantly lower in insulin-treated than in
control rats and not different from untreated diabetic
rats. Insulin-treated diabetic rats had larger livers
than control or untreated diabetic rats. Both insulin-
treated and untreated diabetic rats had larger kidneys
than nondiabetic control animals (Table 4). Insulin-
treated diabetic rats had lower food intakes compared
with untreated diabetic rats but were still hyperphagic
relative to the control animals.

In all 23 animals studied on day 16, plasma leptin
concentrations were significantly correlated with both
plasma glucose (r 5 0.76, P , 0.0001) and plasma
NEFA (r 5 0.60, P , 0.005). In addition, plasma glucose

and plasma NEFA concentrations were highly corre-
lated with each other (r 5 0.82, P , 0.0001). By
multiple regression analysis, however, plasma leptin
was correlated with plasma glucose (P , 0.005) but not
with plasma NEFA (P 5 0.71). Similarly, in these
animals, plasma leptin concentrations were signifi-
cantly correlated with both plasma glucose (r 5 0.76,
P , 0.0001) and epididymal fat depot weight (r 5 0.83,
P , 0.0001) by simple linear regression (Fig. 7, A and
B). By multiple regression analysis, plasma leptin was
significantly correlated with both epididymal fat depot
weight and plasma glucose concentrations (both P ,
0.001).

DISCUSSION

In this study, we found that circulating plasma leptin
concentrations are markedly decreased in untreated
STZ diabetic rats. Thus the effects of insulin-deficient
diabetes on plasma leptin concentrations are in agree-
ment with previous studies that showed reductions of
adipose tissue ob mRNA in STZ diabetic rats (4, 28, 42).
Plasma leptin was markedly decreased after 2 wk and
remained low through 12 wk of STZ diabetes in rats
with significantly lower body weights than in nondia-
betic control rats (experiments 1 and 2). However,
marked decreases of plasma leptin were also observed
very early (24–48 h) after the induction of diabetes
(experiment 3) and before major decreases of body
weight. These early changes of leptin were proportional
to the changes of glycemia but not to changes of body
weight. Furthermore, it is likely that the weight loss
during the first 24–48 h after induction of diabetes was
mostly due to loss of body water rather than body fat,
because diabetic rats were hyperglycemic and polydip-
sic by 24 h. Thus plasma leptin was decreased out of
proportion to the modest changes of body weight.

Plasma leptin is similarly decreased during fasting
(5, 46) or energy restriction in humans (13) and rodents
(1, 3) to a degree beyond that expected for the decreases
of body weight or fat content. Therefore, despite the
close relationship between circulating leptin concentra-
tions and adiposity, both short-term (24–48 h) diabetes

Fig. 6. Plasma leptin concentrations in nondiabetic (control) rats and
untreated STZ diabetic rats before and after induction of diabetes.
Arrows indicate injection times.

Table 3. Values before and after 2 days of insulin
administration in 8 STZ diabetic rats (experiment 3)

Before Insulin After Insulin D

[Insulin], pmol/l 9060.20 5,65062,050 15,56062,060*
[Glucose], mmol/l 27.961.3 11.763.9 216.264.7†
[Leptin], ng/ml 0.560.1 2.960.6 12.460.7†
Body wt, g 426611 437610 11164*
Food intake, g/day 7462 5962 21663‡
H2O intake, ml/day 311618 132610 2179615‡

Values are means 6 SE. *P , 0.02 vs. before insulin, †P , 0.01 vs.
before insulin, ‡P , 0.0025 vs. before insulin.

