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Glucocorticoids have a major effect on food intake that is
underappreciated, although the effects of glucocorticoids on
metabolism and abdominal obesity are quite well understood.
Physiologically appropriate concentrations of naturally se-
creted corticosteroids (cortisol in humans, corticosterone in
rats) have major stimulatory effects on caloric intake and, in
the presence of insulin, preference. We first address the close
relationship between glucocorticoids and energy balance un-
der both normal and abnormal conditions. Because excess
caloric intake is stored in different fat depots, we also address
the systemic effects of glucocorticoids on redistribution of

stored energy preponderantly into intraabdominal fat depots.
We provide strong evidence that glucocorticoids modify feed-
ing and then discuss the role of insulin on the choice of in-
gested calories, as well as suggesting some central neural
pathways that may be involved in these actions of glucocor-
ticoids and insulin. Finally, we discuss the evolutionary util-
ity of these actions of the stress hormones, and how dysregu-
latory effects of chronically elevated glucocorticoids may
occur in our modern, rich societies. (Endocrinology 145:
2633–2638, 2004)

OUR GOAL IN this minireview is to emphasize the close
relationships between glucocorticoids and stress-

induced obesity and to indicate how these relationships may
arise and why they are a potential source of a portion of the
current epidemic of obesity in developed, rich societies. We
first review the actions of glucocorticoids and the normal
relationships between activity in the hypothalamo-pituitary-
adrenal (HPA) axis and food intake in rodents and humans.
Next, we discuss the metabolic effects of chronic elevations
in glucocorticoids and the interactions between chronic stres-
sors and these steroids, referring to our new model of chronic
indirect, metabolic feedback effects of glucocorticoids. We
discuss experimental results suggesting that glucocorticoids
generally increase stimulus salience, including appetence,
and propose that increased insulin may both inhibit normal
food intake and increase the hedonic properties of high-
density calories. Finally, we view our model in light of the
current epidemic of obesity, with specific attention to intra-
abdominal obesity, a harbinger of the metabolic syndrome,
cardiovascular disease, and type II diabetes.

Close Relationship between Glucocorticoids and
Energy Balance

Acute actions of elevated glucocorticoids (Fig. 1, left)

Glucocorticoids were named by Hans Selye for their major
combined actions on both mobilization of small substrate
molecules from peripheral fat and muscle stores and aug-
mented gluconeogenesis in liver (1). After acute stressors, the

rapid increase in HPA activity interacts with elevated epi-
nephrine, glucagon, and sympathetic neural activity to ele-
vate blood glucose concentrations, ensuring adequate sub-
strate for brain and muscle that may be life-saving. The acute
effects of increased glucocorticoids inhibit further activity in
the HPA axis through nongenomically mediated, direct
rapid-feedback actions in the hypothalamus and pituitary (2,
3). However, high cortisol (F) secretion in response to an
acute laboratory stressor is also related to voluntary increases
in sweet, high-fat food ingestion after the stressor (4). Indi-
viduals with high F responses to the Trier Social Stress Test
chose to eat more calories comprising sweet and fat foods
than did low F responders, whereas on the control day the
two groups ate the same amounts. Differences in stress re-
sponses may entail rapid effects of high F (and insulin, see
below) on caloric intake (4). A rapid action on caloric intake
may be exerted through the effects of glucocorticoids on
endocannabinoid secretion from target neurons (2).

Chronic basal actions of glucocorticoids (Fig. 1, left)

The HPA axis, CRF, and glucocorticoids are primarily
concerned with energy intake, storage, and mobilization.
There are very close, long-term interrelationships among
feeding, metabolism, energy storage, and glucocorticoid se-
cretion. Under ad libitum feeding conditions, trough cortico-
sterone (B) concentrations [indistinguishable from those in
adrenalectomized (ADX) rats] occur at the end of nocturnal
feeding at lights on when insulin is high, and peak concen-
trations of B occur before the beginning of feeding, at lights
off, when insulin is rising (5). An opposite rhythm is ob-
served in diurnally active humans, with peak concentrations
of F before the light-period activity cycle (6). Additionally,
the HPA axis responds together with acute increases in in-
sulin after meals in both rats and man (6–8). This combined
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hormone secretion may serve to direct calorie storage into
intraabdominal fat.

