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[Vildagliptin/Metformin HCI]

DESCRIPTIO

HCI) combines two agents to improve glycemic control in
panemsw\th type 2 diabetes, Vildagliptin and Metformin HCI. Vildagliptin is an inhibitor of the enzy
dipeptidylpeptidase-4 (DPP-4), which plays a role in regulating insulin secretion. Metformin HCl is a member
of the biguanide class and not chemically or pharmacologically related to any other classes of oral
antihyperglycemic agents.
QUALITATIVE AND QUANTITATIVE COMPOSITION:
Vimd-M (vildagliptin/Metformin HCI)is available for oral administration as:
1:Vimd-M Tablets S0mg/500mg  2-Vimd-M Tablets 50mg/850mg  3-Vimd-M Tablets 50mg/1000mg
Each film coated tablet contains:  Each film coated tablet contains:  Each film coated tablet contains:
Vildagliptin M. mg Vildagliptin MS. omg Vildagliptin MS..........50mg
Metformin HCI USP.....500mg  Metformin HCI USP.....850mg  Metformin HCI USP.....1000mg
(Product Specs.: Sigma) (Product Specs.: Sigma) (Product Specs.: Sigma)
CLINICAL PHARMACOLOGY:
MECHANISM OF ACTION:
Vildagliptin: Vildagliptin completely inhibits DPP-4 activity, resulting in increased fasting and postprandial
endogenous levels of the incretin hormones GLP-1 (glucagon-like peptide 1) znd GIP (glucose-dependent
hanced increase in the o during

results in a decrease in fasting and postprandial hepatic glucose pmduman Ieadlng to reduced glycaemia.
Metformin HCI: Metformin HCI exerts its effect by:
1. Decreases hepatic glucose production.
2. Decreases intestinal absorption of glucose.
3. Improves insulin sensitivity by increasing peripheral glucose uptake and utilization.
It does not stimulate insulin secretion and therefore does not produce hypoglycemia or weight gain.
PHARMACOKINETICS:
ABSORPTION:
Vildagliptin: Following oral administration in the fasting state, vildagliptin is rapidly absorbed, with peak
plasma concentrations achieved in 1.7 hours. The absolute bioavailability is 85%. Food slightly delays the
time to peak plasma concentration but not to a clnically significant level, so vildagliptin can be given with or
without food.
Metformin HCI: After an oral dose of metformin, the maximum plasma concentration is achieved after 2.5
hours. Absolute bioavailability of a 500mg metformin is approximately 50-60%. After oral administration,
metformin absorption is saturable and incomplete. At the usual metformin doses, steady state plasma
concentrations are reached within 24-48 hours. Food slightly delays and decreases the extent of the
absorption of metformin.
DISTRIBUTION:
Vildagliptin: Only 9.3% is bound to plasma protein.
Metformin HCI: Plasma protein binding is negligible. Metformin partitions into erythrocytes. The mean
volume of distribution ranged between 63-276 litres.
METABOLISM:
Vildagliptin: Metabolism is the major elimination pathway for vildagliptin, accounting for 69% of the dose.
The major metabolite (LAY 151) is pharmacologically inactive and is the hydrolysis product of the cyano
moety followed by the glucuronide and the amide hydrolysis products. Vildagliptin is not metabolized by
CYP450 enzymes to any quantifiable extent,
Metformin HCI: Excreted unchanged in the urine and does not undergo hepatic metabolism.
ELIMINATION:

iptin: Following oral of [*C] vildagliptin, of the dose is excreted in
the urine and 15% s recovered in the feces, The elimination half-ife i approximately 3 hours.
Metformin HCI: Metformin HClis excreted unchanged in the urine. Tubular secretion is the major route of
elimination. Approximately 90% of the absorbed drug is eliminated via the renal route within the first 24
hours, ith s plasma elination halFifeof 6.2 hours. n biood, th elination halfe s approxmately
17.6 hou
special Population:
Renal Impairment
Vlldagllpnn Vildagliptin AUC increased in patients with mild, moderate and severe renal impairment and in

Metformin Het: n patients with decreased renal function, the plasma and blood half-life of metformin HCI
is prolonged and the renal clearance is decreased.

Elderly:

Metformin HCI: In healthy elderly individuals total plasma clearance of metformin HCl is decreased, half-life
is prolonged and Cmax is increased, compared to healthy young individuals.

THERAPEUTIC INDICATION:
Vimd-M (Vildagliptin/Metformin HCI) is indicated in adult patients as an adjunct to diet and exercise for the
treatment of Type 2 diabetes mellitus (T2DM) having following condition
In patients whose diabetes is not adequately controlled on metformin HCl alone or who are already
treated with the combination of vildagliptin and metformin HCI, as separate tablets.

- In triple combination with a sulphonylurea, when glycemic control is not achieved on maximal tolerated
dose of Metformin HCl and a sulphonylurea.

- In triple combination with insulin, when insulin at a stable dose and metformin alone do not provide
adequate glycemic control.

