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Excipients: Forafulllstofexcipients,see section 3.1
PHARMACEUTICAL FORM Tablets.
1.CLINICAL PARTICULARS

1.8Undesirable effects

double-blind studies are lsted below as MedDRA preferred term by system organ class and absolute frequency. Frequencies
1100t0< 1/ 1,000t0 < 1/100);rare (>1/10,000 o< 1/1,000);
very rare (< 1/10,000); not known (cannot be estimated from the avilable data). Within each frequency grouping, adverse

1.4 Therapeutic ndications
pe Adverse reaction Frequency of adverse reactions of pioglitazone by treatment regimen
- in adult patients (partcularly overweight patients) inadequately controled by diet and exercise for whom metformin is Combination
! fmioeran with with metformin -
Rsdualorltheapy ncombinatonvits ettormin nd with insulin
ofmonotherapywithmetformin. Infections and infestations
- sulphonylurea, only in adul patients who show intolerance to metformin o for whom metformin is with upper espiratory tract infection common_|_common common common common
i it bronchitis common
Astriple oraltherapy in combination with: Shusits ncommon | uncommon | uncommon Gncommon | uncommon
- Metformin and sulphonylurea, n adult patients (particuiarly ovenweight patients) with insuficient glycaemic control despite Blood and ymphati system disorders}
dual oral therapy. Pioglitazone is also indicated for combination with insuli in type 2 diabetes melitus adult patients with anaermia common
4) on insulin for is Wetabollsm and nutrton disorders
secton | hypogiycacia uncommon very common
1.2Posology andmethod of administration D Ll
Posology Piogllazone may be iitiated at 15 mg or i a5 LEIE
once daly. In combination with insulin, the current insulin dose can be continued upon inittion of pioglitazone therapy. If Nervous system disorders
oy ) hypo-aesthesia common_| _common common common common —
‘Renal impaiment No dose adjustment i necessary renal 4mlmin) headache common | uncorimon
fion2.2) i ” dizziness common —
1320014 insomnia uncommon | uncommon | uncommon uncommon __| uncommon
estadlished. No dalaare available. visual disturbance common_| common | uncommen
inistration Piogl )y with or without food. Tablet o known | ot known | notknown | notknown | ot known_|
withaglassof water. Ear and labyrinth disorders
1 indicati vertigo uncommon
Cardiac disorders
eart fallre common
~hepaticimpziment. Respialory.
-diabeic ketoacidosis. i
Ketoacid " dyspnoea common
1.4 Special wamings and precautions for use e e
A) USE OF PIOGLITAZONE IS ASSOCIATED WITH AN INCREASED RISK OF MYOCARDIAL ISCHEMIC EVENTS SUCH fotuloncs uncommon | common
ASANGINAOR MYOCARDIAL INFARCTION. F T p———
8) PIOGLITAZONE IS NOT RECOMMENDED (ALTHOUGH NOT CONTRAINDICATED) FOR USE WITH PATIENTS WHO issue disordors
ARE TAKING INSULIN OR NITRATES. weaiing uncommon
Fluid retention and cardiac failure ~Piogitazone can cause fud retention, which may exacerbate or precipitate heart failure. Musculoskeletal and connective tissue]
When treating patients who have at least one risk factor for development of congesiive heart failure (e.g. prior myocardial disorder
infarctionor racture bone common | common common common common
gradually. be observed for feart failure, weight gain or those with arbraigia common common common
reduced cardiac reserve. There have been post-marketing cases of cardiac faiure reported when pmghlazone was used in back pain common
P Renal and urinary
heartfalure, raemalura common
associated with fuid retention, concomiant admiistraon may increase the risk of ooy nghtazane should be Uncommon
I — Uncommon
patients under 75 years with type 2 diabetes melltus and ing major disease. Piog| placebo sg;";;ﬁ:; system and
was added & therapy for up 0 3.5 years. in reports of common
heart aiure, rovere s it ond o in this study. C 75
unction very common
ection1.8). refore, liver en: uncommon -
Liver enzymes should be ek prior o the itation of therapy with pesltazne nal patents.Thorey i pogiczone
5 Xupperlimitof norma) orwith any other common | _common common common common
exidenc o er dsease. Folowig nfiion of heray it piogitazone, s Teconmenia e liver be moniored Hiood creaine Common
ITALT| liver ncreased lactc. dehydm gsnaw Uncommon
IFALTS 3Xthe upper notknown | nof known ot known ot known ot known
discontinued. If any patient develops symptoms suggesting hepatic dysfunction, which may include unexplained nausea,
vomiting, abdominal pain, fatigue, anorexia andlor dark urine, liver enzymes should be checked. The decision whether to 1.90verdose iy The maxinum

continue the patient on therapy with piogltazone should be guided by clinical judgement pending laboratory evaluatons. If

Weight gain In clinical trials with piogitazone there was evidence of dose related weight gain, which may be due 1o fat
In

reported dose of 120 mg/day for four days, then 180 malday for seven days was ot associled wih any symploms
Hypoglycaemia may occur in combination with sulphonylureas o insulin. Symptomatic and general supportve measures

cardiac
failue, therefore weigh should be closely monitored. Part of the treatment of dizbetes is dietary control. Patients should be
advisedtoadherestictytoa calorie-controled et
"Haemtology There was a small reduction in mean haemoglobin (4% reative reduction) and haematocrit (4.1% relative
reduction) during therapy with pioglitazone, consistent with haemodiluton. Simiar changes were seen in metformin
(haemoglobin 3-4% and haematocit 3.6-4.1% relative reductions) and to a lesser extent sulphonylurea and insulin
(haemoglobin 1-2% and haematocit 1-3.2% relatve reductons) treated patients in comparative contrlled trals with
piogltazone.

