SUMMARY OF PRODU



1. NAME OF THE MEDICINAL PRODUCT

AVANDIA 2 mg film-coated tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains rosiglitazone maleate corresponding to 2 mg rosiglitazone.

Excipient
Contains lactose (approximately 108 mg).

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.

Pink film-coated tablets debossed with “GSK” on one side and "2" on th¢"thar side.

4.  CLINICAL PARTICULARS
4.1 Therapeutic indications
Rosiglitazone is indicated in the treatment of type 2 diabeteswmellitus:

as monotherapy
- in patients (particularly overweight patiests) ivadequately controlled by diet and exercise for
whom metformin is inappropriate because ¢ contraindications or intolerance

as dual oral therapy in combination wilh

- metformin, in patients (particulawly ¥verweight patients) with insufficient glycaemic control
despite maximal toleratedVloseof /tionotherapy with metformin

— a sulphonylurea, only in phtieits who show intolerance to metformin or for whom metformin is
contraindicated, with ireutZeiCnt glycaemic control despite monotherapy with a sulphonylurea

as triple oral therapy in Combination with
- metformin and & suiphonylurea, in patients (particularly overweight patients) with insufficient
glycaemic contro!,dispite dual oral therapy (see section 4.4).

4.2 Posology 2xd inethod of administration

Rosiglitaz: ne tnerapy is usually initiated at 4 mg/day. This dose can be increased to 8 mg/day after
eight wedks ¢ greater glycaemic control is required. In patients administered rosiglitazone in

cqamt natipn with a sulphonylurea, an increase in rosiglitazone to 8 mg/day should be undertaken
Lauviousty following appropriate clinical evaluation to assess the patient's risk of developing adverse
‘eadtions relating to fluid retention (see 4.4 and 4.8).

ilosiglitazone may be given once or twice a day.

Rosiglitazone may be taken with or without food.

Elderly (see section 4.4 Fluid retention and cardiac failure)
No dose adjustment is required in the elderly.




Patients with renal impairment (see section 4.4 Fluid retention and cardiac failure)

No dose adjustment is required in patients with mild and moderate renal insufficiency. Limited data
are available in patients with severe renal insufficiency (creatinine clearance < 30 ml/min) and
therefore rosiglitazone should be used with caution in these patients.

Patients with hepatic impairment
Rosiglitazone should not be used in patients with hepatic impairment.

Children and adolescents

There are no data available on the use of rosiglitazone in patients under 10 years of age. For childien
aged 10 to 17 years, there are limited data on rosiglitazone as monotherapy (see sections 5.1 angss. )
The available data do not support efficacy in the paediatric population and therefore such use''s na.
recommended.

4.3 Contraindications

Use of rosiglitazone is contraindicated in patients with:

- known hypersensitivity to rosiglitazone or to any of the excipients

- cardiac failure or history of cardiac failure (NYHA class I to I¥)

- an Acute Coronary Syndrome (unstable angina, NSTEMIsand 57 EMI) (see section 4.4)
- hepatic impairment

- diabetic ketoacidosis or diabetic pre-coma.

4.4 Special warnings and precautions for uge

Fluid retention and cardiac failure

Thiazolidinediones can cause fluid retentien which may exacerbate or precipitate signs or symptoms
of congestive heart failure. Rosiglitazon, can cause dose-dependent fluid retention. The possible
contribution of fluid retention to weight\zain should be individually assessed as rapid and excessive
weight gain has been reported vernranely as a sign of fluid retention. All patients, particularly those
receiving concurrent insulin or s ilphpnylurea therapy, those at risk for heart failure, and those with
reduced cardiac reserve, shoyid®hcionitored for signs and symptoms of adverse reactions relating to
fluid retention, including weight zain and heart failure. Increased monitoring of the patient is
recommended if rosiglitazene is used in combination with metformin and insulin. Rosiglitazone
should be discontinued! if any deterioration in cardiac status occurs.

Heart failure was aizo reported more frequently in patients with a history of heart failure; oedema and
heart failure wias/aino reported more frequently in elderly patients and in patients with mild or
moderate rgmal 1ailure. Caution should be exercised in patients over 75 years because of the limited
experiénce in this patient group. Since NSAIDs and rosiglitazone are associated with fluid retention,
concomitant administration may increase the risk of oedema.

Comhination with insulin

An increased incidence of cardiac failure has been observed in clinical trials when rosiglitazone is
used in combination with insulin. Insulin and rosiglitazone are both associated with fluid retention,
concomitant administration may increase the risk of oedema and could increase the risk of ischaemic
heart disease. Insulin should only be added to established rosiglitazone therapy in exceptional cases
and under close supervision.

Myocardial Ischaemia
A retrospective analysis of data from 42 pooled short-term clinical studies indicated that treatment
with rosiglitazone may be associated with an increased risk of myocardial ischaemic events. However,



in their entirety the available data on the risk of cardiac ischaemia are inconclusive (see section 4.8).
There are limited clinical trial data in patients with ischaemic heart disease and/or peripheral arterial
disease. Therefore, as a precaution, the use of rosiglitazone is not recommended in these patients,
particularly those with myocardial ischaemic symptoms.

Acute Coronary Syndrome (ACS)

Patients experiencing an ACS have not been studied in rosiglitazone controlled clinical trials. In view
of the potential for development of heart failure in these patients, rosiglitazone should therefore not bg
initiated in patients having an acute coronary event and it should be discontinued during the acute
phase (see section 4.3).

Monitoring of liver function

There have been rare reports of hepatocellular dysfunction during post-marketing expetigiice{see
section 4.8). There is limited experience with rosiglitazone in patients with elevated livi{t enzymes
(ALT >2.5X upper limit of normal). Therefore, liver enzymes should be checked prioito i initiation
of therapy with rosiglitazone in all patients and periodically thereafter based on clinigal judgement.
Therapy with rosiglitazone should not be initiated in patients with increased bagtlimg liver enzyme
levels (ALT >2.5X upper limit of normal) or with any other evidence of liver dis¢age. If ALT levels
are increased to >3X upper limit of normal during rosiglitazone therapy, lix>r enzyme levels should be
reassessed as soon as possible. If ALT levels remain >3X the upper limi#"8¢ nermal, therapy should be
discontinued. If any patient develops symptoms suggesting hepatic dysiyict.on, which may include
unexplained nausea, vomiting, abdominal pain, fatigue, anorexia ard/orydark urine, liver enzymes
should be checked. The decision whether to continue the patientyen vhedap y with rosiglitazone should
be guided by clinical judgement pending laboratory evaluation$ If jaundice is observed, drug therapy
should be discontinued.

Eye disorders

Post-marketing reports of new-onset or worsening d/abetic macular oedema with decreased visual
acuity have been reported with thiazolidinediones, itxsluiing rosiglitazone. Many of these patients
reported concurrent peripheral oedema. It is une ear “whether or not there is a direct association
between rosiglitazone and macular oedema but préscribers should be alert to the possibility of macular
oedema if patients report disturbances in visval acuity and appropriate ophthalmologic referral should
be considered.

Weight gain

In clinical trials with rosiglitazorle titere was evidence of dose-related weight gain, which was greater
when used in combination withyinmadin. Therefore weight should be closely monitored, given that it
may be attributable to fluid 12tenfion, which may be associated with cardiac failure.

Anaemia

Rosiglitazone treatmenuis/associated with a dose-related reduction of haemoglobin levels. In patients
with low haemogiubin levels before initiating therapy, there is an increased risk of anaemia during
treatment with/rosielitazone.

Hypoglye: emin

Patients 14ceiwing rosiglitazone in combination therapy with a sulphonylurea or with insulin, may be at
rigk for dese-related hypoglycaemia. Increased monitoring of the patient and a reduction in the dose of
he wotieomitant agent may be necessary.

yxivle oral therapy

The use of rosiglitazone in triple oral therapy, in combination with metformin and a sulphonylurea,
may be associated with increased risks for fluid retention and heart failure, as well as hypoglycaemia
(see section 4.8). Increased monitoring of the patient is recommended and adjustment of the dose of
sulphonylurea may be necessary. The decision to initiate triple oral therapy should include
consideration of the alternative to switch the patient to insulin.



Bone disorders

Long-term studies show an increased incidence of bone fractures in patients, particularly female
patients, taking rosiglitazone (see section 4.8). The majority of the fractures have occurred in the upper
limbs and distal lower limbs. In females, this increased incidence was noted after the first year of
treatment and persisted during long-term treatment. The risk of fracture should be considered in the
care of patients, especially female patients, treated with rosiglitazone.

Others

Premenopausal women have received rosiglitazone during clinical studies. Although hormonal
imbalance has been seen in preclinical studies (see section 5.3), no significant undesirable effects
associated with menstrual disorders have been observed. As a consequence of improving insul
sensitivity, resumption of ovulation may occur in patients who are anovulatory due to insulin
resistance. Patients should be aware of the risk of pregnancy and if a patient wishes to Bagbme
pregnant or if pregnancy occurs the treatment should be discontinued (see section 4.6).

Rosiglitazone should be used with caution in patients with severe renal insufficiency(cri:atinine
clearance < 30 ml/min).

Rosiglitazone should be used with caution during concomitant administratic n of CYP2CS inhibitors
(e.g. gemfibrozil) or inducers (e.g. rifampicin). Glycaemic control shoula®ye ihonitored closely.
Rosiglitazone dose adjustment within the recommended posology or chifiges in diabetic treatment
should be considered (see section 4.5).

AVANDIA tablets contain lactose and therefore should not be “dmiistered to patients with rare
hereditary problems of galactose intolerance, the Lapp lactase detitiency or glucose-galactose
malabsorption.

4.5 Interaction with other medicinal products /Znayother forms of interaction

In vitro studies demonstrate that rosiglitazone is'oredominantly metabolised by CYP2CS, with
CYP2C9 as only a minor pathway.

Co-administration of rosiglitazone with (rem{ibrozil (an inhibitor of CYP2CS) resulted in a twofold
increase in rosiglitazone plasma concentrations. Since there is a potential for an increase in the risk of
dose-related adverse reactions, a®lecieas:;'in rosiglitazone dose may be needed. Close monitoring of
glycaemic control should be conSidcyed (see section 4.4).

Co-administration of rosiglitazon : with rifampicin (an inducer of CYP2C8) resulted in a 66% decrease
in rosiglitazone plasma cGcenwrations. It cannot be excluded that other inducers (e.g. phenytoin,
carbamazepine, phengbaryitai, St John’s wort) may also affect rosiglitazone exposure. The
rosiglitazone dose may“wecd to be increased. Close monitoring of glycaemic control should be
considered (see scution 4.4).

Clinically signif c2nt interactions with CYP2C9 substrates or inhibitors are not anticipated.
Concomiventadministration with the oral anti-diabetic agents metformin, glibenclamide and acarbose
did ni1t reguit in any clinically relevant pharmacokinetic interactions with rosiglitazone. Moderate
mgostiodof alcohol with rosiglitazone has no effect on glycaemic control.

tastlinically relevant interactions with digoxin, the CYP2C9 substrate warfarin, the CYP3A4
{ubstrates nifedipine, ethinylestradiol or norethindrone were observed after co-administration with
rosiglitazone.

4.6 Pregnancy and lactation

Rosiglitazone has been reported to cross the human placenta and to be detectable in foetal tissues.
There are no adequate data from the use of rosiglitazone in pregnant women. Studies in animals have



shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown. Rosiglitazone
should not be used during pregnancy.

Rosiglitazone has been detected in the milk of experimental animals. It is not known whether breast-
feeding will lead to exposure of the infant to drug. Rosiglitazone should therefore not be used in
women who are breast-feeding.

4.7 Effects on ability to drive and use machines

AVANDIA has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Clinical trial data

Adverse reactions for each treatment regimen are presented below by system organ glass ‘and absolute
frequency. For dose-related adverse reactions the frequency category reflects thé higher dose of
rosiglitazone. Frequency categories do not account for other factors including var zizg study duration,
pre-existing conditions and baseline patient characteristics. Adverse reactieh frequency categories
assigned based on clinical trial experience may not reflect the frequency/GHaaverse events occurring
during normal clinical practice. Frequencies are defined as: very commud >/1/10; common > 1/100,
< 1/10; and uncommon > 1/1000, < 1/100.

Table 1 lists adverse reactions identified from an overview of Ciinicar trials involving over 5,000
rosiglitazone-treated patients. Within each system organ cla’ss, averse reactions are presented in the
table by decreasing frequency for the rosiglitazone monotheiapy treatment regimen. Within each
frequency grouping, adverse reactions are presented in ordei“of decreasing seriousness.

Table 1. The frequency of adverse reactions idantiS24 from clinical trial data

Adverse reaction Frequency of\2dverscoreaction by treatment regimen
RSG RS% + RSG + SU RSG +MET +SU
MET

Blood and the lymphatic systenzlis:"ners

anaemia Comri:on »Common | Common Common
leucopaenia N\ Common
thrombocytopaenia A Common
granulocytopaenia _| N Common

Metabolism an&nutrition disorders

hypercholesterglacritia’ | Common | Common | Common Common
hypertriglyceridderiia | Common Common
hyperlipaefniay, Common | Common | Common Common
weight ificroase Common | Common | Common Common

| incregsed appetite Common Uncommon

| hypagiyeiemia Common | Very common | Very common

wleryous system disorders
R N

{izziness* Common | Common
headache* Common

Cardiac disorders

cardiac failure? Common | Common Common
. . . *
cardiac ischaemia’ Common | Common | Common Common




Gastrointestinal disorders

constipation | Common | Common | Common | Common

Musculoskeletal and connective tissue disorders

bone fractures® Common | Common | Common

myalgia* Common

General disorders and administration site conditions

oedema | Common | Common | Very common | Very common

RSG - Rosiglitazone monotherapy; RSG + MET - Rosiglitazone with metformin; RSG + SU
Rosiglitazone with sulphonylurea; RSG + MET + SU - Rosiglitazone with metformin and
sulphonylurea

*The frequency category for the background incidence of these events, as taken from piycebo group
data from clinical trials, is 'common'.

! Hypercholesterolaemia was reported in up to 5.3% of patients treated withsrosigiitazone
(monotherapy, dual or triple oral therapy). The elevated total cholesterol levials were associated with
increase in both LDLc and HDLc, but the ratio of total cholesterol:HDI'c svas unchanged or improved
in long term studies. Overall, these increases were generally mild to hocGendte and usually did not
require discontinuation of treatment.

? An increased incidence of heart failure has been observed whervrosiglitazone was added to treatment
regimens with a sulphonylurea (either as dual or triple therény), and appeared higher with 8 mg
rosiglitazone compared to 4 mg rosiglitazone (total daily aascy: The incidence of heart failure on triple
oral therapy was 1.4% in the main double blind studv..compared to 0.4% for metformin plus
sulphonylurea dual therapy. The incidence of heart {ailuiz in combination with insulin (rosiglitazone
added to established insulin therapy) was 2.4%, gompared to insulin alone, 1.1%. Moreover in patients
with congestive heart failure NYHA class I-1I, a‘zlacebo-controlled one-year trial demonstrated
worsening or possible worsening of heart 1»lure in'6.4% of patients treated with rosiglitazone,
compared with 3.5% on placebo.