The circadian rhythm in glucocorticoids is both light-
and food-entrainable. The food-entrainable component
tracks and anticipates meal times in both rodents and
humans. Restricting meals to unusual times of day phase-
shifts the circadian rhythms in glucocorticoids in both
rodents and people, such that it remains phase advanced
relative to threshold-sized meals. In meal-fed rats, pro-
vided caloric supply is somewhat below normal, peak
B levels occur just before feeding, although the light-
entrainable peak remains apparent (9). People have similar
F responses to shifted times of food intake (10). A group
of practicing Muslims was sampled before and 23 d after
the onset of Ramadan, when fasting occurs from sunrise
to sunset. Daily meals were eaten at 1900 and 0100 h, and
the group had shifts in F similar to those of B in meal-fed
rats. Peak F concentrations occurred at lights on, but F was
abnormally increased during the hours of fasting during
the light, and decreased strongly after the first meal of the
evening, remaining low at 0400 h, the time when F nor-
mally rises during daytime feeding (10).

Chronic increases in HPA activity resulting from stressors
and malnutrition (Fig. 1, middle)

In rodents, chronic stressors usually decrease chow intake
(11). In the presence of low energy stores and low insulin,
daily mean glucocorticoid concentrations are invariably el-
evated in rodents and humans. Starvation in rats rapidly and
persistently increases ACTH and B secretion, reduces neg-
ative feedback efficacy of B on HPA axis activity, and reduces
insulin and leptin secretion (12). Similarly, in a model of
anorexia nervosa, wherein rats are allowed restricted food
with free access to running wheels, energy stores and insulin
are reduced, and HPA activity is increased (13). Rats made
insulin-deficient with streptozotocin both exhibit elevated
glucocorticoids and eat more chow (14, 15), although much
of the increased energy ingested is lost as glucose in the urine
and weight is lost. Rats in the above categories exhibit the
behavioral, autonomic, endocrine, and neuroendocrine char-
acteristics of chronic stress in rodents (16). People with low
fat stores and insulin concentrations such as elite athletes,
fasting subjects, or those with anorexia nervosa also exhibit
chronically elevated glucocorticoid concentrations (17–21).
Even slight increases in F above normal with fasting are

FIG. 1. Schematic of regulation of feeding and the HPA axis with acute (left) and chronic (middle) stressors, and the increased signal for stress
reduction in brain that comes from increased intraabdominal fat stores (right). Acute stressors provoke transient increases in HPA activity that
are self-limited because of rapid feedback effects of glucocorticoids on the motor output of the axis. Additionally, acute stressors alter behavior
and may, through elevated glucocorticoids, enhance the motivation to eat high-sweet, fatty foods (left). With a chronic stressor, the elevated
glucocorticoid signal acts positively on brain to promote further activation of the chronic stress response system. Glucocorticoids and insulin
further augment the drive for and hedonic response to high sweet and fatty foods (middle). When a combination of elevated glucocorticoids and
insulin has acted to increase intraabdominal caloric storage, an unidentified signal from these stores acts on brain to reduce the overall level
of activity of the chronic stress response network (right) (47).
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functionally important (22). HPA activity tracks feeding, me-
tabolism, and energy disposition under normal conditions.

Systemic Effects of Glucocorticoids on Stored Energy
Chronic hypersecretion of glucocorticoids (Fig. 1, right)

The textbook signs and symptoms of florid Cushing’s syn-
drome include truncal obesity, relatively thin extremities, a
“moon-face,” and a “buffalo hump.” There is a high prob-
ability of finding hypertension, increased risk of infection,
and metabolic syndrome or frank type II diabetes in such
individuals. Depending on the level of food intake, people
with Cushing’s syndrome or tonically elevated glucocorti-
coids of endogenous or exogenous origin may have elevated,
normal, or decreased body mass index (BMI). In all of these
conditions, there is a high likelihood of an elevated ratio of
intraabdominal to sc fat mass (23–25), because of the
glucocorticoid-mediated redistribution of stored calories
into abdominal fat.

Individuals who are depressed with a high BMI appear to
temper their natural depression-induced reduction in food
intake (26). The inverse relationships between BMI and re-
duced appetite (P � 0.0001) and pessimistic thoughts (P �
0.003) in 1694 individuals with depression were defined by
the Diagnostic and Statistical Manual of Mental Disorders
(DSM-IV) criteria taken from the Montgomery-Asberg de-
pression rating (MADRS) subscales and were corrected for
gender and age. The smaller decrease in food intake in de-
pressed individuals with high BMI may be a consequence of
higher circulating insulin concentrations that accompany an
increased BMI.

