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Cardiovascular consequences
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Excess cortisol negatively impacts cardiac

structure/function, blood pressure, and coagulation
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FVIll=factor VIII; PAI-1=plasminogen activator inhibitor-1; VTE=venous thromboembolism; vWF=von Willebrand factor.
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Excess cortisol increases the risk of atherosclerosis
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Indicators of atherosclerosis were

significantly elevated in patients with

CS compared with patients with
essential hypertension?
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Variable CS EH Control
(n=30)  (n=35)  (n=30)
0.93 0.81 0.75
cIMT,mm 4 17y (0.16) (0.24)
Plaque, % 26.62 16 0
ABIP ]
(<0.9), % 20 3 0

The risk of myocardial infarction increases 43%

with every 0.163-mm increase in cIMT*#

ABI=ankle-brachial index; cIMT=carotid intima-media thickness; CS=Cushing’s syndrome; EH=essential hypertension; LDL=low-density lipoprotein; VEGF=vascular endothelial growth factor.
ap<0.03 vs EH and healthy subject (control). PABI is an indicator of generalized atherosclerosis, and low ABI has been related to an increased incidence of cardiovascular mortality.
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Excess cortisol promotes coagulation and increases the

risk of thrombosis

Excess cortisol modulates several factors

Cortisol involved in coagulation3

_ Variable Role in Change in
Odds ratio of VTE' coagulation patients with CS
Meta-analysis of 7142 patients Mediates platelet
with endogenous hypercortisolism VWF ediates platele 0
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aPTT Coagulation time O
1 7 82 FVill Promotes coagulation 0
Fibrinogen Promotes coagulation 0
Excess cortisol can promote N -
coagulation and impair fibrinolysis PAI-1 Inhibitor of fibrinolysis 0
§ Activated partial thromboplastin time' TAFI Inhibitor of fibrinolysis O
f Clot lysis time? a2-antiplasmin Inhibitor of fibrinolysis O

aPTT=activated partial thromboplastin time; TAFI=thrombin activatable fibrinolysis inhibitor.
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Mortality risk: Need for timely diagnosis and treatment

Standardized Mortality Ratio? Most common causes of death
Meta-analysis of 68 study cohorts that included
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CVD=cardiovascular disease.
aRepresented by the number of CS deaths in the study compared to the expected number of deaths in an age- and sex-matched normal population.?P<0.1 vs SMR for pituitary CS. ¢Includes
atherosclerotic heart disease, cerebrovascular disease, and venous thromboembolism.
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