3 In a retrospective analysis of data from\t2 pooled short-term clinical studies, the overall incidence of
events typically associated with czudiaasischaemia was higher for rosiglitazone containing regimens,
2.00% versus combined active axd placebo comparators, 1.53% [hazard ratio (HR) 1.30 (95%
confidence interval (CI) 1.0¢% -%,.09)]. This risk was increased when rosiglitazone was added to
established insulin and in Gatients receiving nitrates for known ischaemic heart disease. In an update to
this retrospective analysis taat included 10 further studies that met the criteria for inclusion, but were
not available at the ti®t e of the original analysis, the overall incidence of events typically associated
with cardiac iscliaemia was not statistically different for rosiglitazone containing regimens, 2.21%
versus combined,ackive and placebo comparators, 2.08% [HR 1.098 (95% CI 0.809 - 1.354)]. In a
prospective ca dioyescular outcomes study (mean follow-up 5.5 years) the primary endpoint events of
cardiovascyiias,avath or hospitalisation were similar between rosiglitazone and active comparators [HR
0.99 (93% &1 0.35 - 1.16)]. Two other long-term prospective randomised controlled clinical trials
(9,620 patiants, study duration >3 years in each study), comparing rosiglitazone to some other
approyed ral antidiabetic agents or placebo, have not confirmed or excluded the potential risk of
caxdiae 1schaemia. In their entirety, the available data on the risk of cardiac ischaemia are

inco)iclusive.

“Long-term studies show an increased incidence of bone fracture in patients, particularly female
patients, taking rosiglitazone. In a monotherapy study, the incidence in females for rosiglitazone was
9.3% (2.7 patients per 100 patient years) vs 5.1% (1.5 patients per 100 patient years) for metformin or
3.5% (1.3 patients per 100 patient years) for glibenclamide. In another long-term study, there was an
increased incidence of bone fracture for subjects in the combined rosiglitazone group compared to
active control [8.3% vs 5.3%, Risk ratio 1.57 (95% CI 1.26 - 1.97)]. The risk of fracture appeared to



be higher in females relative to control [11.5% vs 6.3%, Risk ratio 1.82 (95% CI 1.37 - 2.41)], than in
males relative to control [5.3% vs 4.3%, Risk ratio 1.23 (95% CI 0.85 - 1.77)]. Additional data are
necessary to determine whether there is an increased risk of fracture in males after a longer period of
follow-up. The majority of the fractures were reported in the upper limbs and distal lower limbs (see
section 4.4).

In double-blind clinical trials with rosiglitazone the incidence of elevations of ALT greater than three
times the upper limit of normal was equal to placebo (0.2%) and less than that of the active
comparators (0.5% metformin/sulphonylureas). The incidence of all adverse events relating to liver
and biliary systems was < 1.5% in any treatment group and similar to placebo.

Post-marketing data

In addition to the adverse reactions identified from clinical trial data, the adverse reaction prosented
in Table 2 have been identified in post approval use of rosiglitazone. Frequencies are dcfincd, as: rare
>1/10,000, <1/1000 and very rare <1/10,000 including isolated reports.

Table 2. The frequency of adverse reactions identified from post-marketing d.a»

Adverse reaction | 1requency

Metabolism and nutrition disorders

rapid and excessive weight gain __ _' Very rare

Immune system disorders (see Skin and subcutaneous tissyesdisarders)

anaphylactic reaction A" | Very rare
Eye disorders N
macular oedema | Rare

Cardiac disorders

congestive heart failure/pulmonary oedema %, | Rare

Hepatobiliary disorders

hepatic dysfunction, primarily eVidenced by elevated hepatic enzymes’ | Rare

Skin and subcutaneous tisszzcaiveiders (see Immune system disorders)

angioedema Very rare

skin reactions (e.g. urticaria, pruritus, rash) Very rare

> Rare cases of elevatgd liver enzymes and hepatocellular dysfunction have been reported. In very rare
cases a fatal outqome hawgoeen reported.

4.9 Overdase

Limitedi daia arc available with regard to overdose in humans. In clinical studies in volunteers
rosiglitazone has been administered at single oral doses of up to 20 mg and was well tolerated.

I thaevent of an overdose, it is recommended that appropriate supportive treatment should be
mitidted, as dictated by the patient's clinical status. Rosiglitazone is highly protein bound and is not
cwdred by haemodialysis.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: oral blood glucose lowering drugs, thiazolidinediones, ATC code: A10
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Rosiglitazone is a selective agonist at the PPARy (peroxisomal proliferator activated receptor gamma)
nuclear receptor and is a member of the thiazolidinedione class of anti-diabetic agents. It reduces
glycaemia by reducing insulin resistance at adipose tissue, skeletal muscle and liver.

Preclinical data

The antihyperglycaemic activity of rosiglitazone has been demonstrated in a number of animal models
of type 2 diabetes. In addition, rosiglitazone preserved B-cell function as shown by increased
pancreatic islet mass and insulin content and prevented the development of overt hyperglycaemia’n
animal models of type 2 diabetes. Rosiglitazone did not stimulate pancreatic insulin secretion st
induce hypoglycaemia in rats and mice. The major metabolite (para-hydroxy-sulphate) with hich
affinity to the soluble human PPARY, exhibited relatively high potency in a glucose tolemfice wssay in
obese mouse. The clinical relevance of this observation has not been fully elucidated.

Clinical trials data

The glucose lowering effects observed with rosiglitazone are gradual in onset w(th i)zar maximal
reductions in fasting plasma glucose (FPG) evident following approximately 8 wiaks of therapy. The
improved glycaemic control is associated with reductions in both fasting a1 post-prandial glucose.

Rosiglitazone was associated with increases in weight. In mechanistie, suédiss, the weight increase was
predominantly shown to be due to increased subcutaneous fat with ({ecrpased visceral and intra-hepatic
fat.

Consistent with the mechanism of action, rosiglitazone redyceatinsulin resistance and improved
pancreatic B-cell function. Improved glycaemic control was alss associated with significant decreases
in free fatty acids. As a consequence of different but complementary mechanisms of action, dual oral
therapy of rosiglitazone with a sulphonylurea or me/roriin resulted in additive effects on glycaemic
control in type 2 diabetic patients.

In studies with a maximal duration of threg years, tosiglitazone given once or twice daily produced a
sustained improvement in glycaemic contxol (FPG and HbAlc). A more pronounced glucose-lowering
effect was observed in obese patients. A ouizome study has not been completed with rosiglitazone,
therefore the long-term benefits associatea with improved glycaemic control have not been
demonstrated.

An active controlled clinical frial (resiglitazone up to 8 mg daily or metformin up to 2,000 mg daily)
of 24 weeks duration was peiforried in 197 children (10-17 years of age) with type 2 diabetes.
Improvement in HbAlc from baseline achieved statistical significance only in the metformin group.
Rosiglitazone failed tg' derhonstrate non-inferiority to metformin. Following rosiglitazone treatment,
there were no new safetygconcerns noted in children compared to adult patients with type 2 diabetes
mellitus. No long-varm efticacy and safety data are available in paediatric patients.

ADOPT (A/Rialetes Outcome Progression Trial) was a multicentre, double-blind, controlled trial with
a treatmert \duration of 4-6 years (median duration of 4 years), in which rosiglitazone at doses of 4 to
8 mg/dayway compared to metformin (500 mg to 2000 mg/day) and glibenclamide (2.5 to 15 mg/day)
im4301 ding naive subjects recently diagnosed (<3 years) with type 2 diabetes. Rosiglitazone
weaumeiit significantly reduced the risk of reaching monotherapy failure (FPG>10.0 mmol/L) by 63%
relavive to glibenclamide (HR 0.37, CI 0.30-0.45) and by 32% relative to metformin (HR 0.68,
C56.55-0.85) during the course of the study (up to 72 months of treatment). This translates to a
¢umulative incidence of treatment failure of 10.3% for rosiglitazone, 14.8% for metformin and 23.3%
for glibenclamide treated patients. Overall, 43%, 47% and 42% of subjects in the rosiglitazone,
glibenclamide and metformin groups respectively withdrew due to reasons other than monotherapy
failure. The impact of these findings on disease progression or on microvascular or macrovascular
outcomes has not been determined (see section 4.8). In this study, the adverse events observed were
consistent with the known adverse event profile for each of the treatments, including continuing
weight gain with rosiglitazone. An additional observation of an increased incidence of bone fractures



was seen in women with rosiglitazone (see sections 4.4 and 4.8).

The RECORD (Rosiglitazone Evaluated for Cardiac Outcomes and Regulation of glycaemia in
Diabetes) trial was a large (4,447 subjects), open-label, prospective, controlled study (mean follow-up
5.5 years) in which patients with type 2 diabetes inadequately controlled with metformin or
sulphonylurea were randomised to add-on rosiglitazone or metformin or sulphonylurea. The mean
duration of diabetes in these patients was approximately 7 years. The adjudicated primary endpoint
was cardiovascular hospitalisation (which included hospitalisations for heart failure) or cardiovasculaz
death. Mean doses at the end of randomised treatment are shown in the following table:

Randomised Treatmentf Mean (SD) dose at end of randomised treatmem
Rosiglitazone (either SU or metformin) 6.7 (1.9) mg A
Sulphonylurea (background metformin) N

Glimepiride* 3.6 (1.8) mg B
Metformin (background sulphonylurea) 1995.5 (682.6) mg

*Similar relative effective doses (i.e approximately half maximal dose) forgathessulphonylureas
(glibenclamide and glicazide).

1 Patients who took designated treatment as randomised in combination with the c¢drrect background
treatment and with evaluable data.

No difference in the number of adjudicated primary endpoint events, &y vasiglitazone (321/2220)
versus active control (323/2227) (HR 0.99, CI 0.85-1.16) was obseived. weeting the pre-defined non-
inferiority criterion of 1.20 (non-inferiority p = 0.02). HR and Ui 10 Keyisecondary endpoints were:
all-cause death (HR 0.86, CI 0.68-1.08), MACE (Major AdvessciCardiac Events - cardiovascular
death, acute myocardial infarction, stroke) (HR 0.93, CL0.74-1.15), cardiovascular death (HR 0.84, CI
0.59-1.18), acute myocardial infarction (HR 1.14, CI 0.80-1.65) and stroke (HR 0.72, CI 0.49-1.06). In
a sub-study at 18 months, add-on rosiglitazone dual therapy was non-inferior to the combination of
sulphonylurea plus metformin for lowering HbAlc.([n th final analysis at 5 years, an adjusted mean
reduction from baseline in HbA1c of 0.14% for pavie1its on rosiglitazone added to metformin versus an
increase of 0.17% for patients taking sulphonyluiea added to metformin was seen during treatment
with randomised dual-combination therapy)p<0.0001 for treatment difference). An adjusted mean
reduction in HbAlc of 0.24% was seen foi*pavionts taking rosiglitazone added to sulphonylurea,
versus a reduction in HbAlc of 0.10%,fCx pa ients taking metformin added to sulphonylurea,
(p=0.0083 for treatment difference), Thoye was a significant increase in heart failure (fatal and non-
fatal) (HR 2.10, CI 1.35-3.27) anethonmdractures (Risk Ratio 1.57, CI 1.26-1.97) in rosiglitazone-
containing treatments compared ‘o a¢tive control (see sections 4.4 and 4.8). A total of 564 patients
withdrew from cardiovasculdr 16 low-up, which accounted for 12.3% of rosiglitazone patients and
13% of control patients; reprosening 7.2% of patient-years lost for cardiovascular events follow-up
and 2.0% of patient-yeass 18st for all cause mortality follow-up.

5.2 Pharmactkinetic properties

Absorption

Absolute bibaga.iability of rosiglitazone following both a 4 and an 8 mg oral dose is approximately
99%. Kesiglitazone plasma concentrations peak at around 1 hour after dosing. Plasma concentrations
are approximately dose proportional over the therapeutic dose range.

Arlmiistration of rosiglitazone with food resulted in no change in overall exposure (AUC), although a
smal vdecrease in Cpy (approximately 20% to 28%) and a delay in ty,x (ca.1.75 h) were observed
coinpared to dosing in the fasting state. These small changes are not clinically significant and,
snerefore, it is not necessary to administer rosiglitazone at any particular time in relation to meals. The
absorption of rosiglitazone is not affected by increases in gastric pH.

Distribution

The volume of distribution of rosiglitazone is approximately 14 litres in healthy volunteers. Plasma
protein binding of rosiglitazone is high (approximately 99.8%) and is not influenced by concentration
or age. The protein binding of the major metabolite (para-hydroxy-sulphate) is very high (>99.99%).
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Metabolism

Metabolism of rosiglitazone is extensive with no parent compound being excreted unchanged. The
major routes of metabolism are N-demethylation and hydroxylation, followed by conjugation with
sulphate and glucuronic acid. The contribution of the major metabolite (para-hydroxy-sulphate) to the
overall anti-diabetic activity of rosiglitazone has not been fully elucidated in man and it cannot be
ruled out that the metabolite may contribute to the activity. However, this raises no safety concern
regarding target or special populations as hepatic impairment is contraindicated and the phase II1
clinical studies included a considerable number of elderly patients and patients with mild to moderate
renal impairment.

In vitro studies demonstrate that rosiglitazone is predominantly metabolised by CYP2C8, witl,a miinor
contribution by CYP2C9.

Since there is no significant in vitro inhibition of CYP1A2, 2A6, 2C19, 2D6, 2E1, 3A%r a¥t with
rosiglitazone, there is a low probability of significant metabolism-based interactionswitl’substances
metabolised by these P450 enzymes. Rosiglitazone showed moderate inhibition(of/&Y P2C8

(ICso 18 uM) and low inhibition of CYP2C9 (ICs, 50 uM) in vitro (see section 4..)/An in vivo
interaction study with warfarin indicated that rosiglitazone does not interae! with CYP2C9 substrates
In Vivo.

Elimination

Total plasma clearance of rosiglitazone is around 3 I/h and the temmiial/cl mination half-life of
rosiglitazone is approximately 3 to 4 hours. There is no evident; forunexpected accumulation of
rosiglitazone after once or twice daily dosing. The major rozite Wt ¢xcretion is the urine with
approximately two-thirds of the dose being eliminated bysthigreate, whereas faecal elimination
accounts for approximately 25% of dose. No intact drug is cxcreted in urine or faeces. The terminal
half-life for radioactivity was about 130 hours indicgting that elimination of metabolites is very slow.
Accumulation of the metabolites in plasma is expectad ypon repeated dosing, especially that of the
major metabolite (para-hydroxy-sulphate) for which*sn 8-fold accumulation is anticipated.

Special populations
Gender: In the pooled population pharm/icokénetic analysis, there were no marked differences in the
pharmacokinetics of rosiglitazone betwaeirthales and females.