The specific increase in intraabdominal fat stores is a con-
sequence of elevated glucocorticoids together with insulin.
However, there need not be increased glucocorticoids in the
general circulation, because elevated glucocorticoids can be
generated locally in omental fat through conversion of cor-
tisone to F via the action of 11-�-hydroxysteroid dehydro-
genase type-1 (27). The active steroid is secreted directly to
the liver via the portal vein (27). In vitro, insulin synthesis and
secretion from the pancreas are directly (28) inhibited by the
actions of glucocorticoids. However, in vivo, increasing glu-
cocorticoids are associated with increasing insulin secretion
(29), possibly because of a marked antiinsulin effect on liver
(30), which appears to be particularly vulnerable to the neg-
ative effects of glucocorticoids on insulin action (31). Hepatic
insulin resistance is strongly associated with abdominal obe-
sity (32). The relatively selective increase of abdominal fat in
the presence of elevated glucocorticoids and insulin may be
a consequence of the differentiating effects of these hormones
on stromal fat precursor cells (33), as well as increased abun-
dance of glucocorticoid receptors on omental compared with
sc adipocytes (e.g. Ref. 34). In cases of very low energy stores
and high glucocorticoids, the normal inhibitory effects of
glucocorticoids on HPA axis activity are reduced, if not abol-
ished (11), which should enhance glucocorticoid elevations
and their effects on omental fat. Thus, chronic elevations in
glucocorticoids together with some insulin redistribute en-
ergy from the periphery to the center.

Modification of Feeding by Glucocorticoids and
Possible Role of Insulin

Adrenalectomy (ADX), the effect of B and of palatable, high-
energy calories

The key requirement for glucocorticoids for normal food
intake, metabolism, and obesity is perhaps best appreciated
when the effects of ADX with or without glucocorticoid
replacement are studied in normal and genetically obese
rodents. In normal male rodents, ADX reduces daily food
intake (by 10–20%), fat stores, and the rate of ponderal
weight gain (11, 35, 36) in a glucocorticoid-reversible manner
(37). ADX without glucocorticoid replacement blocks both
genetic-induced and neuropeptide Y (NPY)-induced obesi-
ties (38–41). In addition, many of the genetic rodent obesities
are accompanied by chronically elevated glucocorticoid con-
centrations (42). B treatment restores genetic obesity. B also
increases NPY expression, food intake, and fat preference
and restores metabolism.

Thus, there is a tight correlation between metabolic status
and activity in the HPA axis both acutely and chronically.
Glucocorticoids are key for responding to reduced energy
stores and are required for the expression of genetic obesity;
under chronic conditions of low energy storage, they no
longer serve to inhibit the HPA axis.

When ADX rodents are provided with high-energy fat or
sucrose diets, caloric intake increases (43–46). Perhaps more
surprisingly, with normal caloric intake, none of the effects
of ADX that we and others have measured occur, including
decreased fat depot weight, increased sympathetic neural
outflow, and altered corticotropin-releasing factor (CRF) ex-
pression in the central nucleus of the amygdala and para-
ventricular hypothalamus (43). These results suggest
strongly that without low metabolic stores and reduced in-
sulin, ADX and chronic loss of glucocorticoids exert few
effects on metabolism or on CRF expression in brain.

A new model of chronic glucocorticoid feedback
(Fig. 1, right)

In light of the above, we suggested that there was a dif-
ference in kind between the acute (canonical) feedback ac-
tions of glucocorticoids and their chronic feedback actions
(47). Whereas acute effects of increased glucocorticoids di-
rectly inhibit CRF and ACTH secretion, chronic effects ap-
pear to be indirectly mediated by an unidentified signal from
abdominal fat stores. When B is infused directly into the
brain of ADX rats, neither food intake nor body weight is
corrected as they are when B is given systemically (48, 49).
Possibly, the direct effects of B on CRF in amygdala activate
a central stress-response network (50). The central stress-
response network is recruited by chronic stressors (51) and
serves to modulate behavioral, autonomic, and neuroendo-
crine output under conditions of chronic stress (11, 50). In the
absence of chronic stress, i.e. with exogenous glucocorticoid
treatment or Cushing’s syndrome, evidence for abdominal
obesity is obvious. However, if glucocorticoids are activated
by chronic stressors, abdominal obesity in rats is not obvious,
because chronic stress inhibits food intake, probably through
the anorexigenic effects of CRF (52). Abdominal obesity in
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stressed rats becomes significant when compared with non-
stressed, pair-fed controls (53).

