Xenical®

Orlistat

COMPOSITION

Activeingredient: orlistat.

Excipients: microcrystalline cellulose, sodium starch glycolate, polyvidone,
sodium lauryl sulphate, indigo carmin, talk, titanium dioxide, printing ink
(shellec, iron oxide black, propylene glycol), gelatin

PHARMACEUTICAL FORM AND AMOUNT OFACTIVE
INGREDIENT PER UNIT

120 mg hard capsules: turquoise cap and turquoise body bearing the imprint
‘XENICAL 120'.

INDICATIONSAND POTENTIAL USES

Adults

Xenicd isindicated in conjunction with amildly hypocdoric diet for the
treatment of obese patients with a body mass index (BMI) =30 kg/m? and
overweight patients (BMI =28 kg/m?) with associated risk factors such as
type |l diabetes, hyperlipidemia and hypertension.

In patients who fail to respond adequately to suitable weight-reducing
measures, orlistat can be used as an adjunct to ahypocaoric diet and physical
measures in the trestment of dietary overweight.

Treatment with orlistat should be discontinued after 12 weeksin patients
who have not lost at least 5% of their body weight as measured at the start
of drug therapy.

Adolescents

Obese adolescents should be treated with orlistat only if measures carried
out in atherapeutic program over 6 months, including a balanced diet
appropriate to the age of the patient and a program of physical activity
amed at modifying the patient’s behaviour, are not successful. Treatment
with orlistat should be considered in particular if complications of obesity
are present.

DOSAGE AND ADMINISTRATION

The recommended dose of orlistat is one 120 mg capsule to be taken
immediately before, during, or up to one hour after each main meal. If ameal
ismissed or contains no fat, the dose of orlistat should be omitted.

The patient should be on anutritionally balanced, mildly hypocaloric diet

in which approximately 30% of the calories are from fat. The diet should be
richin fruit and vegetables. The daily intake of fat, carbohydrate, and protein
should be distributed between three main medls.

Doses of orlistat above 120 mg three times daily have not been shown to
provide additional benefit. Safety and efficacy were investigated in clinical
studieslasting up to 4 years.

In adolescents treatment with orlistat should be initiated only if an adequate
reduction of body weight cannot be achieved by means of diet and increased
physical activity. Treatment should be given only if accompanied by
determinations of vitamin levels and as part of an overall care program.
Obese adol escents should be treated with orlistat only if their BMI is above
the level indicated in the following table:

International definition of obesity as per Cole:

Age (years) BMI male BMI female
12 26.02 26.67
12.5 26.43 27.24
13 26.84 27.76
13.5 27.25 28.20
14 27.63 28.57
14.5 27.98 28.87
15 28.30 29.11
15.5 28.60 29.29
16 28.88 29.43
165 29.14 29.56
17 2941 29.69
17.5 29.70 29.84

The duration of trestment should be limited to ayear in adolescents, since
no experienceis available with long-term trestment. Adolescents should take
amultivitamin preparation daily during treatment with orlistat in order to
prevent vitamin deficiency during puberty and the extended growth phase.
The multivitamin preparation should be taken at |east two hours after the
ingestion of orlistat or at bedtime (see Warnings and precautions).

Special dosage instructions

The tolerability and efficacy of Xenical have not been studied in children
under 12 years of age, elderly patients, or patients with hepatic and/or renal
impairment.

Orlistat isnot intended for the trestment of children under 12 years of age.

CONTRAINDICATIONS

Xenica is contraindicated in patients with chronic malabsorption syndrome,
in patientswith cholestasis, during breastfeeding, and in patientswho are
hypersensitive to orlistat or to any of the other ingredients of the capsules.

WARNINGSAND PRECAUTIONS

Coadministration of Xenica and ciclosporinA led to areductionin

the ciclosporin A plasma concentration. Accordingly, when orlistat is
coadministered with ciclosporin, ciclosporin A plasmalevels should be
monitored more frequently than is usually the case. An interval of three hours
between ingestion of the two medications is recommended (see I nteractions).

Kidney disease

Patients with kidney disease should consult adoctor before starting
treatment with Xenical, since use of orlistat may be rarely associated with
hyperoxauriaand oxalate nephropathy.
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Levothyroxine

Hypothyroidism and/or reduced control of hypothyroidism may rarely
occur. The mechanism, although not proven, may involve decreased
absorption of iodine salts and/or levothyroxine (see Interactions).

