Exclude

Suspicion exogenous Perform 2 to 3 screening tests
of Cushing‘s Cushing'’s to measure cortisol levels’
syndrome

syndrome

Overnight
1 mg DST!

LNSC
(>2 tests)’

ABNORMAL RESULTS

>145 ng/dL Above >1.8 ug/dL
(4 nmol/L)?%3 ULN? (50 nmol/L)?

ACTH Cushing'’s

3
test syndrome? |
Repeat 1 to 2 screening tests

to confirm diagnosis. Exclude
non-neoplastic hypercortisolism’

LOW:
<10 pg/mL
(<2.2 pmol/L)
on at least 2 tests
performed on

different days*
ACTH- NORMAL: HIGH:
INDEPENDENT 10-20 pg/mL >20 pg/mL -
(2.2-4.4 pmol/L)y* (>4.4 pmol/L)* Il\bljllQIi’ 'y

ACTH-DEPENDENT

Adrenal
CT or MRI"

No visible adenoma Adenoma

or <6-9mm>"- >10 mm®3

Unilateral adrenal

adenomas
Lower native fat density (<10 HU)

Usually smaller with rapid contrast washout*
Adrenocorticol carcinomas IPSS or CRHc

Higher native fat density (>10 HU) and/or desmo-

Inhomogenous tissue pattern with pressin test plus
delayed contrast washout* WhOle-bOdy CTd

Primary bilateral macronodular
adrenal hyperplasias

Bilateral nodules
Hyperplastic or atrophic cortex between nodules*

*When scanned with contrast-enhanced CT

Adrenal Cushing's Ectopic Cushing's Cushing's disease’ Presumed Cushing's

syndrome’ syndrome’ disease’

aCutoff values may vary between labs because different methods used to measure cortisol give different ranges; "There is a consensus that all patients with lesions <6 mm
should have IPSS and those with lesions of >10 mm do not need IPSS, but expert opinions differ for lesions between 6-9 mm in diameter; “<CRH test may not be available; 9This

alternative option does not have clear consensus and needs further research.

ACTH, adrenocorticotropic hormone; CRH, corticotropin-releasing hormone; CT, computerized tomography; DST, dexamethasone suppression test; HU, Hounsfield units; IPSS,
inferior petrosal sinus sampling; LNSC, late-night salivary cortisol; MRI, magnetic resonance imaging; UFC, urinary free cortisol; ULN, upper limit normal
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This material is not to be used for the treatment or diagnosis of hypercortisolemia in patients with Cushing’s syndrome, nor is it a substitute for clinical judgment or guidelines.
For patients suspected of having Cushing’s syndrome, the clinical work-up begins by determining if hypercortisolemia is present.
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