Glucocorticoid and insulin effects on caloric intake and
caloric preferences (Fig. 2)

In ADX rats treated with a range of B doses, insulin is
stimulated as a function of circulating B and rats eat some-
what more chow, but the feeding plateaus abruptly when B
levels achieve mean daily control values. By contrast, in
ADX-diabetic rats, chow intake increases in proportion to
circulating B over a wide range (29). We have recently re-
investigated this phenomenon (54), studying ADX B-treated
rats with and without diabetes induced by streptozotocin;
however, in these experiments we allowed the rats the choice
of eating chow or lard ad libitum. When caloric intake over a
48-h period was measured in these groups, there were B-
related increases in caloric intake in both sets of rats, i.e. those
with and those without diabetes.

B increased chow intake only slightly in the ADX rats but
markedly in the ADX-diabetic rats (Fig. 2, left). However, lard
intake was increased in a B dose-related fashion in ADX rats
(Fig. 2, middle); by contrast, ADX-diabetic rats treated with B
increased chow intake in a B dose-related fashion, and lard

ingestion inhibited overall caloric intake during the first 48 h
(Fig. 2, right). After the first 2 d, the diabetic rats shunned lard
entirely and returned to B-dependent hyperphagia of chow
(data not shown). There may be a parallel example to this in
people. Patients with Cushing’s disease and overweight-
matched and normal-weight controls were tested for the
pleasantness and creaminess of samples of dairy products
ranging in fat content from 0–36%, and perceptions of these
were similar in the three groups. When allowed to choose
which they would drink, more than 50% of the subjects with
Cushing’s disease (with high glucocorticoids and insulin)
chose products with at least 10% fat, whereas in the other two
groups the high-fat products were chosen by only 20 or 30%,
respectively (55).

The results of these experiments suggest (among other
possibilities) that B or F increases drive for calories but that
insulin may exert two actions, both probably in brain. The
first, well-known effect of insulin is to inhibit orexigenic NPY
synthesis and secretion in the arcuate nuclei of the hypo-
thalamus (42). In a second effect, insulin at low concentra-
tions could increase the palatability, or hedonic effects, of
lard through its actions on catecholaminergic systems that
regulate activity of cells in the nucleus accumbens (see Ref.

FIG. 2. Increasing B increases caloric intake as chow in the absence of insulin and as lard in the presence of insulin. During the first 48 h after
offering lard, ADX-nondiabetic rats ate lard in proportion to circulating B, but ADX-diabetic rats increased chow not lard intake in response
to increasing B. [Data from la Fleur et al.: Endocrinology, 145:2174–2185, 2004 (54). © The Endocrine Society.]
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56), a brain site for reward. If this speculation is correct, then
the action of insulin on activity in nucleus accumbens must
be biphasically related to the insulin dose, with low concen-
trations stimulating and high concentrations inhibiting the
palatability of high-density calories like lard. Such a biphasic
dose-response curve might result from the action of low
concentrations of insulin on high-affinity IGF-I receptors and
higher concentrations acting on lower affinity insulin recep-
tors (57). Insulin infused systemically to increase circulating
insulin concentrations from approximately zero to normal in
ADX-B-treated diabetic rats stimulates lard intake (54), how-
ever insulin infused into brains of rats with normal circu-
lating insulin inhibits intake of both sucrose and fat (56).

The action of B seems primarily to increase motivation or
drive to do something. In the absence of insulin, B increases
caloric intake from chow; in the presence of insulin, B in-
creases caloric intake from lard (Fig. 2); and in both condi-
tions, the steroid increases total caloric intake. Similar actions
of B are observed in the use of running wheels [intact rats like
to run, ADX rats don’t run, but B replacement restores run-
ning in a dose-related fashion (58)] and schedule-induced
polydipsia (59). Similarly, responses to street drugs such as
cocaine are negligible in ADX rats but increase with increas-
ing B replacement (60, 61). Thus, glucocorticoids seem to
induce increased incentive salience (62) for behaviors that
can serve the organism either positively or negatively. By
contrast, insulin appears to sculpt the choice of, at least,
feeding behavior.