Elderly: In the pooled populatior! phyrmacokinetic analysis, age was not found to influence the
pharmacokinetics of rosiglitazancsa‘any significant extent.

Children and adolescents  2opuiation pharmacokinetic analysis including 96 paediatric patients aged
10 to 18 years and weighing 35 to 178 kg suggested similar mean CL/F in children and adults.
Individual CL/F,in the pasdiatric population was in the same range as individual adult data. CL/F
seemed to be independent uf age, but increased with weight in the paediatric population.

Hepatic impairn_ent: In cirrhotic patients with moderate (Child-Pugh B) hepatic impairment, unbound
Chax and AUCYwere 2- and 3-fold higher than in normal subjects. The inter-subject variability was
large, w1y a7-fold difference in unbound AUC between patients.

Renwl mwsufficiency: There are no clinically significant differences in the pharmacokinetics of
‘osiplitazone in patients with renal impairment or end stage renal disease on chronic dialysis.

£.3  Preclinical safety data
Adverse effects observed in animal studies with possible relevance to clinical use were as follows: An
increase in plasma volume accompanied by decrease in red cell parameters and increase in heart

weight. Increases in liver weight, plasma ALT (dog only) and fat tissue were also observed. Similar
effects have been seen with other thiazolidinediones.
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In reproductive toxicity studies, administration of rosiglitazone to rats during mid-late gestation was
associated with foetal death and retarded foetal development. In addition, rosiglitazone inhibited
ovarian oestradiol and progesterone synthesis and lowered plasma levels of these hormones resulting
in effects on oestrus/menstrual cycles and fertility (see section 4.4).

In an animal model for familial adenomatous polyposis (FAP), treatment with rosiglitazone at 200
times the pharmacologically active dose increased tumour multiplicity in the colon. The relevance of
this finding is unknown. However, rosiglitazone promoted differentiation and reversal of mutagenic
changes in human colon cancer cells in vitro. In addition, rosiglitazone was not genotoxic in a battexy
of in vivo and in vitro genotoxicity studies and there was no evidence of colon tumours in lifetime
studies of rosiglitazone in two rodent species.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Sodium starch glycollate (Type A)
hypromellose

microcrystalline cellulose

lactose monohydrate

magnesium stearate.

Film coating (Opadry pink OY-L-24802):
Hypromellose 6¢P

Titanium dioxide E171

Macrogol 3000

Lactose monohydrate

Glycerol triacetate

Iron oxide red E172.

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4 Special precautians for storage
This medicinal/pradutt does not require any special storage conditions.

6.5 Natre und contents of container

QOnagq e blister packs (PVC/ aluminium). 56, 112, 168 or 180 film-coated tablets or 56 film-coated
wbiats, it dose pack.

tatdall pack sizes may be marketed.
6.6  Special precautions for disposal

Any unused product should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER
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SmithKline Beecham Ltd, 980 Great West Road, Brentford, Middlesex, TW8 9GS, United Kingdom.

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/00/137/002-004, EU/1/00/137/013, EU/1/00/137/016

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 11 July 2000
Date of latest renewal: 11 July 2005

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the [lufopean Medicines
Agency (EMEA) http://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

AVANDIA 4 mg film-coated tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains rosiglitazone maleate corresponding to 4 mg rosiglitazone.

Excipient
Contains lactose (approximately 105 mg).

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.

Orange film-coated tablets debossed with “GSK” on one side and "4" optipe Other side.

4.  CLINICAL PARTICULARS
4.1 Therapeutic indications
Rosiglitazone is indicated in the treatment of type 2 diabeteswmellitus:

as monotherapy
- in patients (particularly overweight patiests) ivadequately controlled by diet and exercise for
whom metformin is inappropriate because ¢ contraindications or intolerance

as dual oral therapy in combination wilh

- metformin, in patients (particulawly ¥verweight patients) with insufficient glycaemic control
despite maximal toleratedVloseof /tionotherapy with metformin

— a sulphonylurea, only in phtieits who show intolerance to metformin or for whom metformin is
contraindicated, with ireutZeiCnt glycaemic control despite monotherapy with a sulphonylurea

as triple oral therapy in Combination with
- metformin and & suiphonylurea, in patients (particularly overweight patients) with insufficient
glycaemic contro!,dispite dual oral therapy (see section 4.4).

4.2 Posology 2xd inethod of administration

Rosiglitaz: ne tnerapy is usually initiated at 4 mg/day. This dose can be increased to 8 mg/day after
eight wedks ¢ greater glycaemic control is required. In patients administered rosiglitazone in

cqamt natipn with a sulphonylurea, an increase in rosiglitazone to 8 mg/day should be undertaken
Lauviousty following appropriate clinical evaluation to assess the patient's risk of developing adverse
‘eadtions relating to fluid retention (see 4.4 and 4.8).

ilosiglitazone may be given once or twice a day.

Rosiglitazone may be taken with or without food.

Elderly (see section 4.4 Fluid retention and cardiac failure)
No dose adjustment is required in the elderly.

14



Patients with renal impairment (see section 4.4 Fluid retention and cardiac failure)

No dose adjustment is required in patients with mild and moderate renal insufficiency. Limited data
are available in patients with severe renal insufficiency (creatinine clearance < 30 ml/min) and
therefore rosiglitazone should be used with caution in these patients.

Patients with hepatic impairment
Rosiglitazone should not be used in patients with hepatic impairment.

Children and adolescents

There are no data available on the use of rosiglitazone in patients under 10 years of age. For childien
aged 10 to 17 years, there are limited data on rosiglitazone as monotherapy (see sections 5.1 angss. )
The available data do not support efficacy in the paediatric population and therefore such use''s na.
recommended.

4.3 Contraindications

Use of rosiglitazone is contraindicated in patients with:

- known hypersensitivity to rosiglitazone or to any of the excipients

- cardiac failure or history of cardiac failure (NYHA class I to I¥)

- an Acute Coronary Syndrome (unstable angina, NSTEMIsand 57 EMI) (see section 4.4)
- hepatic impairment

- diabetic ketoacidosis or diabetic pre-coma.

4.4 Special warnings and precautions for uge

Fluid retention and cardiac failure

Thiazolidinediones can cause fluid retentien which may exacerbate or precipitate signs or symptoms
of congestive heart failure. Rosiglitazon, can cause dose-dependent fluid retention. The possible
contribution of fluid retention to weight\zain should be individually assessed as rapid and excessive
weight gain has been reported vernrancly as a sign of fluid retention. All patients, particularly those
receiving concurrent insulin or s ilphpnylurea therapy, those at risk for heart failure, and those with
reduced cardiac reserve, shoyia®cionitored for signs and symptoms of adverse reactions relating to
fluid retention, including weight zain and heart failure. Increased monitoring of the patient is
recommended if rosiglitazene is used in combination with metformin and insulin. Rosiglitazone
should be discontinued! if any deterioration in cardiac status occurs.

Heart failure was a'so reported more frequently in patients with a history of heart failure; oedema and
heart failure wis/aino reported more frequently in elderly patients and in patients with mild or
moderate rgmal 1ailure. Caution should be exercised in patients over 75 years because of the limited
experiénce in this patient group. Since NSAIDs and rosiglitazone are associated with fluid retention,
concomitant administration may increase the risk of oedema.

Comhination with insulin

An increased incidence of cardiac failure has been observed in clinical trials when rosiglitazone is
used in combination with insulin. Insulin and rosiglitazone are both associated with fluid retention,
concomitant administration may increase the risk of oedema and could increase the risk of ischaemic
heart disease. Insulin should only be added to established rosiglitazone therapy in exceptional cases
and under close supervision.

Myocardial Ischaemia
A retrospective analysis of data from 42 pooled short-term clinical studies indicated that treatment

with rosiglitazone may be associated with an increased risk of myocardial ischaemic events. However,
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in their entirety the available data on the risk of cardiac ischaemia are inconclusive (see section 4.8).
There are limited clinical trial data in patients with ischaemic heart disease and/or peripheral arterial
disease. Therefore, as a precaution, the use of rosiglitazone is not recommended in these patients,
particularly those with myocardial ischaemic symptoms.

Acute Coronary Syndrome (ACS)

Patients experiencing an ACS have not been studied in rosiglitazone controlled clinical trials. In view
of the potential for development of heart failure in these patients, rosiglitazone should therefore not bg
initiated in patients having an acute coronary event and it should be discontinued during the acute
phase (see section 4.3).

Monitoring of liver function

There have been rare reports of hepatocellular dysfunction during post-marketing expetigiice{see
section 4.8). There is limited experience with rosiglitazone in patients with elevated livi{t enzymes
(ALT >2.5X upper limit of normal). Therefore, liver enzymes should be checked prioito i initiation
of therapy with rosiglitazone in all patients and periodically thereafter based on clinigal judgement.
Therapy with rosiglitazone should not be initiated in patients with increased bagtlimg liver enzyme
levels (ALT >2.5X upper limit of normal) or with any other evidence of liver dis¢age. If ALT levels
are increased to >3X upper limit of normal during rosiglitazone therapy, lix>r enzyme levels should be
reassessed as soon as possible. If ALT levels remain >3X the upper limi#"8¢ nermal, therapy should be
discontinued. If any patient develops symptoms suggesting hepatic dysiyict.on, which may include
unexplained nausea, vomiting, abdominal pain, fatigue, anorexia ard/orydark urine, liver enzymes
should be checked. The decision whether to continue the patientyen vhedap y with rosiglitazone should
be guided by clinical judgement pending laboratory evaluation$ If jaundice is observed, drug therapy
should be discontinued.

Eye disorders

Post-marketing reports of new-onset or worsening d/abetic macular oedema with decreased visual
acuity have been reported with thiazolidinediones, itxsluiing rosiglitazone. Many of these patients
reported concurrent peripheral oedema. It is une ear “whether or not there is a direct association
between rosiglitazone and macular oedema but préscribers should be alert to the possibility of macular
oedema if patients report disturbances in visval acuity and appropriate ophthalmologic referral should
be considered.

Weight gain

In clinical trials with rosiglitazorle titere was evidence of dose-related weight gain, which was greater
when used in combination withyinmadin. Therefore weight should be closely monitored, given that it
may be attributable to fluid 12tenfion, which may be associated with cardiac failure.

Anaemia

Rosiglitazone treatmenuis/associated with a dose-related reduction of haemoglobin levels. In patients
with low haemogiubin levels before initiating therapy, there is an increased risk of anaemia during
treatment with/rosielitazone.

Hypoglye: emin

Patients 14ceiwing rosiglitazone in combination therapy with a sulphonylurea or with insulin, may be at
rigk for dese-related hypoglycaemia. Increased monitoring of the patient and a reduction in the dose of
he wotieomitant agent may be necessary.

yxivle oral therapy

The use of rosiglitazone in triple oral therapy, in combination with metformin and a sulphonylurea,
may be associated with increased risks for fluid retention and heart failure, as well as hypoglycaemia
(see section 4.8). Increased monitoring of the patient is recommended and adjustment of the dose of
sulphonylurea may be necessary. The decision to initiate triple oral therapy should include
consideration of the alternative to switch the patient to insulin.
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Bone disorders

Long-term studies show an increased incidence of bone fractures in patients, particularly female
patients, taking rosiglitazone (see section 4.8). The majority of the fractures have occurred in the upper
limbs and distal lower limbs. In females, this increased incidence was noted after the first year of
treatment and persisted during long-term treatment. The risk of fracture should be considered in the
care of patients, especially female patients, treated with rosiglitazone.

Others

Premenopausal women have received rosiglitazone during clinical studies. Although hormonal
imbalance has been seen in preclinical studies (see section 5.3), no significant undesirable effects
associated with menstrual disorders have been observed. As a consequence of improving insul
sensitivity, resumption of ovulation may occur in patients who are anovulatory due to insulin
resistance. Patients should be aware of the risk of pregnancy and if a patient wishes to Bagbme
pregnant or if pregnancy occurs the treatment should be discontinued (see section 4.6).

Rosiglitazone should be used with caution in patients with severe renal insufficiency(cri:atinine
clearance < 30 ml/min).

Rosiglitazone should be used with caution during concomitant administratic n of CYP2CS inhibitors
(e.g. gemfibrozil) or inducers (e.g. rifampicin). Glycaemic control shoula®ye ihonitored closely.
Rosiglitazone dose adjustment within the recommended posology or chifiges in diabetic treatment
should be considered (see section 4.5).

AVANDIA tablets contain lactose and therefore should not be “dmiistered to patients with rare
hereditary problems of galactose intolerance, the Lapp lactase detitiency or glucose-galactose
malabsorption.

4.5 Interaction with other medicinal products /Znayother forms of interaction

In vitro studies demonstrate that rosiglitazone is'oredominantly metabolised by CYP2CS, with
CYP2C9 as only a minor pathway.

Co-administration of rosiglitazone with (rem{ibrozil (an inhibitor of CYP2CS) resulted in a twofold
increase in rosiglitazone plasma concentrations. Since there is a potential for an increase in the risk of
dose-related adverse reactions, a®lecieas:;'in rosiglitazone dose may be needed. Close monitoring of
glycaemic control should be conSidcyed (see section 4.4).

Co-administration of rosiglitazon : with rifampicin (an inducer of CYP2C8) resulted in a 66% decrease
in rosiglitazone plasma cGcenwrations. It cannot be excluded that other inducers (e.g. phenytoin,
carbamazepine, phengbaryitai, St John’s wort) may also affect rosiglitazone exposure. The
rosiglitazone dose may“wecd to be increased. Close monitoring of glycaemic control should be
considered (see scution 4.4).

Clinically signif c2nt interactions with CYP2C9 substrates or inhibitors are not anticipated.
Concomiventadministration with the oral anti-diabetic agents metformin, glibenclamide and acarbose
did ni1t reguit in any clinically relevant pharmacokinetic interactions with rosiglitazone. Moderate
mgostiodof alcohol with rosiglitazone has no effect on glycaemic control.

tastlinically relevant interactions with digoxin, the CYP2C9 substrate warfarin, the CYP3A4
{ubstrates nifedipine, ethinylestradiol or norethindrone were observed after co-administration with
rosiglitazone.

4.6 Pregnancy and lactation

Rosiglitazone has been reported to cross the human placenta and to be detectable in foetal tissues.
There are no adequate data from the use of rosiglitazone in pregnant women. Studies in animals have
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shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown. Rosiglitazone
should not be used during pregnancy.

Rosiglitazone has been detected in the milk of experimental animals. It is not known whether breast-
feeding will lead to exposure of the infant to drug. Rosiglitazone should therefore not be used in
women who are breast-feeding.

4.7 Effects on ability to drive and use machines

AVANDIA has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Clinical trial data

Adverse reactions for each treatment regimen are presented below by system organ glass ‘and absolute
frequency. For dose-related adverse reactions the frequency category reflects thé higher dose of
rosiglitazone. Frequency categories do not account for other factors including var zizg study duration,
pre-existing conditions and baseline patient characteristics. Adverse reactieh frequency categories
assigned based on clinical trial experience may not reflect the frequency/GHaaverse events occurring
during normal clinical practice. Frequencies are defined as: very commud >/1/10; common > 1/100,
< 1/10; and uncommon > 1/1000, < 1/100.