Antiretrovirals

Particular caution is required when coadministering antiretrovira HIV
medicines and orlistat. There are case reports of reduced efficacy of
HIV antiretroviralsin patients treated concomitantly with orlistat (see
Interactions).

Petients should be informed of the possibility that gastrointestinal side effects
may occur (see Undesirable effects) and of how these can best be managed,
eg. by paying attention to the composition, in particular the fat content, of their
diet. Ingestion of low-fat food reduces the probability of gastrointesting side
effects. Thiscan help patientsto pay attention to and regulate their fat intake.

Patients should be advised to adhere to the dietary recommendations

(see Dosage and administration). The probability of occurrence of
gastrointestinal side effects (see Undesirable effects) may increase when
orlistat is taken with a fatty meal (e.g. in a 2000 kcal/day diet, >30% of
calories from fat is equivalent to >67 g of fat). The daily intake of fat should
be distributed between three main mesals.

Use of doses above the recommended dose of 120 mg three times daily
resultsin no detectable increase in effect, but can increase the occurrence of
gastrointestinal side effects.

Inclinical trials, the decrease in body weight with orlistat therapy was less
in type 2 diabetic patients than in nondiabetic patients. Antidiabetic drug
trestment should be closely monitored during orlistat therapy.

Because of the improvement in glycemic control, the dose of oral
antidiabetics or of insulin may need to be adjusted.

Treatment with orlistat may potentially impair the absorption of fat-soluble
vitamins (A, D, E, K). In most patients who received up to 4 years of
treatment with orlistat in long-term clinical studies, levelsof vitaminA, D,

E, and K and beta-carotene remained within the normal range. In order to
ensure adequate nutrition, patients on aweight-control diet should be advised
to have adiet rich in fruit and vegetables. Use of amultivitamin supplement
can be considered. If amultivitamin supplement is recommended, it should
be taken at least 2 hours after the ingestion of orlistat or at bedtime.

Adolescents should undergo amedical review after the start of treatment,
after 6 weeks, and thereafter at three-monthly intervals. Weight loss should
be monitored, since massive weight |oss during adolescence can negatively
influence growth.

Treatment should be stopped after three monthsiif no reduction of BMI has
occurred or if significant side effects occur. In the event of rapid weight loss
the treating physician should consider the potential side effects on growth
and puberty and on the occurrence of gallstonesin order to decide whether
trestment should be interrupted.

Treatment with orlistat is not indicated in nonobese adolescents (see
international obesity values for adolescents).

INTERACTIONS

A decreasein cyclosporin A plasmalevels was observed in adrug interaction
study and al'so reported in several casesin which orlistat was administered
concomitantly. This can lead to areduction in immunosuppressive effect.
Therefore, this combination is not recommended (see Warnings and
precautions). Patients treated with cyclosporin A must be monitored

more frequently after initiation and cessation of treatment with orlistat

(see Warnings and precautions). Cyclosporin A plasmalevels should be
monitored until stabilised.

In the absence of pharmacokinetic or pharmacodynamic interaction studies,
concomitant administration of orlistat with acarbose, thiazolidinediones
(glitazones), glinides or anorectic drugsis not recommended.

Orlistat can impair the absorption of fat-soluble vitamins (A, D, E, and K).
Most patients who received up to four years of treatment with orlistat in
clinical studies had vitamin A, D, E, and K and beta-carotene levelswithin
the normal range. In order to ensure adequate vitamin intake, patients
following adiet should be advised to have adiet rich in fruit and vegetables
and use of amultivitamin supplement could be recommended.

When indicated, multivitamin supplements should be taken at least two hours
after taking Xenical or before going to bed.

A pharmacokinetic study in which amiodarone was administered orally
during treatment with orlistat showed a 25-30% reduction in systemic
exposure to amiodarone and desethylamiodarone. Due to the complex
pharmacokinetics of amiodarone, the clinical significance of this finding is
unclear. The effect of commencing orlistat treatment in patients on stable
amiodarone therapy has not been studied. Thereisapossibility of areduced
therapeutic effect of amiodarone.

