
Quando l’oncologo ha bisogno 
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Topics  

 
•  Tumori del surrene 
  



Carcinoma della corteccia surrenalica  
Incidenza 0,5-2/1.000.000/anno 
Picco bimodale in età pediatrica e tra la 4° e la 
5° decade 
Rapporto maschi/femmine 1,5/1 

Per lo piu’ sporadico 
Li-Fraumeni 
MEN-1 
Congenital adrenal hyperplasia 
Familial polyposi colon 
 



Carcinoma della corteccia surrenalica:  
60-65% funzionanti 

•  Cushing 
•  Virilizzazione 
•  Femminizzazione 
•  Iperaldosteronismo 





Carcinoma corticosurrenalico : 
chirurgia 



Chemioterapia : mitotane  editorials
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in different animal species.6 The dog adrenal, 
which is the most responsive to mitotane, is also 
the most capable of metabolic transformation and 
covalent binding. In contrast, the human adrenal 
is less capable of both metabolic transformation 
and covalent binding and is thus less responsive. 

As depicted in Figure 1, the pathway of mito-
tane metabolism follows the well-known process 
by which chloramphenicol causes toxicity. Mito-
tane is hydroxylated at the β-carbon and quickly 
transformed by dehydrochlorination into an acyl 
chloride. The acyl chloride either covalently binds 
to bionucleophiles in the target cells or through 
loss of water is transformed into an acetic acid 
derivative for renal excretion. The initial hydroxyl-
ation step is carried out in the mitochondria and 
catalyzed by a P-450 enzyme, giving adrenal se-
lectivity to the action of mitotane.7 Developing 
cancer cells will vary in their ability to metabolize 
mitotane because of alterations in this metabolic 
process. Tumors with an ability to metabolize mi-
totane respond, but those that are unable to me-
tabolize the drug may not. Pineiro-Sanchez et al. 
published a tritium-release assay to test the abil-
ity of tumors to metabolize mitotane.8 Testing tu-
mors before treatment might help select those 
with the highest probability of response.

Although the variability of published reports on 
adjuvant mitotane indicates the need for well-
designed and well-powered prospective, random-
ized trials,9 the rarity of adrenal cancer and the 
time it would take to collect sufficient data would 

require a lengthy, multicenter, international study. 
Meanwhile, we are left with well-designed, multi-
center, retrospective studies such as the one con-
ducted by Terzolo et al.1

A limitation of mitotane therapy has been its 
marked toxicity at daily doses exceeding 6 g. Dos-
es sufficient to achieve “therapeutic” levels of 16 
µg per milliliter are usually associated with un-
desirable toxicity. An important finding in the 
study by Terzolo et al. is that favorable outcomes 
were achieved with relatively low doses of mito-
tane — 1 to 3 g per day was sufficient to produce 
the desired effect with reduced toxic effects.

Though physicians who are treating patients 
with adrenocortical carcinoma may continue to 
request randomized clinical trials concerning ad-
juvant therapy with mitotane, the study by Terzolo 
et al. provides the best evidence to date that ad-
juvant mitotane treatment for adrenocortical car-
cinoma has benefit after radical surgery, and it 
should make the therapeutic choice of using the 
drug more acceptable. The study provides a com-
pelling rationale for the use of low-dose mitotane 
as adjuvant therapy in patients presenting with 
stages I, II, and III adrenocortical carcinoma 
whose surgical resection has been macroscopically 
complete.

No potential conflict of interest relevant to this article was re-
ported.
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Figure 1. Metabolism of Mitotane.

Mitotane is hydroxylated at the β-carbon and transformed by dehydrochlorination into an acyl chloride. The acyl 
chloride either covalently binds to bionucleophiles in the target cells or is transformed to an acetic acid derivative 
for excretion. 
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