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RESULTS OF TREATMENT IN 108 PATIENTS WITH CUSHING’'S SYNDROME
Davio N, OrrH, M.D., anp Grant W. LipDLE, M.D.
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Surgical Experience with Cushing’s Disease

H. WILLIAM SCOTT, Jr., M.D., GRANT W, LIDDLE, M.D., J. L. MULHERIN, Jr., M.D., T. J. MCKENNA, M.D.,
5. L. STROUP, M.D. AND R. K. RHAMY, M.D.

2 4 1952-1976

119 CD
£ - 29 BLA

Summary

During the period 1952 to 1976 at Vanderbilt Uni-
versity Hospital 119 patients with pituitary-dependent
hypercortisolism or Cushing's disease were studied.
The less severe cases, which constitute a majority,
were treated by pituitary irradiation with endocrino-
logic cure or improvement in two-thirds of the treated
patients. Bilateral total adrenalectomy was reserved
for the most severe cases and for failures of pituitary
irradiation. In 29 patients with total bilateral adrenalec-

Ann Surg 1977
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The Medical Treatment of Cushing’s Syndrome

JEFFREY W. MILLER ano LAWRENCE CRAPO

I. Introduction

ITH the advent of synthetic glucocorticoids in the late
1940s, adrenalectomy ushered in the modern era of
treatment for Cushing’s syndrome. Nearly two decades later,
the development of transsphenoidal microsurgical tech-
niques allowed the treatment of Cushing’s disease with pres-
ervation of anterior pituitary function. Medical treatment for

TABLE 6. Transsphenoidal surgery in Cushing's disease

Ref Postop Late Mean
n .
remission relapse follow-up
136 216 168/216 10/169 3.9yr
137 102 72/102 5/72 34yr
212 100 86/100 8/86 3l yr
213 5 70/75 2/70
138 M 25/34 1wk
215 23 19/23 2/18
214 18 16/18 1L5yr
139 16 14/15 1/14
216 13 13/13 7 yr
217 14 9/14 1/9
218 7 /7 1-4 yr
Totals 610 81% T%

Endocrine Reviews 1993



The Medical Treatment of Cushing’s Syndrome

JEFFREY W. MILLER ano LAWRENCE CRAPO

TABLE 9. The potential role of medical therapy in Cushing’s syndrome (CS)

Etiology % of CS Surgica) Indication for med Rx oty
Cushing’s disease 69%

Pituitary microadenoma 50% Cure (89%) None

Failed (11%} Definitive 6%
Pituitary macroadenoma 8% Cure (66%) MNone

Failed (44%) Definitive 4%
Negative sella exploration 2% Cure (59%) None

Failed (41%) Definitive 3%
Late pmtnpamtlm relapse® Relapse (7%) Definitive 3%

IX. Indications for Medical Therapy in Cushing’s
Syndrome

Hypercortisolism may be treated medically for one of three
reasons: 1) _to_correct metabolic abnormalities before at-
2) to palliate surgically noncurable

disease, and 3) to_achieve remission pharmacologically in

patients for whom surgery is unlikely to achieve satisfactory
long-term results. Preoperative treatment for adrenal tumors

Endocrine Reviews 1993



Cushing’s Syndrome

Rosario Pivonello, MD, PhD*,
Maria Cristina De Martino, MD, Monica De Leo, MD.
Gaetano Lombardi, MD, Annamaria Colao, MD. PhD

Medical therapy

Before surgery

Pre-surgical treatment
Contra-indication for surgery
Refusal of surgery

After surgery

Adjuvant treatment
Failure of alternative treatments
Contra-indications for alternative treatments
Refusal of alternative treatments

Cushing’s disease

Medical treatment '
ketoconazole, cabergoline (?) |
(before neurosurgery |

as pre-surgical treatment) |

Medical treatment
ketoconazole, cabergoline (?)
(before definitive treatments in case
of surgical contraindication or refuse)

Neurosurgery
Transsphenoidal
adenomectomy

Disease remission

Disease persistence or relapse

Re-evaluation

Re-cperation

(7

Medical treatment

ketoconazole, cabergoline(?)
(before re-operation or before definitive

Disease persistence or relapse

treatments or waiting their effectiveness)

Bilateral adrenalectomy | — ‘

Pituitary radictherapy |

Endocrinol Metab Clin N Am 2008



Transsphenoidal Microsurgery for Cushing’s Disease:
Initial Outcome and Long-Term Results