Increased clinical and ECG monitoring is warranted in patients receiving
concomitant amiodarone therapy.

Convulsions have been reported in patients cotreated with orlistat and
antiepileptic drugs. Although no causal relationship has been established

to date, these patients should be monitored for possible changesin the
frequency and/or severity of convulsions (see Undesirable effects).

There are some case reports of reduced efficacy of benzodiazepines
coincidenta to theinitiation of orlistat treatment in previoudly well-
controlled patients. Therefore orlistat trestment should only beinitiated after
careful consideration of the possible impact in these patients.

When warfarin or other anticoagulants are given in combination with orlistat
(high-dose or long-term therapy), coagulation parameters such as INR values
(international normalised ratio or Quick test results) should be monitored.

Levothyroxine

Hypothyroidism and/or reduced control of hypothyroidism may rarely occur.
The mechanism, athough not proven, may involve decreased absorption of
iodine salts and/or levothyroxine.

Antiretrovirals

Particular caution is required when coadministering antiretrovira HIV
medicines and orlistat. There are case reports of reduced efficacy of HIV
antiretrovirals in patients treated concomitantly with orlistat. See Warnings
and precautions.

No interactions have been observed that are based on specific drug
interaction studies with the following compounds: amitriptyline, atorvastatin,
biguanides, digoxin, fibrates, fluoxetine, losartan, phenytoin, phentermine,
pravastatin, nifedipine Gastrointestinal Therapeutic System (GITS),

nifedipine dow-release, sibutramine or acohol.

In specific interaction studies no interaction was observed between orlistat
and oral contraceptives. However, it should be bornein mind that orlistat-
induced bowel irregularities may impair the efficacy of oral contraceptives.
An additiona contraceptive method should therefore be used, particularly in
the event of diarrhea




PREGNANCY AND LACTATION

No clinical dataare available on pregnancies exposed to orlistat.

Animal studies do not indicate direct or indirect harmful effectson
pregnancy, embryo-fetal development, parturition or postnatal development
(see Preclinical data).

Caution must be exercised when using Xenica in pregnancy.

Asit isnot known whether orlistat is excreted in breast milk, Xenical should
not be used during breastfeeding.

EFFECTSONABILITY TO DRIVE AND USE MACHINES

Itisnot to be expected that Xenical would impair the ability to drive or to
use machines.

UNDESIRABLE EFFECTS

Side effects of Xenical are largely gastrointestinal in nature and related to the
pharmacologic effect of the drug on preventing the absorption of ingested
fat. Commonly observed effects are oily spotting from the rectum (27%),
flatulence with defecation (24%), fecal urgency (22%), oily or fatty stool
(20%), increased defecation (11%) and fecal incontinence (8%). The higher
the fat content of the diet, the higher isthe incidence of these undesirable
effects. Abdominal pain (20.5%) and watery stools (15.8%) can also occur.

Inclinical studies these pharmacologic effects were generally mild and
transient and did not lead to cessation of trestment. Gastrointestinal side
effects occurred within the first 3 months of treatment and most patients
experienced only one episode. Only 3% of patients experienced more than
two episodes of any one of the side effects referred to here.

Immune system:

Common: influenza.

Psychiatric disturbances:

Common: anxiety.

Nervous system:

Common: headache.

Respiratory organs:

Common: upper-airway infections, lower-airway infections.
Gastrointestinal disorders:

Very common: abdominal pain/discomfort (21%), flatulence (24%), liquid
and soft stool (16%).

Common: involuntary defecation, rectal pain/discomfort, dental symptoms,
gingival symptoms.

Rare: nausea, vomiting.

Not known: rectal bleeding, choldlithiasis.

Liver:

Occasional: hepatitis (including serious cases), increasein liver
transaminases and in alkaline phosphatase.

Skin/hypersensitivity reactions:

Rare: hypersensitivity reactions: pruritus, rash, urticaria, angioedema,
bronchospasm and anaphylaxis.

Very rare; bullous eruptions.

Kidneysand urinary tract:

Common: urinary tract infection.

Reproductive system:

Common: irregularity of menstruation.

General:

Common: fatigue.