Table 4. Body weight; plasma glucose, NEFA, and
leptin; liver, kidney, and epididymal fat depot weights;
and food intake in rats after 16 days (experiment 3)

Control
Nondiabetic

(n58)

STZ
Untreated

(n57)

STZ
Insulin-Treated

(n58)

Body wt, g 489621 41466* 437610†
[Insulin], pmol/l 610670 80610* 5,56062,060†
[Glucose], mmol/l 9.460.6 29.961.2* 11.763.9‡
[NEFA], meq/l 0.3960.03 0.8560.09* 0.3460.08‡
[Leptin], ng/ml 4.760.6 0.660.1* 2.960.6§
Liver wt, g 17.361.0 18.160.6 27.062.3*‡
Kidney wt, g 3.760.2 4.760.1* 4.760.3†
Fat wt, g 7.560.7 3.160.2* 4.460.3*
Food intake, g/day 3662 7464* 5862*‡

Values are means 6 SE; n 5 no. of rats. STZ insulin-treated rats
were injected with insulin from days 14–16. NEFA, nonesterified
fatty acids. *P , 0.005 vs. control, †P , 0.025 vs. control, ‡P , 0.005
vs. STZ untreated, and §P , 0.025 vs. STZ untreated.
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and energy restriction are characterized by lower circu-
lating leptin concentrations than expected for the
amount of body fat. After 2 wk of diabetes, decreases of
plasma leptin were related to reduced adiposity, as
assessed by epididymal fat depot weight, and inversely
correlated with plasma glucose concentrations. To-
gether these data suggest that the short-term effect of
STZ-induced diabetes to decrease plasma leptin is
mainly the result of insulin deficiency and decreased
glucose uptake and metabolism (see below), whereas in
diabetes of longer duration (.2 wk), both reduced
adiposity and insulin deficiency contribute to the hypo-
leptinemia.

The relationship between adiposity, glycemia, and
circulating leptin concentrations may vary with the
time of day and the metabolic state. Sinha et al. (40)
have shown that there is a nocturnal increase of plasma
leptin concentrations in humans. The nocturnal in-
crease does not occur in fasted subjects (5) and appears
to be related to meal-induced insulin secretion and
diurnal cortisol rhythms (27). A nocturnal increase of

ob gene expression has been observed in rats (35).
Because we only measured leptin in nonfasted animals
and at one time point during a single day, it is possible
that the correlations we observed might be different if
examined at other times. For example, circulating
leptin concentrations may be most closely related to
adiposity in the fasted state but related to plasma
insulin, circulating glucose concentrations, and glucose
metabolism in the fed state. We have, however, ob-
served that in humans the relationship between fasting
leptin and serum glucose is strengthened after 7 days of
energy restriction and that the change of fasting leptin
after energy restriction is correlated with changes of
glycemia (13), suggesting that glucose metabolism may
be related to leptin both after feeding and during
fasting.

Either chronic (experiments 1 and 2) or acute (experi-
ment 3) insulin treatment increased plasma leptin in
STZ diabetic rats in proportion to the reduction of
hyperglycemia. Insulin treatment has been previously
demonstrated to increase ob mRNA in nondiabetic (11,
16, 35) rats and normalize ob mRNA expression in some
(28), but not all (4, 42), studies of STZ diabetic rats.
Dissociations between changes of ob gene expression
and changes of circulating leptin concentrations have
been reported. For example, plasma leptin increases
after dexamethasone administration in humans with-
out a corresponding increase of adipose ob mRNA (22).
It should be noted that the circulating insulin concentra-
tions produced by administering exogenous insulin to
diabetic rats in these studies were substantially higher
than in nondiabetic control animals. These levels are,
however, necessary to lower plasma glucose concentra-
tions because STZ diabetes is associated with insulin
resistance (32) in addition to insulin deficiency.

A number of published studies have found that
short-term insulin administration does not increase
plasma leptin concentrations in human subjects (12,
23, 26, 34). In contrast, some other studies have
demonstrated significant increases of circulating leptin
concentrations after 4–6 h of high-dose insulin and
glucose infusion in nondiabetic (45) and diabetic hu-
man subjects (19). Furthermore, infusions of glucose
alone, resulting in hyperglycemia and concomitant
endogenous hyperinsulinemia, increase plasma leptin
within 4 h in humans (43) and rhesus monkeys (17).

