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ABSTRACT CASE PRESENTATION Diagnosis of Cushing’s Syndrome Treatment for Cushing’s Syndrome SUVIM ARY/ DISCUSSION

Introduction: The combination of both acromegaly and CS is extremely rare, with only = A 60-year-old temale patient with a history of acromegaly was referred in 2012 " Patient report.ed ProJrEsSIve SIgns and symptoms of Cushing’s syndrome around the time of - A 9—month trl.al of ketocona;ole (max dose 600 mg/day) resulted in no change in symptoms or = Monitoring and management of comorbidities associated
. . . . . . acromegaly diagnosis hypercortisolism and was discontinued . . .
6 cases in the literature. Both diseases are characterized by comorbidities such as diabetes = She presented with symptoms of weight gain, centripetal obesity, easy bruisability, | | o . | o | with acromegaly—such as hypertension, diabetes,
mellitus, hypertension, proximal muscle weakness, menstrual abnormality, sleep apnea, cevere proximal muscle weakness, abdominal striae, facial plothora and erythema = She was refe.rred to the Allegheny !\Ieuroendocrmology (;enter (aftgr belng managed by two : .I\/Iolf.eprlstone 300 mg/day (Korlym®, Corcept Therapeutics), a glucocorticoid receptor antagonist, was and hyperlipidemia—are critically important because
and cardiovascular disease. We present a patient whose acromegaly was controlled but and increased supraclavicular fat pads that had been progressively worsening for local .endocrlnologlsts) due to persistent symp’.co.rrjs despite hormallzatlon of IGF-1 levels |n|t.|ated | | cardiovascular and cerebrovascular events are the primary
subsequently diagnosed with non-ACTH dependent CS due to bilateral adrenal adenomas. over 20 years (Table 1, Figure 1) = Cushing’s syndrome was suspected based on initial workup in 2012 (Table 2) = Splronolact.one 1OQ mg/dgy, an.aldc?sterone receptor antagonist, was added to preempt possible cause of death in acromegaly
Case: A 60 y/o woman presented with diaphoresis, headache, and new onset type 2 = Her acromegaly was controlled based on IGF-1 levels, but she reported diaphoresis, * Pituitary MR revealed empty sella syndrome and abdomen CT revealed bilateral adenomas hypokalemia associated with mifepristone * When these comorbidities persist despite adequate control of
diabetes. She was diagnosed with acromegaly 20 years ago. She underwent transsphenoidal headache, and new-onset type 2 diabetes (Figure 2) Combination Therapy with Receptor Antagonists: Outcomes acromegaly, other endocrine causes should be investigated
debulking of a pituitary macroadenoma followed by gamma knife radiotherapy. After failing = Cushing's syndrome was suspected based on her Cushingoid phenotype (Figure 1) " The patient was negative for Carney’s complex stigmata: myxoma (negative echocardiogram), = Three separate receptor antagonists were utilized in this patient * Published case reports’ have demonstrated treatment of
with bromocriptine and octreotide, her acromegaly was controlled with pegvisomant 30 mg thyroid nodules (negative thyroid sonogram), spotty skin pigmentation, blue nevi, café-au-lait o Pegvisomant — Growth hormone receptor antagonist ACTH-independent Cushing's syndrome with adrenalectomy
sc QD with little change in glucose metabolism. Central hypothyroidism was treated with : : : - spots, schwannomas Mifeorist Gl i . t - can result in improved clinical outcomes and acromegaly
Ievothyroxine 137 mcg QD. After .referral to our pitui’Fary center, symptoms of vyeight gain, Ta.ble 1. .Baselme Demographlcs at Time of CUShmg S Syndrome = Multiple endocrine neoplasia type 1 (MEN1) was unlikely because she had normocalcemia, N |.epr|s one = uc:.ocor 0! .rec.ep Of antagonis . control with reduced GH/IGF-1 secretion