DOSAGE AND ADMINISTRATION:

Adults:

The dose of therapy with Vimd-M should be i on the basis of the patient's
current regimen, effectiveness and tolerability while not exceeding the maximum recommended daily dose
of 100me vildagliptin. Based on the patient's current dose of vildagliptin and/or metformin HCI, Vimd-M
may be initiated at either the 50mg/500me, 50 mg/850mg or S0me/1000mg tablet strength twice daily, one
tablet in the morning and the other in the evening. The recommended daily dose is 100mg vildagliptin plus
2000mg metformin Hel. Vimd-M should be given with meals to reduce the gastrointestinal side effects
associated with metformin HCl.
Indications

Starting Dose
Vidagliptin as 50mg twice daily
plus the dose of metformin HCI
already being taken

Patients inadequately controlled on metformin
| monotherapy

Initiated at the dose of
Vildagliptin and Metformin HCI
already being taken
[« Vildagliptin as 50mg twice daily plus
the dose of metformin already being
taken
Patients inadequately controlled on dual combination Vildagliptin as 50mg twice daily plus
therapy with Insulin and the maximal tolerated dose of | the dose of metformin already being
Metformin HCI taken

Patients switching from co-administration of
lagliptin and metformin HCl as separate tablets

Patients controlled on dual
with Metformin HCl and Sulfonylurea

a lower dose of

«When vildagli in HClis used in with a
the sulphonylurea may be considered to reduce the risk of hypoglycemia.

Special Population:

Hepatic Impairment: Vimd-M should not be used in patients with hepatic impairment, m:ludmg

patients with pre-t alanine (ALT) or aspartate (AST) >

3 times the upper limit of normal (ULN).

Renal Impairment: Vimd-M should not be used in patients with creatinine clearance <60m|/min.

Elderly (> 65 years): Elderly patients taking Vimd-M should have their renal function monitored regularly.

CONTRAINDICATIONS:

- Known hypersensitivity to vvldaglvpnn or metformin HCl or to any excipient.

- Diabetic ketoacidosis or diabetic pr

 Renal impairment defined a5 reatinine dearance < 60mi/min.

- Acute conditions such as dehydration, severe infection, shock, intravascular administration of

iodinated contrast agents.

- Acute or chronic diseases such as cardiac or respiratory failure, recent myocardial infarction, shock.

- Hepatic impairment.

- Acute alcohol intoxication, alcoholism.

- Children and adolescents (< 18 years)

PRECAUTIONS:

WARNING: LACTIC ACIDOSIS: Lactic acidosis is a rare, but serious complication that can occur due to metformin

accumulation. The risk increases with conditions such as sepsis, dehydration, excess alcohol intake, hepatic

insufficiency, renal impairment, and acute congestive heart failure. The onset is often subtle, accompanied only

by nonspecific symptoms such as malaise, myalgias, respiratory distress, increasing somnolence, and nonspecific

abdominal distress. Laboratory abnormalities include low pH, increased anion gap and elevated blood lactate.

If acidosis is suspected, Vimd-M should be discontinued and the patient hospitalized immediately.

General: Vimd-M s ot a subscitute fo nsulin n insulin-ecquiing ptients and should not be used in
patients with type 1 dial

Rensl Impaifment: Vime-M should not be used in patients with renal dysfunction e.¢ serum
creatinine levels > 1.5mg/dL in males and >1.4mg/dL in females

Liver Enzyme Monitoring: Rare cases of hepatic dysfunction (including hepatitis) have been reported.
Liver function tests should be performed prior to the initiation of treatment and routinely thereafter.
Patients who develop signs of liver dysfunction should discontinue therapy with Vimd-

Skin Disorders: In diabetic patient, monitoring for skin disorders, such as blistering or ulceration, is
recommended,

Acute Pancreatitis: If pancreatitis is suspected, vildagliptin should be discontinued and if acute
pancreatitis is confirmed, vildagliptin should not be restarted.

Surgery: Vimd-M must be discontinued at the time of surgery. Therapy may be restarted no earlier than
8 hours folowing surgery.

tion of lodinated Contrast Agent: The intravascular administration of iodinated contrast
agents in radiological studies can lead to renal failure. Vimd-M 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.

Pregnancy: Vimd-M should not be used during pregnancy unless the potential benefit justifies the
potennal nsktothe fems

Nursing Mothers: Vimd-M should not be administered to nursing mothers.

DRUG INTERACYION
Vildagliptin: Hypoglycemic effect of vildagliptin may be reduced by certain active substances,
including thiazides, corticosteroids, thyroid products and sympathomimetics.

Metformin HCI:

- Furosemide increases Metformin HCl plasma and blood concentration without any significant
change in Metformin HCl renal clearance.

- Nifedipine increases absorption, Cmax and AUC of metformin, and increases excretion of metformin
in urine.

- Careful patient monitoring and dose adjustment of Vimd-M and/or cationic drugs e.g., amiloride,
digoxin, morphine, procainamide, quinidine, quinine, ranitidine, triamterene, trimethoprim, or
Vancomycin that are oxereted v the proxiral renal tubular seCretory systor s recommendod.

- Thiazides & other diuretics, corticosteroids, phenothiazines, thyroid drugs, estrogens, oral
contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking drugs and
isoniazid produce hyperglycaemia. Patient should be closely observed to maintain adequate glycemic
control when such drugs are administered or on its discontinuation.

ADVERSE REACTIOI

Common: Hypoglycemia, tremor, headache, dizziness , nausea, hyperhidrosis, chills, , GERDS
Uncommon: Fatigue, diarrhea & flatulence.

OVERDOSAGE:

In the event of an overdose initiate supportive therapy. Haemodialysis may be considered to remove
metformin and vildagliptin metabolite (LA 151). However, vildagliptin cannot be removed by
haemodialysis.

INSTRUCTIONS:
-Store below 30°C.

- Protect from light & moisture.

- Keep out of reach of children.
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HOW SUPPLIED:
Vimd-M Tablets S0mg/500mg is available in pack of 14's
Vimd-M Tablets S0me/850mg is available in pack of 14's
Vimd-M Tablets 50mg/1000mg s available in pack of 14's.

Manfactured B,
SIGMA

SIGMA PHARMA (International Private Limited.)
E50 North Western Industrial Zone

[, LYY Fort Qasim Authority, Karachi-Pakistan

www.sigmapharma.com.pk
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