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Eucreas is indicated in the treatment of type 2 diabetes mellitus:

- Eucreas is indicated in the treatment of adult patients who are unable to achieve sufficient
glycaemic control at their maximally tolerated dose of oral metformin alone or who are already
treated with the combination of vildagliptin and metformin as separate tablets.

- Eucreas is indicated in combination with a sulphonylurea (i.e. triple combination therapy) as an
adjunct to diet and exercise in adult patients inadequately controlled with metformin and a
sulphonylurea.

- Eucreas is indicated in triple combination therapy with insulin as an adjunct to diet and exercise

to improve glycaemic control in adult patients when insulin at a stable dose and metformin alone
do not provide adequate glycaemic control.

Vildagliptin 50mg :'7'y9n 2> nn
Metformin Hydrochloride 500mg/ 850mg/ 1000mg
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4.8 Undesirable effects

Summary of the safety profile

Safety data were obtained from a total of 6 197 patients exposed to vildagliptin/metformin in
randomised placebo-controlled trials. Of these patients, 3 698 patients received
vildagliptin/metformin and 2 499 patients received placebo/metformin.

There have been no therapeutic clinical trials conducted with Eucreas. However, bioequivalence
of Eucreas with co-administered Vlldaghptln and metformln has been demonstrated (see section

The majority of adverse reactions were mild and transient, not requiring treatment
discontinuations. No association was found between adverse reactions and age, ethnicity, duration
of exposure or daily dose. Vildagliptin use is associated with the risk of development of
pancreatitis. Lactic acidosis has been reported following the use of metformin, especially in
patients with underlying renal impairment (see section 4.4).

Tabulated list of adverse reactions

Adverse reactions reported in patients who received vildagliptin in double-blind stadiesclinical
trials as monotherapy and add- on theraples are hsted below by system organ class and absolute
frequency §

: Frequenc1es are defined as
very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1000 to <1/100); rare
(=1/10000 to <1/1000); very rare (<1/10000), not known (cannot be estimated from the available
data). Within each frequency grouping, adverse reactions are presented in order of decreasing
seriousness.

Table 1 Adverse reactions reported in patients who received vildagliptin and metformin (as
mono-components or as fixed dose combination), or in combination with other anti-
diabetic treatments, in clinical trials and in post-marketing experience

System organ class - adverse reaction Frequency

Infections and infestations

Upper respiratory tract infection Common

Nasopharyngitis Common




Metabolism and nutrition disorders

Hypoglycaemia Uncommon
Loss of appetite Uncommon
Decrease of vitamin B12 absorption and lactic "
acidosis Yery rare®
Nervous system disorders

Dizziness Common
Headache Common
Tremor Common
Metallic taste Uncommon
Gastrointestinal disorders

Vomiting Common
Diarrhoea Common
Nausea Common
Gastro-oesophageal reflux disease Common
Flatulence Common
Constipation Common
Abdominal pain including upper Common
Pancreatitis Uncommon
Hepatobiliary disorders

Hepatitis Uncommon
Skin and subcutaneous tissue disorders

Hyperhidrosis Common
Pruritis Common
Rash Common
Dermatitis Common
Erythema Uncommon
Urticaria Uncommon
Exfoliative and bullous skin lesions, including

bullous pemphigoid Not known?
Cutaneous vasculitis Not known
Musculoskeletal and connective tissue disorders

Arthralgia Common
Myalgia Uncommon




General disorders and administration site conditions

Asthenia Common
Fatigue Uncommon
Chills Uncommon
Oedema peripheral Uncommon
Investigations

Abnormal liver function tests Uncommon

*  Adverse reactions reported in patients who received metformin as monotherapy and that were
not observed in patients who received vildalgiptin+tmetformin fixed dose combination. Refer
to summary of product characteristics for metformin for additional information.

Based on post-marketing experience.










Hypoglycaemia
Hypoglycaemia was uncommon when vildagliptin (0.4%) was used as monotherapy in

comparative controlled monotherapy studies with an active comparator or placebo (0.2%). No
severe or serious events of hypoglycaemia were reported. When used as add-on to metformin,
hypoglycaemia occurred in 1% of vildagliptin-treated patients and in 0.4% of placebo-treated
patients. When pioglitazone was added, hypoglycaemia occurred in 0.6% of vildagliptin-treated
patients and in 1.9% of placebo-treated patients. When sulphonylurea was added, hypoglycaemia
occurred in 1.2% of vildagliptin treated patients and in 0.6% of placebo-treated patients. When
sulphonylurea and metformin were added, hypoglycaemia occurred in 5.1% of
vildagliptin-treated patients and in 1.9% of placebo-treated patients. In patients taking vildagliptin
in combination with insulin, the incidence of hypoglycaemia was 14% for vildagliptin and 16%

for placebo.

Metformin

Decrease of vitamin B12 absorption

A decrease in vitamin B12 absorption with decrease in serum levels has been observed very
rarely in patients who have been treated with metformin over a long period. Consideration of such
aetiology is recommended if a patient presents with megaloblastic anaemia.




Liver function
Isolated cases of liver function test abnormalities or hepatitis resolving upon metformin
discontinuation have been reported.
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