There is evidence that the induction of marked
hyperinsulinemia is not required to increase plasma
leptin concentrations. For example, low-dose glucose
infusion sufficient to prevent the decline of plasma
insulin and glucose during fasting also prevents the
decline of plasma leptin (5). In addition, lowering
plasma glucose concentrations to euglycemia in hyper-
glycemic insulin-dependent diabetic human subjects by
infusing insulin at rates that produced physiological
insulinemia increases circulating leptin (20). There-
fore, an effect of insulin to increase adipose tissue
glucose uptake and metabolism, rather than hyperinsu-
linemia per se, may be involved in stimulating leptin
secretion. Consistent with this hypothesis, we have
found that stimulation of leptin secretion by insulin

Fig. 7. Relationship between plasma glucose (A) or epididymal fat
depot weight (B) and plasma leptin concentrations after 16 days in
nondiabetic control rats, untreated STZ diabetic rats, and STZ
diabetic rats treated with twice-daily insulin injection for 2 days after
14 days of diabetes.
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from in vitro cultured rat adipocytes is closely related
to the effects of insulin to increase adipocyte glucose
uptake. In the same study, blocking glucose uptake
with 2-deoxy-D-glucose, phloretin, or cytochalasin-B or
inhibiting glucose metabolism with iodoacetate or so-
dium fluoride produced inhibitions of leptin secretion
that were related to decreased glucose utilization,
despite the presence of high insulin concentrations
(31). Thus hypoleptinemia in unregulated insulin-
deficient diabetes may be a consequence of decreased
glucose uptake and metabolism in adipose tissue,
whereas the restoration of circulating leptin levels by
insulin treatment in diabetic animals may be second-
ary to increased adipocyte glucose uptake and utiliza-
tion. We have hypothesized that similar, but less
marked, changes of adipocyte glucose metabolism may
mediate the in vivo effects of fasting and refeeding on
circulating leptin concentrations (18).

Rats with uncontrolled diabetes in this study with
low plasma leptin concentrations were markedly hyper-
phagic. Insulin treatment increased plasma leptin and
reduced food intake. Schwartz et al. (37) have hypoth-
esized that insulin acts as a long-term signal to the
brain to regulate food intake. According to this model,
hypoinsulinemia resulting in reduced insulin delivery
to the central nervous system would contribute to
diabetic hyperphagia. In one study, these investigators
demonstrated that administration of insulin into the
third ventricle of STZ diabetic rats at doses that did not
alter peripheral insulinemia or plasma glucose levels
inhibited the diabetic hyperphagia by ,50% and de-
creased, but did not normalize, the overexpression of
neuropeptide Y (NPY) in the arcuate nucleus of the
hypothalamus (41). Hypothalamic NPY, a potent stimu-
lator of food intake (9), is upregulated in STZ diabetes
(24, 41, 47). Because central insulin administration did
not normalize food intake or NPY expression (41),
another factor in addition to hypoinsulinemia, possibly
decreased leptin, is likely to contribute to the hyperpha-
gia.

Leptin deficiency results in hyperphagia (6, 15, 33,
36, 44), and leptin administration decreases food intake
in rodents (6, 15, 33, 36, 44). Furthermore, hypotha-
lamic NPY expression is increased in leptin-deficient
(36, 39, 44) or leptin-resistant (8, 38) animals and is
decreased by leptin administration in leptin-deficient
or normal animals (36, 39, 44). Therefore, low circulat-
ing leptin concentrations may contribute, along with
hypoinsulinemia, to hyperphagia in unregulated diabe-
tes, perhaps via upregulation of the hypothalamic NPY
system. In the current study, low leptin concentrations
precede the onset of hyperphagia by several days.
Therefore, if hypoleptinemia does contribute to diabetic
hyperphagia, it is unlikely to be a fast-acting regulator.
Experiments with leptin administration in diabetic
animals will be necessary to test this hypothesis.

In summary, circulating leptin decreases markedly
and rapidly after the induction of STZ diabetes in rats.
Plasma leptin is restored by insulin administration in
proportion to the degree of glucose lowering. Reduc-
tions of circulating leptin in unregulated diabetes may

be a consequence of decreased adipocyte glucose uptake
and metabolism.

Perspectives

The present study, along with several previously
published experiments, provides evidence that insulin
and glucose are involved in regulating leptin produc-
tion and secretion. We have reported recently that the
uptake and utilization of glucose are key mediators of
insulin-stimulated leptin expression and secretion from
isolated adipocytes (31). Accordingly, changes of adipo-
cyte glucose metabolism may be involved in effects of
fasting and refeeding on circulating leptin concentra-
tions in vivo. Similarly, increased adipocyte glucose
metabolism resulting from insulin and glycemic re-
sponses to meals may contribute to the nocturnal rise of
leptin concentrations in humans and animals. The
biochemical mechanisms by which the metabolism of
glucose in adipose tissue may be linked to leptin
production are, however, not known. Although studies
investigating the actions of leptin have been almost
exclusively conducted in rodents, there is increasing
evidence that leptin may have a role in regulating
energy balance in humans (see Ref. 18). If this is the
case, a detailed understanding of the mechanisms
regulating leptin secretion may lead to new approaches
for treating obesity by augmenting endogenous leptin
production.

We acknowledge the expert technical assistance of Debbie Porter
and thank Dr. Michael Schwartz for helpful advice and discussion of
the results.

This work was supported by National Institute of Diabetes and
Digestive and Kidney Diseases Grants DK-50129, DK-18899, DK-
07355, and DK-35747, National Cancer Institute Grant CA-61654,
the Swedish Medical Research Council (MX-6834), and the Juvenile
Diabetes Foundation.

Address for reprint requests: P. J. Havel, Dept. of Nutrition, Univ.
of California, Davis, One Shields Ave., Davis, CA 95616.

Received 3 December 1997; accepted in final form 11 February 1998.

REFERENCES

1. Ahrén, B., S. Månsson, R. L. Gingerich, and P. J. Havel.
Regulation of plasma leptin in mice: influence of age, high-fat
diet, and fasting. Am. J. Physiol. 273 (Regulatory Integrative
Comp. Physiol. 42): R113–R120, 1997.

2. Ahrén, B., J. S. Stern, R. L. Gingerich, D. L. Curry, and P. J.
Havel. Glucagon secretory responses to hypoglycemia, adrena-
line, and carbachol in streptozotocin diabetic rats. Acta Physiol.
Scand. 155: 215–221, 1995.

3. Ahima, S. R., D. Prabakaran, C. Mantzoros, D. Qu, B.
Lowell, E. Maratos-Flier, and J. S. Flier. Role of leptin in the
neuroendocrine response to fasting. Nature 382: 250–252, 1996.

4. Becker, D. J., L. N. Ongemba, V. Brichard, J.-C. Henquin,
and S. M. Brichard. Diet- and diabetes-induced changes of ob
gene expression in rat adipose tissue. FEBS Lett. 371: 324–328,
1995.

5. Boden, G., X. Chen, M. Mozzoli, and I. Ryan. Effect of fasting
on serum leptin in normal human subjects. J. Clin. Endocrinol.
Metab. 81: 3419–3423, 1996.

6. Campfield, L. A., F. J. Smith, Y. Guisez, R. Devos, and P.
Burn. Recombinant mouse OB protein: evidence for a peripheral
signal linking adiposity and central neural networks. Science
269: 546–549, 1995.

7. Caro, J. R., M. K. Sinha, J. W. Kolaczynski, P. L. Zhang, and
R. V. Considine. Leptin: the tale of an obesity gene. Diabetes 45:
1455–1466, 1996.

R1489PLASMA LEPTIN IN STZ DIABETIC RATS



8. Chua, S. C., A. W. Brown, J. Kim, K. L. Hennessey, R. L.
Leibel, and J. Hirsch. Food deprivation and hypothalamic
neuropeptide gene expression: effects of strain background and
the diabetes mutation. Mol. Brain Res. 11: 291–299, 1991.

9. Clark, J. T., P. S. Kalra, W. R. Crowley, and S. P. Kalra.
Neuropeptide Y and human pancreatic polypeptide stimulate
feeding behavior in rats. Endocrinology 115: 427–429, 1984.