Table 1 lists adverse reactions identified from an overview of Ciinicar trials involving over 5,000
rosiglitazone-treated patients. Within each system organ cla’ss, averse reactions are presented in the
table by decreasing frequency for the rosiglitazone monotheiapy treatment regimen. Within each
frequency grouping, adverse reactions are presented in ordei“of decreasing seriousness.

Table 1. The frequency of adverse reactions idantiS24 from clinical trial data

Adverse reaction Frequency of\2dverscoreaction by treatment regimen
RSG RS% + RSG + SU RSG +MET +SU
MET

Blood and the lymphatic systenzlis:"ners

anaemia Comri:on »Common | Common Common
leucopaenia N\ Common
thrombocytopaenia A Common
granulocytopaenia _| N Common

Metabolism an&nutrition disorders

hypercholesterglacritia’ | Common | Common | Common Common
hypertriglyceridderiia | Common Common
hyperlipaefniay, Common | Common | Common Common
weight ificroase Common | Common | Common Common

| incregsed appetite Common Uncommon

| hypagiyeiemia Common | Very common | Very common

wleryous system disorders
R N

{izziness* Common | Common
headache* Common

Cardiac disorders

cardiac failure? Common | Common Common
. . . *
cardiac ischaemia’ Common | Common | Common Common
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Gastrointestinal disorders

constipation | Common | Common | Common | Common

Musculoskeletal and connective tissue disorders

bone fractures® Common | Common | Common

myalgia* Common

General disorders and administration site conditions

oedema | Common | Common | Very common | Very common

RSG - Rosiglitazone monotherapy; RSG + MET - Rosiglitazone with metformin; RSG + SU
Rosiglitazone with sulphonylurea; RSG + MET + SU - Rosiglitazone with metformin and
sulphonylurea

*The frequency category for the background incidence of these events, as taken from piycebo group
data from clinical trials, is 'common'.

! Hypercholesterolaemia was reported in up to 5.3% of patients treated withsrosigiitazone
(monotherapy, dual or triple oral therapy). The elevated total cholesterol levials were associated with
increase in both LDLc and HDLc, but the ratio of total cholesterol:HDI'c svas unchanged or improved
in long term studies. Overall, these increases were generally mild to hocGendte and usually did not
require discontinuation of treatment.

? An increased incidence of heart failure has been observed whervrosiglitazone was added to treatment
regimens with a sulphonylurea (either as dual or triple therény), and appeared higher with 8 mg
rosiglitazone compared to 4 mg rosiglitazone (total daily aascy: The incidence of heart failure on triple
oral therapy was 1.4% in the main double blind studv..compared to 0.4% for metformin plus
sulphonylurea dual therapy. The incidence of heart {ailuiz in combination with insulin (rosiglitazone
added to established insulin therapy) was 2.4%, gompared to insulin alone, 1.1%. Moreover in patients
with congestive heart failure NYHA class I-1I, a‘zlacebo-controlled one-year trial demonstrated
worsening or possible worsening of heart 1»lure in'6.4% of patients treated with rosiglitazone,
compared with 3.5% on placebo.

3 In a retrospective analysis of data from\t2 pooled short-term clinical studies, the overall incidence of
events typically associated with czudiaasischaemia was higher for rosiglitazone containing regimens,
2.00% versus combined active axd placebo comparators, 1.53% [hazard ratio (HR) 1.30 (95%
confidence interval (CI) 1.0¢% -%,.09)]. This risk was increased when rosiglitazone was added to
established insulin and in Gatients receiving nitrates for known ischaemic heart disease. In an update to
this retrospective analysis taat included 10 further studies that met the criteria for inclusion, but were
not available at the ti®t e of the original analysis, the overall incidence of events typically associated
with cardiac iscliaemia was not statistically different for rosiglitazone containing regimens, 2.21%
versus combined,ackive and placebo comparators, 2.08% [HR 1.098 (95% CI 0.809 - 1.354)]. In a
prospective ca dioyescular outcomes study (mean follow-up 5.5 years) the primary endpoint events of
cardiovascyiias,avath or hospitalisation were similar between rosiglitazone and active comparators [HR
0.99 (93% &1 0.35 - 1.16)]. Two other long-term prospective randomised controlled clinical trials
(9,620 patiants, study duration >3 years in each study), comparing rosiglitazone to some other
approyed ral antidiabetic agents or placebo, have not confirmed or excluded the potential risk of
caxdiae 1schaemia. In their entirety, the available data on the risk of cardiac ischaemia are

inco)iclusive.

“Long-term studies show an increased incidence of bone fracture in patients, particularly female
patients, taking rosiglitazone. In a monotherapy study, the incidence in females for rosiglitazone was
9.3% (2.7 patients per 100 patient years) vs 5.1% (1.5 patients per 100 patient years) for metformin or
3.5% (1.3 patients per 100 patient years) for glibenclamide. In another long-term study, there was an
increased incidence of bone fracture for subjects in the combined rosiglitazone group compared to
active control [8.3% vs 5.3%, Risk ratio 1.57 (95% CI 1.26 - 1.97)]. The risk of fracture appeared to
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be higher in females relative to control [11.5% vs 6.3%, Risk ratio 1.82 (95% CI 1.37 - 2.41)], than in
males relative to control [5.3% vs 4.3%, Risk ratio 1.23 (95% CI 0.85 - 1.77)]. Additional data are
necessary to determine whether there is an increased risk of fracture in males after a longer period of
follow-up. The majority of the fractures were reported in the upper limbs and distal lower limbs (see
section 4.4).

In double-blind clinical trials with rosiglitazone the incidence of elevations of ALT greater than three
times the upper limit of normal was equal to placebo (0.2%) and less than that of the active
comparators (0.5% metformin/sulphonylureas). The incidence of all adverse events relating to liver
and biliary systems was < 1.5% in any treatment group and similar to placebo.

Post-marketing data

In addition to the adverse reactions identified from clinical trial data, the adverse reaction prosented
in Table 2 have been identified in post approval use of rosiglitazone. Frequencies are dcfincd, as: rare
>1/10,000, <1/1000 and very rare <1/10,000 including isolated reports.

Table 2. The frequency of adverse reactions identified from post-marketing d.a»

Adverse reaction Lrequency
Metabolism and nutrition disorders N s

rapid and excessive weight gain . _| Very rare
Immune system disorders (see Skin and subcutaneous tissua.disorders)

anaphylactic reaction L | Very rare
Eye disorders o~

macular oedema . | Rare
Cardiac disorders

congestive heart failure/pulmonary oedema ™, | Rare

Hepatobiliary disorders

hepatic dysfunction, primarily ewidéaced by elevated hepatic enzymes’ | Rare

Skin and subcutaneous tisspa.aizerders (see Immune system disorders)

angioedema Very rare

skin reactions (e.g. urticaiia, pruritus, rash) Very rare

> Rare cases of elevatedilizer enzymes and hepatocellular dysfunction have been reported. In very rare
cases a fatal outcome has Ueen reported.

4.9 Overdos(

Limited data‘ure available with regard to overdose in humans. In clinical studies in volunteers
resiglitaz¢ne has been administered at single oral doses of up to 20 mg and was well tolerated.

(n tye ¢vent of an overdose, it is recommended that appropriate supportive treatment should be
1vitiated, as dictated by the patient's clinical status. Rosiglitazone is highly protein bound and is not
¢leared by haemodialysis.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
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Pharmacotherapeutic group: oral blood glucose lowering drugs, thiazolidinediones, ATC code: A10
BG 02

Rosiglitazone is a selective agonist at the PPARy (peroxisomal proliferator activated receptor gamma)
nuclear receptor and is a member of the thiazolidinedione class of anti-diabetic agents. It reduces
glycaemia by reducing insulin resistance at adipose tissue, skeletal muscle and liver.

Preclinical data

The antihyperglycaemic activity of rosiglitazone has been demonstrated in a number of animal models
of type 2 diabetes. In addition, rosiglitazone preserved B-cell function as shown by increased
pancreatic islet mass and insulin content and prevented the development of overt hyperglycaepiianin
animal models of type 2 diabetes. Rosiglitazone did not stimulate pancreatic insulin secretion'ar
induce hypoglycaemia in rats and mice. The major metabolite (para-hydroxy-sulphate) Wsith high
affinity to the soluble human PPARY, exhibited relatively high potency in a glucose toizance assay in
obese mouse. The clinical relevance of this observation has not been fully elucidated.

Clinical trials data

The glucose lowering effects observed with rosiglitazone are gradual in onset wit.wear maximal
reductions in fasting plasma glucose (FPG) evident following approximatef z 8 weeks of therapy. The
improved glycaemic control is associated with reductions in both fasting and post-prandial glucose.

Rosiglitazone was associated with increases in weight. In mechanis'ic spudies, the weight increase was
predominantly shown to be due to increased subcutaneous fat widindcoereased visceral and intra-hepatic
fat.

Consistent with the mechanism of action, rosiglitazone rodudad/insulin resistance and improved
pancreatic B-cell function. Improved glycaemic control was also associated with significant decreases
in free fatty acids. As a consequence of different buf coipplementary mechanisms of action, dual oral
therapy of rosiglitazone with a sulphonylurea or getiasiin resulted in additive effects on glycaemic
control in type 2 diabetic patients.

In studies with a maximal duration of three yaars, rosiglitazone given once or twice daily produced a
sustained improvement in glycaemic coi trol {FPG and HbA1c). A more pronounced glucose-lowering
effect was observed in obese patients. s outcome study has not been completed with rosiglitazone,
therefore the long-term benefits avsoviated with improved glycaemic control have not been
demonstrated.

An active controlled clini¢alitrial (rosiglitazone up to 8 mg daily or metformin up to 2,000 mg daily)
of 24 weeks duration was performed in 197 children (10-17 years of age) with type 2 diabetes.
Improvement in HbA I'c tigm baseline achieved statistical significance only in the metformin group.
Rosiglitazone failed to arionstrate non-inferiority to metformin. Following rosiglitazone treatment,
there were no newwafety concerns noted in children compared to adult patients with type 2 diabetes
mellitus. No I¢ng-erin efficacy and safety data are available in paediatric patients.

ADOPT (¥, Diabetes Outcome Progression Trial) was a multicentre, double-blind, controlled trial with
a treatment auration of 4-6 years (median duration of 4 years), in which rosiglitazone at doses of 4 to
8eng/day fwas compared to metformin (500 mg to 2000 mg/day) and glibenclamide (2.5 to 15 mg/day)
1,428 17arug naive subjects recently diagnosed (<3 years) with type 2 diabetes. Rosiglitazone
reayment significantly reduced the risk of reaching monotherapy failure (FPG>10.0 mmol/L) by 63%
retatve to glibenclamide (HR 0.37, CI 0.30-0.45) and by 32% relative to metformin (HR 0.68,

(’1 0.55-0.85) during the course of the study (up to 72 months of treatment). This translates to a
cumulative incidence of treatment failure of 10.3% for rosiglitazone, 14.8% for metformin and 23.3%
for glibenclamide treated patients. Overall, 43%, 47% and 42% of subjects in the rosiglitazone,
glibenclamide and metformin groups respectively withdrew due to reasons other than monotherapy
failure. The impact of these findings on disease progression or on microvascular or macrovascular
outcomes has not been determined (see section 4.8). In this study, the adverse events observed were
consistent with the known adverse event profile for each of the treatments, including continuing
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weight gain with rosiglitazone. An additional observation of an increased incidence of bone fractures
was seen in women with rosiglitazone (see sections 4.4 and 4.8).

The RECORD (Rosiglitazone Evaluated for Cardiac Outcomes and Regulation of glycaemia in
Diabetes) trial was a large (4,447 subjects), open-label, prospective, controlled study (mean follow-up
5.5 years) in which patients with type 2 diabetes inadequately controlled with metformin or
sulphonylurea were randomised to add-on rosiglitazone or metformin or sulphonylurea. The mean
duration of diabetes in these patients was approximately 7 years. The adjudicated primary endpoint
was cardiovascular hospitalisation (which included hospitalisations for heart failure) or cardiovascular
death. Mean doses at the end of randomised treatment are shown in the following table:

Randomised Treatmentf Mean (SD) dose at end of randomised treatn.2nt
Rosiglitazone (either SU or metformin) 6.7 (1.9) mg
Sulphonylurea (background metformin)

Glimepiride* 3.6(1.8)mg |
Metformin (background sulphonylurea) 1995.5 (682.6) mg

*Similar relative effective doses (i.e approximately half maximal dose) fol gtier sulphonylureas
(glibenclamide and glicazide).

1 Patients who took designated treatment as randomised in combination witathe correct background
treatment and with evaluable data.

No difference in the number of adjudicated primary endpoint event., for/iasiglitazone (321/2220)
versus active control (323/2227) (HR 0.99, CI 0.85-1.16) was olscived,ieeting the pre-defined non-
inferiority criterion of 1.20 (non-inferiority p = 0.02). HR and.( wfor key secondary endpoints were:
all-cause death (HR 0.86, CI 0.68-1.08), MACE (MajorAd ersc Cardiac Events - cardiovascular
death, acute myocardial infarction, stroke) (HR 0.93, CI 0:74-%"15), cardiovascular death (HR 0.84, CI
0.59-1.18), acute myocardial infarction (HR 1.14, CL0,80-1.03) and stroke (HR 0.72, CI 0.49-1.06). In
a sub-study at 18 months, add-on rosiglitazone dual(theripy was non-inferior to the combination of
sulphonylurea plus metformin for lowering HbAA® lirthe final analysis at 5 years, an adjusted mean
reduction from baseline in HbA 1c of 0.14% for patients on rosiglitazone added to metformin versus an
increase of 0.17% for patients taking sulpliphiylurea added to metformin was seen during treatment
with randomised dual-combination therawy (p%£.0001 for treatment difference). An adjusted mean
reduction in HbA1c of 0.24% was seen 13t p:.tients taking rosiglitazone added to sulphonylurea,
versus a reduction in HbA1lc of 0.10% 14 patients taking metformin added to sulphonylurea,
(p=0.0083 for treatment differenca), 'theire was a significant increase in heart failure (fatal and non-
fatal) (HR 2.10, CI 1.35-3.27) a1 d baue fractures (Risk Ratio 1.57, CI 1.26-1.97) in rosiglitazone-
containing treatments compaieato active control (see sections 4.4 and 4.8). A total of 564 patients
withdrew from cardiovascfilanfellow-up, which accounted for 12.3% of rosiglitazone patients and
13% of control patientsarepsesenting 7.2% of patient-years lost for cardiovascular events follow-up
and 2.0% of patient-y¥ ars ipst for all cause mortality follow-up.

5.2 Pharmacakinetic properties

Absorptioz

Absolute bigavailability of rosiglitazone following both a 4 and an 8 mg oral dose is approximately
99%. Rousiglitazone plasma concentrations peak at around 1 hour after dosing. Plasma concentrations
ate,appror imately dose proportional over the therapeutic dose range.

