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Complications of Cushing’s syndrome: state of the art
Rosario Pivonello*, Andrea M Isidori*, Maria Cristina De Martino, John Newell-Price, Beverly M K Biller, Annamaria Colao

Cushing’s syndrome is a serious endocrine disease caused by chronic, autonomous, and excessive secretion of 
cortisol. The syndrome is associated with increased mortality and impaired quality of life because of the occurrence 
of comorbidities. These clinical complications include metabolic syndrome, consisting of systemic arterial 
hypertension, visceral obesity, impairment of glucose metabolism, and dyslipidaemia; musculoskeletal disorders, 
such as myopathy, osteoporosis, and skeletal fractures; neuropsychiatric disorders, such as impairment of cognitive 
function, depression, or mania; impairment of reproductive and sexual function; and dermatological manifestations, 
mainly represented by acne, hirsutism, and alopecia. Hypertension in patients with Cushing’s syndrome has a 
multifactorial pathogenesis and contributes to the increased risk for myocardial infarction, cardiac failure, or stroke, 
which are the most common causes of death; risks of these outcomes are exacerbated by a prothrombotic diathesis 
and hypokalaemia. Neuropsychiatric disorders can be responsible for suicide. Immune disorders are common; 
immunosuppression during active disease causes susceptibility to infections, possibly complicated by sepsis, an 
important cause of death, whereas immune rebound after disease remission can exacerbate underlying autoimmune 
diseases. Prompt treatment of cortisol excess and specifi c treatments of comorbidities are crucial to prevent serious 
clinical complications and reduce the mortality associated with Cushing’s syndrome.

Introduction
Cushing’s syndrome, or chronic endogenous hyper-
cortisolism, is a serious endocrine disease caused by 
chronic, autonomous, and excessive secretion of 
cortisol from the adrenal glands, with an estimated 
prevalence of around 40 cases per million and an 
estimated incidence of 0·7–2·4 cases per million per 
year, although the worldwide epidemiology has not 
been fully determined.1–3 Cushing’s syndrome is at least 
three times more prevalent in women than in men, and 
although it can occur at any age, is more frequent 
during the fourth to sixth decades of life.1–4 In the great 
majority of cases (around 70%), Cushing’s syndrome 
is caused by a pituitary tumour producing excessive 
adrenocorticotropic hormone (ACTH) that stimulates 
excessive cortisol secretion from the adrenal cortex, 
which is termed pituitary-dependent Cushing’s 
syndrome or Cushing’s disease. ACTH-independent 
adrenal production of cortisol by an adrenal tumour or 
bilateral adrenal hyperplasia or dysplasia is responsible 
for around 20% of cases of Cushing’s syndrome. 
An extrapituitary tumour secreting ACTH or, very 
rarely, corticotropin-releasing hormone, causes ectopic 
Cushing’s syndrome in the remaining roughly 10% of 
cases.1–4 Cushing’s syndrome can also be caused by 
excessive exposure to exogenous glucocorticoids, which 
is termed exogenous Cushing’s syndrome.1,2

In 1932, Harvey Cushing fi rst recognised a 
constellation of symptoms and signs in a group of 
patients, including obesity with adiposity localised on 
the face and trunk, wasting of the arm and leg 
musculature, with muscular weakness and fatigue, 
purplish striae on the abdomen, telangiectasias of the 
face, diff use ecchymoses, hypertension, hyperglycaemia, 
osteoporosis, depression, susceptibility to infections, 
menstrual irregularity in women, and decrease of libido 
in men.5 Most of these clinical manifestations are 
nowadays recognised as the main clinical features and 

complications associated with Cushing’s syndrome. 
The clinical picture of Cushing’s syndrome consists of 
weight gain with central obesity, fatigue with proximal 
myopathy, skin thinning with purplish striae, and 
easy bruising. Several comorbidities are associated 
with Cushing’s syndrome1,2,4 and are responsible for 
an impairment of quality of life and an increase 
in mortality.6

The diagnosis and determination of the origin 
of Cushing’s syndrome can be challenging and 
time-consuming, and requires diff erent laboratory 
tests and imaging procedures.7–9 Prompt and eff ective 
treatment is crucial for the reversal of comorbidities, 
prevention of serious acute and chronic complications, 
and protection from the increased mortality risk 
(panel 1).4,10,11 Notably, the increased mortality and 
morbidity that aff ect patients with Cushing’s syndrome 
during the active phase of the disease might not 
completely revert after disease remission (ie, resolution 
of hypercortisolism after an eff ective treatment). The 
reasons why surely morbidity and possibly mortality 
remain increased after remission of Cushing’s syndrome 
remain unclear. Beyond the irreversible damage of 
organs and systems induced by long-term cortisol 
excess, reasons that morbidity and mortality remain 
increased might include glucocorticoid withdrawal 
syndrome or adrenal insuffi  ciency, which can result from 
treatment for Cushing’s syndrome, or non-physiological 
adrenal replacement therapy in patients with adrenal 
insuffi  ciency after treatment for Cushing’s syndrome 
(panel 2).1,10–14

In this Review, we summarise key studies on mortality 
risk, and focus on the comorbidities and clinical 
complications of the diff erent types of endogenous 
Cushing’s syndrome. We present a detailed description 
of the pathophysiology of the comorbidities together 
with a systematic analysis of the studies on mortality 
and metabolic, skeletal, infectious, and autoimmune 
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complications associated with types of Cushing’s 
syndrome, during both active and remission phases of 
disease, where such information was available in the 
scientifi c literature. Finally, to aid clinicians who manage 
patients with active Cushing’s syndrome as well as those 
in remission, we discuss approaches that can be used in 
clinical practice for prevention of complications, such as 
antithrombotic and anti-infective prophylaxis. Notably, 
most reported studies on the clinical complications of 
Cushing’s syndrome do not represent high-quality 
evidence.

Mortality
Cushing’s syndrome is associated with excessive 
mortality, which is mainly caused by cardiovascular or 
infectious diseases, and their systemic consequences, 
mainly myocardial infarction, stroke, and sepsis.15 The 
excess mortality is usually seen in patients who do not 
achieve initial surgical remission, whereas in patients 
with postoperative hormonal control, mortality was 
described to be either increased or similar to that in the 
general population.15 In the past two decades, several 
studies have investigated the increased mortality from 
Cushing’s syndrome, primarily focusing on Cushing’s 

disease. 11 national or single-centre studies reported the 
standardised mortality ratio (SMR) of patients with 
Cushing’s syndrome,16–26 with variable fi ndings: 
six focused only on Cushing’s disease16,17,20–23 and fi ve also 
assessed patients with adrenal or ectopic Cushing’s 
syndrome.18,19,24–26 See appendix for a systematic analysis 
of the studies on mortality that reported the SMR in 
Cushing’s syndrome. In patients with Cushing’s disease, 
the overall SMR ranged from 0·98 to 9·3,16–26 being 
similar to17–20,25 or signifi cantly higher16,21–24,26 than the 
general population. There is consistent evidence that 
patients with persistent disease after pituitary surgery 
have the highest mortality. By contrast, data are 
discordant for patients with disease remission after 
treatment; several studies showed an SMR similar to that 
of the general population,19–21,25 but an increased SMR was 
reported in three diff erent UK studies and one New 
Zealand study.22–24,26

Cardiovascular disease is the major cause of death in 
patients with Cushing’s disease, either during active 
disease or after remission. Infectious diseases and sepsis 
represent frequent causes of death, and suicide 
associated with psychiatric disorders has also been 
described in patients with Cushing’s disease.6,15–26 The 
main predictive factors for mortality have been identifi ed 
as older age at diagnosis, the presence and duration of 
active disease, and the presence of comorbidities, mainly 
hypertension and diabetes.27,28 A recent meta-analysis on 
mortality in patients with Cushing’s syndrome, which 
included six studies that focused on patients with 
Cushing’s disease, confi rmed that Cushing’s disease is 
associated with increased mortality (SMR 1·84, 95% CI 
1·28–2·65), with highest mortality in patients with 
persistent or recurrent disease (3·73, 2·31–6·01). By 
contrast, mortality in patients with cured disease after 
initial pituitary surgery (SMR 1·23, 95% CI 0·51–2·97) 
does not signifi cantly diff er to that of the general 
population.29 This meta-analysis is in accordance with 
several available studies, suggesting that remission 
induced by surgery is crucial to protect patients with 
Cushing’s disease from premature death, although this 
concept is still debated and needs further studies to draw 
a defi nitive conclusion.

In patients with adrenal-dependent Cushing’s 
syndrome, including patients with benign adrenal 
pathology, the SMR varied substantially, from 1·35 to 
7·5,18,19,24–26 in adrenal adenomas, and from 1·14 to 12 in 
bilateral adrenal hyperplasia,18,24,25 being higher,18,24 
similar,19,25 or lower26 than that reported in patients with 
Cushing’s disease. The main causes of death were 
cardiovascular and cerebrovascular disease, thrombo-
embolism, infectious diseases or sepsis, and suicide. 
Patients with adrenal carcinoma, which carries a very 
poor prognosis, had a substantially increased SMR up to 
48·00 (95% CI 30·75–71·42), mainly because of 
neoplastic progression or pulmonary thrombo-
embolism.25,26

Panel 1: Specifi c treatments for the various types of Cushing’s syndrome1,2,10,11

• Management of adrenocorticotropic hormone (ACTH)-dependent Cushing’s 
syndrome requires a multidisciplinary and individualised approach. In general, the 
treatment of choice for ACTH-dependent Cushing’s syndrome is curative surgery with 
selective pituitary or ectopic corticotroph tumour resection, although this is not 
always possible or eff ective.