10. Considine, R. V., M. K. Sinha, M. L. Heiman, A. Kriauci-
unas, T. W. Stephens, M. R. Nyce, J. P. Ohhanesian, C. C.
Marco, L. J. McKee, T. L. Bauer, and J. F. Caro. Serum
immunoreactive-leptin concentrations in normal-weight and
obese humans. New Engl. J. Med 334: 292–295, 1996.

11. Cusin, R., A. Sainsbury, P. Doyle, F. Rohner-Jeanrenaud,
and B. Jeanrenaud. The ob gene and insulin: a relationship
leading to clues to the understanding of obesity. Diabetes 44:
1467–1470, 1995.

12. Dagogo-Jack, S., C. Fanelli, D. Paramore, J. Brothers, and
M. Landt. Plasma leptin and insulin relationships in obese and
nonobese humans. Diabetes 45: 695–698, 1996.

13. Dubuc, G. R., S. D. Phinney, J. S. Stern, and P. J. Havel.
Changes of serum leptin and endocrine and metabolic param-
eters after 7 days energy restriction in men and women. Metabo-
lism 47: 429–434, 1998.

14. Erickson, J. C., G. Hollopeter, and R. D. Palmiter. Attenua-
tion of the obesity syndrome of ob/ob mice by the loss of
neuropeptide-Y. Science 274: 1704–1707, 1996.

15. Halaas, J. L., K. S. Gajiwala, M. Maffei, S. L. Cohen, B. T.
Chait, D. Rabinowitz, R. L. Lallone, S. K. Burley, and J. M.
Friedman. Weight-reducing effects of the plasma protein en-
coded by the obese gene. Science 269: 543–546, 1995.

16. Hardie, L. J., D. V. Rayner, S. Holmes, and P. Trayhurn.
Circulating leptin levels are modulated by fasting, cold exposure
and insulin administration in lean but not Zucker (fa/fa) rats as
measured by ELISA. Biochem. Biophys. Res. Commun. 223:
660–665, 1996.

17. Havel, P. J. Glucose, but not fructose, infusion increases circulat-
ing leptin in proportion to adipose stores in rhesus monkeys. J.
Endocrinol. Diabetes. 105, Suppl. 3: 37–38, 1997.

18. Havel, P. J. Leptin production and action: relevance to energy
balance in humans. Am. J. Clin. Nutr. 67: 355–356, 1998.

19. Havel, P. J., T. T. Aoki, E. O. Grecu, J. S. Stern, and S.
Kasim-Karakas. Leptin/adiposity relationships in intensively-
treated IDDM and NIDDM and increased plasma leptin after 6
hours of high dose insulin infusion (Abstract). Obesity Res. 4:
15S, 1996.

20. Havel, P. J., M. H. Connors, C. L. Acerini, E. C. Crowne, and
D. B. Dunger. Plasma leptin is increased proportionally to
adiposity by physiologic insulinemia in insulin-dependent diabe-
tes (Abstract). Diabetologia 40, Suppl. 1: A268, 1997.

21. Havel, P. J., S. Kasim-Karakas, W. M. Mueller, P. R. Johnson,
R. L. Gingerich, and J. S. Stern. Relationship of plasma leptin
to plasma insulin and adiposity in normal weight and overweight
women: effects of dietary fat content and sustained weight loss.
J. Clin. Endocrinol. Metab. 81: 4406–4413, 1996.

22. Kolaczynski, J. W., B. J. Goldstein, and R. V. Considine.
Dexamethasone, OB gene, and leptin in humans: effect of
exogenous hyperinsulinemia. J. Clin. Endocrinol. Metab. 82:
3895–3897, 1997.

23. Kolaczynski, J. W., M. R. Nyce, R. V. Considine, G. Boden,
J. J. Nolan, R. Henry, S. R. Mudaliar, J. Olefsky, and J. F.
Caro. Acute and chronic effect of insulin on leptin production in
humans: studies in vivo and in vitro. Diabetes 45: 699–701, 1996.