Adn ‘nistration of rosiglitazone with food resulted in no change in overall exposure (AUC), although a
small decrease in C,,,x (approximately 20% to 28%) and a delay in t,,x (ca.1.75 h) were observed
compared to dosing in the fasting state. These small changes are not clinically significant and,
therefore, it is not necessary to administer rosiglitazone at any particular time in relation to meals. The
absorption of rosiglitazone is not affected by increases in gastric pH.

Distribution
The volume of distribution of rosiglitazone is approximately 14 litres in healthy volunteers. Plasma
protein binding of rosiglitazone is high (approximately 99.8%) and is not influenced by concentration
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or age. The protein binding of the major metabolite (para-hydroxy-sulphate) is very high (>99.99%).

Metabolism

Metabolism of rosiglitazone is extensive with no parent compound being excreted unchanged. The
major routes of metabolism are N-demethylation and hydroxylation, followed by conjugation with
sulphate and glucuronic acid. The contribution of the major metabolite (para-hydroxy-sulphate) to the
overall anti-diabetic activity of rosiglitazone has not been fully elucidated in man and it cannot be
ruled out that the metabolite may contribute to the activity. However, this raises no safety concern
regarding target or special populations as hepatic impairment is contraindicated and the phase III
clinical studies included a considerable number of elderly patients and patients with mild to mode ate
renal impairment.

In vitro studies demonstrate that rosiglitazone is predominantly metabolised by CYP2Cg, (vitina minor
contribution by CYP2C9.

Since there is no significant in vitro inhibition of CYP1A2, 2A6, 2C19, 2D6, 2E1, 54 o1 4A with
rosiglitazone, there is a low probability of significant metabolism-based interactior jwith substances
metabolised by these P450 enzymes. Rosiglitazone showed moderate inhibition d_ZYP2C8

(ICs0 18 uM) and low inhibition of CYP2C9 (ICso 50 uM) in vitro (see sect on 4.5). An in vivo
interaction study with warfarin indicated that rosiglitazone does not interays with CYP2C9 substrates
In Vivo.

Elimination

Total plasma clearance of rosiglitazone is around 3 I/h and the “rmiital elimination half-life of
rosiglitazone is approximately 3 to 4 hours. There is no evidenog 10r unexpected accumulation of
rosiglitazone after once or twice daily dosing. The majoroute ot excretion is the urine with
approximately two-thirds of the dose being eliminated by this route, whereas faecal elimination
accounts for approximately 25% of dose. No intact grugyis excreted in urine or faeces. The terminal
half-life for radioactivity was about 130 hours indicating that elimination of metabolites is very slow.
Accumulation of the metabolites in plasma is exbectad upon repeated dosing, especially that of the
major metabolite (para-hydroxy-sulphate)for which an 8-fold accumulation is anticipated.

Special populations
Gender: In the pooled population phariyaceiinetic analysis, there were no marked differences in the
pharmacokinetics of rosiglitazongboawes 1t males and females.

Elderly: In the pooled populatan‘phéirmacokinetic analysis, age was not found to influence the
pharmacokinetics of rosiglit..zon¢ to any significant extent.

Children and adolescefits:\?opulation pharmacokinetic analysis including 96 paediatric patients aged
10 to 18 years and weighing 35 to 178 kg suggested similar mean CL/F in children and adults.
Individual CL/F 1iathe pacdiatric population was in the same range as individual adult data. CL/F
seemed to be i7ids perident of age, but increased with weight in the paediatric population.

Hepatig i vairment: In cirrhotic patients with moderate (Child-Pugh B) hepatic impairment, unbound
Ciax and W UE were 2- and 3-fold higher than in normal subjects. The inter-subject variability was
large( witl) a 7-fold difference in unbound AUC between patients.

Rennl insufficiency: There are no clinically significant differences in the pharmacokinetics of
1esiglitazone in patients with renal impairment or end stage renal disease on chronic dialysis.

5.3 Preclinical safety data
Adverse effects observed in animal studies with possible relevance to clinical use were as follows: An
increase in plasma volume accompanied by decrease in red cell parameters and increase in heart

weight. Increases in liver weight, plasma ALT (dog only) and fat tissue were also observed. Similar
effects have been seen with other thiazolidinediones.
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In reproductive toxicity studies, administration of rosiglitazone to rats during mid-late gestation was
associated with foetal death and retarded foetal development. In addition, rosiglitazone inhibited
ovarian oestradiol and progesterone synthesis and lowered plasma levels of these hormones resulting
in effects on oestrus/menstrual cycles and fertility (see section 4.4).

In an animal model for familial adenomatous polyposis (FAP), treatment with rosiglitazone at 200
times the pharmacologically active dose increased tumour multiplicity in the colon. The relevance of
this finding is unknown. However, rosiglitazone promoted differentiation and reversal of mutagenia
changes in human colon cancer cells in vitro. In addition, rosiglitazone was not genotoxic in a bat'ery
of in vivo and in vitro genotoxicity studies and there was no evidence of colon tumours in lifetizmg
studies of rosiglitazone in two rodent species.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Sodium starch glycollate (Type A)
hypromellose

microcrystalline cellulose

lactose monohydrate

magnesium stearate.

Film coating (Opadry orange OY-L-23028):
Hypromellose 6¢P

Titanium dioxide E171

Macrogol 3000

Purified talc

Lactose monohydrate

Glycerol triacetate

Iron oxide red E172

Iron oxide yellow E172.

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4 Special p-ecautions for storage

This meaizginel product does not require any special storage conditions.

&5, [VEcure and contents of container

Craque blister packs (PVC/ aluminium). 7, 28, 56, 84, 90 or 112 film-coated tablets or 56 film-coated
{ablets, unit dose pack.

Not all pack sizes may be marketed.
6.6 Special precautions for disposal

Any unused product should be disposed of in accordance with local requirements.

24



7. MARKETING AUTHORISATION HOLDER

SmithKline Beecham Ltd, 980 Great West Road, Brentford, Middlesex, TW8 9GS, United Kingdom.

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/00/137/005-009, EU/1/00/137/014, EU/1/00/137/017

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISAT'ON
Date of first authorisation: 11 July 2000

Date of latest renewal: 11 July 2005

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the webs:t¢ o the European Medicines
Agency (EMEA) http://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

AVANDIA 8 mg film-coated tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains rosiglitazone maleate corresponding to 8 mg rosiglitazone.

Excipient
Contains lactose (approximately 209 mg).

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.

Red-brown film-coated tablets debossed with “GSK” on one side and "&"un e other side.

4.  CLINICAL PARTICULARS
4.1 Therapeutic indications
Rosiglitazone is indicated in the treatment of type 2 diabeteswmellitus:

as monotherapy
- in patients (particularly overweight patiests) ivadequately controlled by diet and exercise for
whom metformin is inappropriate because ¢ contraindications or intolerance

as dual oral therapy in combination wilh

- metformin, in patients (particulawly ¥verweight patients) with insufficient glycaemic control
despite maximal toleratedVloseof /tionotherapy with metformin

— a sulphonylurea, only in phtieits who show intolerance to metformin or for whom metformin is
contraindicated, with ireutZeiCnt glycaemic control despite monotherapy with a sulphonylurea

as triple oral therapy in Combination with
- metformin and & suiphonylurea, in patients (particularly overweight patients) with insufficient
glycaemic contro!,dispite dual oral therapy (see section 4.4).

4.2 Posology 2xd inethod of administration

Rosiglitaz: ne tnerapy is usually initiated at 4 mg/day. This dose can be increased to 8 mg/day after
eight wedks ¢ greater glycaemic control is required. In patients administered rosiglitazone in

cqamt natipn with a sulphonylurea, an increase in rosiglitazone to 8 mg/day should be undertaken
Lauviousty following appropriate clinical evaluation to assess the patient's risk of developing adverse
‘eadtions relating to fluid retention (see 4.4 and 4.8).

ilosiglitazone may be given once or twice a day.

Rosiglitazone may be taken with or without food.

Elderly (see section 4.4 Fluid retention and cardiac failure)
No dose adjustment is required in the elderly.
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Patients with renal impairment (see section 4.4 Fluid retention and cardiac failure)

No dose adjustment is required in patients with mild and moderate renal insufficiency. Limited data
are available in patients with severe renal insufficiency (creatinine clearance < 30 ml/min) and
therefore rosiglitazone should be used with caution in these patients.

Patients with hepatic impairment
Rosiglitazone should not be used in patients with hepatic impairment.

Children and adolescents

There are no data available on the use of rosiglitazone in patients under 10 years of age. For childien
aged 10 to 17 years, there are limited data on rosiglitazone as monotherapy (see sections 5.1 angss. )
The available data do not support efficacy in the paediatric population and therefore such use''s na.
recommended.

4.3 Contraindications

Use of rosiglitazone is contraindicated in patients with:

- known hypersensitivity to rosiglitazone or to any of the excipients

- cardiac failure or history of cardiac failure (NYHA class I to I¥)

- an Acute Coronary Syndrome (unstable angina, NSTEMIsand 57 EMI) (see section 4.4)
- hepatic impairment

- diabetic ketoacidosis or diabetic pre-coma.

4.4 Special warnings and precautions for uge

Fluid retention and cardiac failure

Thiazolidinediones can cause fluid retentien which may exacerbate or precipitate signs or symptoms
of congestive heart failure. Rosiglitazon, can cause dose-dependent fluid retention. The possible
contribution of fluid retention to weight\zain should be individually assessed as rapid and excessive
weight gain has been reported vernrancly as a sign of fluid retention. All patients, particularly those
receiving concurrent insulin or s ilphpnylurea therapy, those at risk for heart failure, and those with
reduced cardiac reserve, shoyia®cionitored for signs and symptoms of adverse reactions relating to
fluid retention, including weight zain and heart failure. Increased monitoring of the patient is
recommended if rosiglitazene is used in combination with metformin and insulin. Rosiglitazone
should be discontinued! if any deterioration in cardiac status occurs.

Heart failure was aizo reported more frequently in patients with a history of heart failure; oedema and
heart failure wias/aino reported more frequently in elderly patients and in patients with mild or
moderate rgmal 1ailure. Caution should be exercised in patients over 75 years because of the limited
experiénce in this patient group. Since NSAIDs and rosiglitazone are associated with fluid retention,
concomitant administration may increase the risk of oedema.

Comhination with insulin

An increased incidence of cardiac failure has been observed in clinical trials when rosiglitazone is
used in combination with insulin. Insulin and rosiglitazone are both associated with fluid retention,
concomitant administration may increase the risk of oedema and could increase the risk of ischaemic
heart disease. Insulin should only be added to established rosiglitazone therapy in exceptional cases
and under close supervision.

Myocardial Ischaemia
A retrospective analysis of data from 42 pooled short-term clinical studies indicated that treatment

with rosiglitazone may be associated with an increased risk of myocardial ischaemic events. However,
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in their entirety the available data on the risk of cardiac ischaemia are inconclusive (see section 4.8).
There are limited clinical trial data in patients with ischaemic heart disease and/or peripheral arterial
disease. Therefore, as a precaution, the use of rosiglitazone is not recommended in these patients,
particularly those with myocardial ischaemic symptoms.

Acute Coronary Syndrome (ACS)

Patients experiencing an ACS have not been studied in rosiglitazone controlled clinical trials. In view
of the potential for development of heart failure in these patients, rosiglitazone should therefore not bg
initiated in patients having an acute coronary event and it should be discontinued during the acute
phase (see section 4.3).

Monitoring of liver function

There have been rare reports of hepatocellular dysfunction during post-marketing expetigiice{see
section 4.8). There is limited experience with rosiglitazone in patients with elevated livi{t enzymes
(ALT >2.5X upper limit of normal). Therefore, liver enzymes should be checked prioito i initiation
of therapy with rosiglitazone in all patients and periodically thereafter based on clinigal judgement.
Therapy with rosiglitazone should not be initiated in patients with increased bagtlimg liver enzyme
levels (ALT >2.5X upper limit of normal) or with any other evidence of liver dis¢age. If ALT levels
are increased to >3X upper limit of normal during rosiglitazone therapy, lix>r enzyme levels should be
reassessed as soon as possible. If ALT levels remain >3X the upper limi#"8¢ nermal, therapy should be
discontinued. If any patient develops symptoms suggesting hepatic dysiyict.on, which may include
unexplained nausea, vomiting, abdominal pain, fatigue, anorexia ard/orydark urine, liver enzymes
should be checked. The decision whether to continue the patientyen vhedap y with rosiglitazone should
be guided by clinical judgement pending laboratory evaluation$ If jaundice is observed, drug therapy
should be discontinued.

Eye disorders

Post-marketing reports of new-onset or worsening d/abetic macular oedema with decreased visual
acuity have been reported with thiazolidinediones, itxsluiing rosiglitazone. Many of these patients
reported concurrent peripheral oedema. It is une ear “whether or not there is a direct association
between rosiglitazone and macular oedema but préscribers should be alert to the possibility of macular
oedema if patients report disturbances in visval acuity and appropriate ophthalmologic referral should
be considered.

Weight gain

In clinical trials with rosiglitazorle titere was evidence of dose-related weight gain, which was greater
when used in combination withyinmadin. Therefore weight should be closely monitored, given that it
may be attributable to fluid 12tenfion, which may be associated with cardiac failure.

Anaemia

Rosiglitazone treatmenuis/associated with a dose-related reduction of haemoglobin levels. In patients
with low haemogiubin levels before initiating therapy, there is an increased risk of anaemia during
treatment with/rosielitazone.

Hypoglye: emin

Patients 14ceiwing rosiglitazone in combination therapy with a sulphonylurea or with insulin, may be at
rigk for dese-related hypoglycaemia. Increased monitoring of the patient and a reduction in the dose of
he wotieomitant agent may be necessary.

yxivle oral therapy

The use of rosiglitazone in triple oral therapy, in combination with metformin and a sulphonylurea,
may be associated with increased risks for fluid retention and heart failure, as well as hypoglycaemia
(see section 4.8). Increased monitoring of the patient is recommended and adjustment of the dose of
sulphonylurea may be necessary. The decision to initiate triple oral therapy should include
consideration of the alternative to switch the patient to insulin.
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Bone disorders

Long-term studies show an increased incidence of bone fractures in patients, particularly female
patients, taking rosiglitazone (see section 4.8). The majority of the fractures have occurred in the upper
limbs and distal lower limbs. In females, this increased incidence was noted after the first year of
treatment and persisted during long-term treatment. The risk of fracture should be considered in the
care of patients, especially female patients, treated with rosiglitazone.

Others

Premenopausal women have received rosiglitazone during clinical studies. Although hormonal
imbalance has been seen in preclinical studies (see section 5.3), no significant undesirable effects
associated with menstrual disorders have been observed. As a consequence of improving insul
sensitivity, resumption of ovulation may occur in patients who are anovulatory due to insulin
resistance. Patients should be aware of the risk of pregnancy and if a patient wishes to Bagbme
pregnant or if pregnancy occurs the treatment should be discontinued (see section 4.6).