• In Cushing’s disease, second-line treatments include repeat pituitary surgery 
(generally with a more radical approach), pituitary radiotherapy, adrenal surgery 
(generally bilateral adrenalectomy), and pharmacological therapy.

• In ectopic Cushing’s syndrome, second-line treatments include radical surgery, 
radiotherapy, or chemotherapy, depending on the tumour responsible for the disease 
and the disease stage.

• ACTH-independent Cushing’s syndrome is usually treated by adrenal surgery, with the 
removal of the adrenal gland where the tumour is located, and less frequently with the 
removal of both glands, but rarely or transiently it can be treated with 
pharmacological therapy.

• In patients with a malignant adrenal tumour, extensive surgery and/or radiotherapy or 
chemotherapy might be necessary.

• Pharmacological therapy for Cushing’s syndrome consists of three categories of drugs:
• Adrenal-directed agents, which block cortisol production through inhibition of 

steroidogenesis enzymes—eg, ketoconazole and metyrapone (approved in the 
European Union for treatment of Cushing’s syndrome), and mitotane 
(generally off -label indication, apart from adrenal cancer);

• Pituitary-directed drugs, which act at the level of the pituitary tumour, inhibiting 
ACTH secretion, and which are useful for the treatment of Cushing’s disease—eg, 
pasireotide (approved worldwide for treatment of Cushing’s disease when surgery 
is not an option) and cabergoline (off -label indication);

• Glucocorticoid receptor-directed drugs which peripherally block the glucocorticoid 
receptor—eg, mifepristone (approved in the USA for patients with hyperglycaemia 
when surgery is not an option). 

See Online for appendix
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In patients with ectopic Cushing’s syndrome, SMR 
ranged from 13·3 to 68·5, as expected for the frequently 
malignant origin or aggressive behaviour of the 
disease.24–26 Beyond neoplastic progression, causes of 
death were typically infectious diseases or sepsis; one 
study noted skeletal complications as a cause of death.25

Morbidity
The excessive mortality associated with Cushing’s 
syndrome is a direct consequence of the multiple 
comorbidities aff ecting patients with this syndrome 
(fi gure 1). These comorbidities include a specifi c form of 
metabolic syndrome, characterised by hypertension, 
visceral obesity, impairment of glucose metabolism, 
and dyslipidaemia. This metabolic syndrome is 
strictly associated with cardiovascular disease, including 
vascular atherosclerosis and cardiac damage, which, 
together with thromboembolism and hypokalaemia, 
contribute to the increase in cardiovascular risk.1,2,4 
Additional clinical compli cations include musculoskeletal 
diseases, such as myopathy, osteoporosis, and skeletal 
fractures, as well as neuropsychiatric diseases, such 
as impairment of cognitive function, and psychiatric 

disorders, including mania or depression, which can 
result in suicide.1,2,4 An important complication of 
Cushing’s syndrome is the impairment of immune 
function, associated with severe infections or sepsis 
during active disease, which are a direct consequence of 
increased cortisol secretion. The decrease in cortisol 
during remission may result in immune rebound, which 
can induce a fl are of underlying autoimmune disorders. 
An impairment of reproductive and sexual function is 
frequently present in both men and women. In both 
sexes, dermatological manifestations are also common, 
but specifi c dermatological features (eg, acne, hirsutism, 
and alopecia) are typically associated with female sex.1,2,4 
Morbidity can be increased in the long term, being 
present before diagnosis and remaining in several 
patients even after many years of remission.28

Metabolic syndrome
Pathogenesis
Glucocorticoids regulate metabolism, and chronic 
hypercortisolism can lead to a specifi c form of the 
metabolic syndrome.28,30 Glucocorticoid excess aff ects a 
range of metabolic pathways determining the diff erent 

Panel 2: Adrenal insuffi  ciency and glucocorticoid withdrawal syndrome after resolution of hypercortisolism1,10–14

Successful treatment of Cushing’s syndrome might induce 
adrenal insuffi  ciency, which can last for several months to several 
years, because of suppression of the hypothalamic-pituitary-
adrenal (HPA) axis, but can be permanent if the HPA axis does 
not recover. After remission from Cushing’s syndrome, 
replacement therapy with glucocorticoids is used for adrenal 
insuffi  ciency. Hydrocortisone 10–20 mg/m² in two to three daily 
doses is the optimum current therapy, with half to two-thirds of 
the total dose taken in the morning; its short half-life might 
facilitate HPA axis recovery. Conversely, long-acting 
glucocorticoids should be avoided because they might prolong 
HPA axis suppression, and they have adverse metabolic 
consequences. Close monitoring of the HPA axis is needed, 
however, and morning serum cortisol concentrations before 
administration of glucocorticoids should be assessed 
approximately every 3 months for the fi rst 2 years. Three main 
outcomes are found: (1) a concentration of 500 nmol/L 
(18 μg/dL) or more means the HPA axis has recovered and 
glucocorticoids can be discontinued; (2) a concentration of less 
than 200 nmol/L mandates continuance of glucocorticoid 
therapy; and (3) concentrations ranging from 200 nmol/L 
(7 μg/dL) to 500 nmol/L are associated with incomplete HPA axis 
recovery; therefore, an adrenocorticotropic hormone stimulation 
test is recommended with stimulated serum cortisol 
concentrations of less than 500 nmol/L (18 μg/dL) identifying 
persisting adrenal insuffi  ciency, and higher concentrations 
allowing discontinuation of glucocorticoids.

In general, use of supraphysiological glucocorticoid doses is 
associated with increased morbidity and mortality, mainly from 

cardiovascular diseases. Therefore, adrenal insuffi  ciency 
replacement therapy should be tailored to each patient’s needs, 
avoiding over-treatment and under-treatment (which might 
make adrenal insuffi  ciency crises more likely). Another challenge 
is the need to replicate the physiological circadian rhythm of 
cortisol secretion. Standard hydrocortisone regimens result in 
supraphysiological circulating cortisol peaks, especially after 
afternoon and evening dosing, when concentrations of serum 
cortisol in healthy individuals are usually low. The inadequacies 
of current hydrocortisone regimens might have a role in the 
impaired glucose tolerance or diabetes, visceral obesity, 
hypertension, alterations of bone metabolism, and decreased 
quality of life seen in some patients with Cushing’s syndrome 
even after remission, and so contribute to residual mortality.

Patients in remission owing to Cushing’s syndrome treatment 
might also have glucocorticoid withdrawal syndrome, in which 
a rapid decrease in circulating cortisol concentrations after 
previous chronic overexposure is associated with lack of 
wellbeing and even a fl u-like syndrome, which might mimic 
adrenal insuffi  ciency, even in the presence of normal circulating 
cortisol concentrations. This disorder can be very challenging to 
manage. One strategy is to use pharmacological therapy to 
slightly reduce cortisol concentrations before defi nitive 
treatment for Cushing’s syndrome, whereas another more 
practical approach is to give glucocorticoids at higher than 
optimum replacement doses for several weeks after remission, 
but then to taper these as soon as possible, according to 
individual patient symptoms, so as to avoid inducing iatrogenic 
Cushing’s syndrome. 
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manifestations of this metabolic syndrome (fi gure 2). 
Glucocorticoids stimulate key enzymes involved in 
liver gluconeogenesis, increasing glucose output and 
circulating glucose concentrations,31,32 and cause hepatic 
and peripheral insulin resistance by direct and indirect 
mechanisms.31 Glucocorticoids also interfere with the 
insulin-stimulated translocation of glucose transporters 
(GLUT4) to the plasma membrane, thereby decreasing 
glucose uptake.32 In adipose tissue, glucocorticoids 
promote pre-adipocyte diff erentiation into adipocytes 
and decrease lipogenesis, also enhancing insulin-
induced lipogenesis.33 In adipose tissue and skeletal 
muscle, glucocorticoids reduce aminoacid uptake and 
increase lipid oxidation and lipolysis, whereas in the 
liver, glucocorticoids promote lipoprotein secretion and 
stimulate enzymes involved in fatty acid synthesis, 
contributing to the development of liver steatosis and 
impairing insulin sensitivity.31 These processes all 
contribute to glucocorticoid-induced insulin resistance, 
a major feature of the metabolic syndrome.30 In animal 
models, glucocorticoids inhibit pancreatic insulin 
secretion and in human beings they alter high-frequency 
insulin release in the fasting state.32 In line with these 
fi ndings, the alterations of glucose metabolism seen in 
patients with Cushing’s syndrome have been attributed 
to both glucocorticoid-induced insulin resistance 
and inadequate pancreatic β-cell com pensation.32 
Central eff ects of glucocorticoids on appetite have also 
been reported.34

Chronic hypercortisolism is mainly associated 
with abdominal obesity with preferential visceral fat 
accumulation.33 The mechanisms underlying typical 
fat distribution pattern are only partly understood. 

