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SG, Donna, 72 anni, Pensionata 

 

Anamnesi patologica remota: ipertensione arteriosa, 
dislipidemia 

 

Anamnesi patologica prossima:  

 

Nel maggio del 2016 giunge presso l’ambulatorio di cardiologia di 
Humanitas per scarso controllo pressorio nonostante 
l’adeguamento della terapia medica, edemi agli arti inferiori e 
dispnea. 

 

Incremento ponderale di 4 kg nel giro di un mese.  



ESAME OBIETTIVO 

 

Altezza 161 cm, peso 67 Kg (+4kg) 

PA: 190/100 mmHg, FC:90 R b/min 

Facies lunare 

Pletora 

Edemi arti inferiori: segno della fovea +++ 

 Bilirubina = 0.61 

 LDH = 422 

 Sodio = 140 

 Potassio = 2,9 mEq/L 

 Calcio = 2.29 

 Creatinina = 0.6 

 PCR = 6.29  

 G.R. = 4,5 X 106 

 G.B = 12.460 (neu 
85%) 

 MCV = 84.5 fl 
 PLT = 250.00 
 ALT = 29 
 AST =  28  
 GGT = 35 
 Glicemia = 78 
 

 
 



Possible, probable  

and confirmed Cushing’s syndrome 

Possible? 

Endocrine Society, Guidelines JCEM, 2008 



Overt Cushing’s syndrome 
1-3/milion/year 

Pseudo-Cushing 
Obesity 

Hypertension 
Depression 
Diabetes 

Osteoporosis 

Probable? 

 

Diabetes Mellitus  
3-5% in uncontrolled patients  
5% in hospitalized patients  
1% in adult patients with newly diagnosed diabetes 
mellitus 

Hypertension  
1% (2% including subclinical) in hypertensive 
outpatient patients  

Osteoporosis and vertebral fracture 
9% of older patients 

Hirsutism 
0.3% in retrospective study  

Obesity, diabetes and hypertension and/or hirsutism 
5.8% in general endocrine outpatient evaluation 

Possible, probable  

and confirmed Cushing’s 
syndrome 



Confirmed? 

Endocrine Society, Guidelines JCEM, 2008 

 

ACTH: 53,5 pg/mL  (v.n.5-50) 

Cortisolo: 28 µg/dL  (v.n.5-25) 

Aldosterone: 4,9 ng/dL 

Renina: 5,1 mU/l 

ARR: 0,96* (v.n. <3,2) 

TSH: 1,15 mU/l 

 

 

Test di Nugent 1 mg: mancata 
soppressione del cortisolo (26,4 
µg/dL) (vn: < 1.8) 

Sensitivity 45 to 71%  
Specificity  100% 

Sensitivity 95%  
Specificity  100% 



ACTH-Dipendent Cushing’s syndrome… 

Cushing’s Disease 

Ectopic ACTH 

85-90% 

10-15% 



ACTH-Dipendent Cushing’s syndrome… 

Endocrine Society, Guidelines JCEM, 2008 

 
Test con desametasone 
ad alte dosi 8 mg: 
mancata soppressione 
del cortisolo: 20 µg/dL  
 
CRH test: mancata 
risposta dell’ACTH allo 
stimolo 
 

Confirmed ACTH dependent Cushing’s syndrome 

MRI pituitary 

High dose  
Dexa 
suppression 
test* 
 

CRH 
stimulation 
test° 

                                   

Cushing’s disease  

CT/MRI 
(neck/chest/ 

abdomen/pelvis) 

COMPLEMENTARY 
IMAGING 

TECNIQUES 

Octreoscan©/PET/PET
-TC 

Ectopic  
ACTH-tumor 

* Sensibilità 89% Specificità 100% 
° Sensibilità 85% Specificità 95% 



Possible, probable  

and confirmed NET 

Possible?  YES 

Probable?  YES 

Confirmed? 



Possible, probable  

and confirmed NET 

Confirmed? 
Biopsy 

68 Gallium PET 

Primary tumor? 



Possible, probable  

and confirmed NET 

Confirmed? 

PET con 68Ga 

Captazione fisiologica del 
radiofarmaco 

 
Proliferazione di elementi 
epitelioidi ad habitus 
neuroendocrino, privi di atipie e 
necrosi 
Cromogranina  A + 
Sinaptofisina + 
ACTH +/- 
Ki67: 5% 
 
Metastasi di Carcinoma 
neuroendocrino ben 
differenziato, G2 ( NET G2) 
 

Liver biopsy 



Causes of ectopic ACTH syndrome 

Localization Frequency % (No.)

Aniszewski et al.,
2001

Ilias et al.,
2005

Isidori et al.,
2005

Salgado et al.,
2006

Bronchial carcinoid 25% (26/106) 40% (35/90) 34% (12/35) 40% (10/25)

Pancreatic carcinoid 16% (17/106) 1% (1/90) 8% (3/35) 12% (3/25)

Small-cell lung
cancer

11% (12/106) 3% (3/90) 6% (2/35) nd

Thymic carcinoid 5% (5/106) 5% (5/90) 6% (2/35) 16% (4/25)

Unknown/occult 7% (7/106) 19% (17/90) 14% (5/35) 8% (2/25)

Other 36% (39/106) 32% (27/90) 32% (11/35) 24% (6/25)



Primary tumor? 

Possible, probable  

and confirmed NET 

•COLONSCOPIA   NEGATIVA 
 
•EGDS 

 
proliferazione, in lamina 
propria, di nidi di elementi 
epitelioidi ad habitus 
neuroendocrino 
Cromogranina A + 
Sinaptofisina +/- 
ACTH +/- 
Ki67: 5%  
 
Carcinoma neuroendocrino ben 
differenziato, G2 ( NET G2) 
 



Quale sequenza terapeutica? 

TACE 





Mortalità 

Infezioni 

Diabete 

Coagulopatie 

Ipokaliemia 



Patients with a higher increase in 
hormonal levels or a presence of 
hypokalemia and diabetes mellitus 
and those who did not perform 
surgery of the NET had a worse 
prognosis. 



O’Riordain et al. found 5-year survival probability 
of 39%, with 73% of deaths related directly to 
metastatic malignant disease 

Porterfield et al., in a group of 35 subjects 
reported 5-year survival probability of 51.3% 

Ilias et al. demonstrated that subjects with an unknown/occult 
source survived longer compared with those with an identified 
tumour and that amongst those with identified tumour, patients 
with pulmonary EC (excluding small cell lung cancer) survived 
longest 



Possible, probable  

and confirmed Cushing’s 
syndrome 

Possible, probable  

and confirmed NET 

Maggio ‘16 Giugno’16 

Diagnosi biochimica 

Diagnosi radiologica/AP 

Localizzazione primitivo 

Luglio ’16 

Terapia medica 
Normalizzazione esami 

Ottobre/dicembre ’16 

TAE 

SospensioneTerapia medica 
Normalizzazione esami 

Febbraio ’17 

Rimozione 
Primitivo 

Ottobre ’17 



Grazie a… 




