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Galvus is indicated as an adjunct to diet and 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 these oral antidiabetics does
not offer sufficient control of blood glucose.
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As triple oral therapy in combination with:

- A sulphonylurea and metformin when diet and exercise plus dual therapy with these agents do
not provide adequate glycaemic control.

Galvus is also indicated for use in combination with insulin (with or without metformin) when diet and

exercise plus a stable dose of insulin do not provide adequate glycaemic control.
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4.1 Therapeutic indications
Galvus is indicated as an adjunct to diet and 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 these oral antidiabetics does
not offer sufficient control of blood glucose.
As triple oral therapy in combination with
- asulphonylurea and metformin when diet and exercise plus dual therapy with these agents do
not provide adequate glycaemic control.
Galvus is also indicated for use in combination with insulin (with or without metformin) when diet and
exercise plus a stable dose of insulin do not provide adequate glycaemic control.

4.2 Posology and method of administration

When used in dual-combination with metformin, 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 combination with a sulphonylurea, a lower dose of the sulphonylurea may be
considered to reduce the risk of hypoglycaemia.

Daily Beses-doses higher than 100 mg are not recommended.
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Heart Failure

Vildagliptin is generally not recommended in patients with NYHA Class Il unless the benefits outweigh
the potential risks: A clinical trial of vildagliptin in patients with NYHA functional class I-lll showed that
treatment with vildagliptin was not associated with a change in left-ventricular function or worsening of
pre-existing CHF versus placebo. Rates of reported cardiac adverse events were slightly higher in
patients with NYHA functional class Il treated with vildagliptin than with placebo, though a baseline
imbalance in CV risk favoring the placebo arm and small numbers of patients in the NYHA class Il
sub-group preclude firm conclusions (see section 5.1 Pharmacodynamic properties).

There is no experience of vildagliptin use in clinical trials in patients with NYHA functional class IV and
therefore use is not recommended in these patients.

4.8 Undesirable effects

Combination with metformin and SU

Table 4 Adverse reactions reported in patients who received Galvus 50mg twice daily in
combination with metformin and a sulfonylurea (N=157)

Metabolism and nutritional disorders
Common Hypoglycaemia
Nervous system disorders
Common Dizziness, tremor
Skin and subcutaneous tissue disorders
Common Hyperhidrosis
General disorders and administration site condition
Common Asthenia

There were no withdrawals reported due to adverse reactions in the vildagliptin + metformin +
glimepiride treatment group. vs. 0.6% in the placebo + metformin + glimepiride treatment group.

The incidence of hypoglycemia was common in both treatment groups (5.1% for the vildagliptin +
metformin _+ glimepiride vs. 1.9 % for the placebo + metformin + glimepiride group). One severe
hypoglycemic event was reported in the vildagliptin group.

At the end of the study, effect on mean body weight was neutral (+ 0.6 kg in the vildagliptin group and
-0.1 kg in the placebo group).

Combination with insulin

Table 5 Adverse reactions reported in patients who received Galvus 100 mqg daily in
combination with insulin (with or without metformin) in double-blind studies (n=371)
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Metabolism and nutrition disorders
Common Decrease blood glucose
Nervous system disorders
Common Headache, chills
Gastrointestinal disorders
Common Nausea, gastro-oesophageal reflux desease
Uncommon Diarrhoea, flatulence

In_controlled clinical trials using vildagliptin 50 mg twice daily in combination with insulin, with or
without concomitant metformin, the overall incidence of withdrawals due to adverse reactions was
0.3% in the vildagliptin treatment group and there were no withdrawals in the placebo group.

The incidence of hypoglycemia was similar in both treatment groups (14.0% in the vildagliptin group vs
16.4 % in the placebo group). Two patients reported severe hypoglycemic events in the vildagliptin
group, and 6 patients in the placebo group.

At the end of the study, effect on mean body weight was neutral (+ 0.6 kg change from baseline in the
vildagliptin group and no weight change in the placebo group).