increased dual

2.PHARMACOLOGICAL PROPERTIES

24 Pharmacodynamic properties

Phamacotherapetic group: Drugs used in diabetes, blood glucose lowering drugs, excluding insulins; Piogltazone effects

may be mediated by a reduciion o insulin esistance. Piogitazone appears o actva activtion of specifc nudar receptors
fver,

andto i I

in animals. Treatment with piogli

melltus. The improved glycaemic control s associated with a reduction in both fasting and postprandial plasma insuiin

ford
the sulphonylurea o insulinmay be necessary.
Eyedisorders P new-onset or y

treatmentfailure (defined as appearance of HbA.. > 8.0% afterthe firstsix months oftherapy). Kaplan-Meier analysis showed
shorter ime fo gliciazide, compared with pioglitazone. At two years, glycaermic control
(defined as HbA .< 8.0%) was sustained in 6% of patients treated with piogifazone, compared with 50% of patients on
gliciazide. In  two-year study of combination therapy comparing piogltazone with glciazide when added to metforin,

o the possiblity of macular oedema if patients report disturbances in visual acuity; an appropr referral

‘should be considered

was similar ne year. The

Others
from randomised, controlled, double blind clinical trials in over 8100 piogltazone and 7400 comparator treated patients, on
treatment for up to 3.5 years. As a consequence of enhancing insulin action, pioglitazone treatment in patients with polycystic

the risk. , the-

{see sedon 16). Pigitazone shoud be uscd with Gaulon duig cancomant adminstation of cylochrame PASD 2CB

infibitors (e.9. gemfbrozi) or inducers (e.g. rfampici). Glycaemic control showid be monitored closely. Piogitazone dose
).

2.
Absorption - Following oral administraton, piogitazone is rapidly absorbed, and peak plasma concentratons of unchanged
piogitazone are usually achieved 2 hours after administration. Proportional increases of the plasma concentration were
observed for doses from 2-60 mg. Steady state is achieved ater 4-7 days of dosing. Repeated dosing does not result in
accumulation of the compound or metaboltes. Absorpton is not nfluenced by food intake. Absolute bioavaiabilty is greater
than 80%.

Distrbuton

251kg.

Recommendations for the prescribers:
1-Donotuse Piogltazone inpatients with acive bladder cancer.

).

This
is predominantly via cytochrome P450 2C8 although other isoforms may be involved to a lesser degree. Three of the six

I|||Il

11, M-11l,and M-1V). When activity
Onthisb:

risks for cancer panemswnh pror historyof bladder cancer.
y orbackorabdominal M-l is minimal.

pain, as these may be due tobladder cancer. i ny sty of ot PAS.Thernsnobckcton o ha i ducl PAS oanzymas 14 208, and hdn
4 man. Ineraction studies have shown that piogitazone has no relevant effect on either

pharmacodynamics of digoxin, warfarin, phenprocournon and metformin. Concomitant administration of pioglitazone wmh
1 r

decrease, respectivel o 15).

o, varrn, and metformin. C: of piogl with does rotapper o Elmination i i

alesser amountin urne (45%). Inanimals,ony a small amount ofunchanged piogltazone can be detected n fther urie or

affer
2o gt n
metabolised by these enzymes, e.g. oral contraceptives, cyclosporin, calcium channel blockers, and HMGCoA reductase
infibitors are not to be expected. Co-administration of piogitazone with gemfiorozil (an inhibitor of cylochrome P450 2C8) is
reported o resultn a 3-fold increase in AUC of pioglitazone. Since there i a potentalfor an ncrease in

faeces.
161023 hours.
Elderly

events, a decrease in the dose of piogitazone may be needed when gemfibrozil is concomitantly administered. Close
monitoring of glycaemic control should be considered (see section 1.4). Co-administration of pioglitazone with rifampicin (an
inducer of cytochrome P450 2C8) s reported to result in a 54% decrease in AUC o piogittazone. The piogiitazone dose may
need to be increased when rfampicin is concomitantly administered. Close montoring of lycaemic control should be
considered (see section 1 4).

1.6Pregnancy and lactation

Pregnancy There are no adequate human data to determine the safety of piogitazone during pregnancy. Foetal growth

lower than those seen in subjects with normal renal function, but ora clearance of parent substance is similar. Thus free

(unbound) piogltazone concentrationis unchanged.

Paens wth Total plasma piog
ribution

3 PHARMACEUTICAL PARTICULARS

unchanged, but with an increased volume of

102), Cr

DiSol)i C
(Aemsm 200), Magnesmmsteamﬂa

Stme below 30°C, inadry p\ace -Keep outofreach of children

foeal growth
usedinpregnan

ablets 15 g
Jars containing 7 tablets 30 mg each + insertlezflt.

Breastieeding Piogltazone has been shown to be presentinthe milk of lactating rats. It nether
Therefore,

1.6 Effects onabilityto drive and use machines
Ensudyne has no or negligible effect on the abilty o drive and use machines. However patients who experience visual

handling

by: Medical Union
bu-Sultan, Ismailia, Egypt
Issue Date: 15/ 8 / 2004, Rerevision Date: 17 /412012
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