Glucocorticoid Action during Evolution and in
Wealthy Societies: the Yin and the Yang

Throughout time, organisms capable of secreting glu-
cocorticoids have had the motivation to eat, as well as the
capacity to store, any excess calories and mobilize them as a
consequence of the actions of glucocorticoids (e.g. Refs. 63
and 64). During persistent stressors, such as drought and
famine, the central role of chronically elevated glucocorti-
coids on motivation serves organisms well. The motivational
effects of the glucocorticoids drive organisms to run away or
engage in search behaviors; to eat more, particularly nutri-
tious foods; and would, at the same time, act peripherally
(with insulin) to increase the immediate source of substrate
for liver, the abdominal fat depots. In the absence of available
food, search behaviors would still occur, but insulin would
be very low, and substrate would be mobilized from avail-
able peripheral fat and protein stores. In this context also,
the glucocorticoids are very important and potentially
life-saving. These actions of glucocorticoids were probably
selected for.

However, in wealthy societies (65), glucocorticoid actions
can be a curse. It is, of course, the same effects of glucocor-
ticoids that are mediated in societies with plenty as in those
without. However, foods, particularly of high fat and car-
bohydrate content, are readily available, accessible, and in-
expensive in our societies. Soft-drink machines selling high
sucrose drinks, fast food franchises, and the propensity to eat
on the run all combine to increase consumption of high-fat,
high simple carbohydrate foods. Moreover, in many of these
societies, there is also a high level of perceived stress. Under

these conditions, glucocorticoids are engaged to store ab-
dominal fat, resulting in high insulin and pathogenic obesity
(66). Rich societies are awash in obesity; it is epidemic (67).
There is a great deal of public health and pharmaceutical
company effort and money oriented toward reducing obe-
sity, through elucidating and then intervening in actions of
hormones, transactivating factors, neuropeptide and fat ab-
sorption, and synthesis. Based on the physiology of the glu-
cocorticoids and insulin, the current epidemic of obesity is,
at least in large part, readily understood as a naturally oc-
curring consequence of the ready availability of fatty and
sweet foods. These two hormones promote both the inges-
tion of such foods and the storage of the resulting calories as
abdominal fat. Changing the climate of food commerce (68)
and the composition of fast foods, as well as decreasing fast
food availability, could go a long way toward reducing the
obesity epidemic.

Acknowledgments

Received January 14, 2004. Accepted March 10, 2004.
Address all correspondence and requests for reprints to: Mary F.

Dallman, Department of Physiology, University of California San Fran-
cisco, San Francisco, California 94143-0444. E-mail: dallman@itsa.ucsf.edu.

This work was supported in part by National Institutes of Health
Grant DK28172.

References

1. Cherrington AD 1999 Control of glucose uptake and release in the liver in vivo.
Diabetes 48:1198–1214

2. Di S, Malcher-Lopex R, Halmos KC, Tasker JG 2003 Nongenomic glucocor-
ticoid inhibition via endocannabinoid release in the hypothalamus: a fast
feedback mechanism. J Neurosci 23:4850–4857

3. Widmaier EP, Dallman MF 1984 The effects of corticotropin-releasing factor
on adrenocorticotropin secretion from perifused pituitaries in vitro: rapid
inhibition by glucocorticoids. Endocrinology 115:2368–2374

4. Epel E, Lapidus R, McEwen B, Brownell K 2001 Stress may add bite to appetite
in women: a laboratory study of stress-induced cortisol and eating behavior.
Psychoneuroendocrinology 26:37–49

5. la Fleur SE, Kalsbeek A, Wortel J, Buijs RM 1999 A suprachiasmatic nucleus
generated rhythm in basal glucose concentrations. J Neuroendocrinol 11:643–
652

6. Krieger DT 1979 Central nervous system disease. Clin Endocrinol Metab
8:467–485

7. Follenius M, Brandenburger G, Hetter B 1982 Diurnal cortisol peaks and their
relationship to meals. J Clin Endocrinal Metab 55:757–761

8. Shiraishi I, Honma K-I, Honma S, Hiroshige T 1984 Ethosecretogram: relation
of behavior to plasma corticosterone in freely moving rats. Am J Physiol
247:R40–R45

9. Honma K-I, Honma S, Hiroshige T 1983 Critical role of food amount for
prefeeding corticosterone peak in rats. Am J Physiol 245:R339–R344

10. Bogdan A, Bouchareb B, Touitou Y 2001 Ramadan fasting alters endocrine
and neuroendocrine circadian patterns. Meal-time as a synchronizer in hu-
mans. Life Sci 68:1607–1615

11. Dallman MF, Bhatnagar S 2001 Chronic stress and energy balance: role of the
hypothalamo-pituitary-adrenal axis. Vol IV, section 7. Coping with the envi-
ronment. Chap 10. New York: Oxford University Press; 179–210

12. Dallman MF, Akana SF, Bhatnagar S, Bell ME, Choi S, Chu A, Horsley C,
Levin N, Meijer O, Soriano LR, Strack AM, Viau V 1999 Starvation: early
signals, sensors and sequelae. Endocrinology 140:4015–4023

13. Broocks A, Schweiger U, Pirke KM 1991 The influence of semistarvation-
induced hyperactivity on hypothalamic serotonin metabolism. Physiol Behav
50:385–388

14. Bartness TJ, Billington CJ, Levine AS, Morley JE, Rowland NE, Brown DM
1986 Insulin and metabolic efficiency in rats. II. Effects of NE and cold expo-
sure. Am J Physiol 251:R1118–R1125

15. Houssay BA, Biasotti A 1931 The hypophysis, carbohydrate metabolism and
diabetes. Endocrinology 15:511–523

16. Scribner KA, Akana SF, Walker C-D, Dallman MF 1993 Streptozotocin-
diabetic rats exhibit facilitated adrenocorticotropin responses to acute stress,
but normal sensitivity to feedback by corticosteroids. Endocrinology 133:2667–
2674

Dallman et al. • Minireview Endocrinology, June 2004, 145(6):2633–2638 2637

 by on November 24, 2008 endo.endojournals.orgDownloaded from 

http://endo.endojournals.org


17. Fichter MM, Pirke KM 1984 Hypothalamic pituitary function in starving
healthy subjects. In: Pirke KM, Ploog D, eds. The psychobiology of anorexia
nervosa. Berlin: Springer-Verlag; 124–135

18. Loucks AB, Mortola JF, Girton L, Yen SSC 1989 Alterations in the hypotha-
lamic-pituitary-ovarian and hypothalamic-pituitary-adrenal axes in athletic
women. J Clin Endocrinal Metab 68:402–411

19. Suh BY, Liu JH, Berga SL, Quigley ME, Laughlin GA, Yen SS 1988 Hyper-
cortisolism in patients with functional hypothalamic-amenorrhea. J Clin En-
docrinal Metab 66:733–739

20. Bergendahl M, Iranmanesh A, Pastor C, Evans WS, Veldhuis JD 2000
Homeostatic joint amplification of pulsatile and 24-hour rhythmic cortisol
secretion by fasting stress in midluteal phase women: concurrent disruption
of cortisol-growth hormone, cortisol-luteinizing hormone, and cortisol-leptin
synchrony. J Clin Endocrinol Metab 85:4028–4035

21. Samuels MH, Kramer P 1996 Differential effects of short-term fasting on
pulsatile thyrotropin, gonadotropin and �-subunit secretion in healthy men—a
clinical research center study. J Clin Endocrinol Metab 81:32–36

22. Dallman MF, Akana SF, Bhatnagar S, Bell ME, Strack AM 2000 Bottomed out:
metabolic significance of the circadian trough in glucocorticoid concentrations.
Int J Obes 24:S40–A46

23. Mayo-Smith W, Hayes CW, Biller MK, Klibanski A, Rosenthal H, Rosenthal
DI 1989 Body fat distribution measured with CT: correlations in healthy
subjects, patients with anorexia nervosa, and patients with Cushing’s syn-
drome. Radiology 170:515–518

24. Thakore JH, Richards PJ, Reznek RH, Martin A, Dinan TG 1998 Increased
intra-abdominal fat deposition in patients with major depressive illness as
measured by computed tomography. Biol Psychiatry 47:1140–1142

25. Rosmond R, Bjorntorp P 2000 Occupational status, cortisol secretory pattern,
and visceral obesity in middle-aged men. Obes Res 8:445–450

26. Berlin I, Lavergne F 2003 Relationship between body-mass index and de-
pressive symptoms in patients with major depression. Eur Psychiatry 18:85–88

