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ABSTRACT = Rockall et al contirmed hepatic steatosis in 20% ot patients with active CS, = There were no overt features of CS, but the patient complained of persistent = Other associated outcomes
Back d: Nonalcoholic f iver di < f o with using computed tomography (CT)’ abnormal weight gain (weight 178 pounds, BMI 30.6 kg/m?) with central obesity o At week 4, antihypertensive medications were discontinued
ackground: Nonalconolic tatty liver disease Is Trequent among people wit ’ ' '
obesgy, type 2 diabetes, insulinyresistance, and dyjlipidemia. T?wepse r?wetabolic o ;cl'heredwss a s.trong cor.relation betwederkw)thg_rﬁ)resence of increased visceral = Biochemical testing was negative for: o At week 20
aberrations are also common in Cushing’s syndrome (CS), which has led at and hepatic steatosis, as measured by o Pheochromocytoma — BP was stable at 120/82 mmHg (Figure 3)
researchers to investigate the contributions of cortisol. Rockall et al previously * However, it is not known if successtful treatment of CS would slow the o Primary aldosteronism — Weight had decreased from 178 to 160 lbs, corresponding to a BMI
confirmed hepatic steatosis on CT scans in 20% of patients with active CS. progression to, and decrease the incidence of, NASH - Laboratory parameters change from 30.6 to 27.5 kg/m? (Figure 4) _
However, it is.not known if successful treatment of C.S. can reverse the incidence = Mifepristone (Korlym®, Corcept Therapeutics) is a competitive glucocorjticoid o Autonomous cortisol secretion showed a mildly elevated urinary free o By week 24, ACTH (Figure 5) and DHEA-S returned to normal 75'
and progression to NASH (nonalcoholic steatohepatitis). receptor antagonist approved for patients with all forms of CS who have diabetes cortisol (UFC) of 62.6 ug/dL (normal range: 4-50 pg /mL) >
We detail a patient with CS and NASH who saw a significant improvement in liver or glucose intolerance and have tailed or are not candidates for surgery _ Failure to suppress cortisol on successive 1-mg dexamethasone Figure 3. Change in blood pressure over time after initiating 2
function tests (LFTs) after successtul treatment of CS with mitepristone (Korlym®, o In patients with CS and type 2 diabetes or hypertension, significant clinical suppression tests (13.2 ug/dL and 12.5 pg/dL) mifepristone -
Corcept Therapeutics), a competitive glucocorticoid receptor antagonist. improvement was noted in 87% of patients treated with mifepristone in the Clovated midnight salivar rtisol of 0.19 ua/dL (hormal range: <0.09 g/ 2
Clinical Case: A 47-yr-old woman with a past medical history of hypertension 24k—)weel<fSEISI\/IICltrial, inclzluding significant Leduc;cjio;s n leergfglgbin Alc _ mi;/a S SR 150
: o . - (HbAlc), tastin asma glucose (FPQG), weight, and diastolic blood pressure ] : : B Systolic
(142/90 mmHg), pre-diabetes (Alc 5.9%), dyslipidemia (Tchol 274 mg/dL, 2 IP . . " o Suppressed ACTH on successive tests (<5 pg/mL; normal range: 5-45 pg/mL) Discontinued y ,
LDL 203 mag/dL, TG 132 mg/dL) and NASH was found to have a left adrenal (BP) antihypertensive ® Diastolic
S J | AR « We detail - +h CS and NASH wh anif - - o Low dehydroepiandrosterone sulfate (DHEA-S) of 20 pg/dL (normal range: — medication - - -
adenoma on a routine CT scan she had for evaluation of nephrolithiasis. She € detail a patient wit an Who saw a signiticant improvement in 19900 > 130 -
. . L e - - - TN - ug/dlL) — Baseline Week 16 Week 20 Week 24
oreviously had a cholecystectomy (due to chronic cholecystitis & cholelithiasis) liver function tests (LFTs) after successtul treatment ot CS with mifepristone =
and liver biopsy showing steatohepatitis and diffuse steatosis. Her medications © Base“ine LFTs were elevated £ 10 ACTH = adrenocorticotropin; LLN = lower fimit of normal.
