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Treatment of adult patients with Cushing’s disease for whom surgery is not an option or for whom
surgery has failed.
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Pasireotide (as diaspartate) 0.3/ 0.6/ 0.9 mg/ ml
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4.4  Special warnings and precautions for use

Glucose metabolism

There have been post-marketing cases of ketoacidosis with Signifor in patients with and without a history
of diabetes. Patients who present with signs and symptoms consistent with severe metabolic acidosis
should be assessed for ketoacidosis regardless of diabetes history.

In patients with poor glycaemic control (as defined by HbAlc values >8% while receiving anti-diabetic
therapy), diabetes management and monitoring should be intensified prior to initiation and during
pasireotide therapy.
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Gallbladder and related events

Cholelithiasis (gallstones) is a recognised adverse reaction associated with long-term use of somatostatin
analogues and has frequently been reported in clinical studies with pasireotide (see section 4.8). There
have been post-marketing cases of cholangitis in patients taking Signifor, which in the majority of cases
was reported as a complication of gallstones. Ultrasonic examination of the gallbladder before and at 6 to
12 month intervals during Signifor therapy is therefore recommended. The presence of gallstones in
Signifor-treated patients is largely asymptomatic; symptomatic stones should be managed according to
clinical practice.

4.7 Effects on ability to drive and use machines

Signifor may have a minor influence on the ability to drive and use machines. Patients should be advised
to be cautious when driving or using machines if they experience fatigue, dizziness or headache during
treatment with Signifor

4.8 Undesirable effects

Tabulated list of adverse reactions

Adverse reactions reported up to the cut-off date of the analysis are presented in Table 1. Adverse
reactions are listed according to MedDRA primary system organ class. Within each system organ class,
adverse reactions are ranked by frequency. Within each frequency grouping, adverse reactions are
presented in the order of decreasing seriousness. Frequencies were defined as follows: Very common
(>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); not known (cannot be estimated
from the available data).
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Table 1

Cushing’s disease patients

Adverse reactions in the phase 111 study and from post-marketing experience in

System Organ Class Very common Common Uncommon | Not known
Blood and lymphatic Anaemia
system disorders
Endocrine disorders Adrenal insufficiency
Metabolism and Hyperglycaemia, Decreased appetite, Diabetic
nutrition disorders diabetes mellitus type 2 diabetes mellitus ketoacidosis
glucose tolerance
impaired
Nervous system Headache, dizziness
disorders
Cardiac disorders Sinus bradycardia, QT
prolongation
Vascular disorders Hypotension
Gastrointestinal Diarrhoea, abdominal Vomiting, abdominal
disorders pain, nausea pain upper
Hepatobiliary Cholelithiasis Cholecystitis *,
disorders cholestasis
Skin and Alopecia, pruritus
subcutaneous tissue
disorders
Musculoskeletal and Myalgia, arthralgia
connective tissue
disorders
General disorders and | Injection site reaction,
administration site fatigue
conditions
Investigations Glycosylated Gamma
haemoglobin increased | glutamyltransferase
increased, alanine
aminotransferase
increased, aspartate
aminotransferase
increased, lipase
increased, blood
glucose increased,
blood amylase
increased, prothrombin
time prolonged
*Cholecystitis includes cholecystitis acute
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