27. Masuzaki H, Paterson J, Shinyama H, Morton NM, Seckl JR, Flier JS 2001
A transgenic model of visceral obesity and the metabolic syndrome. Science
94:2166–2170

28. Lenzen S, Bailey CJ 1984 Thyroid hormones, gonadal and adrenocortical
steroids and the function of the islets of Langerhans. Endocr Rev 5:411–434

29. Strack AM, Sebastian RJ, Schwartz MW, Dallman MF 1995 Glucocorticoids
and insulin: reciprocal signals for energy balance. Am J Physiol 268:R142–R149

30. Mantha L, Palacios E, Deschaies Y 1999 Modulation of triglyceride metabo-
lism by glucocorticoids in diet-induced obesity. Am J Physiol 277:R455–R464

31. Kim SP, Ellmerer M, Van Citters GW, Bergman RN 2003 Primacy of hepatic
insulin resistance in the development of the metabolic syndrome induced by
an isocaloric moderate-fat diet in the dog. Diabetes 52:2453–2460

32. Wagenknecht LE, Langefeld CD, Scherzinger AL, Norris JM, Haffner SM,
Saad MF, Bergman RN 2003 Insulin sensitivity, insulin secretion, and ab-
dominal fat: the Insulin Resistance Atherosclerosis Study (IRAS) family study.
Diabetes 52:2490–2496

33. Chapman AB, Knight DM, Dieckmann BS, Ringold GM 1984 Analysis of
gene expression during differentiation of adipogenic cells in culture and hor-
monal control of the developmental program. J Biol Chem 259:15548–15555

34. Leibel RL, Edens NK, Fried SK 1989 Physiologic basis for control of body fat
distribution in humans. Annu Rev Nutr 9:417–443

35. Dallman MF, Strack AM, Akana SF, Bradbury MJ, Hanson ES, Scribner KA,
Smith M 1993 Feast and famine: critical role of glucocorticoids with insulin in
daily energy flow. Front Neuroendocrinol 14:303–347

36. Freedman MR, Horwitz BA, Stern JS 1986 Effect of adrenalectomy and glu-
cocorticoid replacement on development of obesity. Am J Physiol 250:R595–
R607

37. Freedman MR, Castonguay TW, Stern JS 1985 Effect of adrenalectomy and
glucocorticoid replacement on development of obesity. Am J Physiol 250:
R595–R607

38. Marchington D, Rothwell NJ, Stock MJ, York DA 1983 Energy balance,
diet-induced thermogenesis and brown adipose tissue in lean and obese (fa/fa)
Zucker rats after adrenalectomy. J Nutr 113:1395–1402

39. Bray GA, Fisler J, York DA 1990 Neuroendocrine control of the development
of obesity: understanding gained from studies of experimental animal models.
Front Neuroendocrinol 11:128–181

40. Cusin I, Rohner-Jeanrenaud F, Stricker-Krongrad A, Jeanrenaud B 1996 The
weight-reducing effect of an intracerebroventricular bolus injection of leptin
in genetically obese fa/fa rats. Diabetes 45:1146–1150

41. Sainsbury A, Cooney GJ, Herzog H 2002 Hypothalamic regulation of energy
homeostasis. Best Pract Res Clin Endocrinol Metab 16:623–637

42. Schwartz MW, Woods SC, Porte Jr D, Seeley RJ, Baskin D 2000 Central
nervous system control of food intake. Nature 404:661–671

43. Laugero KD, Bell ME, Bhatnagar S, Soriano L, Dallman MF 2001 Sucrose
ingestion normalizes central expression of corticotropin-releasing factor
mRNA and energy balance in adrenalectomized rats: a glucocorticoid-
metabolic-brain axis? Endocrinology 142:2796–2804

44. Richter CP 1941 Sodium chloride and dextrose appetite of untreated and
treated adrenalectomized rats. Endocrinology 29:115–125

45. Smith CK, Romsos DR 1985 Effects of adrenalectomy on energy balance of
obese mice are diet dependent. Am J Physiol 249:R13–R22

46. Vander Tuig JG, Romsos DR 1984 Effects of dietary carbohydrate, fat, and
protein on norepinephrine turnover in rats. Metabolism 33:26–33

