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Adrenal Hyperfunction (Cushing Syndrome) TestingAdrenal Hyperfunction (Cushing Syndrome) Testing
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INDICATIONS FOR TESTING

• Multiple features of Cushing syndrome (after ruling out 

exogenous glucocorticoid use)

• Presence of adrenal incidentaloma

Normal results Abnormal results

• UFC: >60 μg/day, male

           >45 μg/day, female 

• LNSC: ≥0.112 μg/dL

• DST: >1.8 μg/dL

CS unlikely

Repeat testing only if clinical suspicion is 

high or if symptoms progress over time
Rule out other causes of 

hypercortisolism

PERFORM

Second biochemical study 

using different test

(UFC, LNSC, or DST)

PERFORM

24-hr urinary free cortisol test

PERFORM

Late-night salivary cortisol test
PERFORM

Dexamethasone suppression testing

Select one of the following biochemical testsa:

Normal results

Abnormal results and 

high clinical suspcion

CS 

confirmed

Discrepant results

CONSIDER

Repeat of abnormal study

OR

low-dose DST with CRH stimulation

testing

Normal results Abnormal results

ORDER

Plasma ACTH 

concentration

<10 pg/mL ≥20 pg/mL<20 pg/mL

Suggestive of 

adrenal origin

Suggestive of 

pituitary origin 

(ie, CD)

CONSIDER

CRH stimulation testing

Responsive

Perform imaging and/or anatomic 

investigations (BIPPS, AVS of left and right 

adrenal glands) to confirm diagnosis and/or 

assist in treatment decisions

Nonresponsive

>500 pg/mL

Suggestive of 

ectopic ACTH-

driven CS
b
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Abbreviations

ACTH Adrenocorticotropic hormone

AVS Adrenal venous sampling

BIPPS Bilateral inferior petrosal sinus sampling

CD Cushing disease

CRH Corticotropin-releasing hormone

CS Cushing syndrome

DST Dexamethasone suppression testing

LNSC Late-night salivary cortisol

UFC Urinary free cortisol

a
For details on test protocol, see ARUP Consult 

Adrenal Hyperfunction - Cushing Syndrome topic. 
b
May consider high-dose DST to differentiate between 

ectopic ACTH-driven CS and CD; cortisol suppression 

of >50% is suggestive of pituitary origin.
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