Specific treatment-related side effects observed in obese patients with type
2 diabetes were hypoglycemia (very common) and distended abdomen
(common), see Warnings and precautions. In a4-year clinical tria the
general pattern of adverse events was similar to that reported for the 1- and
2-year studies, with the total incidence of gastrointestinal adverse events
occurring in year 1 decreasing year on year over the 4-year period.
Postmar keting experience

There have been postmarketing reports of decreased prothrombin levels
and increased INR levels as well asimbalances in ongoing anticoagulant
treatments with changesin the parameters of hemostasisin certain patients
cotreated with orlistat and anticoagulants (see Interactions).

Isolated cases of severe liver damage have been reported, some of which
required liver transplantation or resulted in death.

There have been reports of seizures occurring in patients cotreated with
orlistat and antiepileptic drugs (see Interactions).

Cases of hyperoxaluriaand oxalate nephropathy have been reported.

OVERDOSAGE

The cases of orlistat overdosage reported during postmarketing experience
showed either no adverse events or adverse events similar to those reported
with the recommended dose.

Should a significant overdose of Xenical occur, it is recommended that the
patient be observed for 24 hours. Based on human and anima studies, any
systemic effects attrib-utable to the lipase-inhibiting properties of orlistat
should berapidly reversible.

PROPERTIESAND EFFECTS

ATC-Code: AOSABO1
Mechanism of action/Pharmacodynamic

Orlistat is a potent, specific and long-acting lipase inhibitor. It exerts its
therapeutic activity in the lumen of the stomach and upper small intestine by
forming a covalent bond with the active serine site of gastric and pancrestic
lipases. Theinactivated enzyme is thus rendered unable to hydrolyze
dietary fatsin the form of triglycerides into absorbable free fatty acids

and monoglycerides. As undigested triglycerides cannot be absorbed, a
caloric deficit arises which has a positive effect on weight control. Systemic
absorption of orlistat istherefore not needed for activity.

The effect of Xenical results in an increase in fecal fat 24-48 hours after
dosing. Upon discontinuation of therapy, fecal fat content usualy returnsto
pretreatment levels within 48-72 hours.

Clinical efficacy

Pooled data from five two-year studies showed that after one year of
treatment associated with a hypocaloric diet, the percentage of patients
who lost 10% or more of their body weight was 20% with orlistat 120 mg
compared with 8% of patients taking placebo. The mean weight loss after
one year of treatment was 8.9% (8.8 kg) in the orlistat group compared with
5.6% (5.5 kg) in the placebo group.

After treatment for two years, weight losswas 6.7% (6.6 kg) on orlistat,
versus 3.7% (3.6 kg) on placebo.

Datafrom a4-year clinical study inwhich orlistat was administered in
combination with aweight-reducing diet (2000 instead of 2700 kcal) and a
physical training program showed a significantly greater weight reduction
than in acontrol group treated with dietary and physical measures alone.
The mean difference in weight loss between the groups was 4.4 kg after one
year and 2.7 kg after 4 years. After 4 years 21% of the patients treated with
orlistat had lost =210% of their body weight, compared to 10% of patients

in the placebo group. The number of events related to the development of
type 2 diabetes was a'so reduced. There were aso fallsin total cholesterol
(with no influence on LDL/HDL ratio), blood pressure, hip circumference,
and viscera fat compared to placebo. The question of whether the observed
differences were attributable purely to the weight loss or whether additional
effects of orlistat were responsible was not investigated.

Pooled datafrom four one-year studies and three six-month studies showed
that in overweight (BMI 228 kg/m?) or obese (BMI =30 kg/m?) type |
diabetic patients the percentage of responders (loss of =10% of body weight)
was 9% with orlistat as compared with 4% with placebo. The mean difference
inweight losswith orlistat as compared with placebo was 2.4 kg in these
patients. In addition to their regular antidiabetic treatment, al patients received
amildly hypocaloric diet throughout the study period. The weight lossin
these patients was accompanied by adecreasein HbA , fasting blood glucose
and postprandial blood glucose levels. The question of whether the observed
differences with respect to placebo were due purely to the differencein weight
lossor to additional effects of orlistat was not investigated.