cent.rl.p.etal .ObeSIt}/, easy brwsablhty and severe proxmal muscle weakness datlng back to DlagnOSIS normal pancreas features on abdomen CT, and no fami|y history of endocrine diseases © Splro.nolac‘.cone B Mlﬂera|OC?rtICOld (aldost.erone) recePtor .antagor“St . . . *= QOur case is the first to demonstrate a decrease in dose
?g; |n|t|/a| Iiij?nzc;s;s ?é§c1rosrgesga1ly2w§re .noteclnlvlaF\{r;d CS \;ve:j suspecteﬁl. An I(§3F-1 Ie\fl VXE:STH e L0 vere « Clinical presentation, biochemical testing, and imaging (Figure 2) resulted in high suspicion of - The patient dlsplayed.marked improvements in her Cushingoid features, achieved persistent weight loss requirement of pegvisomant after successful treatment of
ng/ml (41-279), ) Tz |tU|tary. reveale gmpty >clla synhdrome. An Blg/ll :},:7 Cushing’s syndrome (Figure 3A), and regained normal muscle strength Cushing’s syndrome with a glucocorticoid receptor antagonist,
level was <5 ng/mL (6-50); 11PM salivary cortisol levels ranging between 2.8-6.4 nmol/L | = After ~20 years of pegvisomant, she was able to decrease the dose to 25 mg sc QD when IGF-1 dropped mifepristone
(<4.3); 8AM plasma cortisol levels were intermittently elevated, ranging between Weight 213 lbs to 91 ng/mL, IGF-1 SDS -0.6 . 0 < leo the £ ination th "
18.6-33.9 mcg/dL (7-25); urinary free cortisol levels were consistently normal. Adrenal CT Blood pressure 122/78 mmHg Table 2. Cushing’s Syndrome Workup and Treatment . Fasting blood alucose and AMc decreased desoite alimeniride discontinuation and the reduction in hur cise 's also the Tirst to report combination therapy wit
revealed bilateral adrenal lesions: right 1.4 cm and left 2.4 cm (both -4 Hounsfield units). Fasting glucose 120 mg/dL . vigomant d%se (Figure 3B) PIte JAMEP three orm.on.e receptor ant.agor.nsts |
A trial of ketoconazole resulted in no change in symptoms or hypercortisolism. Hbalc Alc 6.7% PES 9 . | | o | | * The synergistic effects of mifepristone and pegvisomant
6.7%, FBG 120 mg/dL on metformin 1000 mg BID 2nd glimepiride 4 mg QD, ALT 21 U/L PARAMETER FINDINGS = Blood pres§ured decreased (Flgure 3C) and potassium remained within the normal range with no sIgns of resulted.in improved metabolic parametersl glycemic control,
(7-55), AST 14 U/L (8-48), triglycerides 227 mcg/dL, BP 122/78. Mifepristone 300 mg QD : : : Signs and symptoms Weight gain, centripetal hypokalemia and qch|evement of IGF-1 target with a reduced dose of
(Korlym®, Corcept Therapeutics), a glucocorticoid receptor antagonist, was initiated with Figure 1. Disease Progression and Effects of Treatment obesity, easy bruisability, = Cholesterol and triglycerides improved with a maintenance dose of atorvastatin 40 mg (Figure 3D) pegvisomant
spironolactone 100 mg QD. new onset diabetes, proximal
ACTH level rose to 24 pg/mL at 4 months and 77 pg/mL at 1 year. She lost 70lbs and had muscle weakness, abdominal Figure 3A-D. Patient Improvements Across 3 Years of Treatment with Mifepristone REFERENCES
marked improvement in both Cushingoid features and proximal muscle weakness. Hbalc St”aﬁr facial plethlorq &I f 1. Ogo A, et al. A decrease in the dose of pegvisomant was needed for
5.8% & FBG 87 mg/dL despite glimepiride discontinuation; triglycerides 117 mg/dL, AST erythema, supraclavicular tat the treatment of acromegaly after adrenalectomy in a patient with
11 U/L, ALT 10 U/L; IGF-1 dropped to 91 ng/mL, IGF-1 SDS -0.6 and pegvisomant was pads coexisting preclinical Cushing's syndrome. Intern Med. 2011;50(18):
decreased to 25 mg sc QD with resulting IGF-1 125 ng/mL, IGF-1 SDS 0. She has been on ACTH . . <5 ng/mL Ret: 6-50 ng/mL 1987-91.
muscle strength manifested by a regained ability to walk upstairs normally. cortiso . growth In a “ari-producing pituitary adenoma with L-ushing's syndrome.
e Y o159 - " ey . Morning (8AM) plasma 18.6 mcg/dL to 339 mcg/dL  Ref: 7-25 mcg/dL 220 —— 213 38 09 e - 128 Endocr J. 2000;47(suppl):569-571.