Rosiglitazone should be used with caution in patients with severe renal insufficiency(cri:atinine
clearance < 30 ml/min).

Rosiglitazone should be used with caution during concomitant administratic n of CYP2CS inhibitors
(e.g. gemfibrozil) or inducers (e.g. rifampicin). Glycaemic control shoula®ye ihonitored closely.
Rosiglitazone dose adjustment within the recommended posology or chifiges in diabetic treatment
should be considered (see section 4.5).

AVANDIA tablets contain lactose and therefore should not be “dmiistered to patients with rare
hereditary problems of galactose intolerance, the Lapp lactase detitiency or glucose-galactose
malabsorption.

4.5 Interaction with other medicinal products /Znayother forms of interaction

In vitro studies demonstrate that rosiglitazone is'oredominantly metabolised by CYP2CS, with
CYP2C9 as only a minor pathway.

Co-administration of rosiglitazone with (rem{ibrozil (an inhibitor of CYP2CS) resulted in a twofold
increase in rosiglitazone plasma concentrations. Since there is a potential for an increase in the risk of
dose-related adverse reactions, a®lecieas:;'in rosiglitazone dose may be needed. Close monitoring of
glycaemic control should be conSidcyed (see section 4.4).

Co-administration of rosiglitazon : with rifampicin (an inducer of CYP2C8) resulted in a 66% decrease
in rosiglitazone plasma cGcenwrations. It cannot be excluded that other inducers (e.g. phenytoin,
carbamazepine, phengbaryitai, St John’s wort) may also affect rosiglitazone exposure. The
rosiglitazone dose may“wecd to be increased. Close monitoring of glycaemic control should be
considered (see scution 4.4).

Clinically signif c2nt interactions with CYP2C9 substrates or inhibitors are not anticipated.
Concomiventadministration with the oral anti-diabetic agents metformin, glibenclamide and acarbose
did ni1t reguit in any clinically relevant pharmacokinetic interactions with rosiglitazone. Moderate
mgostiodof alcohol with rosiglitazone has no effect on glycaemic control.

tastlinically relevant interactions with digoxin, the CYP2C9 substrate warfarin, the CYP3A4
{ubstrates nifedipine, ethinylestradiol or norethindrone were observed after co-administration with
rosiglitazone.

4.6 Pregnancy and lactation

Rosiglitazone has been reported to cross the human placenta and to be detectable in foetal tissues.
There are no adequate data from the use of rosiglitazone in pregnant women. Studies in animals have
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shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown. Rosiglitazone
should not be used during pregnancy.

Rosiglitazone has been detected in the milk of experimental animals. It is not known whether breast-
feeding will lead to exposure of the infant to drug. Rosiglitazone should therefore not be used in
women who are breast-feeding.

4.7 Effects on ability to drive and use machines

AVANDIA has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Clinical trial data

Adverse reactions for each treatment regimen are presented below by system organ glass ‘and absolute
frequency. For dose-related adverse reactions the frequency category reflects thé higher dose of
rosiglitazone. Frequency categories do not account for other factors including var zizg study duration,
pre-existing conditions and baseline patient characteristics. Adverse reactieh frequency categories
assigned based on clinical trial experience may not reflect the frequency/GHaaverse events occurring
during normal clinical practice. Frequencies are defined as: very commud >/1/10; common > 1/100,
< 1/10; and uncommon > 1/1000, < 1/100.

Table 1 lists adverse reactions identified from an overview of Ciinicar trials involving over 5,000
rosiglitazone-treated patients. Within each system organ cla’ss, averse reactions are presented in the
table by decreasing frequency for the rosiglitazone monotheiapy treatment regimen. Within each
frequency grouping, adverse reactions are presented in ordei“of decreasing seriousness.

Table 1. The frequency of adverse reactions idantiS24 from clinical trial data

Adverse reaction Frequency of\2dverscoreaction by treatment regimen
RSG RS% + RSG + SU RSG +MET +SU
MET

Blood and the lymphatic systenzlis:"ners

anaemia Comri:on »Common | Common Common
leucopaenia N\ Common
thrombocytopaenia A Common
granulocytopaenia _| N Common

Metabolism an&nutrition disorders

hypercholesterglacritia’ | Common | Common | Common Common
hypertriglyceridderiia | Common Common
hyperlipaefniay, Common | Common | Common Common
weight ificroase Common | Common | Common Common

| incregsed appetite Common Uncommon

| hypagiyeiemia Common | Very common | Very common

wleryous system disorders
R N

{izziness* Common | Common
headache* Common

Cardiac disorders

cardiac failure? Common | Common Common
. . . *
cardiac ischaemia’ Common | Common | Common Common
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Gastrointestinal disorders

constipation | Common | Common | Common | Common

Musculoskeletal and connective tissue disorders

bone fractures® Common | Common | Common

myalgia* Common

General disorders and administration site conditions

oedema | Common | Common | Very common | Very common

RSG - Rosiglitazone monotherapy; RSG + MET - Rosiglitazone with metformin; RSG + SU
Rosiglitazone with sulphonylurea; RSG + MET + SU - Rosiglitazone with metformin and
sulphonylurea

*The frequency category for the background incidence of these events, as taken from piycebo group
data from clinical trials, is 'common'.

! Hypercholesterolaemia was reported in up to 5.3% of patients treated withsrosigiitazone
(monotherapy, dual or triple oral therapy). The elevated total cholesterol levials were associated with
increase in both LDLc and HDLc, but the ratio of total cholesterol:HDI'c svas unchanged or improved
in long term studies. Overall, these increases were generally mild to hocGendte and usually did not
require discontinuation of treatment.

? An increased incidence of heart failure has been observed whervrosiglitazone was added to treatment
regimens with a sulphonylurea (either as dual or triple therény), and appeared higher with 8 mg
rosiglitazone compared to 4 mg rosiglitazone (total daily aascy: The incidence of heart failure on triple
oral therapy was 1.4% in the main double blind studv..compared to 0.4% for metformin plus
sulphonylurea dual therapy. The incidence of heart {ailuiz in combination with insulin (rosiglitazone
added to established insulin therapy) was 2.4%, gompared to insulin alone, 1.1%. Moreover in patients
with congestive heart failure NYHA class I-1I, a‘zlacebo-controlled one-year trial demonstrated
worsening or possible worsening of heart 1»lure in'6.4% of patients treated with rosiglitazone,
compared with 3.5% on placebo.

3 In a retrospective analysis of data from\t2 pooled short-term clinical studies, the overall incidence of
events typically associated with czudiaasischaemia was higher for rosiglitazone containing regimens,
2.00% versus combined active axd placebo comparators, 1.53% [hazard ratio (HR) 1.30 (95%
confidence interval (CI) 1.0¢% -%,.09)]. This risk was increased when rosiglitazone was added to
established insulin and in Gatients receiving nitrates for known ischaemic heart disease. In an update to
this retrospective analysis taat included 10 further studies that met the criteria for inclusion, but were
not available at the ti®t e of the original analysis, the overall incidence of events typically associated
with cardiac iscliaemia was not statistically different for rosiglitazone containing regimens, 2.21%
versus combined,ackive and placebo comparators, 2.08% [HR 1.098 (95% CI 0.809 - 1.354)]. In a
prospective ca dioyescular outcomes study (mean follow-up 5.5 years) the primary endpoint events of
cardiovascyiias,avath or hospitalisation were similar between rosiglitazone and active comparators [HR
0.99 (93% &1 0.35 - 1.16)]. Two other long-term prospective randomised controlled clinical trials
(9,620 patiants, study duration >3 years in each study), comparing rosiglitazone to some other
approyed ral antidiabetic agents or placebo, have not confirmed or excluded the potential risk of
caxdiae 1schaemia. In their entirety, the available data on the risk of cardiac ischaemia are

inco)iclusive.

“Long-term studies show an increased incidence of bone fracture in patients, particularly female
patients, taking rosiglitazone. In a monotherapy study, the incidence in females for rosiglitazone was
9.3% (2.7 patients per 100 patient years) vs 5.1% (1.5 patients per 100 patient years) for metformin or
3.5% (1.3 patients per 100 patient years) for glibenclamide. In another long-term study, there was an
increased incidence of bone fracture for subjects in the combined rosiglitazone group compared to
active control [8.3% vs 5.3%, Risk ratio 1.57 (95% CI 1.26 - 1.97)]. The risk of fracture appeared to
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be higher in females relative to control [11.5% vs 6.3%, Risk ratio 1.82 (95% CI 1.37 - 2.41)], than in
males relative to control [5.3% vs 4.3%, Risk ratio 1.23 (95% CI 0.85 - 1.77)]. Additional data are
necessary to determine whether there is an increased risk of fracture in males after a longer period of
follow-up. The majority of the fractures were reported in the upper limbs and distal lower limbs (see
section 4.4).

In double-blind clinical trials with rosiglitazone the incidence of elevations of ALT greater than three
times the upper limit of normal was equal to placebo (0.2%) and less than that of the active
comparators (0.5% metformin/sulphonylureas). The incidence of all adverse events relating to liver
and biliary systems was < 1.5% in any treatment group and similar to placebo.

Post-marketing data

In addition to the adverse reactions identified from clinical trial data, the adverse reaction prosented
in Table 2 have been identified in post approval use of rosiglitazone. Frequencies are dcfincd, as: rare
>1/10,000, <1/1000 and very rare <1/10,000 including isolated reports.

Table 2. The frequency of adverse reactions identified from post-marketing d.a»

Adverse reaction | 1requency

Metabolism and nutrition disorders

rapid and excessive weight gain __ _' Very rare

Immune system disorders (see Skin and subcutaneous tissyesdisarders)

anaphylactic reaction A" | Very rare
Eye disorders N
macular oedema | Rare

Cardiac disorders

congestive heart failure/pulmonary oedema %, | Rare

Hepatobiliary disorders

hepatic dysfunction, primarily eVidenced by elevated hepatic enzymes’ | Rare

Skin and subcutaneous tisszzcaiveiders (see Immune system disorders)

angioedema Very rare

skin reactions (e.g. urticaria, pruritus, rash) Very rare

>Rare cases of elevate'] liver enzymes and hepatocellular dysfunction have been reported. In very rare
cases a fatal outqome haygoeen reported.

4.9 Overdase

Limitedi daia arc available with regard to overdose in humans. In clinical studies in volunteers
rosiglitazone has been administered at single oral doses of up to 20 mg and was well tolerated.

I theevent of an overdose, it is recommended that appropriate supportive treatment should be
mitidted, as dictated by the patient's clinical status. Rosiglitazone is highly protein bound and is not
cweired by haemodialysis.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: oral blood glucose lowering drugs, thiazolidinediones, ATC code: A10
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Rosiglitazone is a selective agonist at the PPARy (peroxisomal proliferator activated receptor gamma)
nuclear receptor and is a member of the thiazolidinedione class of anti-diabetic agents. It reduces
glycaemia by reducing insulin resistance at adipose tissue, skeletal muscle and liver.

Preclinical data

The antihyperglycaemic activity of rosiglitazone has been demonstrated in a number of animal models
of type 2 diabetes. In addition, rosiglitazone preserved B-cell function as shown by increased
pancreatic islet mass and insulin content and prevented the development of overt hyperglycaemia’n
animal models of type 2 diabetes. Rosiglitazone did not stimulate pancreatic insulin secretion st
induce hypoglycaemia in rats and mice. The major metabolite (para-hydroxy-sulphate) with hich
affinity to the soluble human PPARY, exhibited relatively high potency in a glucose tolemfice wssay in
obese mouse. The clinical relevance of this observation has not been fully elucidated.

Clinical trials data

The glucose lowering effects observed with rosiglitazone are gradual in onset w(th i)zar maximal
reductions in fasting plasma glucose (FPG) evident following approximately 8 wiaks of therapy. The
improved glycaemic control is associated with reductions in both fasting a1 post-prandial glucose.

Rosiglitazone was associated with increases in weight. In mechanistie, suédiss, the weight increase was
predominantly shown to be due to increased subcutaneous fat with ({ecrpased visceral and intra-hepatic
fat.

Consistent with the mechanism of action, rosiglitazone redyceatinsulin resistance and improved
pancreatic B-cell function. Improved glycaemic control was alss associated with significant decreases
in free fatty acids. As a consequence of different but complementary mechanisms of action, dual oral
therapy of rosiglitazone with a sulphonylurea or me/roriin resulted in additive effects on glycaemic
control in type 2 diabetic patients.

In studies with a maximal duration of three yeat:, rosiglitazone given once or twice daily produced a
sustained improvement in glycaemic contrgl (FPG'and HbAlc). A more pronounced glucose-lowering
effect was observed in obese patients. An.euwome study has not been completed with rosiglitazone,
therefore the long-term benefits associat:d with improved glycaemic control have not been
demonstrated.

An active controlled clinical tria’ (ropiglitazone up to 8 mg daily or metformin up to 2,000 mg daily)
of 24 weeks duration was pepfomied’in 197 children (10-17 years of age) with type 2 diabetes.
Improvement in HbAlc frer bas:line achieved statistical significance only in the metformin group.
Rosiglitazone failed to dernonstrate non-inferiority to metformin. Following rosiglitazone treatment,
there were no new safi’ty ¢oncerns noted in children compared to adult patients with type 2 diabetes
mellitus. No long-term &fficacy and safety data are available in paediatric patients.

ADOPT (A Dijabites Outcome Progression Trial) was a multicentre, double-blind, controlled trial with
a treatmentsura ion of 4-6 years (median duration of 4 years), in which rosiglitazone at doses of 4 to
8 mg/day“as cempared to metformin (500 mg to 2000 mg/day) and glibenclamide (2.5 to 15 mg/day)
in 4351,amg haive subjects recently diagnosed (<3 years) with type 2 diabetes. Rosiglitazone
treatrent significantly reduced the risk of reaching monotherapy failure (FPG>10.0 mmol/L) by 63%
mlative o glibenclamide (HR 0.37, CI 0.30-0.45) and by 32% relative to metformin (HR 0.68,

C1 0p55-0.85) during the course of the study (up to 72 months of treatment). This translates to a
cemiulative incidence of treatment failure of 10.3% for rosiglitazone, 14.8% for metformin and 23.3%
1or glibenclamide treated patients. Overall, 43%, 47% and 42% of subjects in the rosiglitazone,
glibenclamide and metformin groups respectively withdrew due to reasons other than monotherapy
failure. The impact of these findings on disease progression or on microvascular or macrovascular
outcomes has not been determined (see section 4.8). In this study, the adverse events observed were
consistent with the known adverse event profile for each of the treatments, including continuing
weight gain with rosiglitazone. An additional observation of an increased incidence of bone fractures
was seen in women with rosiglitazone (see sections 4.4 and 4.8).
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The RECORD (Rosiglitazone Evaluated for Cardiac Outcomes and Regulation of glycaemia in
Diabetes) trial was a large (4,447 subjects), open-label, prospective, controlled study (mean follow-up
5.5 years) in which patients with type 2 diabetes inadequately controlled with metformin or
sulphonylurea were randomised to add-on rosiglitazone or metformin or sulphonylurea. The mean
duration of diabetes in these patients was approximately 7 years. The adjudicated primary endpoint
was cardiovascular hospitalisation (which included hospitalisations for heart failure) or cardiovascular
death. Mean doses at the end of randomised treatment are shown in the following table:

Randomised Treatmentt Mean (SD) dose at end of randomised treatment

Rosiglitazone (either SU or metformin) 6.7 (1.9) mg N

Sulphonylurea (background metformin) - 2N |
Glimepiride* 3.6 (1.8) mg \

Metformin (background sulphonylurea) 1995.5 (682.6) mg

*Similar relative effective doses (i.e approximately half maximal dose) for other“zulphonylureas
(glibenclamide and glicazide).