Adolescents

Inastudy lasting over one year, adolescents aged 12-16 years (mean age
13.5 years) were treated after 14 days on a diet with either Xenical 120 mg
threetimes daily or placebo. The treatment was accompanied by diet and a
physical activity program. BMI fell by an average 0.55 kg/m? in the orlistat
group, whereas it rose by an average of 0.31 kg/m? in the patients treated
with placebo. BMI fell by =10% in 13.3% of the patients treated with orlistat
compared to only 4.5% of the patients treated with placebo. After one year
9.5% of the patients treated with orlistat had lost =10% of their body weight,
compared to 3.3% of the patients treated with placebo; the mean weight
difference between the groups was 2.6 kg.

PHARMACOKINETICS

Absorption

Studies in normal-weight and overweight subjects have shown that the
extent of absorption of orlistat and its metabolites is minimal (<3%). Plasma
concentrations of intact orlistat were non-measurable (<5 ng/ml) eight hours
after oral administration of orlistat.

After thergpeutic doses, intact orlistat was generally detected in plasmaonly
sporadically and at extremely low concentrations (<10 ng/ml or 0.02 pumol),
this being consistent with negligible absorption.

Distribution

Thevolume of distribution cannot be determined because the drug is minimally
absorbed and its systemic pharmacokinetics has not been investigated. Invitro
orlistat ismore than 99% bound to plasma proteins (especidly to lipoproteinsand
abumin). Only asmall amount of orlistat istaken up into erythrocytes.
Metabolism

Based on animdl data, it islikely that the metabolism of orlistat occurs mainly
within the gastrointestina wall. A study on the minute fraction of the dose

that was ahsorbed in obese patients showed that two mgjor metabolites- M1
(4-member lactone ring hydrolysed) and M3 (M1 after cleavage of the N-formyl
leucine moiety) - accounted for 42% of thetotal plasma concentration.

MI and M3 have an open B-lactone ring and extremely weak lipase
inhibitory activity (1000- and 2500-fold less than orlistat, respectively). In
view of thislow inhibitory activity and the low plasmalevels at therapeutic
doses (average of 26 ng/ml and 108 ng/ml, respectively), these metabolites
are considered to be pharmacologically irrelevant.

Elimination

Studies in normal-weight and overweight subjects have shown that

fecal excretion of the unabsorbed drug isthe mgjor route of eimination.
Approximately 97% of the ad-ministered dose was excreted in feces and
83% of that as unchanged orlistat.

The cumuletive rena excretion of total orlistat-associated substances was lessthan
2% of the dose administered. Thetimeto complete excretion (feca and rend) was
3-5 days. The excretion of orlistat appeared to be similar in normal-weight and
overweight subjects. Orlistat, M1, and M3 are all subject to biliary excretion.
Pharmacokineticsin special patient groups

The plasma concentrations of orlistat and its M1 and M3 metabolites
measured in pediatric patients were similar to those in adults after
administration of the same dose of orlistat. The proportion of lipid excreted
in the feces was equivalent to 27% of the quantity ingested with food in the
orlistat group compared to 7% in the placebo group.

PRECLINICAL DATA

Preclinica data obtained in conventional studies of safety, tolerability,
repeated dose toxicity, genotoxicity, carcinogenic potential and reproductive
toxicity revea no special hazard for humans.

No teratogenic effect was observed in animal reproductive studies.

SPECIAL REMARKS
Stability
Thismedicine should not be used after the expiry date (EXP) shown on the pack.
Special instructionsfor storage

Do not store the hard capsules above 25°C. Store in the original pack to
protect the contents from light and moisture.

PACKS

Hard capsules 120 mg 42,84
Thisisamedicament

A medicament is a product which affects your health, and its consumption
contrary to instructions is dangerous for you.

Follow strictly the doctor's prescription, the method of use and the
instructions of the pharmacist who sold the medicament.

The doctor and the pharmacist are experts in medicine, its benefits and risks.
Do not by yourself interrupt the period of treatment prescribed for you.
Do not repesat the same prescription without consulting your doctor.

[ Meicine: kesp out of reach of children

Council of Arab Health Ministers
Union of Arab Pharmecists
Current at August 2018
Made for CHEPLAPHARM Arzneimittel GmbH, Greifswald, Germany
by Delpharm Milano S.r.l., Segrate, Italy
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