47. Dallman MF, Pecoraro N, Akana SF, la Fleur SE, Gomez F, Houshyar H, Bell
ME, Bhatnagar S, Laugero KD, Manalo S 2003 Chronic stress, obesity: a new
view of comfort food. Proc Soc Natl Acad Sci USA 100:11696–11701

48. Kamara KS, Kamara AK, Castonguay TW 1992 A reexamination of the effects
of intracerebroventricular glucocorticoids in adrenalectomized rats. Brain Res
Bull 29:355–358

49. Laugero KD, Gomez F, Siao D, Dallman MF 2002 Corticosterone infused
intracerebroventricularly inhibits energy storage and stimulates the hypo-
thalamo-pituitary axis in adrenalectomized rats. Endocrinology 143:4552–4562

50. Dallman MF, Viau V, Bhatnagar S, Gomez F, Laugero K, Bell ME 2002
Corticotropin-releasing factor (CRF), corticosteroids, stress and sugar: energy
balance the brain and behavior. In: Pfaff DW, ed. Hormones, brain and be-
havior. Vol I, Chap 9. San Diego: Academic Press; 571–631

51. Bhatnagar S, Dallman MF 1998 Neuroanatomical basis for facilitation of the
hypothalamo-pituitary-adrenal responses to a novel stress after chronic stress.
Neuroscience 84:1025–1039

52. Smagin GN, Howell LA, Redmann Jr S, Ryan DH, Harris RBH 1999
Prevention of stress-induced weight loss by third ventricular CRF receptor
antagonist. Am J Physiol 268:R1461–R1469

53. Rebuffe-Scrive M, Walsh UA, McEwen B, Rodin J 1992 Effect of chronic stress
and exogenous glucocorticoids on regional fat distribution and metabolism.
Physiol Behav 52:583–590

54. la Fleur SE, Akana SF, Manalo S, Dallman MF, 2004 Interaction between
corticosterone and insulin in obesity: regulation of lard intake and fat stores.
Endocrinology 145:2174–2185

55. Castonguay TW 1991 Glucocorticoids as modulators in the control of feeding.
Brain Res Bull 27:423–428

56. Figlewicz DP 2003 Adiposity signals and food reward: expanding the CNS
roles of insulin and leptin. Am J Physiol 284:R882–R892

57. Kitamura T, Kahn CR, Accili D 2003 Insulin receptor knockout mice. Ann Rev
Physiol 65:313–332

58. Leshner AI 1971 The adrenals and the regulatory nature of running wheel
activity. Physiol Behav 6:551–558

59. Cirulli F, van Oers H, de Kloet ER, Levine S 1994 Differential influence of
corticosterone and dexamethasone on schedule-induced polydipsia in adre-
nalectomized rats. Behav Brain Res 65:33–39

60. Deroche V, Marinelli M, Le Moal M, Piazza PV 1997 Glucocorticoids and
behavioral effects of psychostimulants. II: Cocaine intravenous self-adminis-
tration and reinstatement depend on glucocorticoid levels. J Pharmacol Exp
Ther 281:1401–1407

61. Goeders NE 2002 The HPA axis and cocaine reinforcement. Psychoneuro-
endocrinology 27:13–33

62. Berridge KC, Robinson TE 2003 Parsing reward. Trends Neurosci 26:507–513
63. Woodley SK, Painter DL, Moore MC, Wikelski M, Romero LM 2003 Effect

of tidal cycle and food intake on the baseline plasma corticosterone rhythm in
intertidally foraging marine iguanas. Gen Comp Endocrinol 132:216–222

64. Kitaysky AS, Kitaiskaia EV, Piatt JF, Wingfield JC 2003 Benefits and costs of
increased levels of corticosterone in seabird chicks. Horm Behav 43:140–149

65. December 11, 2003 The shape of things to come. The Economist: after p 52
66. Bjorntorp P 2001 Do stress reactions cause abdominal obesity and comor-

bidities? Obes Rev 2:73–86
67. Friedman JM 2003 A war on obesity, not the obese. Science 299:856–858
68. Nestle M 2002 Food politics: how the food industry influences nutrition and

health. Berkeley, CA: University of California Press

Endocrinology is published monthly by The Endocrine Society (http://www.endo-society.org), the foremost professional society serving the
endocrine community.

2638 Endocrinology, June 2004, 145(6):2633–2638 Dallman et al. • Minireview

 by on November 24, 2008 endo.endojournals.orgDownloaded from 

http://endo.endojournals.org