The enzyme 11β-hydroxysteroid dehydrogenase type 1 
(11β-HSD1) converts inactive cortisone to active cortisol, 
and diff erential 11β-HSD1 expression in tissues might 
aff ect local cortisol availability.33 11β-HSD1-knockout 
mice are protected from diet-induced obesity; 
conversely, animals overexpressing 11β-HSD1 have 
metabolic syndrome and visceral obesity.33 Therefore, 
diff erential expression of 11β-HSD1 in visceral versus 
subcutaneous adipose tissue might aff ect the fat 
distribution pattern, but data from human studies are 
scarce. Glucocorticoids exert their eff ects by binding 
glucocorticoid receptor types 1 and 2, and it has recently 
been suggested that varying expression of these 
receptors and their isoforms in diff erent tissues might 
infl uence the tissue-specifi c actions of glucocorticoids, 
contributing to the disparate eff ects observed in visceral 
and subcutaneous adipose tissue.33 The visceral adipose 
tissue in patients with Cushing’s syndrome has been 
reported to be structurally and functionally diff erent 
from that in people without Cushing’s syndrome; 
indeed, enlarged abdominal fat cells, increased 
lipoprotein lipase activity, and decreased lipolytic 
capacity were reported in female patients with 
Cushing’s syndrome compared with women without 
Cushing’s syndrome,33 whereas increased lipogenesis 
has been recorded in patients with Cushing’s syndrome 
compared with obese controls.35 The preferential 
accumulation of visceral fat in Cushing’s syndrome is 
associated with abnormal adipokine production, which 
might contribute to the development of metabolic 
syndrome.32 See appendix for a systematic analysis of 
studies on the metabolic syndrome in Cushing’s 
syndrome. 

Figure 1: Main comorbidities and clinical complications associated with mortality in patients with Cushing’s syndrome
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Visceral obesity
Weight excess, as documented by the pathological 
increase in BMI, is among the most common features of 
Cushing’s syndrome; indeed, weight excess is seen in 
57–100% of patients (overweight in 33–48% and obesity 
in 25–100%).23,36–43 However, the obesity associated with 
Cushing’s syndrome is abdominal rather than 
generalised weight gain, with preferential visceral rather 
than subcutaneous accumulation of fat tissue,36–40 as 
reported in studies using whole body magnetic 
resonance imaging.41 In a study of patients with pituitary 
or adrenal Cushing’s syndrome, waist circumference, a 
simple marker of visceral obesity, was signifi cantly 
higher in cases than in BMI-matched controls 
(p=0·0001), without signifi cant diff erences among types 
of Cushing’s syndrome.38 A pivotal role of visceral 
obesity in determining hypercortisolism-induced 
metabolic alter ations is substantiated by a correlation of 
waist-to-hip ratio, another marker of visceral obesity, 
with blood pressure, glucose concentration, and insulin 
concentration in patients with Cushing’s syndrome.36 
The duration of hypercortisolism correlates with the 
presence of obesity.37 Female patients with Cushing’s 
syndrome have a higher BMI than male patients,44 
although the prevalence of obesity is similar between 
men and women.45 Remission from hypercortisolism 
can improve, but does not consistently normalise weight 
excess, which can persist after short-term (1-year) or 
long-term (5-year) surgical remission.36,38,40 Two studies 
have reported an improvement in waist-to-hip ratio or 
waist circumference 1 year after surgical remission, 
particularly in patients with adrenal Cushing’s 

syndrome, although these parameters remained 
increased compared with controls.36,38

Pharmacological treatment can ameliorate excess 
weight in Cushing’s syndrome.46–55 In patients with 
various types of Cushing’s syndrome, 3 months’ 
treatment with ketoconazole reduced weight from 1 kg 
to 10 kg in about half of patients who were overweight 
or obese at baseline.49 Control of hypercortisolism after 
6 months’ treatment with mitotane signifi cantly 
reduced BMI (from median 28·3 [range 19·3–51·7] at 
baseline to 26·2 [16·3–46·3] after treatment; p<0·0001) 
in patients with Cushing’s disease,50 and treatment 
with mifepristone improved weight in patients 
with Cushing’s syndrome versus baseline.53 Among 
pituitary-directed drugs, pasireotide reduced weight 
(by –4·4 kg at 6 months, and –6·7 kg at 12 months), 
BMI (–1·6 kg/m² and –2·5 kg/m²), and waist 
circumference (–2·6 cm and –5·0 cm) even without 
complete biochemical control,55 whereas cabergoline 
improved waist-to-hip ratio after short-term treatment 
(1·10 at baseline vs 1·08 after 3 months) and reduced 
BMI after long-term treatment (28·2 kg/m² vs 
27·1 kg/m² after 24 months)46 in patients with Cushing’s 
disease versus baseline.

Impairment of glucose metabolism
An impairment of glucose metabolism has been 
described in 27–87% of patients with Cushing’s 
syndrome; in particular, impaired glucose tolerance is 
described in 7–64% of patients and diabetes in 11–47% 
of patients, whereas impaired fasting glucose has been 
less frequently investigated and reported in 6–14% of 

Figure 2: Main pathogenic mechanisms underlying the development of metabolic syndrome in patients with Cushing’s syndrome
Circled images represent the main organs that have a role in the metabolic abnormalities seen in patients with Cushing’s syndrome; the text below each organ 
describes the main mechanisms involved in the pathogenesis of these metabolic abnormalities and the main metabolic abnormalities determining metabolic 
syndrome in patients with Cushing’s syndrome. ↑ indicates increased; ↓ indicates decreased. GLUT4=glucose transporter type 4.
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patients.16,23,24,26–28,36–38,40–44,56 Glucose and insulin con-
centrations were higher in patients with Cushing’s 
disease compared with sex and age-matched controls 
and compared with BMI-matched controls after glucose 
loading,36 suggesting that some eff ects are independent 
of weight. The prevalence of impaired glucose tolerance 
or diabetes was higher in patients with pituitary or 
adrenal Cushing’s syndrome than in BMI-matched 
controls.38 No diff erence between the two disease types38 
or between sexes45 has been reported. However, the 
prevalence of diabetes in patients with ectopic Cushing’s 
syndrome (74%) is higher than in patients with other 
types of Cushing’s syndrome—eg, 33% in pituitary and 
34% in adrenal Cushing’s syndrome (both p<0·01).56 
Remission from hypercortisolism can improve, but 
does not always normalise glucose abnormalities.57 
5 years after surgical remission, the prevalence of an 
abnormality in glucose metabolism remained higher in 
patients with Cushing’s disease than in controls.40 In 
two studies, one exploring the eff ects of 1-year surgical 
remission in patients with pituitary and adrenal 
Cushing’s syndrome, and one exploring these eff ects in 
patients with pituitary Cushing’s syndrome only, 
glucose levels after an oral glucose tolerance test were 
slightly decreased compared with the active phase of 
disease and showed no signifi cant diff erence from 
controls.36,38 However, a signifi cant reduction in the 
prevalence of impaired glucose tolerance was noted 
only in patients with adrenal Cushing’s syndrome 
(7% 1 year after remission vs 40% at baseline, p=0·02),38 
suggesting that abnormal glucose metabolism might 
recover faster with treatment in this population than in 
patients with Cushing’s disease.

Generally, pharmacological treatment is associated 
with an improvement in glucose metabolism, with 
the exception of pasireotide. Adrenal-directed drugs 
positively aff ect glucose metabolism in patients with 
Cushing’s syndrome.47–50,58 Mifepristone improved insulin 
sensitivity and diabetes control in patients with 
Cushing’s syndrome.51–54 Among pituitary-directed drugs, 
cabergoline improved insulin sensitivity in the short 
term, and reduced the prevalence of impaired glucose 
tolerance or diabetes and reduced the requirement for 
antidiabetic medication during long-term treatment.46 By 
contrast, pasireotide worsened glycaemic control in 
patients with Cushing’s disease, particularly in those 
with pre-existing alterations of glucose metabolism.55,59 
Results from a study in healthy volunteers showed 
that pasireotide-induced hyperglycaemia is probably 
related to a direct inhibition of pancreatic insulin and 
gastrointestinal incretin secretion.60 Therefore, in 
patients on pasireotide treatment, glucose metabolism 
should be monitored and hyperglycaemia should be 
managed with metformin and a staged treatment 
intensifi cation with a dipeptidyl peptidase-4 inhibitor or a 
glucagon-like peptide-1 receptor agonist, or with insulin, 
as required, to achieve and maintain glycaemic control.61

Dyslipidaemia
Dyslipidaemia has not been extensively investigated, but 
it is described in 12–72% of patients with Cushing’s 
syndrome.23,24,27,36–38,42,44 Dyslipidaemia in Cushing’s syn-
drome is commonly characterised by raised total and 
LDL cholesterol and triglyceride concentrations, and 
reduced HDL cholesterol concentrations.24,36,37,44 An 
abnormal lipid profi le was noted in patients with pituitary 
and adrenal Cushing’s syndrome compared with 
controls,36,38 with similar fi ndings in patients with adrenal 
Cushing’s syndrome.38 Dyslipidaemia persisted 1 year 
after surgical remission in patients with pituitary or 
adrenal Cushing’s syndrome.36,38 A signifi cant decrease in 
concentrations of total cholesterol (5·6 mmol/L [SE 0·2] 
at baseline vs 4·3 mmol/L [0·2] after remission; p<0·004) 
and LDL cholesterol (3·5 mmol/L [0·2] vs 2·5 mmol/L 
[0·2]; p<0·004) was reported after remission in patients 
with adrenal Cushing’s syndrome, becoming similar to 
those in controls, without any signifi cant change in 
the otherwise reported normal HDL cholesterol or 
triglyceride concentrations; in this study, no changes 
were seen in patients with Cushing’s disease.38 However, 
in a study including patients with Cushing’s disease only, 
a signifi cant reduction in LDL cholesterol concentration 
(4·35 mmol/L [SE 0·6] at baseline vs 3·75 [0·5] after 
remission; p<0·05) was noted 1 year after surgical 
remission.36 After short-term (1-year) or long-term 
(5-year) remission, concentrations of total cholesterol 
and LDL cholesterol were higher than in sex-matched 
and age-matched, but not BMI-matched controls, 
suggesting that the persistence of obesity might 
contribute to the persistence of abnormal lipid profi le.36,40 

