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1. Pre-existing diabetes/prediabetes 
worsening or new onset diabetes during 
pasireotide treatment 



Reduction in mean UFC  and improvements in clinical signs of 
Cushing’s disease maintained over 24 months

of pasireotide treatment 



Colao et al., N Engl J Med 2012 

Safety: most frequent study drug-related AEs (≥ 5%)  

73% of patients had 
at least one 
hyperglycemia-
related AE 
(6% discontinued 
study drug).

Safety profile at 
month 12 similar to

that at month 24

48% new onset 
diabetes mellitus

45% of patients 
started a new anti-
diabetic medication



Changes in glycemia

o Glucose and HbA1c 

levels increased soon 

after the initiation of 

pasireotide to stabilize 

thereafter

o Preexisting diabetes

or impaired glucose 

tolerance increased the 

risk of hyperglycemia-

related AEs



FPG and HbA1c 
increased from

baseline
irrespective of

decreases of UFC



Pasireotide reduces 
insulin secretion and 
incretin response, 
with modest 
suppressive effect on 
glucagon secretion 
and without affecting 
insulin sensitivity



Limitations of supporting study

o Healthy subjects (BMI ≤25 Kg/m2, no family hystory of 
diabetes, no baseline diabetes/impaired glucose 
tolerance)  Cushing’s disease ? 

o Short-term study (Long-term changes in glucose 
metabolism?)



Our 10-year experience with pasireotide in CD 



2. Pre-existing diabetes/prediabetes 
improvement during medical treatment 
and disease control 



Fleseriu M. & Petersenn S., Pituitary 2015

Medical treatment in 
Cushing’s syndrome



U.S. FDA-approved to treat 
hyperglycemia in adults patients 

with CS and type 2 DM or glucose 
intolerance not candidates for 

surgery or who have not 
responded to prior surgery

24-wk, open-label, multicenter study (n=50)



Median dose 600 mg/die
o 49.3% Normal UFC
o 25.6% UFC decrease ≥50%
o 25.4% unchanged UFC



o Short-term (3 months) response: 75% (15/20). 35% (7/20) normalized 
o Long-term (12-24 months) response: 40% (8/20) normalized
o Cabergoline dose ranging from 1 and 7 mg/wk, mean 6 mg/wk (1 year) and mean 3.5 mg/wk (2 year)



Direct beneficial effect of dopamine agonists 

on glucose tolerance

Prevalence of DM and IGT decreased
from 25 to 10% and 37.5 to 20% 

respectively





Control of disease may outweigh 
any negative effects on glucose 

metabolism



Possible recuperation of normoglycemia after 
continued treatment with pasireotide and 

control of underlying hypercortisolemia



1. Hyperglycemia is a frequent complication of 
pasireotide treatment but probably the 
clinical impact of this AE is overestimated

2. Effective medical treatment can determine 
the improvement of a pre-existing diabetes, 
in the medium-long term even during 
pasireotide treatment

Literature data and clinical practice 
considerations:


