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EUCREAS® 50mg/500mg | EUCREAS® 50mg/850mg | EUCREAS® 50mg/1000mg

@ Important note: Before prescribing, consult the full prescribing information. | Presentation: Vildagliptin/Metformin hydrochloride fixed combination 50 mg/500 mg, 50 mg/850 mg, 50 mg/1000
mg film-coated tablets. | Indications: Eucreasis indicated in the treatment of type 2 diabetes mellitus: « Eucreas is indicated in the treatment of type 2 diabetes patients who are unable
Eucreas to achieve sufficient glycemlc control at their maX|maIIy 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 sulph ea (i.e. triple combination therapy) as an adjunct to diet and exercise in patients inadequately controlled
with metformin and a sulphonylurea. « Eucreas is indicated in trlple combination therapy with insulin as an adjunct to diet and exercise to improve glycaemic control in patients
when insulin at a stable dose and metformin alone do not provide adequate glycaemic control. | Dosage: - Adults: Based on the patient’s current dose of metformin, Eucreas may be
initiated at either 50 mg /500 mg or 50 mg/850 mg or 50 mg/1000 mg tablet strength twice daily, one tablet in the morning and the other in the evening. « Patients receiving vildagliptin and
metformin from separate tablets may be switched to Eucreas containing the same doses of each component. - For patients inadequately controlled on dual combination with metformin and a sulfonylurea: The doses of Eucreas should
provide vildagliptin as 50 mg twice daily (100 mg total daily dose) and a dose of metformin similar to the dose already being taken. When Eucreas is used in combination with a sulphonylurea, a lower dose of the sulphonylurea may
be considered to reduce the risk of hypoglycaemia. « For patients inadequately controlled on dual combination therapy with insulin and the maximal tolerated dose of metformin: The doses of Eucreas should provide vildagliptin as
50 mg twice daily (100 mg total daily dose) and a dose of metformin similar to the dose already being taken. - Daily doses higher than 100 mg of vildagliptin are not recommended. « Taking Eucreas with or just after food may reduce
gastrointestinal symptoms associated with metformin. | Special populations: « Eucreas should not be used in patients with creatinine clearance < 60 ml/min. « Eucreas should not be used in patients with hepatic impairment. Elderly
patients taking Eucreas should have their renal function monitored regularly. Pediatric population: Eucreas is not recommended for use in children and adolescents (<18 years) | Contraindications: - Hypersensitivity to vildagliptin
or metformin hydrochloride or to any of the excipients - Diabetic ketoacidosis or diabetic pre-coma « Renal failure or renal dysfunction defined as creatinine clearance < 60 ml/min (because metformin is contraindicated in this patient
population) - Acute conditions with the potential to alter renal function, such as: dehydration, severe infection, shock, intravascular administration of iodinated contrast agents - Acute or chronic disease which may cause tissue hypoxia,
such as: cardiac failure (metformin is contraindicated in patients with heart failure; therefore Eucreas is contraindicated in this patient population), respiratory failure, recent myocardial infarction, shock « Hepatic impairment « Acute
alcohol intoxication, alcoholism « Lactation | Precautions/Warnings: - Eucreas is not substitute for insulin in insulin requiring patients and should not be used in patients with type 1 diabetes. « Risk of lactic acidosis. - Monitoring of
renal function. « Patients with hepatic impairment, including those with pre-treatment ALT or AST > 3x ULN, should not be treated with Eucreas. Liver function tests (LFT) should be performed prior to the initiation of treatment. Liver
function should be monitored during treatment with Eucreas at three-month intervals during the first year and periodically thereafter. Should an increase in AST or in ALT of 3x ULN or greater persist, withdrawal of Eucreas therapy is
recommended. Patients who develop jaundice or other signs suggestive of liver dysfunction should discontinue Eucreas. Following withdrawal of treatment with Eucreas and LFT normalization, treatment with Eucreas should not be
re-initiated.  Monitoring for skin disorders, such as blistering or ulceration, is recommended. « in post-marketing experience there have been spontaneously reported adverse reactions of acute pancreatitis. Patients should be informed
of the characteristic symptom of acute pancreatitis. In most cases, resolution of pancreatitis has been observed after discontinuation of vildagliptin. If pancreatitis is suspected, vildagliptin and other potentially suspect medicinal
products should be discontinued. « Sulphonylureas are known to cause hypoglycaemia. Patients receiving vildagliptin in combination with a sulphonylurea may be at risk for hypoglycaemia. Therefore, alower dose of sulphonylurea may
be considered to reduce the risk of hypoglycaemia. Treatment should be discontinued 48 hours before elective surgery with general anaesthesia and should not usually be resumed earlier than 48 hours afterwards. - The intravascular
administration of iodinated contrast agents in radiological studies can lead to renal failure. Therefore, due to the metformin active substance, Eucreas should be discontinued prior to, or at the time of, the test and not reinstituted
until 48 hours afterwards, and only after renal function has been re-evaluated and found to be normal.» Should not be used during pregnancy. - Should not be used during breast-feeding (lactation). | Interactions: - Interactions with
vildagliptin: low potential for drug interactions, no pharmacokinetic clinically relevant interactions with other oral antidiabetics (pioglitazone, metformin, glyburide), amlodipine, digoxin, ramipril, simvastatin, valsartan or warfarin
were observed after co-administration with vildagliptin. The hypoglycemic effect of vildagliptin may be reduced by certain active substances, including thiazides, corticosteroids, thyroid products and sympathomimetics. « Interactions
with metformin hydrochloride: cationic drugs that are eliminated by renal tubular secretion (e.g. cimetidine), alcohol, intravascular administration of iodinated contrast media, glucocorticoids, beta-2 agonists, diuretics, ACE inhibitors. |
Adversereactions: - Vildagliptin: Rare cases of angioedema. Rare cases of hepatic dysfunction (including hepatitis). - Vildagliptin monotherapy - Common: dizziness; Uncommon: headache, constipation, Oedema peripheral, arthralgia,
hypoglycemia; very rare: upper respiratory tract infection, nasopharyngitis. « Metformin monotherapy - Very common: nausea, vomiting, diarrhea, abdominal pain, loss of appetite. Common: metallic taste. Very rare: decrease of
vitamin B12 absorption, lactic acidosis, liver function test abnormalities or hepatitis, skin reactions such as erythema, pruritus and urticaria. - Other effects with combination of Vildagliptin and Metformin - Common: headache, tremor,
dizziness, nausea, hypoglycemia; Uncommon: fatigue. - Combination of vildagliptin with metformin and SU - common: hypoglycemia, dizziness, tremor, hyperhidrosis, asthenia. - Combination of vildagliptin with insulin (with or without
metformin) - common: decrease blood glucose, headache, chills, nausea, gastro-esophageal reflux disease; uncommon: diarrhea, flatulence. - Post-marketing experience —; frequency not known: pancreatitis, Hepatitis (reversible upon

drug discontinuation), Abnormal liver function tests (reversible upon drug discontinuation), urticaria, bullous or exfoliative skin lesions. | Packs: 60 tablet packs. EUC NSS 04.2014 Based on IL PI: EUC API APR14 CL V7

GALVUS® 50mg
Important note: Before prescribing, consult the full prescribing information. | Presentation: Vildagliptin 50 mg tablets. | Indications: « Galvus is indicated as an adjunct to diet and
g Gal exercise in patients with type 2 diabetes mellitus: As monotherapy, if diet and exercise are not sufficient, or in combination with metformin or a sulfonylurea if treatment with

vus these oral antidiabetics does not offer sufficient control of blood glucose. « As triple oral therapy in combination with a sulphonylurea and metformin when diet and exercise plus
4 dual therapy with these agents do not provide adequate glycaemic control. » Galvusis also indicated for usein combination with insulin (with or without metformin) when diet and
\w a M:jJ[ [1  exercise plus astable dose of |nsu||n do not provide adequate glycaemic control. | Galvus is indicated as an adjunct to diet and exercise in patients with type 2 diabetes mellitus |

In combination with a th di in patients with insufficient glycaemic control and for whom the use of a thiazolidinedione is appropriate. | Dosage and administration :

«+ The recommended dose of Galvus is 50 mg or 100 mg daily for monotherapy. The 50 mg dose should be administered once daily in the morning. The 100 mg dose should be administered as
two divided doses of 50 mg given in the morning and evening.« When used in combination with metformin,in combination with a thiazolidine ,in combination with metformin and a SU or in combination with insulin (with or without
metformin), the recommended daily dose of vildagliptin is 100 mg, administered as one dose of 50 mg in the morning and one dose of 50 mg in the evening. « When used in dual combination with a sulphonylurea, the recommended
dose of vildagliptin is 50 mg once daily administered in the morning. A lower dose of the sulphonylurea may be considered to reduce the risk of hypoglycemia. « Daily doses higher than 100 mg are not recommended. + Galvus can
be administered with or without a meal. - In patients with moderate or severe renal impairment or End Stage Renal Disease (ESRD), the recommended dose of Galvus is 50 mg once daily. - Galvus is not recommended in pediatric
patients | Contraindications: Hypersensitivity to vildagliptin or to any of the excipients. | Warnings and precautions: - Galvus should not be used in patients with type 1 diabetes or for the treatment of diabetic ketoacidosis.
Galvus should be used with caution in patients with ESRD on haemodialysis. « Galvus should not be used in patients with hepatic impairment, including patients with pre-treatment alanine aminotransferase (ALT) or aspartate
aminotransferase (AST) > 3x the upper limit of normal (ULN). « Liver function tests should be performed prior to the initiation of treatment with Galvus in order to know the patient’s baseline value. Liver function should be monitored
during Galvus treatment at three-month intervals during the first year and periodically thereafter. Should an increase in AST or ALT of 3x ULN or greater persist, withdrawal of Galvus therapy is recommended. Following withdrawal
of treatment with Galvus and LFT normalization, treatment with Galvus should not be re-initiated. - Clinical experience in patients with NYHA functional class Il treated with vildagliptin is still limited and results are inconclusive.
Not recommended for patients with congestive heart failure of NYHA class IV. « Monitoring of skin disorders, such as blistering or ulceration, is recommended. « in post-marketing experience there have been spontaneously