The eff ects of pharmacological treatment on the lipid 
profi le in Cushing’s syndrome are variable. Mitotane 
treatment increased concentrations of total cholesterol 
(median 5·8 mmol/L [range 3·5–8·2] at baseline vs 
7·7 mmol/L [5·1–14·0] under treatment; p<0·0001), LDL 
cholesterol (3·7 mmol/L [1·4–5·7] vs 4·2 mmol/L 
[1·9–10·9]; p<0·05), and HDL cholesterol (1·6 mmol/L 
[0·8–3·1] vs 1·8 mmol/L [1·0–3·6]; p<0·05), and 
triglycerides (1·2 mmol/L [0·4–11·8] vs 1·6 mmol/L 
[0·6–5·5]; p<0·01) in patients with Cushing’s disease.50 
Conversely, a reduction in total (0·6 mmol/L) and LDL 
cholesterol (0·5 mmol/L) concentrations after 12 months 
of treatment was reported in patients treated with 
pasireotide, and achieving a full control of cortisol 
secretion, although an improvement in lipid profi le was 
also found in patients uncontrolled under pasireotide.55

General considerations on metabolic syndrome
Transient or persistent adrenal insuffi  ciency was 
described in between 40% and 100% of patients with 
Cushing’s syndrome assessed for metabolic parameters 
after surgical remission.36,38,40 Since glucocorticoid replace-
ment treatment has been associated with an unfavourable 
metabolic profi le in patients with hypopituitarism,62 
glucocorticoid over-replacement after surgical remission 
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might have a role in the persistence of metabolic 
disorders in patients with Cushing’s syndrome. Diff erent 
post operative hormonal defi ciencies or their replacement 
might play a part in the abnormal metabolic profi le seen 
after remission from Cushing’s syndrome, especially 
Cushing’s disease. Taking into account the central role of 
insulin resistance in the pathogenesis of metabolic 
syndrome, the use of insulin sensitisers might be useful 
in patients with disorders of glucose metabolism in 
ameliorating the metabolic profi le during both the active 
and the remission phases of Cushing’s syndrome.63

Cardiovascular disease
Overview
Cardiovascular disease is commonly reported as the main 
cause of death in patients with Cushing’s syndrome. 
Indeed the increased mortality has traditionally been 
attributed to chronic damage from hypertension, in 
particular vascular atherosclerosis and cardiac remodelling 
and dysfunction.37,64,65 However, in the active phase, or in 
the early postoperative period, hypokalaemia and venous 
thromboembolism are also important contributors.66 
A range of changes in metabolic, haemodynamic, and 
coagulatory pathways induced by glucocorticoid excess are 
responsible for hypertension as well as vascular and 
cardiac disease, and thrombosis diathesis (fi gure 3).

Systemic arterial hypertension
Hypertension is a very common clinical feature of 
Cushing’s syndrome, occurring in 25–93% of 
patients.16,18,21–24,26–28,36–40,42,44,56,65,67–70 See appendix for a 
systematic analysis of the studies on hypertension in 
Cushing’s syndrome. Most studies showed that systolic 
and diastolic blood pressure was raised to a similar extent 
in these patients, with loss of the physiological nocturnal 
decrease being an early feature.64,71 Although the duration 
of uncontrolled hypercortisolism seems to correlate with 
development of hypertension in adults,64 half of paediatric 
patients with Cushing’s syndrome (whose time to 
diagnosis is shorter)72 still develop hypertension.64 The 
prevalence of hypertension is similar in male and female 
patients and among the various types of Cushing’s 
syndrome.37,45,56 The main mechanisms involved in the 
pathogenesis of hypertension in Cushing’s syndrome 
include the modifi cation induced by glucocorticoid 
excess in the renin-angiotensin system, the mineralo-
corticoid activity, the sympathetic nervous system, and 
the vasoregulatory system (panel 3). 

The ideal treatment of Cushing’s syndrome-related 
hypertension is the surgical removal of the tumour 
responsible for the disease. Remission from 
hypercortisolism can improve hypertension but it does 
not always normalise. In fact, the presence of hypertension 
has been reported in 25–54% of patients in remission 
from Cushing’s syndrome.36,38–40,65,67 Adrenal-directed 
drugs can worsen hypertension by increasing cortisol and 
aldosterone precursors with mineralocorticoid activity; 

these eff ects have been described for the 11β-hydroxylase 
inhibitors, metyrapone4 and osilodrostat (LCI699).73 
Mifepristone reduced blood pressure in about half of 
treated patients, although in some patients, hypertension 
and hypokalaemia worsened because of excessive cortisol 
concentrations, which saturate 11β-hydroxysteroid 
dehydrogenase type 2 (11β-HSD2), an enzyme that 
converts cortisol into cortisone, resulting in activation of 
mineralocorticoid receptors. This situation requires 
concurrent treatment with potassium and spirono-
lactone.74 Cabergoline and pasireotide improve 
hypertension, irrespective of any concomitant antihyper-
tensive drugs.46,55 However, pharmacological treatment 
for hypertension is often required (see appendix for 
fl ow-chart of proposed treatment of hypertension in 
Cushing’s syndrome).

Cardiac and vascular damage
Cushing’s syndrome is associated with an increased risk 
for myocardial infarction (hazard ratio [HR] 2·1, 95% CI 
0·5–8·6) and cardiac failure (6·0, 2·1–17·1).28 Concentric 

Figure 3: Main pathogenic mechanisms contributing to cardiovascular disease in Cushing’s syndrome
Figure shows the tissue abnormalities seen in aff ected organs, the main pathogenic mechanisms underlying 
cardiovascular disease in Cushing’s syndrome, and the consequent clinical complications. ↑ indicates increased; 
↓ indicates decreased. Hypertension, vascular remodelling, and atherosclerosis result from the interplay between 
several mechanisms regulating plasma volume, peripheral vascular resistance, and cardiac output, all of which are 
increased in Cushing’s syndrome. The mechanisms involved include the renin-angiotensin system, 
mineralocorticoid activity, the sympathetic nervous system, and the vasoregulatory system. Hypokalaemia 
increases the risk of malignant ventricular arrhythmias. The pro-infl ammatory status, altered angiogenesis, 
hyperinsulinaemia, and dyslipidaemia all contribute to increased intima-media thickness, development of 
concentric left-ventricular hypertrophy, impaired diastolic fi lling, and myocardial fi brosis. A remarkable rise in 
concentrations of factor VIII, von Willebrand factor, and platelets, and a shortening of the activated partial 
thromboplastin time, are frequently noted in Cushing’s syndrome. PAI-1=plasminogen activator inhibitor type 1.

Cardiac remodelling
Left ventricular hypertrophy
Changes in wall thickness
Myocardial fibrosis
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left ventricle hypertrophy, together with a decrease in 
systolic strain and impairment in diastolic fi lling caused 
by an abnormal relaxation pattern, has been described in 
Cushing’s syndrome.67,70,75 Patients with Cushing’s 
syndrome develop a more pronounced left ventricle 
hypertrophy than do hypertensive controls, suggesting 
that hypertension is not the only factor determining 
cardiac hypertrophy and consequent dysfunction.67 
Increased myocardial fi brosis—caused by an enhanced 
responsiveness to angiotensin II and activation of the 
mineralocorticoid receptor in direct response to cortisol 
excess—has been proposed as an underlying cause of the 
cardiac damage.76,77 Myocardial fi brosis could exacerbate 
the eff ects of hypokalaemia on QT interval prolongation 
seen in patients with Cushing’s syndrome;78 this eff ect is 
more evident in male than female patients, suggesting 
that the testosterone defi ciency observed in men with 
hypercortisolism could be a contributing factor.78

Vascular atherosclerosis is a common feature of 
Cushing’s syndrome. An increased prevalence of 
well-defi ned vascular wall plaques has been reported in 
patients with Cushing’s syndrome.36,42 The intima-media 
thickness of both carotid and aortic arteries can be 
increased in Cushing’s syndrome.36,42 A major role of 
insulin resistance in the development of vascular 
damage has been suggested, but diff erent factors such 
as glucocorticoid-induced endothelial dysfunction, 
enhancement of arterial stiff ness, thrombosis diathesis, 
increase in homocysteine, and decrease in taurine 

concentrations could also have a role.30,42,79 The vascular 
damage is probably the cause of the increased risk of 
stroke (HR 4·5, 95% CI 1·8–11·1) associated with 
Cushing’s syndrome.28 

The described cardiovascular changes are only partly 
reversible after successful treatment. Myocardial fi brosis 
and cardiac abnormalities showed a partial improvement 
after successful treatment of Cushing’s syndrome,80 
whereas vascular intima media thickness remained 
increased compared with controls for up to 5 years.36,40 In 
patients with active Cushing’s syndrome, intima media 
thickness was closely correlated to visceral adiposity and 
insulin resistance, suggesting a causative link; however, 
the loss of such correlation after remission suggests a 
role for additional factors such as persistence of 
hypertension or infl ammation.36,40,57

Cardiovascular morbidity was similar in glucocorticoid-
treated ACTH-insuffi  cient and ACTH-suffi  cient patients 
with hypopituitarism (stroke in 2·1% of patients and 
coronary heart disease in 4·3% of patients in both 
groups).62 However, whether glucocorticoid overexposure 
in patients with adrenal insuffi  ciency after disease 
remission contributes to the persistence of cardiovascular 
disease requires further investigation.