24. Lambert, P. D., J. P. H. Wilding, M. D. Turton, M. A. Ghatei,
and S. R. Bloom. Effect of food deprivation and streptozotocin
diabetes on hypothalamic neuropeptide Y release as measured by
a radioimmunoassay-linked microdialysis procedure. Brain Res.
656: 135–140, 1994.

25. Landt, M., R. L. Gingerich, P. J. Havel, W. M. Mueller, B.
Schoner, J. E. Hale, and M. L. Heiman. Radioimmunoassay of
rat leptin: sexual dimorphism reversed from humans. Clin.
Chem. 44: 565–570, 1998.

26. Larrson, H., S. Elmstahl, and B. Ahrén. Plasma leptin levels
correlate to islet function independently of body fat in postmeno-
pausal women. Diabetes 45: 1580–1584, 1996.

27. Laughlin, G. A., and S. S. C. Yen. Hypoleptinemia in women
athletes: absence of diurnal rhythm with amenorrhea. J. Clin.
Endocrinol. Metab. 82: 318–321, 1997.

28. MacDougald, O. A., C. S. Hwang, H. Fan, and M. D. Lane.
Regulated expression of the obese gene product (leptin) in white
adipose tissue and 3T3-L1 adipocytes. Proc. Natl. Acad. Sci. USA
92: 9034–9037, 1995.

29. Maffei, M., J. Halaas, E. Ravussin, R. E. Pratley, G. H. Lee,
Y. Zhang, H. Fei, R. Lallone, S. Ranganathan, P. A. Kern,
and J. M. Friedman. Leptin levels in human and rodents
measurement of plasma leptin and ob RNA in obese and weight-
reduced subjects. Nature Med. 1: 1155–1161, 1995.

30. Mizuno, T. M., H. Bergen, T. Funabashi, S. P. Kleopoulos,
Y. G. Zhong, W. A. Bauman, and C. V. Mobbs. Obese gene
expression: reduction by fasting and stimulation by insulin and
glucose in lean mice, and persistent elevation in acquired (diet-
induced) and genetic (yellow agouti) obesity. Proc. Natl. Acad.
Sci. USA 93: 3434–3438, 1996.

31. Mueller, W. M., F. Gregoire, K. L. Stanhope, C. V. Mobbs,
T. M. Mizuno, C. H. Warden, J. S. Stern, and P. J. Havel.
Evidence that glucose metabolism regulates leptin secretion
from cultured adipocytes. Endocrinology 139: 551–558, 1998.

32. Nishimura, H., H. Kuzuya, M. Okamato, K. Yamada, A.
Kosaki, G. Inoue, S. Kono, and H. Imura. Postreceptor defect
in insulin action in streptozotocin-induced diabetic rats. Am. J.
Physiol. 256 (Endocrinol. Metab. 19): E624–E630, 1989.

33. Pelleymounter, M. A., M. J. Cullen, M. B. Baker, R. Hecht,
D. Winters, T. Boone, and F. Collins. Effects of the obese gene
product on body weight regulation in ob/ob mice. Science 269:
540–543, 1995.

34. Pratley, R. E., M. Nicolson, C. Bogardus, and E. Ravussin.
Effects of acute hyperinsulinemia on plasma leptin concentration
in insulin-sensitive and insulin-resistant Pima Indians. J. Clin.
Endocrinol. Metab. 81: 4418–4421, 1996.

35. Saladin, R., P. De Vos, M. Guerre-Millo, A. Leturque, J.
Girard, B. Staels, and J. Auwerx. Transient increase in obese
gene expression after food intake or insulin administration.
Nature 377: 527–529, 1995.

36. Schwartz, M. W., D. G. Baskin, T. R. Bukowski, J. L.
Kuijper, D. Foster, G. Lasser, D. E. Prunkard, D. Porte,
S. C. Woods, R. J. Seeley, and D. S. Weigle. Specificity of leptin
action on elevated blood glucose levels and hypothalamic neuro-
peptide Y gene expression in ob/ob mice. Diabetes 45: 531–535,
1996.