reported adverse reactions of acute pancreatitis. Patients should be informed of the characteristic symptom of acute pancreatitis. In most cases, resolution of pancreatitis has been observed after discontinuation of vildagliptin. If
pancreatitis is suspected, vildagliptin and other potentially suspect medicinal products should be discontinued.. Contains lactose. | Women of child-bearing potential, pregnancy: Due to lack of human data, Galvus should not
be used during pregnancy. | Breast-feeding: Galvus should not be used during lactation. | Interactions: - Vildagliptin has a low potential for drug interactions. » No clinically relevant pharmacokinetic interactions with other oral
antidiabetics (pioglitazone, metformin,glyburide), amlodipine, digoxin, ramipril, simvastatin, valsartan or warfarin were observed after co-administration with vildagliptin. The hypoglycemic effect of vildagliptin may be reduced
by certain active substances, including thiazides, corticosteroids, thyroid products and sympathomimetics. | Adverse reactions: - Rare cases of angioedema. Rare cases of hepatic dysfunction (including hepatitis). « Monotherapy
- common: dizziness; uncommon: headache, constipation, arthralgia, hypoglycaemia, oedema peripheral; very rare: upper respiratory tract infection, nasopharyngitis. « Combination with metformin - common: headache, tremor,
dizziness, nausea, hypoglycemia; uncommon: fatigue « Combination with a sulphonylurea - common: headache, tremor, dizziness, asthenia, hypoglycemia; uncommon: constipation; very rare: nasopharyngitis. Combination with
a thiazolidinedione - Common: weight increase, oedema peripheral; uncommon: hypoglycaemia, headache, asthenia « Combination with metformin and SU - common: hypoglycemia, dizziness, tremor, hyperhidrosis, asthenia. «
Combination with insulin (with or without metformin) - common: decrease blood glucose, headache, chills, nausea, gastro-oesophageal reflux disease; uncommon: diarrhea, flatulence. « Post-marketing experience: - Rare: hepatitis
(reversible with drug discontinuation); frequency not known: urticaria, pancreatitis, localized exfoliation or blisters. | Packs: 56 tablet packs. GAL NSS 4.2014 Based on IL PI-GAL APl APR14 CL V9
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* Not head to head data, data from Meta analysis, 80 clinical studies included | References: 1. Pscherer S. et al. HbA1c reduction in type 2 diabetes patients in clinical practice: comparison
between vildagliptin and other DPP-4 inhibitors. PERFUSION 2011; 24: 206-211 2. Aroda V.R. et al. Efficacy of GLP-1 Receptor Agonists and DPP-4 Inhibitors: Meta-Analysis and Systematic Review.
Clin Ther.2012;34(6):1247-1258. 3. Erratum. Clin Ther.2014;36(2):307-308
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References: 1. Pscherer S. et al. HbAlc reduction in type 2 diabetes patients in clinical practice: comparison between vildagliptin and other DPP-4 inhibitors. PERFUSION
2011; 24: 206-211 2. Aroda V.R. et al. Efficacy of GLP-1 Receptor Agonists and DPP-4 Inhibitors: Meta-Analysis and Systematic Review. Clin Ther.2012;34(6):1247-1258. 3.
Erratum. Clin Ther.2014;36(2):307-308 4. Guidance for Industry,Diabetes Mellitus — Evaluating Cardiovascular Risk in New Antidiabetic Therapies to Treat Type 2 Diabetes U.S.
Department of Health and Human Services, Food and Drug Administration Center for Drug Evaluation and Research (CDER),December 2008 Clinical/Medical. 5. Schweizer A
etal; Assessing the cardio-cerebrovascular safety of vildagliptin: meta-analysis of adjudicated events from a large Phase Ill type 2 diabetes population. Diabetes Obes Metab.
2010 Jun;12(6):485-94. 6. Galvus summary of product characteristics, 30.7.2014 7. Lukashevich V et al; Efficacy of vildagliptin in combination with insulin in patients with type
2 diabetes and severe renal impairment. Vasc Health Risk Manag. 2013;9:21-8. 8. GALVUS PI, GAL APl APR14 CL V9
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