Thrombosis diathesis
Cushing’s syndrome is associated with a more than 
ten-fold increased risk of venous thromboembolism 
compared with people without Cushing’s syndrome.36,40,81,82 
Thromboembolic events have been reported in 6–20% of 
patients with Cushing’s syndrome, particularly in the early 
postoperative period.83 The increased cardiovascular 
mortality in Cushing’s syndrome, initially attributed 
predominantly to hypertension, is now also attributed to 
an increased thrombotic risk.66,81,82 Glucocorticoids are 
important physiological regulators of haemostasis and act 
on bone marrow, vessels, and liver.81 However, many 
studies have not discriminated between the eff ects of 
glucocorticoids per se, and the secondary eff ects of obesity 
and organ damage.66 Many alterations of coagulation and 
fi brinolysis occur in Cushing’s syndrome.66 A remarkable 
rise in factor VIII, fi brinogen, and von Willebrand 
factor levels, and a shortening of the activated partial 
thromboplastin time, are the hallmarks of the haemostatic 
alterations in Cushing’s syndrome, accompanied by a rise 
in the number of platelets, thromboxane B2, and 
thrombin–antithrombin complexes (table).66,82 Increased 
activity of endogenous coagulation inhibitors has also 
been reported, probably as a compensatory mechanism for 
the increased coagulatory factors. Impaired fi brinolytic 
capacity, which is refl ected by substantially increased levels 
of plasminogen activator inhibitor-1, has been described.66,82 
Haemo static abnormalities seem to improve 1 year after 
remission, although they do not fully normalise.81,82 In 
addition to an acute direct eff ect of glucocorticoids, a more 
sustained indirect eff ect mediated by chronic endothelial 
damage and atherosclerosis is probably involved.66

 Panel 3: Mechanisms involved in the pathogenesis of 
hypertension in Cushing’s syndrome64

Increased activity or concentrations
Renin-angiotensin system
• Angiotensinogen
• Pressor response to angiotensin II
• Angiotension II type 1A receptor

Mineralocorticoid activity
• 11β-hydroxysteroid dehydrogenase type 2 saturation
• Plasma volume

Sympathetic nervous system
• Sensitivity to β-receptor agonists

Vasoregulatory system
• Circulating endothelin 1
• Erythropoietin in patients treated for Cushing’s syndrome
• Circulating atrial natriuretic peptide
• Urinary kininase I, II, neutral endopeptidase

Decreased activity
Vasoregulatory system
• Atrial natriuretic peptide activity
• Nitric oxide pathway
• Urinary prostaglandin E2
• Prostacyclin I2 production
• Urinary kallikrein
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Successful pharmacological treatment does not seem to 
improve the hypercoagulable state, and this might be 
partly explained by persistence of the metabolic 
syndrome.66,82 In a retrospective analysis, postoperative 
antithrombotic prophylaxis reduced morbidity and 
mortality caused by thromboembolic events from 20% and 
10% to 6% and 0·4%, respectively.83 Routine antithrombotic 
prophylaxis has also been recommended during inferior 
petrosal sinus sampling, in addition to the immediate 
postoperative period after pituitary or adrenal surgery.6,66 
More intensive routine antithrombotic measures (adequate 
anticoagulant treatment and screening of haemostatic 
parameters) have been advocated for surgical prophylaxis 
in patients with Cushing’s syndrome.11,66 Since platelet 
activation has also been reported, a chronic anti-aggregation 
therapy could be considered.66

Hypokalaemia
Hypokalaemia aff ects more than half of patients with 
ectopic Cushing’s syndrome,69 but it can occur in any 
patient with severe Cushing’s syndrome. No diff erence 
was noted in the development of hypokalaemia in male 
and female patients with Cushing’s syndrome.45 Indeed, 
a signifi cant correlation was found between daily urinary 
cortisol excretion and severity of hypokalaemia.69 In 
Cushing’s syndrome, hypokalaemia causes a metabolic 
alkalosis that is not associated with chlorine depletion 
and is therefore unresponsive to saline administration. 
Hypokalaemia can be detected with the typical 
electrocardiogram signs, which include QT interval 
prolongation, and should be considered when starting 
pharmacological treatments aff ecting the QT interval. 
With worsening hypokalaemia, supraventricular tachy-
arrhythmias and life-threatening ventricular arrhythmias 
might occur. Hypokalaemia is often associated with 
hypomagnesaemia, which increases the risk of 
malignant ventricular arrhythmias.84 Hypo kalaemia has 
been attributed to excessive glucocorticoids saturating 
11β-HSD2, leading to inappropriate activation of the 
mineralocorticoid receptor.85 Worsening of hypokalaemia 
has been reported with adrenal-directed drugs that can 
increase cortisol precursors with mineralocorticoid 
activity, and also with mifepristone.74 Oral or parenteral 
correction of hypokalaemia and concomitant hypo-
magnesaemia is advocated.

Immunological disorders
Pathogenesis
Cushing’s syndrome is associated with immuno-
suppression during the active phase of the disease, 
which is responsible for the susceptibility to infections, 
and might be associated with an immune rebound after 
disease remission, which is responsible for the relatively 
frequent development or exacerbation of autoimmune 
diseases.57,86 Glucocorticoid excess induces substantial 
changes in the entire immune system (fi gure 4). 
Glucocorticoid excess interferes with host defence 

systems through hyperglycaemia and vascular damage, 
directly or indirectly.86 Glucocorticoids aff ect both the 
cellular and humoral components of the innate immune 
system. Indeed, glucocorticoids impair neutrophil 
function, eosinophil and monocyte production, 
macrophage maturation, and natural killer action, 
substantially altering the cellular response to infection.86 
Humoral components of the innate immune system are 
also infl uenced by glucocorticoids, aff ecting inhibition 
of lymphocyte proliferation and downregulation of 
relevant pro-infl am matory cytokines and complement 
com ponents.86 Moreover, gluco corticoids compromise 
aspects of the adaptive response through inhibition 
of antigen-presenting dendritic cells, aff ecting T-cell 
maturation, and limiting B-cell development and 
proliferation.86 Glucocorticoids infl uence the production 
and action of T-helper (Th) lymphocyte subclasses Th1 
and Th2, which are components of adaptive immunity; 
Th1 cells are the primary agents of cellular immunity, 
whereas Th2 cells are modulators of humoral immunity.86 
Th1 cells producing interferon γ, interleukin 2, and 
tumour necrosis factor β induce B cells to produce 
opsonising and complement-fi xing antibodies of the IgG 
class, whereas Th2 cells producing interleukins 4, 5, 6, 
10, and 13 induce B cells to produce immunoglobulins, 
particularly the IgE class. Gluco corticoids suppress Th1 
responses, with a consequent increase in susceptibility 
to intracellular and opportunistic infections, and 
promote Th2 responses, which could explain the 
possible development of certain autoimmune diseases 

 Coagulation phase 
during active phase

Coagulation phase 
during remission phase

Platelets

Platelet count = or ↑ NA

Thromboxane B2 ↑ NA

von Willebrand factor = or ↑ = or ↑

Coagulation cascade

aPTT = or ↓ = or ↓

Factor VIII = or ↑ = or ↑

Thrombin–antithrombin 
complexes

↑ NA

Fibrinogen = or ↑ ↑

Regulators of haemostasis

Protein C = or ↑ ↑

Protein S = or ↑ ↑

Antithrombin III ↑ =

Fibrinolysis

PAI-1 = or ↑ = or ↑

Table shows direction of association in reported studies, as reported in the 
scientifi c literature. ↑ indicates signifi cantly increased; ↓ indicates signifi cantly 
decreased; =indicates equal (compared with healthy controls). aPTT=activated 
partial thromboplastin time. NA=not applicable. PAI-1=plasminogen activator 
inhibitor type 1. 

Table: Haemostasis disorders in patients with Cushing’s syndrome 
during active and remission phases compared with controls66,81–83
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in patients with active Cushing’s syndrome.86,87 The Th1/
Th2 imbalance might also contribute to the uncontrolled 
immune response and rebound auto immunity during 
the remission phase of the disease. New-onset and 
exacerbations of autoimmune disease have been 
described after successful treatment of Cushing’s 
syndrome.57 The mechanism underlying the develop-
ment of autoimmunity in patients with Cushing’s 
syndrome after their cure has not been completely 
clarifi ed yet and requires further study. These fi ndings 
suggest that the eff ects of glucocorticoids on the 
immune system are far more complex than a universal 
immunosuppression.

Infectious diseases
The impairment of immune function associated with 
active Cushing’s syndrome predisposes patients to 
infectious diseases, especially opportunistic infections. 
See appendix for a systematic analysis of the studies on 
infectious diseases in Cushing’s syndrome. The high 
frequency of opportunistic infections in Cushing’s 
syndrome is linked to increased mortality; it is related to 
the time of exposure to hypercortisolism, and is associated 
with severe forms of Cushing’s syndrome.86 In a 

population-based cohort study, the prevalence of infections 
was increased in patients with Cushing’s syndrome before 
diagnosis (HR 2·4, 95% CI 1·0–5·9), similarly between 
pituitary and adrenal Cushing’s syndrome, being higher 
in the 1-year period before surgery (HR 5·7, 2·2–14·4) and 
peaking in the 3-month period after surgery (HR 38·2, 
95% CI 16·9–86·1), suggesting a cumulative eff ect of 
hypercortisolism exacerbated by surgery.28 A few studies 
primarily addressed the epidemiology of infections in 
Cushing’s syndrome, reporting a prevalence of 21–51%,88–

91 with a tendency towards a higher prevalence in ectopic 
Cushing’s syndrome (23–51%)88–90 than in Cushing’s 
disease (21%).91 The susceptibility to invasive infections 
seems to be independent of the type of Cushing’s 
syndrome, but is correlated with the severity of 
hypercortisolism.88,89,92 Because of the masking eff ect 
caused by the anti-infl ammatory action of glucocorticoids, 
total leucocyte counts or temperature are not reliable 
indicators of active infection, and the absolute 
concentration of cortisol is the best predictor of severe 
infection in patients with Cushing’s syndrome.89

The increased risk of infection associated with severe 
cortisol excess applies to virtually any microbial 
pathogen,86,93 but some infections are more common 

Figure 4: Main pathogenic mechanisms and clinical consequences of the immune disorders associated with Cushing’s syndrome
Glucocorticoid excess, together with hyperglycaemia and vascular damage, has detrimental eff ects on the innate and adaptive immune system. Main mechanisms 
underlying these immunological alterations range from various degrees of immune suppression exerted on lymphocytes, antigen-presenting dendritic cells, and 
natural killer cells, to a relative imbalance between Th1 and Th2 humoral immunity. The clinical consequences are an increased susceptibility to infections (ie, fungal, 
viral, and bacterial) during the active phase and rebound autoimmunity during the remission phase of Cushing’s syndrome. ↑ indicates increased; ↓ indicates 
decreased. Th=T-helper. IFNγ=interferon γ. IL=interleukin. TNFα=tumour necrosis factor α. TGFβ=transforming growth factor β. C3=complement component 3.
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than others. The most frequent infections are 
community-acquired and nosocomial bacterial 
infections86 caused by Gram-positive (Staphylococcus spp, 
Streptococcus spp, Listeria spp, and Nocardia spp) and 
Gram-negative (enterobacteria and Legionella spp) 
organisms.94 Fungal infections are also frequent, with 
the most typical fungal pathogens being Candida spp, 
Aspergillus spp, and Cryptococcus spp as well as 
Pneumocystis jirovecii.86,93 Invasive fungal infections 
should be suspected in patients with Cushing’s 
syndrome with early signs and symptoms of infection 
that are unresponsive to broad-spectrum antibiotics.95 
Conversely, when an opportunistic infection occurs in 
the presence of persistent severe hypokalaemia, 
Cushing’s syndrome should be considered, although the 
results of testing the hypothalamic-pituitary-adrenal axis 
during systemic illness can be diffi  cult to interpret.96 
Cushing’s syndrome is frequently associated with severe 
and persistent forms of common viral infections,86 
including herpes simplex, herpes zoster, and cyto-
megalovirus. Diff erent viruses, such as adenovirus, 
infl uenza virus, and Epstein-Barr virus, can also have 
more severe and protracted clinical courses in patients 
with Cushing’s syndrome than in people without 
Cushing’s syndrome.86 Control of hypercortisolism can 
often uncover an otherwise clinically silent opportunistic 
infection, due to the anti-infl ammatory eff ects of cortisol 
suppressing the signs and symptoms of infection.97 
Primary prophylaxis for Pneumocystis jirovecii infection 
with co-trimoxazole (or dapsone for patients with allergy 
to co-trimoxazole) has been proposed in all patients with 
very high concentrations of circulating cortisol.11,92 
Nevertheless, successful treatment of opportunistic 
infections often depends on the rapidity in normalising 
cortisol secretion.

Autoimmune diseases
A few studies have investigated the prevalence of 
autoimmune diseases in patients with Cushing’s 
syndrome, reporting a prevalence of a range of 
autoimmune disorders of 0–20% during the active phase 
and a higher prevalence of up to 60% during the 
remission phase of the disease.98–101 See appendix for a 
systematic analysis of the studies on autoimmune 
diseases in Cushing’s syndrome. Clinicians treating 
patients with Cushing’s syndrome need to be aware of 
this possible treatment outcome. The range of auto-
immune disorders is wide, with thyroid auto immunity 
the most commonly reported (prevalence 10–60%).100 
Coeliac disease can occur with a subtle presentation, or be 
associated weight loss; however, the weight loss observed 
in patients with coeliac disease can be wrongly attributed 
to the weight loss expected in patients in remission from 
hypercortisolism, thus obfuscating the diagnosis of 
coeliac disease. Testing patients with Cushing’s syndrome 
for autoimmune thyroiditis and coeliac disease is 
suggested, particularly during the 6 months after 

Cushing’s syndrome remission.100 Thymic hyperplasia 
might develop three or more weeks after remission from 
Cushing’s syndrome,102 but it may spontaneously regress. 
The diff erential diagnosis between thymic hyperplasia 
after control of hyper cortisolism and a thymic source of 
ectopic ACTH production can be challenging.

Musculoskeletal diseases
Skeletal damage
An impairment of bone status has been described 
in 64–100% of patients with Cushing’s syndrome; in 
particular, osteopenia occurs in 40–78%, osteoporosis in 
22–57%, and skeletal fractures in 11–76% of patients.24,56,103–114 
See appendix for a systematic analysis of the studies on 
skeletal diseases in Cushing’s syndrome. Bone mineral 
density (BMD) is reduced in patients with Cushing’s 
syndrome.103,104,106,108,110,113,115–118 An increased incidence of 
low-energy fractures occurs, particularly within the 
2–3 years before diagnosis and treatment,28,119 suggesting 
that prompt recognition and management of Cushing’s 
syndrome are essential to reduce skeletal complications. 
The prevalence of osteoporosis is higher in patients with 
adrenal Cushing’s syndrome than in those with pituitary 
Cushing’s syndrome.106,107 BMD appears to be lower and 
vertebral fractures more prevalent in ectopic than in 
pituitary Cushing’s syndrome.56,113 These data suggest that 
adrenal androgen suppression or disease severity could 
negatively aff ect bone status in Cushing’s syndrome, but 
this notion remains controversial, since some studies did 
not fi nd diff erences in bone disease frequency and severity 
in the diff erent types of Cushing’s syndrome.56,113,115,120 Male 
patients have a higher prevalence of osteoporosis 
(47% vs 32%, p<0·05;45 and 40% vs 20%, p<0·0556) and 
vertebral fractures (52% vs 18%; p<0·001)56 than female 
patients, suggesting that testosterone defi ciency could 
negatively aff ect bone status in Cushing’s syndrome. 
Amenorrhoeic and eumenorrhoeic women with 
Cushing’s syndrome have similar BMD values and 
fracture prevalence,108,113 suggesting that the harmful 
eff ects of glucocorticoids overcome oestrogenic bone 
protection in Cushing’s syndrome.

Glucocorticoid excess aff ects bone status through a 
number of diff erent mechanisms (fi gure 5). Gluco-
corticoids exert their eff ects on bone metabolism directly 
through uncoupling bone turnover, and indirectly through 
alteration of calcium homoeostasis and impairment of 
pituitary hormone secretion. Catabolic eff ects on muscles 
might also have a role, since these eff ects lead to muscle 
weakness and disuse, diminishing the muscle trophic 
eff ect on bone.121–123 Glucocorticoids induce an imbalance 
between bone formation and bone reabsorption; they 
inhibit osteoblast diff erentiation and function, promote 
osteoblast and osteocyte apoptosis via the activation of 
caspase 3, and prolong osteoclast lifespan. Inhibition of 
osteoblast diff erentiation has been attributed to inactivation 
of the Wnt/β-catenin signalling pathway and induction of 
nuclear factors of the CCAAT-enhancer-binding protein 
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family and peroxisome proliferator-activated receptor γ 
type 2, whereas blockade of type I collagen synthesis by 
diff erentiated osteoblasts has been shown to reduce the 
bone matrix available for mineralisation.121 The decreased 
number of osteocytes induces bone microarchitectural 
alterations, reducing bone surface turnover in response to 
mechanical forces.121 Glucocorticoids also increase the 
receptor activator of nuclear factor kappa-B ligand and 
decrease osteoprotegerin production in osteoblasts, 
promoting increased osteoclastic activity.121,123 Finally, 
diff erential sensitivity of bone cells to glucocorticoid action 
has been described: patients with the N363S polymorphism 
in glucocorticoid receptors121,123 and higher 11β-HSD1 
activity121 could have a higher likelihood of glucocorticoid-
induced bone damage.