1 Patients who took designated treatment as randomised in combination with th got *ect background
treatment and with evaluable data.

No difference in the number of adjudicated primary endpoint events for' rgsiglitazone (321/2220)
versus active control (323/2227) (HR 0.99, CI 0.85-1.16) was obsery/d, \netcting the pre-defined non-
inferiority criterion of 1.20 (non-inferiority p = 0.02). HR and CI fc: ke) ‘secondary endpoints were:
all-cause death (HR 0.86, CI 0.68-1.08), MACE (Major Adverst: Cardiag/cvents - cardiovascular
death, acute myocardial infarction, stroke) (HR 0.93, CI 0.74-1.1%), cardiovascular death (HR 0.84, CI
0.59-1.18), acute myocardial infarction (HR 1.14, CI 0.20-1.63)and stroke (HR 0.72, CI 0.49-1.06). In
a sub-study at 18 months, add-on rosiglitazone dual therapy was non-inferior to the combination of
sulphonylurea plus metformin for lowering HbA lc. In.the final analysis at 5 years, an adjusted mean
reduction from baseline in HbA1c of 0.14% for patints Hn rosiglitazone added to metformin versus an
increase of 0.17% for patients taking sulphonylufCyadded to metformin was seen during treatment
with randomised dual-combination therapy (p<t:Q001 for treatment difference). An adjusted mean
reduction in HbA1c of 0.24% was seen foijiatients taking rosiglitazone added to sulphonylurea,
versus a reduction in HbAlc of 0.10% feepatianits taking metformin added to sulphonylurea,
(p=0.0083 for treatment difference). Theie wis a significant increase in heart failure (fatal and non-
fatal) (HR 2.10, CI 1.35-3.27) and hone xactures (Risk Ratio 1.57, CI 1.26-1.97) in rosiglitazone-
containing treatments compared fehaciiwd control (see sections 4.4 and 4.8). A total of 564 patients
withdrew from cardiovascular f¢!low ap, which accounted for 12.3% of rosiglitazone patients and
13% of control patients; reprisenting 7.2% of patient-years lost for cardiovascular events follow-up
and 2.0% of patient-years (osifor all cause mortality follow-up.

5.2 Pharmacokiné¢ ic p operties

Absorption

Absolute bioafraiiapility of rosiglitazone following both a 4 and an 8 mg oral dose is approximately
99%. Rosigiitazore plasma concentrations peak at around 1 hour after dosing. Plasma concentrations
are appraxumately dose proportional over the therapeutic dose range.

Admiaistration of rosiglitazone with food resulted in no change in overall exposure (AUC), although a
shalivdecrease in Cy,.x (approximately 20% to 28%) and a delay in t,.x (ca.1.75 h) were observed
~ompared to dosing in the fasting state. These small changes are not clinically significant and,
therefore, it is not necessary to administer rosiglitazone at any particular time in relation to meals. The
«bsorption of rosiglitazone is not affected by increases in gastric pH.

Distribution

The volume of distribution of rosiglitazone is approximately 14 litres in healthy volunteers. Plasma
protein binding of rosiglitazone is high (approximately 99.8%) and is not influenced by concentration
or age. The protein binding of the major metabolite (para-hydroxy-sulphate) is very high (>99.99%).
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Metabolism

Metabolism of rosiglitazone is extensive with no parent compound being excreted unchanged. The
major routes of metabolism are N-demethylation and hydroxylation, followed by conjugation with
sulphate and glucuronic acid. The contribution of the major metabolite (para-hydroxy-sulphate) to the
overall anti-diabetic activity of rosiglitazone has not been fully elucidated in man and it cannot be
ruled out that the metabolite may contribute to the activity. However, this raises no safety concern
regarding target or special populations as hepatic impairment is contraindicated and the phase III
clinical studies included a considerable number of elderly patients and patients with mild to moderate
renal impairment.

In vitro studies demonstrate that rosiglitazone is predominantly metabolised by CYP2C8, withsaunihor
contribution by CYP2C9.

Since there is no significant in vitro inhibition of CYP1A2, 2A6, 2C19, 2D6, 2E1, 3A 3¢ 44, with
rosiglitazone, there is a low probability of significant metabolism-based interactions with Sdbstances
metabolised by these P450 enzymes. Rosiglitazone showed moderate inhibition of GYPJ T8

(ICsp 18 uM) and low inhibition of CYP2C9 (ICs, 50 uM) in vitro (see section 4.5/3An in vivo
interaction study with warfarin indicated that rosiglitazone does not interact with (3 P2C9 substrates
in vivo.

Elimination

Total plasma clearance of rosiglitazone is around 3 I/h and the term/nai‘zlimination half-life of
rosiglitazone is approximately 3 to 4 hours. There is no evidencesforw=tx hected accumulation of
rosiglitazone after once or twice daily dosing. The major route":f exoretion is the urine with
approximately two-thirds of the dose being eliminated by this o, whereas faecal elimination
accounts for approximately 25% of dose. No intact drug %s ¢xcreted in urine or faeces. The terminal
half-life for radioactivity was about 130 hours indicating tha%elimination of metabolites is very slow.
Accumulation of the metabolites in plasma is expected yoon repeated dosing, especially that of the
major metabolite (para-hydroxy-sulphate) for which'an £-fold accumulation is anticipated.

Special populations
Gender: In the pooled population pharmacOkinetic analysis, there were no marked differences in the
pharmacokinetics of rosiglitazone betwe:n nfales and females.

Elderly: In the pooled populatiofiphasms cokinetic analysis, age was not found to influence the
pharmacokinetics of rosiglitazor’e toyany significant extent.

Children and adolescents: P{nula‘ion pharmacokinetic analysis including 96 paediatric patients aged
10 to 18 years and weighii\g 35 to 178 kg suggested similar mean CL/F in children and adults.
Individual CL/F in the/paddiatric population was in the same range as individual adult data. CL/F
seemed to be independentOf age, but increased with weight in the paediatric population.

Hepatic impairingat: In cirrhotic patients with moderate (Child-Pugh B) hepatic impairment, unbound
Ciax and ALIC vier: 2- and 3-fold higher than in normal subjects. The inter-subject variability was

large, with a 7-%ld difference in unbound AUC between patients.

Renal ins¢fiiciency: There are no clinically significant differences in the pharmacokinetics of
Yasiglitezone in patients with renal impairment or end stage renal disease on chronic dialysis.

24 Preclinical safety data

Adverse effects observed in animal studies with possible relevance to clinical use were as follows: An
increase in plasma volume accompanied by decrease in red cell parameters and increase in heart
weight. Increases in liver weight, plasma ALT (dog only) and fat tissue were also observed. Similar

effects have been seen with other thiazolidinediones.

In reproductive toxicity studies, administration of rosiglitazone to rats during mid-late gestation was
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associated with foetal death and retarded foetal development. In addition, rosiglitazone inhibited
ovarian oestradiol and progesterone synthesis and lowered plasma levels of these hormones resulting
in effects on oestrus/menstrual cycles and fertility (see section 4.4).

In an animal model for familial adenomatous polyposis (FAP), treatment with rosiglitazone at 200
times the pharmacologically active dose increased tumour multiplicity in the colon. The relevance of
this finding is unknown. However, rosiglitazone promoted differentiation and reversal of mutagenic
changes in human colon cancer cells in vitro. In addition, rosiglitazone was not genotoxic in a battery,
of in vivo and in vitro genotoxicity studies and there was no evidence of colon tumours in lifetime
studies of rosiglitazone in two rodent species.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core:

Sodium starch glycollate (Type A)

hypromellose

microcrystalline cellulose

lactose monohydrate

magnesium stearate.

Film coating (Opadry pink OY-L-24803):

Hypromellose 6¢P

Titanium dioxide E171

Macrogol 3000

Lactose monohydrate

Glycerol triacetate

Iron oxide red E172.

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4 Special precaufiony tur storage

This medicinal préduct does not require any special storage conditions.

6.5 Nature al\d/contents of container

Opaque, tlister packs (PVC/ aluminium). 7, 28, 84, 90 or 112 film-coated tablets.

Notwali'pick sizes may be marketed.

L& Special precautions for disposal

Any unused product should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

SmithKline Beecham Ltd, 980 Great West Road, Brentford, Middlesex, TW8 9GS, United Kingdom.
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/00/137/010-012, EU/1/00/137/015, EU/1/00/137/018

9.  DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 11 July 2000

Date of latest renewal: 11 July 2005

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the Eutgpein Medicines
Agency(EMEA) http://www.ema.europa.eu
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A.  MANUFACTURING AUTHORISATION HOLDER(S) RESPONSIBLE FOR BATCH
RELEASE

Name and address of the manufacturer(s) responsible for batch release

Glaxo Wellcome Production
Z.1. Du Terras

53100 Mayenne

France

or
Glaxo Wellcome S.A.

Avenida de Extremadura 3

09400 Aranda de Duero

Burgos

Spain

The printed package leaflet of the medicinal product must state the name a=d address of the
manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OF THE MARKETING AUTHORISAZTION

. CONDITIONS OR RESTRICTIONS REGARDITG SUPPLY AND USE IMPOSED ON
THE MARKETING AUTHORISATION HOLQER

Medicinal product subject to medical prescription.

J CONDITIONS OR RESTRICTIONS “VITyI REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAx: PRODUCT

Not applicable.
o OTHER CONDITIONS

Pharmacovigilance system

The Marketing Authorisatian Holder (MAH) must ensure that the system of pharmacovigilance, as
described in version 7(2 pipsented in Module 1.8.1. of the Marketing Authorisation, is in place and
functioning befare and Wiilst the product is on the market.

Risk Managenien.2lan

The MA R zominits to performing the studies and additional pharmacovigilance activities detailed in
the Phasnincovigilance Plan, as agreed in version 4 of the Risk Management Plan (RMP) presented in
Modtle 118.2. of the Marketing Authorisation and any subsequent updates of the RMP agreed by the
CHRNP.

Awper the CHMP Guideline on Risk Management Systems for medicinal products for human use, any
1 pdated RMP should be submitted at the same time as the following Periodic Safety Update Report
(PSUR).

In addition, an updated RMP should be submitted:

—  When new information is received that may impact on the current Safety Specification,
Pharmacovigilance Plan or risk minimisation activities

—  Within 60 days of an important (pharmacovigilance or risk minimisation) milestone being reached
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— At the request of the EMEA.
PSURs

Following the renewal of the Marketing Authorisation, the Marketing Authorisation Holder will
submit yearly PSURs unless otherwise decided by the CHMP.
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

AVANDIA 2 mg film-coated tablets
rosiglitazone

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains rosiglitazone maleate corresponding to 2 mg rosiglitazone

3. LIST OF EXCIPIENTS

Contains lactose, see leaflet for further information

4. PHARMACEUTICAL FORM AND CONTENTS

56 film-coated tablets

112 film-coated tablets

168 film-coated tablets

180 film-coated tablets

56 film-coated tablets, unit dose pack

5. METHOD AND ROUTE(S) OF AD MINISTRATION

For oral use
Read the package leaflet before (ise
Use only as directed by youn/dottor

OF THE T EACEAND SIGHT OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the feah and sight of children

[ 7. (OTHER SPECIAL WARNING(S), IF NECESSARY

[ %/ EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER AN

SmithKline Beecham Ltd

980 Great West Road
Brentford, Middlesex TW8 9GS
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/00/137/002 56 tablets
EU/1/00/137/003 112 tablets
EU/1/00/137/013 168 tablets
EU/1/00/137/016 180 tablets
EU/1/00/137/004 56 tablet unit dose pack

13. BATCH NUMBER

LOT

14.  GENERAL CLASSIFICATION,ZO:SUPPLY

Medicinal product subject to medical préscription.

[ 15.  INSTRUCTIONS OK USE_ |

[16.  INFORMATIUN JN BRAILLE |

avandia 2 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

AVANDIA 2 mg tablets
rosiglitazone

2. NAME OF THE MARKETING AUTHORISATION HOLDER N\

SmithKline Beecham Ltd

3. EXPIRY DATE

EXP

4. BATCH NUMBER

LOT

5.  OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

AVANDIA 4 mg film-coated tablets
rosiglitazone

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains rosiglitazone maleate corresponding to 4 mg rosiglitazone

3. LIST OF EXCIPIENTS

Contains lactose, see leaflet for further information

4. PHARMACEUTICAL FORM AND CONTENTS

7 film-coated tablets

28 film-coated tablets

56 film-coated tablets

84 film-coated tablets

90 film-coated tablets

112 film-coated tablets

56 film-coated tablets, unit dose pack

5. METHOD AND ROUTE:S) QE'ADMINISTRATION

For oral use
Read the package leaflet bfcse rise
Use only as directed by.szous doctor

OF THZ XEACH AND SIGHT OF CHILDREN

6. SPECIAZSWARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep outo1tthe reach and sight of children

[ 7.\, "OTHER SPECIAL WARNING(S), IF NECESSARY

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

SmithKline Beecham Ltd

980 Great West Road
Brentford, Middlesex TW8 9GS
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/00/137/005 7 tablets
EU/1/00/137/006 28 tablets
EU/1/00/137/007 56 tablets
EU/1/00/137/014 84 tablets
EU/1/00/137/017 90 tablets
EU/1/00/137/008 112 tablets
EU/1/00/137/009 56 tablet unit dose pack

13. BATCH NUMBER

LOT

14.  GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to meaisargrescription

| 15. INSTRUCTIONS Q1L USE

| 16. INFORMATION®N BRAILLE

avandia 4 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

AVANDIA 4 mg tablets
rosiglitazone

2. NAME OF THE MARKETING AUTHORISATION HOLDER

SmithKline Beecham Ltd

3. EXPIRY DATE

EXP

4. BATCH NUMBER

LOT

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

AVANDIA 8 mg film-coated tablets
rosiglitazone

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains rosiglitazone maleate corresponding to 8 mg rosiglitazone

3. LIST OF EXCIPIENTS

Contains lactose, see leaflet for further information

4. PHARMACEUTICAL FORM AND CONTENTS

7 film-coated tablets
28 film-coated tablets
84 film-coated tablets
90 film-coated tablets
112 film-coated tablets

5. METHOD AND ROUTE(S) OF AD MINISTRATION

For oral use
Read the package leaflet before (ise
Use only as directed by youn/dottor

OF THE T EACEAND SIGHT OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the feah and sight of children

[ 7. (OTHER SPECIAL WARNING(S), IF NECESSARY

[ %/ EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER AN

SmithKline Beecham Ltd

980 Great West Road
Brentford, Middlesex TW8 9GS
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/00/137/010 7 tablets
EU/1/00/137/011 28 tablets
EU/1/00/137/015 84 tablets
EU/1/00/137/018 90 tablets
EU/1/00/137/012 112 tablets

13. BATCH NUMBER

LOT

14.  GENERAL CLASSIFICATION,ZO:SUPPLY

Medicinal product subject to medical prégeription

[ 15.  INSTRUCTIONS OK USE_ |

[16.  INFORMATIUN JN BRAILLE |

avandia 8 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

AVANDIA 8 mg tablets
rosiglitazone

2. NAME OF THE MARKETING AUTHORISATION HOLDER

SmithKline Beecham Ltd

3. EXPIRY DATE

EXP

4. BATCH NUMBER

LOT

5. OTHER
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PACKAGE LEAFLET: INFORMATION FOR THE USER

AVANDIA 2 mg film-coated tablets

AVANDIA 4 mg film-coated tablets

AVANDIA 8 mg film-coated tablets
rosiglitazone

Read all of this leaflet carefully before you start taking this medicine.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you. Do not pass it on to others. It may harm thezim, c%en
if their symptoms are the same as yours.

- If any of the side effects gets serious, or if you notice any side effects nowlistod in this
leaflet, tell your doctor or pharmacist.

In this leaflet:

What Avandia is and what it is used for
Before you take Avandia

How to take Avandia

Possible side effects

How to store Avandia

Further information

AR o e

1. WHAT AVANDIA IS AND WHAT IT IS USERQ FQR

Avandia is used to treat type 2 diabetes. People viitnsype 2 diabetes either don’t make enough
insulin (a hormone that controls blood sugar levels),“ar don’t respond normally to the insulin their
body makes. Avandia helps to reduce your bloed sugar towards a normal level, by helping your body
make better use of the insulin it produces.

Avandia can be used alone or in combiniitioriwith other medicines to treat diabetes (such as
metformin or a sulphonylurea).

2. BEFORE YOU TAKFE=A VANDIA

To help manage your diabates, 1t is important that you follow any diet and lifestyle advice from your
doctor as well as taking Avaiidia.

Don’t take Avandia:
o if ydu /axve allergic (hypersensitive) to rosiglitazone or any of the other ingredients of
Asanc:ia/(listed in Section 6)
¢ _i.yvou'have had a heart attack or severe angina, that’s being treated in hospital
#= 1fyou have heart failure, or have had heart failure in the past
.f you have liver disease

& if you have had diabetic ketoacidosis (a complication of diabetes causing rapid weight
loss, nausea or vomiting)

:» Check with your doctor if you think any of these apply to you. Don’t take Avandia.
Take special care with Avandia
Avandia is not recommended for people aged under 18, as the effectiveness in children has not

been shown.
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If you have been diagnosed with angina (chest pain), or peripheral arterial disease (reduced blood
flow to the legs):

=  Check with your doctor, as Avandia may not be suitable for you.

Conditions to look out for

Avandia and other medicines for diabetes can make some existing conditions worse, or cause serious
side effects. You must look out for certain symptoms while you are taking Avandia, to reduce the risk
of any problems. See ‘Conditions you need to look out for’ in Section 4.

Ovulation may restart

Women who are infertile due to a condition affecting their ovaries (such as Polycystic Ovaria)
Syndrome), may start ovulating again when they start taking Avandia. If this applies to 3014 %se
appropriate contraception to avoid the possibility of an unplanned pregnancy (see ‘Pregneaacy and
breast-feeding’ later in Section 2).

Taking other medicines

Tell your doctor or pharmacist if you are taking any other medicines, if you’ve taller any recently, or
if you start taking new ones. This includes herbal medicines and other medifines you bought without a
prescription.

Certain medicines are especially likely to affect the amount of sugariiawvoir blood:

e gemfibrozil (used to lower cholesterol)

e rifampicin (used to treat tuberculosis and other infections)

=> Tell a doctor or pharmacist if you are taking any of/titest Your blood sugar will be checked,
and your dose of Avandia may need to be changed.

Pregnancy and breast-feeding
e Avandia is not recommended during pregnaicy. If you are pregnant or could be pregnant, tell
your doctor.

e Don’t breast-feed while you are taking *Avandia. The ingredients may pass into breast milk and so
may harm your baby.

Driving and using machines
This medicine should not affect Foupability to drive or use machines.

Avandia contains lactose

Avandia tablets contain a¥ maii"amount of lactose. Patients who are intolerant to lactose or have a rare
hereditary problem of Gaiactuse intolerance, the Lapp lactase deficiency, or glucose-galactose
malabsorption should nat/iake this medicine.

3. HOW.1(: TAKE AVANDIA

Always tkevAvandia tablets exactly as your doctor has told you. Do not take more than the
recoriimended dose. Check with your doctor or pharmacist if you are not sure.

‘dow niuch to take
The'usual starting dose is 4 mg a day. This can be taken as one 4 mg tablet once a day, or as one

g

7) mg tablet taken twice a day.

After about 8 weeks your doctor may need to increase your dose. The maximum dose is 8 mg of
Avandia a day.

How to take
Swallow the tablets with some water. You can take Avandia with or without food.
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Take your tablets around the same time every day and follow any dietary advice that your doctor has
given you.

If you take more Avandia than you should
If you accidentally take too many tablets, contact your doctor or pharmacist for advice.

If you forget to take Avandia
Don’t take extra tablets to make up for a missed dose. Just take your next dose at the usual time.

Don’t stop taking Avandia
Take Avandia for as long as your doctor recommends. If you stop taking Avandia, your blooa sug: r
will not be controlled, and you may become unwell. Talk to your doctor if you want to Stap.

4. POSSIBLE SIDE EFFECTS
Like all medicines, Avandia can cause side effects, but not everybody gets them.
Conditions you need to look out for

Allergic reactions: These are very rare in people taking Avandia. Signyinclude:

e raised and itchy rash (hives)

e swelling, sometimes of the face or mouth (angioedema), cacsing’ditficulty in breathing

e collapse.

=  Contact a doctor immediately if you get any of tiescwy’mptoms. Stop taking Avandia.

Fluid retention and heart failure: Avandia can cajise you to retain water (fluid retention) which

leads to swelling and weight gain. Extra body flid dandmake some existing heart problems worse or

lead to heart failure. This is more likely if you &2 alse taking other medicines for your diabetes (like

insulin), if you have kidney problems, or i¥ou arcrover 65. Check your weight regularly; if it goes

up rapidly, tell your doctor. Symptomsaf 1mart failure include:

shortness of breath, waking up short'af bj zath at night

getting tired easily after light physicyl activity such as walking

rapid increase in your weight

swollen ankles or feet.

=> Tell your doctor as soo/t asyossible if you get any of these symptoms - either for the first time or
if they get worse.

Low blood sugar (hy; oglycaemia): If you are taking Avandia with other medicines for diabetes, it is
more likely that%our bload sugar could fall below the normal level. Early symptoms of low blood
sugar are:

o shaking sivc ating, faintness
o nervbudaess, palpitations
. hunger.

The séverity can increase, leading to confusion and loss of consciousness.
= our doctor as soon as possible if you get any of these symptoms. The dose of your
mudicines may need to be reduced.

Liver problems: Before you start taking Avandia you will have a blood sample taken to check your
aver function. This check may be repeated at intervals. These may be signs of liver problems:

e nausea and vomiting

e stomach (abdominal) pain

e loss of appetite

e dark-coloured urine.

=> Tell your doctor as soon as possible if you get these symptoms.
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Eye problems: Swelling of the retina at the back of the eye which can cause blurred vision (macular
oedema) can be a problem for people with diabetes. New or worse cases of macular oedema have
occurred on rare occasions in people taking Avandia and similar medicines.

= Discuss with your doctor any concerns about your eyesight.

Broken bones: Bone fractures can occur in people with diabetes. The chances of this happening may
be higher in people, particularly women, taking Avandia for more than one year. The most common
are breaks in feet, hands and arms.

Common side effects
These may affect up to 1 in 10 people:
e chest pain (angina)
broken bones
reduction in blood count (anaemia)
small increases in blood cholesterol, increased amount of fats in the blood
increased weight, increased appetite
constipation
swelling (oedema) due to water retention.

Rare side effects
These may affect up to 1 in 1,000 people:
e fluid in the lungs (pulmonary oedema) causing breathlebsness
e heart failure
e swelling of the retina at the back of the eye (masulcr oellema)
o liver doesn’t function as well as it should (increasenin liver enzymes).

Very rare side effects
These may affect up to 1 in 10,000 people:

e allergic reactions
e rapid and excessive weight gain caused by fluid retention.

If you get side effects
=> Tell your doctor or pharmacist,if iny of the side effects listed gets severe or troublesome, or if

you notice any side effects 0t ligted in this leaflet.
5. HOW TO STORE' AVANDIA
Keep out of the reach andight of children.
Do not use Avancia after the expiry date shown on the pack.
This medivine does not require any special storage conditions.

Ifiyot havie any unwanted tablets, don’t put them in waste water or household rubbish. Ask your
Phatmavist how to dispose of tablets you don’t need. This will help to protect the environment.
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6. FURTHER INFORMATION

What Avandia contains
The active substance is rosiglitazone. Avandia tablets come in different strengths. Each tablet contains
either: 2 mg, 4 mg or 8 mg rosiglitazone.

The other ingredients are: sodium starch glycollate (Type A), hypromellose, hypromellose 6¢P,
microcrystalline cellulose, lactose monohydrate, magnesium stearate, titanium dioxide (E171),
macrogol 3000, glycerol triacetate and iron oxide red (E172). The 4 mg tablet also contains purificd
talc and iron oxide yellow (E172).

What Avandia looks like and contents of the pack

Avandia 2 mg tablets are pink and marked "GSK" on one side and "2" on the other. Thtthbless are
provided in blister packs containing 56, 112, 168 or 180 film-coated tablets or 56 film-aied tablets in
a unit dose pack.

Avandia 4 mg tablets are orange, marked "GSK" on one side and "4" on the other."The jablets are
provided in blister packs containing 7, 28, 56, 84, 90 or 112 film-coated tablets /r /4 tilm-coated
tablets in a unit dose pack.

Avandia 8 mg tablets are red-brown, marked "GSK" on one side and "8" e:: the other. The tablets are
provided in blister packs containing 7, 28, 84, 90 or 112 film-coated tab!cu:

Not all pack sizes or tablet strengths may be available in your country.

Marketing Authorisation Holder: SmithKline Beecham Ltd,“:80 Creat West Road, Brentford,
Middlesex, TW8 9GS, United Kingdom.

Manufacturer: Glaxo Wellcome Production, ZI du Terras, §3100 Mayenne, France.
or

Glaxo Wellcome S.A., Avenida de Extremadura 5309400 Aranda de Duero, Burgos, Spain.
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For any information about this medicinal product, please contact the local representative of the
Marketing Authorisation Holder.

Belgié/Belgique/Belgien Luxembourg/Luxemburg
GlaxoSmithKline s.a./n.v. GlaxoSmithKline s.a./n.v.
Tél/Tel: + 32 (0)2 656 21 11 Belgique/Belgien

Tél/Tel: + 32 (0)2 656 21 11
bnarapus Magyarorszag
I'nakcoCmutKinaitn EOO/] GlaxoSmithKline Kft.
Ten.: + 359295310 34 Tel.: +36 1225 5300
Ceska republika Malta
GlaxoSmithKline s.r.o. GlaxoSmithKline Malta
Tel: + 420222 001 111 Tel: + 356 21 238131
gsk.czmail@gsk.com
Danmark Nederland
GlaxoSmithKline Pharma A/S GlaxoSmithKline BV
TIf: +45 36 3591 00 Tel: + 31 (0)30 6926190
dk-info@gsk.com nlinfo@gsk.com
Deutschland Norge
GlaxoSmithKline GmbH & Co. KG GlaxoSmiwaKlirie AS
Tel.: + 49 (0)89 36044 8701 TIf: + 472270 20 00
produkt.info@gsk.com firmapoat@,gsk.no
Eesti Usierreich
GlaxoSmithKline Eesti OU GlakoSmithKline Pharma GmbH
Tel: + 372 6676 900 Tel: +43 (0)1 970750
estonia@gsk.com at.info@gsk.com
EApLGoa Polska
GlaxoSmithKline A.E.B.E. GSK Commercial Sp. z o.0.
TnA: + 30210 68 82 100 Tel.: + 48 (0)22 576 9000
Espaia Portugal
GlaxoSmithKline, S.A. GlaxoSmithKline — Produtos Farmacéuticos, Lda
Tel: + 34 902 202 700 Tel: + 351 21 412 95 00
es-ci@gsk.com FL.PT@gsk.com
France Rominia
Laboratoire Glax,SmithKline GlaxoSmithKline (GSK) S.R.L.
Tél.: +33 (2)1 3917 84 44 Tel: + 4021 3028 208
diam@gsi coni
Ixelaind Slovenija
GlasaStiithKline (Ireland) Limited GlaxoSmithKline d.o.o.
lelyt 353 (0)1 4955000 Tel: + 386 (0)1 280 25 00

medical.x.si@gsk.com
Island Slovenska republika
GlaxoSmithKline ehf. GlaxoSmithKline Slovakia s. 1. o.
Simi: + 354 530 3700 Tel: +421 (0)24826 11 11

recepcia.sk@gsk.com
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Italia
GlaxoSmithKline S.p.A.
Tel: +39 (0)45 9218 111

Kvbmpog
GlaxoSmithKline Cyprus Ltd
TnA: + 35722 39 70 00

Latvija

GlaxoSmithKline Latvia SIA
Tel: + 371 67312687
lv-epasts@gsk.com

Lietuva

GlaxoSmithKline Lietuva UAB

Tel: + 370 5264 90 00
info.lt@gsk.com

This leaflet was last approved in

Suomi/Finland
GlaxoSmithKline Oy
Puh/Tel: + 358 (0)10 30 30 30
Finland.tuoteinfo@gsk.com

Sverige
GlaxoSmithKline AB
Tel: + 46 (0)8 638 93 00
info.produkt@gsk.com

United Kingdom
GlaxoSmithKline UK

Tel: + 44 (0)800 221441
customercontactuk@gsk.com

Detailed information on this medicine is available on the Evrophar Medicines Agency (EMEA) web

site: http://www.ema.europa.eu

59



	SUMMARY OF PRODUCT CHARACTERISTICS
	A. MANUFACTURING AUTHORISATION HOLDER(S) RESPONSIBLE FOR BATCH RELEASE 
	B. CONDITIONS OF THE MARKETING AUTHORISATION
	A. LABELLING
	B. PACKAGE LEAFLET



