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Pathophysiolog¥ushings
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Pathophysiology

Chronichypercortisolemiaz:= = = =+

resultsn clinical signsof
Cushings Disease




Etiologyof PDH

Complex

Not completelyunderstood
Theories:
Evidencan mansupportsa primary pituitary abnormality

Most evidencan dogssupportsa hypothalamialisorder




Etiologyof PDH

Screeningor GeneticMutationsin CaninePDH

Gsalpha

H-, K-, N-rasgenes

DNA-binding domainof the glucocorticoidreceptor
Tpit

No differencesbetweencontrolandaffecteddogs




Clinical Signsof Canine
Cushings Disease

Polyuria

Polydipsia
Polyphagia
Abdominaldistention
Panting

Obesityor redistributionof
body fat




Clinical Signsof CanineCushings
Disease

Changen activity level
Decreasee@xercisdolerance
Anestrus

Testicularatrophy




Clinical Signsof CanineCushings
Disease

Dermatologic

Alopecia
Cutaneous
hyperpigmentation
Calcinosiscutis
Pyoderma

Comedones




Diagnosif CanineCushings
Disease

Minimum database
Pertinentistoryandclinical signs

Serumchemistriescompletebloodcount
Urinalysis

Urine culture

Supplemental ests
Abdominalradiographs ultrasound




Diagnosif CanineCushings
Disease

Screeningl eststo DiagnoseCushings:

ACTH StimulationTest

Low DoseDexamethason8uppression
Test(LDDS)

Urine Cortisol.Creatinindratio(UCCR)




Diagnosif CanineCushings
Disease

Whataboutdogswith nclassi@clinical signs
andnormalACTH stimulationandLDDS testresults?

5-10% of caseseenn practice




EctopicSecretiorof ACTH

Patientsvith nclassio clinical signsof HAC

Abnormal dexamethasonguppressiomesting
Normal to elevatedendogenousCTH
Normal pituitary imagingandPVSS

Presencef lung (mostcommon),testicular,ovarian,
adrenalothertumorsthatsecreteACTH.

Prognosigienerallypoor
Incidencein the dog?




Meal or FoodInduced
Hyperadrenocorticism

Dogswith ficlassio clinical signsof HAC

Normal ACTH stimulation
Normal LDDS

NormalUCCR
Low plasmaendogenousCTH
Elevated(> 10%%0) postprandialUCCR

Youngerdogs

Congenitabberrantexpressiorof GIP receptorsn
theadrenalcortex




Meal or FoodInduced
Hyperadrenocorticism




Meal or FoodInduced
Hyperadrenocorticism
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Cyclic Hyperadrenocorticism

Patientsvith nclassio clinical signsof HAC

Clinical signsarecyclic in nature
Pituitaryandadrenalfunctiontests argenerallynormal

Diagnosisvia serial UCCR or salivaryfree cortisol
duringperiodswhenclinical signsarepresent

Mostare pituitaryin origin

Incidencein dogs?




NOcculb Hyperadrenocorticism

Patientsvith NO clinical signsof HAC

The ScottishTerrier and Hyperphosphatasemia
PostACTH cortisol concentration®levatedn:

5/17 with elevationgan ALP
0/17 without elevationsALP




NOcculb Hyperadrenocorticism

Patientsvith NO clinical signsof HAC

The Scottish TerrieandHyperphosphatasemia

PostACTH sexsteroid(>/= 1) concentrationglevatedn:

17/17 with elevationan ALP

Progesteroné&?2/17; 17 OHP 12/17
15/17 without elevationsn ALP

Progesteron&?2/17; 17 OHP 10/17




NOcculb Hyperadrenocorticism

Patientsvith NO clinical signsof HAC

The Scottish TerriemandHyperphosphatasemia

Hepaticvacuolarmepatopathy

11/11 with elevationan ALP
4/5 withoutelevationsn ALP




NOcculb Hyperadrenocorticism

Patientsvith NO clinical signsof HAC

The Scottish TerriemandHyperphosphatasemia

With elevationgan ALP

Age: Meanof 7 years

Spgravity: 1.018

Corticosteroidsoform ALP: 542 U/L (69%)
Withoutelevationan ALP

Age: Meanof 2.6 years

Spgravity: 1.037
CorticosteroidsoformALP: 14.4 U/L (17%)




NOcculb Hyperadrenocorticism

Patientsvith NO clinical signsof HAC

The Scottish TerrieandHyperphosphatasemia

Age associatedhcreasan activationof HPA axis

No clinical signsastheincreasesremild

AssociationbetweencortisolandALP

Chronicandgradualonsetof HAC may havebeenmissed
Urine spgravities andu/pd

No treatmentrequired




Atypical Hyperadrenocorticism

Dogswith ficlassio clinical signsof HAC

Normal or suppressedortisolrespons¢o ACTH
Normal LDDS

Elevatedprogesteronandl1l/ OHP

Diagnosisvia ACTH stimulationmeasuringcortisol,
progesteronandl1l7 OHP preandpost

Ruleoutpresencef anadrenalmass
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