Surgical remission improved BMD in most 
studies.24,104,105,111,112,118,120 In patients with adrenal Cushing’s 
syndrome, an improvement in BMD at the lumbar spine 
but not at the femoral neck was noted 3 months after 
hypercortisolism remission.105 In a mixed population 
including patients with pituitary and adrenal Cushing’s 
syndrome, BMD improved in both lumbar spine and 
femoral neck, but only after follow-up longer than 

6 months.111 Several prospective studies assessing bone 
status in patients followed up for at least 1 year after 
remission from hypercortisolism reported a progressive 
improvement in BMD,104,105,111,112,118,120 generally more slowly 
in the femoral neck than the lumbar spine.105,118,120 In a 
group of patients with Cushing’s disease, lumbar spine 
BMD was still lower than in controls 2 years after 
remission,104 whereas lumbar spine and femoral neck 
BMD normalised in patients with Cushing’s syndrome 
after a mean follow-up of 71 months.118 These data 
highlight the potential reversibility of bone damage with 
control of hypercortisolism, although the time to complete 
bone recovery is relatively long and variable. A greater 
increase in BMD after remission has been reported in 
male than female patients.120 Notably, the duration of 
glucocorticoid replacement was negatively correlated with 
lumbar spine BMD in women with Cushing’s syndrome 
in long-term surgical remission,115 suggesting that several 
factors, including sex and glucocorticoid over-replacement 
might aff ect the time to bone recovery.

Few data regarding the eff ects of pharmacological 
treatment on bone disease are available. Despite the 
lowering of cortisol, no signifi cant improvement in BMD 

Figure 5: Main pathogenic mechanisms underlying the alteration of skeletal structure and function in Cushing’s syndrome
The main pathogenic mechanisms directly related to bone are included in the main box. Circled images represent the main cell types or bone components that have a 
role in the alteration of skeletal structure and function in patients with Cushing’s syndrome. The main pathogenic mechanisms indirectly related to bone are 
represented outside the main box. Ca²+=calcium. CCAAT-EBP=enhancer-binding protein family. IGF-1=insulin-like growth factor 1. mTOR=mechanistic target of 
rapamycin. PPARγ2=peroxisome proliferator-activated receptor γ type 2. RANKL=the receptor activator of nuclear factor kappa-B ligand.
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was recorded in two small cohorts of patients with 
Cushing’s disease treated with ketoconazole for up to 
100 months,116,124 whereas amelioration was reported in 
three patients treated for more than 36 months.47 A better 
outcome after 6 months has been reported in patients 
with Cushing’s syndrome treated with ketoconazole plus 
alendronate.116 Recommendations for the treatment of 
osteoporosis induced by exogenous hypercortisolism can 
be only partly translated to patients with endogenous 
Cushing’s syndrome; therefore, specifi c guidelines for 
these patients are still needed. Stratifi cation of patients 
into two treatment subgroups—according to the cause of 
Cushing’s syndrome, gonadal status, age, presence of 
fractures, and expected time for hypercortisolism 
resolution—has recently been suggested.125 These sub-
groups are patients with less severe bone damage, needing 
only supplementation with calcium and vitamin D 
(eg, those not presenting with prevalent fractures, 
pre menopausal women, and men younger than 50 years), 
and patients with more severe bone damage requiring 
more aggressive treatment such as bone active therapy 
with bisphosphonates, teriparatide, and denosumab 
(eg, those with severe hypercortisolism, prevalent hip or 
vertebral fractures, and those older than 70 years).125 
Although active bone therapy might be eff ective in 
endogenous Cushing’s syndrome, further investigation is 
needed to make specifi c treatment recommendations.

Muscle damage
Myopathy has been frequently described in patients with 
Cushing’s syndrome, with a prevalence ranging from 
42% to 83%.1,24,45,56 Cushing’s syndrome myopathy more 
severely aff ects the proximal part of lower limbs,126 and 
can take months to years to resolve. The prevalence of 
myopathy is slightly higher in ectopic than in adrenal 
Cushing’s syndrome56 and signifi cantly higher in male 
than female patients.45

Glucocorticoid excess aff ects the structure and function 
of skeletal muscle through diff erent mechanisms 
(fi gure 5). Glucocorticoids induce type 2 muscle fi bre 
atrophy through both anti-anabolic and catabolic 
actions.126,127 Glucocorticoids impair protein synthesis in 
muscle by inhibiting aminoacid uptake, repressing the 
insulin-like growth factor 1 (IGF-1)-activated mechanistic 
target of rapamycin pathway, and inhibiting myogenesis 
by downregulating myogenin.127 Glucocorticoids also 
stimulate proteolysis particularly through the ubiquitin–
proteosome system.127 The alteration of local growth 
factors such as the inhibition of IGF-1, the stimulation of 
myostatin, and the impairment in mitochondrial 
function and sarcolemmal excitability also contribute to 
glucocorticoid-induced myopathy.126,127

Musculoskeletal pain and acute bilateral carpal tunnel 
syndrome have been described as a result of cortisol 
withdrawal syndrome after surgical remission.128 The 
reversibility of myopathy after surgical or pharmacological 
remission of Cushing’s syndrome, and the role of 

preventive interventions such as the use of anabolic 
factors or physical activity programmes, need further 
investigation.126

Neuropsychiatric diseases
Neuropsychiatric diseases are severe comorbidities of 
Cushing’s syndrome, in both the active and remission 
phases;6,129,130 this topic is reviewed in detail in a recent 
review of the scientifi c literature.129 The most common 
psychiatric diseases in Cushing’s syndrome are major 
depression (prevalence 50–81%), anxiety (66%), and 
bipolar disorders (30%).129 Chronic brain exposure to 
cortisol excess causes deep structural and functional 
changes in various cerebral areas that are rich in 
glucocorticoid receptors, particularly the hippocampus, 
amygdala, and prefrontal cortex, including the limbic 
system, all of which are fundamental regions for 
emotional and cognitive functions.131–133

Some studies have reported an improvement in 
neuropsychiatric disorders after disease remission 
obtained by either surgery or pharmacological treatment, 
but resolution of hypercortisolism is not always followed 
by complete recovery, suggesting irreversible adverse 
eff ects on the central nervous system.129 The persistence or, 
rarely, the worsening of depression or anxiety after disease 
remission might also depend on adrenal insuffi  ciency 
and frequent overexposure to glucocorticoid replacement 
therapy.134 Besides normalisation of cortisol secretion, 
psychotherapeutic strategies, such as cognitive behavioural 
therapies and psychotropic drugs, including antidepressant 
agents (eg, tricyclic agents and selective serotonin reuptake 
inhibitors), can be useful in treating psychiatric disorders 
associated with Cushing’s syndrome.130 Benzodiazepines 
can help in cases of severe anxiety.130 These data highlight 
the importance of long-term follow-up and careful periodic 
investigation of neuropsychiatric complications associated 
with Cushing’s syndrome.129

Reproductive and sexual disorders
General considerations
Reproductive and sexual disorders in Cushing’s syndrome 
are very common.1,2,4 Decreased libido (24–90%), hypo-
gonadism in men (50–75%), and menstrual irregularity in 
women (43–80%) are the most common clinical features, 
the latter more frequent in patients with pituitary than in 
those with adrenal Cushing’s syndrome.2,24,37,56,135–138 Fertility 
is seriously impaired in patients with Cushing’s syndrome, 
but this might also be a consequence of the reduced libido 
and lower frequency of sexual activity. Reports that women 
with Cushing’s syndrome often do not seek pregnancy 
because of their serious clinical conditions suggest that 
the physical eff ects of the syndrome on reproduction are 
under estimated.139 In Cushing’s syndrome, the hypo-
thalamic-pituitary-gonadal axis can be aff ected at diff erent 
levels. The alteration of the hypothalamus-pituitary-
gonadal axis, together with several metabolic alterations, 
are responsible for the impairment of fertility and 
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sexuality associated with Cushing’s syndrome (fi gure 6). 
Chronic hypercortisolism can block gonadotropin-
releasing hormone and gonadotropin release.139,140 Visceral 
adiposity and liver steatosis are associated with 
abnormalities in sex steroid metabolism, reduction in sex 
hormone-binding globulin, and androgen excess.56,135,136 
Intermediate steroids with weak androgenic activity are 
produced within adipose tissue and can disrupt 
hypothalamic–pituitary feedback.7,141 Glucocorticoids can 
also directly infl uence the gonads through a glucocorticoid 
receptor-mediated inhibition of sex steroid hormone 
production and cell apoptosis.