included amlodipine/olmesartan medoxomil and rosuvastatin calcium. CLINICAL PRESENTATION - IAL was 232 llJ/ _ (normal range: 2-60 U/L); 3.9-fold greater than the upper =
- - - - . imit ULN
The CT scan revealed a left adrenal adenoma measuring 2.9 x 1.9 x 2.5 cm with A 4/-year-old woman with medical history of: mit of normal (ULN) §
. . . - . H tension (BP 142/90 mmHa) — AST was 110 U/L (normal range: 2-40 U/L); 2.8-fold greater than the ULN © 90
benign radiologic characteristics. She did not have overt features of CS but O myper g o
complained of persistent abnormal weight gain (BMI 30.6 kg/m?) with central o Pre-diabetes (HbAlc 5.9%) TREATMENT COURSE b SUMMARY AND CONCLUSIONS
obesity. Bigchemical testing was negative for pheochrpmocytoma and primary o Dyslipidemia (total cholesterol 274 mg/dL, low-density lipoprotein o | o % 70 - = 20 weeks of treatment with mifepristone led to marked
aldqsteronlsm. Hormonal testing for.autonomous cortisol secretion showed cholesterol 203 mg/dL, high-density lipoprotein cholesterol 47 mg/dL, : a.t|ent. declineo a.d.re.nalectomy but was. agreea.ble to medication | improvement in liver enzymes in a patient with unilateral cortisol-
a mildly elevated UFC (62.6 pg/d), failure to suppress on successive 1-mg triglycerides 132 mg/dL) = Mifepristone was initiated at 300 mg daily and increased to 900 mg daily over Sdluainel scenera srdl e —cte e ine NAGKE
dexamethasone suppression tests (13.2 ug/dL, 12.5 ug/dL), elevated midnight : " I : 20 k 50 1 1 1 1 P J J S
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?I—II\I/E?Z\}/SC;(;USO/;L. (42“5390 ) 57 dpLF)DFESSG : LF"< P9 rT (t_ i ,FAD\%Tm1 1)OaB/L ?Vlv biopsy showing steatohepatitis and ditfuse steatosis in November 2012 Treatment Outcomes educ 'OPS qu as.so.c:|a| © " c(:jo—mor [dities refated 1o persisten
- : . Baseline LFTs were elevated: N . . L nypercortisolemia include
2-40 U/L) AIL_J'? 232 U/L (| ;—%0 /L) = A routine CT scan for evaluation of nephrolithiasis found a left adrenal = Marked improvement in LFTs was observed during mifepristone therapy Week P | )
' ' adenoma (Figure 2) o Reduction in weight
She declined adrenalectomy. Mifepristone was initiated at 300 mg/d and . UG . . . . . . .
nereased to 900 ma/d overyZO WeF;ks . Medications o At week 24 : .. . S o Normalized BP with discontinuation of antihypertensive
k h X J | J d 20 h © Amlodipine/olmesartan medoxomil 10/20 mg, once daily — More than a 7-fold reduction of ALT to 32 U/L (normal range: 6-29 U/L) Figure 4. Change in weight over time after initiating mifepristone medication
At 4 weeks, antinypertensive medications were discontinued. At week 20, her BP o Rosuvastatin calcium 10 mg once daily _ A 5-fold reducti £ AST to 22 U/L . 10-35 U/L
was stable (120/82 mmHg) and her weight decreased from 178 to 160 lbs. Marked A . oIF TECHEHRI O ° (normal range: ) 80 o Increased ACTH and DHEA-S to normal levels
improvement in her liver enzymes was noticed during mifepristone therapy with ssessments : . 1 : e ere s v ' « In this case manaaement of CS with mifeoristone was successful
~ormalization by week 20 (AST 32 U/L [nl, 10-35U/L], ALT 45 U/L [nl 6-29 U/L]). = A CT scan in May 2014 revealed a left adrenal adenoma measuring 2.9 x 1.9 x Figure 2. Change in liver enzymes over time after Initiating mlfeprlstone ' 9 9
Conclusion: In a patient with a unilateral cortisol-producing adenoma, medical 2> cm with benign radiologic characteristics (Figure 1
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therapy with m.n‘eprlstone was .effec’uye in redgcmg assogated co—.morb|d|t|es Figure 1. Left adrenal adenoma measuring 2.9 x 1.9 x 2.5 cm REFERENCES
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