GARY D. HAMMER, .J. BLAKE TYRRELL, KATHLEEN R. LAMBORN, CAROL B. APPLEBURY,
ELIZABETH T. HANNEGAN, SCOTT BELL, RIVA RAHL, AMY LU, ano CHARLES B. WILSON

No. of patients

289 CD

Persistent disense Imitial remission
LAt 6m) (2t 6m)
N=53 N=23%
| 1
additional procedurnes No additlonal procedures
within initial 6 mooths in 31 patients within imitial 6 moaths in 22 patients
'R B |
TSR XRT ADX TSR+ADX
L N=6 N=1 N=§ N=1
"
long term follow.up long term follow-up
available l(m 15 pts mnlhb!le on 10 pts
ndditional procedures No additional procedures additional procedures No additionsl procedures
sfter 6 momths after 6 months after 6 months after 6 mooths
N=§ N=13 N=S Nes
I S
TSR ADX TSR+ADX XRT ADX TSR+XRT
l N=3 N=1 N=1 I I N=2 Ne=1 Nwu2
| Final Status | [ FinalStats. | [ Finaiswos | [ Final Status |
Persistent discase Remission Persistent discase Remission Persistent disease Remission Persistent disease Remission
N=2 N=3 Nw2 Ne11 N=4 N=1 N=2 N=3

J Clin Endocrinol Metab 2004
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Efficacy of medical treatment in Cushing’s disease: a systematic
review

Monica R. Gadelha* and Leonardo Vieira Neto*-t

PubMed literature search result n = 372
Search string: (ketoconazole OR metyrapone OR mitotane OR cabergoline OF mifepristone
OR etomidate OR ocireotide OR pasireatide OR lanreotide OR lapatinib OR bromocrypting
OR aminoglutethimide OR trilostane) and (cushing OR cushing's) and (response OR improvement
OR remission OF decrease OR reduce OR efficacy)

i )
- L ™
Selected based on abstract n = 44 Excluded based on abstract n = 328
W, AN r
L 3
- L 1
Selected based on full papern=15 Excluded based on full paper n = 29
\ N r

l A N L

Cabergoline Ketoconazole Metyrapone Mifapristone Mitotane Fasireotide
ne=4 n= 4t n=2* n=1 N=2 m=13

Clin Endocrinol 2014




Present/Future...

Medical Management of
Persistent and Recurrent
Cushing Disease

= 3 ! Diagnoziz of Cushing's Disease !

Pituitary Surgery SIS IERENE) Medical Therapy F. I.
n::: ppropriate < as :-|;-_::--:-.p:r.;1-::Il ' rSt' l n e

Maria Fleseriu, MD?P*

¢ Successful Failed Control of CD Adverse events
I surgery : I surgery i achieved or
uuuuuuuuuuuuuuuuuuuu 3 Terannnpnnsranaenst Persistent H}rpermr[isul&mia
: R-mm‘lr;rlallnn of
.'. l:.‘u:hlrig':: Disease
Monitor Y
patient
lifelong Repeat TSS

Alternative
Medical Therapy

Potential Continue
recurrence Medical Therapy

Repeat
TSS

Neurosurg Clin N Am 2012




Treatment of Cushing’s disease:
a mechanistic update

Daniel Cuevas-Ramos'? and Maria Fleseriu®

Table 2 Use of medical therapy in Cushing’s disease -
indications and needs

Before or after pituitary surgery
Preparation for surgery
Patients with contraindications for surgery
High operation risk
Patients unwilling to undergo surgery
After unsuccessful surgery
Amelioration or control of the metabolic effects of
hypercortisolemia
Potentially life-threatening complications
Patients awaiting effects of pituitary radiation
Whanavar a dafinitive treatmant ic rInI::.ran
Primary medical therapy
Low probability of surgical cure
Unfavorable localization
Invisible adenomas
Adenoma without optic chiasm compression

J Endocrinol 2014
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Future: which iIs the best treatment?

/ Effective

/" Tailored according to patient characteristics
/" Low incidence of complications/adverse effects

/" Improving comorbidities and QoL
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Approach to the Cushing’s Disease Patient
With Persistent/Recurrent Hypercortisolism

After Pituitary Surgery

Xavier Bertagna and Laurence Guignat
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J Clin Endocrinol Metab 2014
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