37. Schwartz, M. W., D. P. Figlewicz, D. G. Baskin, S. C. Woods,
and D. Porte. Insulin and the central regulation of energy
balance: update 1994. In: The Endocrine Pancreas, Insulin
Action, and Diabetes, edited by A. Negro Vilar and L. E. Under-
wood. Bethesda, MD: Endocrine Soc., 1994, p. 81–113. (Endo-
crine Rev. Monogr. 2)

38. Schwartz, M. W., J. L. Marks, A. J. Sipols, D. G. Baskin, S. C.
Woods, S. E. Kahn, and D. Porte. Central insulin administra-
tion reduces neuropeptide Y mRNA expression in the arcuate
nucleus of food-deprived lean (Fa/Fa) but not obese (fa/fa) Zucker
rats. Endocrinology 128: 2645–2647, 1991.

39. Schwartz, M. W., R. J. Seeley, L. A. Campfield, P. Burn, and
D. G. Baskin. Identification of targets of leptin action in rat
hypothalamus. J. Clin. Invest. 98: 1101–1106, 1996.

40. Sinha, M. K., J. P. Ohannesian, M. L. Heiman, A. Kriauci-
unas, T. W. Stephens, S. Magosin, C. Marco, and J. F. Caro.
Nocturnal rise of leptin in lean, obese, and non-insulin-
dependent diabetes mellitus subjects. J. Clin. Invest. 97: 1344–
1347, 1996.

41. Sipols, A. J., D. G. Baskin, and M. W. Schwartz. Effect of
intracerebroventricular insulin infusion on diabetic hyperphagia
and hypothalamic neuropeptide gene expression. Diabetes 44:
147–151, 1994.

42. Sivitz, W. I., H. L. Bailey, and P. Donohue. Rat adipose ob
mRNA levels in states of altered circulating glucose and insulin.
Biochim. Biophys. Res. Commun. 220: 520–525, 1996.

43. Sonnenberg, G. E., G. R. Krakower, R. G. Hoffmann, D. L.
Maas, M. M. I. Hennes, and A. H. Kissebah. Plasma leptin

R1490 PLASMA LEPTIN IN STZ DIABETIC RATS



concentrations: effects of extended fasting and stepwise in-
creases in glucose infusions (Abstract). Obesity Res. 4: 13S, 1996.

44. Stephens, T. W., M. Basinski, P. K. Bristow, J. M. Bui-
Valleskey, S. G. Burgett, L. Craft, J. Hale, J. Hoffmann,
H. M. Hsiung, A. Kriauciunas, W. MacKellar, P. R. Rosteck,
B. Schoner, D. Smith, F. C. Tinsley, X. Y. Zhang, and M.
Heiman. The role of neuropeptide Y in the antiobesity action of
the obese gene product. Nature 377: 530–532, 1995.

45. Utriainen, R., R. Malmstrom, S. Makimattila, and H. Yki-
Jarvinen. Supraphysiological hyperinsulinemia increases
plasma leptin concentrations after 4 h in normal subjects.
Diabetes 45: 1364–1366, 1996.

46. Weigle, D. S., P. B. Duell, W. E. Connor, R. A. Steiner, M. R.
Soules, and J. L. Kuijper. Effect of fasting, refeeding, and
dietary fat restriction on plasma leptin levels. J. Clin. Endocri-
nol. Metab. 82: 561–565, 1997.

47. White, J. D., D. Olchovsky, M. Kershaw, and M. Berelowitz.
Increased hypothalamic content of preproneuropeptide-Y messen-
ger ribonucleic acid in streptozotocin diabetic rats. Endocrinol-
ogy 126: 765–772, 1990.

48. Zhang, Y., R. Proenca, M. Maffei, M. Barone, L. Leopold,
and J. M. Friedman. Positional cloning of the mouse obese gene
and its human homologue. Nature 372: 425–432, 1994.

R1491PLASMA LEPTIN IN STZ DIABETIC RATS