Ovarian damage
In women, clinical symptoms and signs of Cushing’s 
syndrome can resemble those of polycystic ovary 
syndrome (PCOS), including hirsutism, acne, oligo-
amenorrhoea, insulin resistance, and obesity.135,136,141 
Therefore, the diff erential diagnosis between mild 
Cushing’s syndrome and PCOS is often diffi  cult, and 

women with proven Cushing’s syndrome might initially 
be diagnosed with isolated PCOS.142 PCOS can be 
associated with an abnormal hypothalamic-pituitary-
adrenal  axis with increased urinary cortisol and 
midnight serum cortisol concen trations compared with 
obese individuals.135,136,141,143 Testosterone concentrations 
were also tested in the diff erential diagnosis between 
mild Cushing’s syndrome and PCOS; symptomatic 
women with a total testosterone of less than 1·39 nmol/L 
were more likely to need a work-up for Cushing’s 
syndrome.144 However, the yield of testing can be low; in 
a study of 950 women with clinical hyperandrogenism, 
72% had PCOS and none were diagnosed with Cushing’s 
syndrome.145 PCOS and Cushing’s syndrome frequently 
coexist,135 but the ovaries in Cushing’s syndrome have 
distinct pathological features including a reduction in 
primordial follicles, an absence of cortical stromal 
hyperplasia and luteinisation, and the presence of 
fi brosis and volumetric decrease, consistent with 
reduced gonadotropin stimulation.146 It is also necessary 

Figure 6: Main pathogenic mechanisms underlying reproductive and sexual disorders in Cushing’s syndrome
Circled images represent the main organs that have a role in the sexual abnormalities seen in patients with Cushing’s syndrome. From the top (in the middle), 
hypercortisolism can block the release of gonadotropin-releasing hormone (GnRH) from the hypothalamus and luteinising hormone (LH)/follicle-stimulating 
hormone (FSH) from the pituitary gland leading to hypogonadotropic hypogonadism. In Cushing’s disease, adrenocorticotropic hormone (ACTH) provides an 
additive block on the release of gonadotropins from the pituitary. Additionally, circulating sex hormone concentrations are altered as a result of changes in 
sex-steroid binding proteins (sex hormone-binding globulin [SHBG] and albumin) and increased liver metabolism. At gonadal levels, the testis (left side of fi gure) 
shows disorganised seminal epithelium, maturation arrest, advanced tubular atrophy, and Leydig cell impairment, leading to oligospermia. The appearance of ovaries 
(right side of fi gure) varies from a polycystic appearance to a volumetric reduction caused by hypogonadotropic hypogonadism. The histological fi ndings include 
reduced primordial follicles, absence of cortical stromal hyperplasia, and fi brosis. Clinical presentation includes decreased libido and erectile dysfunction in men, and 
oligomenorrhoea or amenorrhoea and hirsutism in women. PCOS=polycystic ovary syndrome.
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to rule out adrenal carcinoma in patients with very high 
testosterone concentrations.147

Treatment with metyrapone or osilodrostat in women 
increases androgen concentrations further, and might 
worsen acne and hirsutism.4,73 Hormone replacement 
therapy during the active phase of Cushing’s syndrome 
is not usually recommended in women, because of the 
high thromboembolic risk, but it should be considered 
after successful treatment if gonadal function has not 
been restored.8 The abnormalities of gonadal status 
improve after disease remission and are also reversible, 
with successful pregnancies reported after remission of 
Cushing’s syndrome.148

Despite its rarity, pregnancy during active Cushing’s 
syndrome can be problematic because of severe maternal 
and fetal complications. The most common maternal 
complications are hypertension (68%), impairment 
of glucose metabolism (25%), pre-eclampsia (14%), 
osteoporosis and skeletal fractures (5%), psychiatric 
disorders (4%), cardiac failure (3%), wound infections 
(2%), and maternal death (2%).149 The most frequent 
fetal morbidity is prematurity, which occurs in about 
43% of pregnancies. Additional complications include 
intra uterine growth retardation (21%), stillbirths (6%), 
spontaneous abortion or intrauterine death (5%), and 
adrenal insuffi  ciency (2%).149 More than 150 cases of 
pregnancy in Cushing’s syndrome have been reported, 
most frequently in patients with adrenal tumours 
(60%).150 No pharmacological therapies are approved in 
pregnancy and some are contraindicated; prompt 
surgical treatment is the fi rst-line approach, although 
there are anecdotal reports of successful pharmacological 
treatment, mostly with the use of metyrapone.149

Testicular damage
In men, clinical symptoms and signs of Cushing’s 
syndrome can include features of hypogonadotropic 
hypogonadism, including erectile dysfunction.56 
Oligospermia is common and has been associated with 
histopathological fi ndings of the testis, including 
disorganised seminal epithelium, sloughing of immature 
elements, tubular thickening, and fi brosis. Maturation 
arrest, advanced tubular atrophy, and a decreased number 
of Leydig cells were recorded only in severe, untreated, or 
fatal cases of Cushing’s syndrome.137 Plasma testosterone 
and gonadotropin were found to be substantially decreased 
during active disease, but testosterone concentrations 
spontaneously normalised after remission, and remained 
at these normal concentrations during long-term 
follow-up.138,151 Although reversibility of hypogonadism is 
frequent, for patients without normal testosterone 
concentrations within 3 months after treatment, 
testosterone replacement is suggested to protect bone 
status.8 No data are available on semen quality after 
treatment for Cushing’s syndrome. Treatment with 
ketoconazole in men has been associated with 
gynaecomastia, hypogonadism, and erectile dys function.152

Dermatological manifestations
Dermatological manifestations are common in Cushing’s 
syndrome, with a prevalence of about 60–90%, and 
include skin and hair abnormalities.1,45,56,153,154 Skin 
abnormalities include the typically purple striae, together 
with facial plethora, bruising, disturbed healing, 
hyperhidrosis, hyperpigmentation, acanthosis nigricans, 
and acne, whereas hair abnormalities include hirsutism 
and alopecia.1,153,154 The prevalence of skin abnormalities 
has been reported to be higher in ectopic than in adrenal 
Cushing’s syndrome.56 Wide purple striae are more 
frequent in male than female patients, whereas no 
sex-related diff erences have been recorded in the 
prevalence of acne and ecchymoses.45

Glucocorticoids impair keratinocytes and dermal 
fi broblast proliferation as well as synthesis and turnover 
of collagen and mucopolysaccharides, leading to skin 
atrophy and vascular fragility. These eff ects are associated 
with thinned dermis and epidermis, retarded wound 
healing, and increased tendency to form purple striae, 
petechiae, and ecchymoses. Adrenal androgens are the 
main cause of hirsutism, acne, and alopecia, but increased 
protein catabolism has also been associated with follicular 
damage and alopecia. Facial plethora is generally 
attributed to polycythaemia and is commonly associated 
with facial telangiectasias.153 Increased concentrations 
of ACTH, which bind to melanocortin receptors on 
melanocytes, cause cutaneous hyperpigmentation in 
patients with ACTH-dependent Cushing’s syndrome.152 
Acanthosis nigricans can be caused by hyperinsulinism 
and refl ects insulin resistance, which together with 
dyslipidaemia contributes to the development of acne.154 
Skin abnormalities substantially improve and pro-
gressively disappear after surgical or pharmacological 
remission of hyper cortisolism, apart from purple striae, 
which typically become lighter, but often persist for life 
and require specifi c dermatological treatment.153,154

Search strategy and selection criteria

We searched PubMed for papers published in English during the past 30 years (between 
Jan 1, 1986, and August 1, 2015) using the following MESH search terms: 
“hypercortisolism” OR “Cushing’s disease” OR “Cushing’s” OR “Cushing” OR “ectopic 
Cushing’s syndrome” OR “endogenous hypercortisolism” OR “glucocorticoids” and any of 
the following: “mortality”; “death”; “morbidity”; “complication”; “metabolism”; “metabolic 
syndrome”; “obesity, glucose tolerance”; “diabetes mellitus”; “dyslipidaemia”; 
“hypercholesterolaemia”; “hypertriglyceridaemia”; “cardiovascular”; “hypertension”; 
“coagulopathy”; “venous thromboembolism”; “thrombosis”; “electrolytes”; “infections”; 
“fungal infections, viral infections, bacterial infections”; “sepsis”; “immunodepression”; 
“immunosuppression”; “immune system”; “thyroiditis”; “celiac disease”; “LES”; “lupus”; 
“Graves’ disease”; “immune disease”; “autoimmune”; “autoimmunity”; “bone diseases, 
osteopenia, osteoporosis, fractures”; “cognitive function”; “psychiatric disease”; 
“depression”; “mania”; “fertility”; “infertility”; “ovary”; “testis”; “PCOS”; “hypogonadism”; 
“semen”; “spermatogenesis”; “erectile dysfunction”; “sexual function”. We gave particular 
emphasis to original molecular studies, prospective observational data, controlled trials, 
and larger registry data .
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Conclusions
Cushing’s syndrome is associated with many 
comorbidities and increased mortality, but with eff ective 
treatment most patients normalise cortisol secretion, with 
consequent improvement in clinical picture including 
comorbidities and mortality risk. The duration of disease 
activity is correlated with the mortality risk and negatively 
aff ects comorbidities; therefore, prompt diagnosis and 
treatment of Cushing’s syndrome is crucial. Treatment 
specifi c to the various comorbidities should be provided in 
parallel with therapy targeting cortisol excess to accelerate 
their resolution or improvement, and reduction of 
mortality risk. Comorbidities can persist in a subgroup of 
patients even after remission, necessitating continuing 
management, but the persistence of an increased 
mortality risk remains debated. Many questions remain 
about the clinical complications associated with Cushing’s 
syndrome. There is a need for studies with high-quality 
data regarding comorbidities to guide future evidence-
based clinical care. Large population studies that better 
characterise comorbidities in Cushing’s syndrome will 
be useful to identify the best possible treatments. 
Understanding the reasons for the variability in clinical 
improvement among diff erent patients will also be 
important, and prospective studies that compare the 
eff ects of surgical versus pharmacological treatment on 
comorbidities associated with Cushing’s syndrome will be 
helpful for the treatment decision process. Moreover, 
studies should explore whether the persistence of 
comorbidities in patients who are in remission might at 
least partly relate to overexposure to glucocorticoids 
from replacement therapy with supraphysiological 
glucocorticoid con centrations. In addition to providing 
better management for patients with Cushing’s syndrome, 
fi ndings of these studies might also provide insight 
into the clinical complications induced by exogenous 
glucocorticoid therapy, which is commonly used for many 
disorders worldwide.
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