5.1 Pharmacodynamic properties

A 24-week randomized, double-blind, placebo-controlled trial was conducted in 449 patients to
evaluate the efficacy and safety of vildagliptin (50 mg twice daily) in combination with a stable dose of
basal or premixed insulin (mean daily dose 41 U), with concomitant use of metformin (N = 276) or
without concomitant metformin (N = 173). Vildagliptin in combination with insulin significantly
decreased HbA1c compared with placebo. In the overall population, the placebo-adjusted mean
reduction from a mean baseline HbA1c 8.8% was -0.72%. In the subgroups treated with insulin with or
without concomitant metformin the placebo-adjusted mean reduction in HbA1c was -0.63% and -
0.84%, respectively. The incidence of hypoglycemia in the overall population was 8.4% and 7.2% in
the vildagliptin and placebo groups, respectively. Patients receiving vildagliptin experienced no weight
gain (+0.2 kqg) while those receiving placebo experienced weight reduction (-0.7kqg).

A 24-week randomized, double-blind, placebo-controlled trial was conducted in 318 patients to
evaluate the efficacy and safety of vildagliptin (50 mg twice daily) in combination with metformin (=
1,500 mg daily) and glimepiride (24 mg daily). Vildagliptin in combination with metformin and
glimepiride significantly decreased HbA1c compared with placebo. The placebo-adjusted mean
reduction from a mean baseline HbA1c of 8.8% was -0.76%.

In another 24-week study in patients with more advanced type 2 diabetes not adequately controlled on
insulin (short or longer acting, average insulin dose 80 IU/day), the mean reduction in HbA1c when
vildagliptin (50 mg twice daily) was added to insulin was statistically significantly greater than with
placebo plus insulin (0.5% vs. 0.2%). The incidence of hypoglycaemia was lower in the vildagliptin
group than in the placebo group (22.9% vs. 29.6%).

Table 6 Key efficacy results of vildagliptin in placebo-controlled monotherapy trials and in
add-on combination therapy trials (primary efficacy ITT population)

Monotherapy placebo Mean Mean change Placebo-
controlled studies baseline from baseline in corrected mean
HbA . (%) HbA ;. (%) at change in HbA .
week 24 (%) at week 24
(95%Cl)
Study 2301: Vildagliptin 50 mg 8.6 -0.8 -0.5* (-0.8, -0.1)
twice daily (N=90)
Study 2384 Vildagliptin 50 mg 8.4 -0.7 -0.7* (-1.1,-04)
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twice daily (N=79)

* p< 0.05 for comparison versus

placebo

Add-on / Combination studies
Vildagliptin 50 mg twice daily + 8.4 -0.9 -1.1* (-1.4, -0.8)
metformin (N=143)
Vildagliptin 50 mg daily + 8.5 -0.6 -0.6* (-0.9, -0.4)
glimepiride (N=132)
Vildagliptin 50 mg twice daily + 8.7 -1.0 -0.7* (-0.9, -0.4)
pioglitazone (N=136)
Vildagliptin 50 mg twice daily + 8.8 -1.0 -0.8* (-1.0, -0.5)
metformin + glimepiride (N=152)

* p< 0.05 for comparison versus

placebo + comparator

A 52-week multi-center, randomized, double-blind trial was conducted in patients with type 2 diabetes
and congestive heart failure (NYHA class | - lI) to evaluate the effect of vildagliptin 50 mg bid (N=128)
compared to placebo (N=126) on left ventricular ejection function (LVEF). Vildagliptin was not
associated with a change in left-ventricular function or worsening of pre-existing CHF. Adjudicated
cardiovascular events were overall balanced. There were slightly more cardiac events in vildagliptin
treated patients with NYHA class 1ll heart failure compared to placebo. However there were
imbalances in baseline CV risk favoring placebo and the number of events was low, precluding firm
conclusions. Vildagliptin significantly decreased HbA1c compared with placebo (difference of 0.6%)
from a mean baseline of 7.8%. The incidence of hypoglycemia in the overall population was 4.7% and
5.6% in the vildagliptin and placebo groups, respectively.