Conclusion: CS can be overlooked when treating an acromegaly patient because their cortisol 36 e S —" o = 3. Kim SK, et al. Dramatic improvement of diabetes mellitus following the
comorbidities overlap. This case illustrates that concomitant CS should be considered when Uri - vicol Consistently in rof 200 - 34 | 3 treatment of coexisting acromegaly and Cushing’s syndrome. Intern
symptoms consistent with CS persist in a patient whose acromegaly appears to be otherwise rinary free cortiso ONSISIENTy N TETSIENte range , , , __ 180 32 6.5 — | 1o = Med. 2015;54(19):2471-4.
controlled. Mifepristone was used as a diagnostic and therapeutic tool to confirm a Abdomen CT - adrenal ?lghtdadrer;al massz, 1-4 cm; ;C'Ste”;a”y ﬁ'SCOVeqeg in 2003: g:jf, o \ 158 |30 = § os | o 8
diagnosis of CS by showing a clear biochemical and clinical response to the pharmacological et adrenal mass, «.% cm, ight adrenal mass 1.0 ¢, S 2 < 5
integrvention 4 J P P J both —4 Hounsfield units eft adrenal mass 1.5 cm: 2 140 - 26 61— — 105 E’ ACKNOWLE DGMENTS
ooth +4 Hounsfield units 120 2 59— 100 8 Medical editorial assistance was provided by MedVal Scientific
00 ;2) - - o Information Services, LLC, Skillman, NJ and was sponsored by
INTRODUCTION Figure 2A_B. Imaging: A. Primary MRI Shows Empty Sella Syndrome Baseline Year 1 Year 2 Year 3 Baseline Year 1 Year 2 Year 3 Corcept TheraPGUt|CS.
= Acromegaly and Cushing’s syndrome are rare neuroendocrine diseases with similar B. Adrenal CT Shows Bilateral Adrenal Lesions s Weight in pounds ~ —— BMI mem HbA1c ——Fasting Glucose
multisystem comorbidities, such as diabetes mellitus, hypertension, proximal muscle DISCLOSU RES
weakness, and cardiovascular disease
= There are similarities between diagnostic and treatment strategies for both acromegaly C. Blood P 5. Hyberliidermia P t MBG: Principal Investigator, Corcept, Pfizer. RB: Employee,
o - plood Fressure - nyperiipiaemia Farameters Corcept. KLS, MSG: Nothing to disclose.
and Cushing’s syndrome Initial Treatments for Acromegaly 140 e 250 o
o Biochemical screening and tumor localization with appropriate imaging = Upon acromegaly diagnosis 120 -
o A rr.wul.ti-modal treatment strategy that includes surgery, medical therapy, and/or o The patient underwent transsphenoidal debulking of a pituitary macroadenoma 100 \/ .
radiation followed by gamma knife radiotherapy (Figure 1) > 80 8
o QGoals of therapy include normalization of biochemical variables; improvement in signs, o Adjuvant medical therapy with bromocriptine and octreotide was unsuccessful :E: 50
symptoms, and comorbidities; and minimization of long-term mortality risk = Acromegaly control was achieved with the addition of pegvisomant 30 mg/day sc 40 g
= Medical therapy agents can be divided into two categories based on their etffects (Somavert®, Pfizer), a growth hormone receptor antagonist .
o Biochemical control by normalizing elevated hormones o IGF-1 level was 187 ng/mL (41-279), IGF-1 SDS +1.2, at presentation in 2012 0
. . . . Baseline Year 1 Year 2 Year 3 Baseline Year 1 Year 2 Year 3
o Receptor antagonist to block the effects o Routine liver function tests were normal
= We present a patient whose acromegaly was controlled but who was subsequently « Central hypothyroidism was treated with levothyroxine 137 mcg QD Systolic BP Diastolic BP = Cholesterol = Triglycerides
diagnosed with ACTH-independent Cushing'’s syndrome due to bilateral adrenal
adenomas. This patient was medically managed by three separate receptor antagonists.
o Pegvisomant — Growth hormone receptor antagonist Pituitary MRI was in 2012 with patient on pegvisomant following transsphenoidal debulking and gamma knife Patient was taking glimepiride at baseline, which was discontinued at Year 1. Patient was also taking atorvastatin from baseline
therapy for acromegaly. Adrenal CT was in 2012 at time of diagnosis of Cushing'’s syndrome. through Year 3.

o Mitepristone — Glucocorticoid receptor antagonist
o Spironolactone — Mineralocorticoid (aldosterone) receptor antagonist
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