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left side after desmopressin, suggesting a possible 
corticotropinoma on that side. No pituitary hormones 
deficiencies were present.

The patient underwent transsphenoidal surgery 
to search for an intrapituitary microadenoma. After 
careful exploration of the pituitary gland, a grey 
soft tumor was identified and completely removed. 
The surgical specimen consisted of 4 mm of tissue 
and microscopically showed fragments of pituitary 
adenoma. The adenoma cells were immunoreactive 
for ACTH (Figure 2A) and immunonegative for LH, 
FSH, GH, PRL and chromogranin A. 

Despite these findings, postoperative hormonal 
evaluation showed persistent hypercortisolism.

Thereafter, based on the preoperative MRI find-
ings, we strongly suspected that the lesion observed 
in the enlarged infundibulum might be a further 
source of ACTH secretion. Thus, one month later 
the patient underwent a second operation in order 
to remove the infundibulum lesion by transcranic 
access. Histological examination revealed remnants 
of Rakthe’s pouch associated with a pituitary mi-
croadenoma. Immunohistochemical staining again 

demonstrated a positive reaction for ACTH (Figure 
2B) and negative ones for LH, FSH, PRL, GH and 
chromogranin A. 

Soon after the operation, ACTH and cortisol levels 
decreased to 4-7 pg/ml and 11-57 nmol/L, respec-
tively, (Table 1). In the subsequent days, weakness, 
fatigue, hypotension and skin pallor, indicative of 
a hypoadrenal condition, progressively ensued. As 
signs of central hypopituitarism (LH <0.1 mIU/ml, 
FSH <0.1 mIU/ml, TSH 0.01 µUI/ml) appeared, 
hormonal replacement therapy was initiated, includ-
ing cortisone acetate, l-thyroxine, desmopressin and 
estro-progestinic therapy. 

Discussion

We herein describe a patient with Cushing’s dis-
ease due to the presence of two ACTH-secreting 
adenomas, one located within the anterior pituitary 
and the other in the infundibulum. 

Very recently, an incidence of 2.6% of double 
pituitary adenomas in an unselected surgical series 
of 117 patients undergoing surgery for pituitary ad-
enoma was reported.3 Previously, Kontogeorgos et al4 

Table 1. Serum cortisol and plasma ACTH levels before and after surgery

Before surgery
After 1st surgical 

operation
After 2nd surgical 

operation Normal range

Cortisol (nmol/l)
Basal 503 420 <28 140-700

After DXM 1mg 390 - <28 <50

ACTH (pg/ ml) 43 71 7.7 10-90

Figure 2. A: Intrapituitary mi-
croadenoma: adenomatous 
cells with positive immuno-
chemistry for ACTH (4×); 
B: Adenoma attached to the 
stalk: adenomatous cells with 
positive immunostaining for 
ACTH (10×).