Cardiovascular risk

A meta-analysis of independently and prospectively adjudicated cardiovascular events from 25 phase
Il clinical studies of up to more than 2 years duration was performed. It involved 8956 patients with
type 2 diabetes treated with vildagliptin and showed that vildagliptin treatment was not associated with
an increase in cardiovascular risk. The composite endpoint of adjudicated CCV events [acute coronary
syndrome (ACS), transient ischemic attack (with imaging evidence of infarction), stroke or CCV death],
was_similar for vildagliptin versus combined active and placebo comparators [Mantel-Haenszel risk
ratio 0.84 (95% confidence interval 0.63-1.12)] supporting the cardiovascular safety of vildagliptin. In
total, 99 out of 8956 patients reported an event in the vildagliptin group vs 91 out of 6061 patients in
the comparator group.
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PATIENT PACKAGE INSERT IN ACCORDANCE WITH THE
PHARMACISTS' REGULATIONS (PREPARATIONS) - 1986
The medicine is marketed only
according to a physician's prescription

GALVUS® 50 mg
Tablets

Composition:
Each tablet contains: Vildagliptin 50 mg

Inactive ingredients: see section 6 “Additional
information”.

Read this leaflet carefull¥ in its entirety before
using this medicine. This leaflet contains summary
information regarding the medicine. If you have further
questions, contact the physician or pharmacist.

This medicine has been prescribed for the treatment of
your ailment. Do not pass it on to others. It may harm them
even if it looks to you that their disease is similar.

This medicine is not recommended for use in
children and adolescents under 18 years of age.

1. WHAT IS THE MEDICINE INTENDED FOR?

The medicine is intended for oral treatment of type 2

diabetes.

Type 2 diabetes is a condition in which the pancreas does

not secrete enough insulin or the secreted insulin does

not work as well as it should or the pancreas produces too

much glucagon. Insulin helf[és to lower the level of sugar

in your blood, especially after meals. Glucagon triggers

the production of suclzar by the liver, causing the blood

sugar level to rise. Galvus causes the pancreas to produce

more insulin and less glucagon, thus helping to control

the blood sugar level.

Your doctor will recommend use of Galvus alone or in

combination with another antidiabetic if one medicine

alone is not sufficient to control your blood sugar level.

Galvus may be prescribed:

* As an addition to a medicine containing metformin;

* As an addition to a medicine containing a
sulphonylurea;

* As an addition for patients taking a combination of
metformin and a sulphonylurea;

* As an addition for patients treated with insulin, with or
without metformin.

Nonetheless, it is important that you continue to follow

a diet and/or to exercise in addition to treatment with

the medicine.

Therapeutic group:
Dipeptidyl peptidase 4 (DPP-4) enzyme inhibitors.

2. BEFORE USING THE MEDICINE

I Do not use this medicine if:
* If you are sensitive ( aIIer%lc) to vildagliptin or any of
the other ingredients of the medicine (see section 6
“Additional information”). If you think you may be
allergic to vildagliptin or any of the ingredients of
Galvus, do not take this medicine and talk to the doctor.

* If you ever had to stop taking a medicine containing
vildagliptin because of liver problems.

* If you are breast-feeding.

If you are sensitive to any type of food or medicine,
inform your doctor before commencing treatment with
this medicine.

Special warnings regarding the medicine’s use:

Before starting treatment, inform the physician:

« If you are pregnant or you think you may be pregnant

or if you are planning to become pregnant. The doctor

will explain to you the potential risks of taking Galvus

during pregnancy.

If you are breastfeeding.

If you suffer from kidney or liver problems.

If you are on dialysis.

If you are suffering from heart failure, your doctor will

decide whether or not to prescribe Galvus depending

on the degree of your condition.

If you have type |l insulin dependant diabetes (a condition

in which your body does not produce insulin), or if you

suffer from diabetic ketoacidosis, since Galvus is not a

substitute for insulin.

If you have severe lactose intolerance, galactose

intolerance, or glucose-galactose malabsorption, since

Galvus contains lactose (milk sugar).

* Galvus is not recommended for patients with severe
hepatic impairment.

During treatment with Galvus:

Inform the doctor immediately:

« Skin lesions are a common complication of diabetes.
It is advised to follow the doctor’s or nurse’s
recommendations for skin and foot care. Also, paying
particular attention to new onset of blisters or ulcers
while taking Galvus, is recommended. Should these
occur, you should promptly consult the doctor.

If you take or have taken other medicines recently,
including non-prescription medicines and nutritional
supplements, inform the doctor or pharmacist. Especially
inform the physician or pharmacist if you are taking
medicines belonging to the following groups:

thiazides, corticosteroids, thyroid products and certain
medicines that affect the nervous system, other medicines

used to treat diabetes - for example a sulphonylurea
(the doctor may want to decrease the dose of the
sulphonylurea).

I Using Galvus with food
Galvus can be taken with or without a meal.

B Using Galvus during pregnancy and breast-feeding
If you are pregnant or you think you may be pregnant
or if you are planning to become pregnant, talk to your
doctor for advice before taking this medicine. The doctor
will explain to you the potential risks of taking Galvus
during pregnancy.

You should not use Galvus during pregnancy.

You should not use the medicine if you are breast-feeding
or plan to breast-feed.

@ Driving and operating tools or machines
If you feel dizzy avoid driving a vehicle or operating
dangerous machinery.

I Important information regarding some of the
medicine's inactive ingredients

Each tablet contains 47.82 mg lactose.

The tablets contain Sodium starch glycolate which may
contain traces of gluten.

3. HOW TO USE THE MEDICINE?

Always use according to the doctor's instructions.
Depending on your response to the treatment, your doctor
may recommend a higher or lower dosage.

You should check with the doctor or pharmacist if you
are not sure.

The usual dose of Galvus is either 50 or 100 mg daily:

« if you are taking Galvus alone, the usual dose is 50 mg
daily taken as one dose in the morning, or 100 mg daily
taken as 50 mg in the morning and 50 mg in the evening.
if you are taking Galvus in combination with another
medicine containing a sulphonylurea the usual dose is
50 mg daily taken as one dose in the morning.

if you are taking Galvus in combination with another
medicine containing metformin, with a combination of
metformin and a sulphonylurea, or with insulin (with/
without metformin) the usual dose is 100 mg daily taken
as 50 mg in the morning and 50 mg in the evening.

Do not exceed the recommended dose.

This medicine is not recommended for use in
children and adolescents under 18 years of age.
Your doctor will prescribe Galvus either alone or in
combination with other antidiabetics if one medicine alone
is not sufficient to control your blood sugar level.

If the doctor instructed you to take the medicine once a
day - take it in the morning.

Do not chew! Swallow the tablet whole with a glass of
water.

Galvus can be taken with or without a meal.

Take Galvus every day and adhere to the treatment
regimen recommended by the doctor. Treatment may
continue for a long period of time. If you have questions
about the duration of treatment, talk to the doctor.

The doctor will regularly monitor your condition to
check that the treatment has the desired effect.

Do not stop treatment unless explicitly instructed to do
so by the doctor.

Tests and follow-up:

During treatment with this medicine, the following

tests should be performed:

« Sugar level in the blood and urine.

« Liver function test, at the start of treatment, every 3
months during the first year of treatment and regularly
thereafter. If your doctor tells you to stop taking Galvus
because of liver problems you should never start taking
Galvus again.

If you have accidently taken an overdose, or if a
child or any other person has accidentally swallowed the
medicine, refer immediately to a physician or to a hospital
emergency room and bring the package of the medicine
with you. Medical treatment may be necessary.

In case you forget to take the medicine at the
scheduled time, take a dose as soon as you remember
and take the next dose at the scheduled time. However,
if it is almost time for the next dose, skip the missed dose
and take the next dose at the scheduled time. Do not take
a double dose to compensate for a missed one.

Adhere to the treatment as recommended by the doctor.

Do not take medicines in the dark! Check the label and
the dose each time you take a medicine. Wear glasses if
you need them.

If you have further questions about the use of the medicine,
consult the physician or pharmacist.

4. SIDE EFFECTS

As with any medicine, using Galvus may lead to side
effects in some of the users. Do not be alarmed by the side
effects list. You may not suffer from any of them.

Stop taking the medicine and refer to the doctor
immediately if you experience one or more of the following
side effects:

* Swelling of the face, tongue or throat, difficult
swallowing, difficulty breathmg sudden onset of ras|
or hives (symptoms of a severe and rare allergic reaction
called angioedema).

. YeIIowingoftheskinandeyes,nausea,lossofagf)etlte dark-
colored urine (possible symptoms of liver problems - rare).

* Symptoms of acute inflammation of the pancreas
(pancreatitis), such as severe prolonged abdominal pain
(which sometimes radiates to the back) with or without
vomiting.

Additional side effects:

Side effects due to using Galvus and metformin:

Common side effects (affecting 1 to 10 in 100 patients):

Itrerr'ior; headache; dizziness; nausea; low blood glucose

evel.

Uncommon side effects (affecting 1 to 10 in 1,000

patients): tiredness.

Side effects due to using Galvus and a
sulphonylurea:

Common side effects (affecting 1 to 10 in 100 patients):
trembling; headache; dizziness; weakness; low blood
glucose level.

Uncommon side effects (affecting 1 to 10 in 1,000
patients): constipation.

Very rare side effects (affecting less than 1 patient in
10,000): sore throat; runny nose.

Side effects due to using Galvus and insulin (with
or without metformin):

Common side effects (affecting 1 to 10 in 100 patients):
headache; chills; nausea (feeling sick); low blood glucose
level; heartburn.

Uncommon side effects (affecting 1 to 10 in 1,000
patients): diarrhea; flatulence.

Side effects due to using Galvus in combination
with metformin and a sulphonylurea:

Common side effects (affecting 1 to 10 in 100 patients):
dizziness; tremor; weakness; low blood glucose level;
excessive sweating.

Other side effects that were reported in some
patients who took Galvus alone:

Common side effects (affecting 1 to 10 in 100 patients):
dizziness.

Uncommon side effects (affecting 1 to 10 in 1,000
patients): headache; constipation; swollen hands, ankle
or feet (edema); joint pain; low blood glucose level.
Very rare side effects (affecting less than 1 patient in
10,000): sore throat; runny nose; fever.

Since the product has been marketed the following side
effects have been reported (frequency not known): itchy
rash; inflammation of the pancreas; localized peeling of
skin or blisters.

If one or more of these side effects affects you severely,
tell the doctor.

If any of the side effects becomes worse, or when
suffer from a side effect not mentioned in the leaflet,
consult the doctor.

5. HOW TO STORE THE MEDICINE?

« Avoid poisoning! This medicine, and all other medicines,
should be kept in a closed place out of the reach of
children and/or infants to avoid poisoning. Do not induce
vomiting unless explicitly instructed to do so by the
doctor.

* Do not use this medicine after the expiry date
(exp. date) stated on the package. The expiry date
relates to the last day of that month.

Store below 30°C, in the original package. Protect from

moisture.

Do not use if the package is damaged.

Do not store different medications in the same package.

6. ADDITIONAL INFORMATION

In addition to the active substance the medicine
also contains:

Microcrystalline cellulose, Lactose anhydrous, Sodium
starch glycolate, Magnesium stearate.

Each tablet contains 47.82 mg lactose.

The tablets contain Sodium starch glycolate which may
contain traces of gluten.

How does the medicine look and what is the content
of the package:

White to light yellowish, round (8 mm diameter),
flat-faced, bevelled-edge tablet. One side is debossed with
“NVR”, and the other side with “FB".

Pack sizes: 7, 14, 28 & 56 tablets (not all pack sizes may
be marketed).

License Holder: Novartis Pharma Services AG,
36 Shacham St., Petach-Tikva.

Manufacturer: Novartis Pharma Stein AG, Switzerland,
for Novartis Pharma AG, Switzerland.

This leaflet was checked and approved by the Ministry of
Health in June 2013.

Registration number of the medicine in the National
Drug Registry of the Ministry of Health:

139 87 31692 00
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