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Enemacort
Retention Enema
Budesonide 0.02mg/ml
PHARMACEUTICAL FORM

Dispersible tablet and solution for rectal suspension. (2 mg budesonide/100 ml).

COMPONENTS OF ENEMACORT

Enemacort (0.02 mg/ml) consists of two components

1- Dispersible Tablet: yellow, circular tablet containing 2.3 mg. Budesonide.

2- Vehicle: 115 ml clear colourless solution.

THERAPEUTIC INDICATIONS

Ulcerative colitis involving rectum and recto-sigmoid region of the colon.

DOSAGE AND METHOD OF ADMINISTRATION

Adults:

One Enema every night for 4 weeks.

Full effect is usually achieved within 2-4 weeks. If the patient does not achieve remission within 4 weeks, the treatment period may be
prolonged to 8 weeks.

Children: Not recommended.

SPECIAL PATIENT POPULATION

Elderly: Dosage as for adults.

Reduced Liver Functions: No dosage reduction is necessary in patients with reduced liver function.

THE ROUTE OF ADMINISTRATION: Rectal retention enema.

INSTRUCTIONS FOR CORRECT USE OF ENEMACORT

« Carefully read the instructions in the patient information leaflet which are packed together with each product.

* Administer in the evening before going to bed.

« Reconstitute the enema immediately before use (i.e. put one tablet in the bottle and then shake well ensuring that the tablet is
completely dissolved).

 After reconstitution, the clear colourless vehicle turns yellow (due to presence of yellow riboflavin in the tablet excipients) indicating
dissolution of the tablet.

* Replace the bottle cap with the rectal nozzle; make sure that the non return valve is in its place in the nozzle.

« During administration the patient better be lying on his left side with the left leg extended & the right leg semi-flexed at the hip & knee
joints.

« Evacuate the enema by compressing the flexible bottle to push the content slowly into the rectum, rapid enema administration will
initiate a reflex defecation sensation, while slow administration causes retention of the content and passes the active ingredient deeper
into the rectum and sigmoid colon to reach higher lesions.

* After administration only=100 ml of the bottle content reaches the rectum (containing 2 mg budesonide: the active ingredient).

« Patient better lies in the supine position for at least one hour after administration.

CONTRAINDICATIONS

Hypersensitivity to any of the ingredients.

SPECIAL WARNINGS AND PRECAUTIONS

* When patients are transferred from systemic glucocorticosteroid -with higher systemic effect- to Enemacort, they may have
adrenocortical suppression. Therefore, monitoring of adrenocortical function may be considered in those patients and the dose of
systemic steroid should be reduced cautiously according to guidelines of stopping systemic corticosteroids (gradual withdrawing).

* Replacement of systemic glucocorticosteroid treatment -with higher systemic effect- by Enemacort - with lower systemic effect-
sometimes unmasks allergies e.g. rhinitis and eczema, which were previously controlled by the systemic drug.

* Reduced liver function may affect the elimination of glucocorticosteroids. Thus in patients with moderately severe to sever hepatic
cirrhosis, increased systemic availability may occur after oral ingestion of budesonide due to compromised liver function. This finding is
not likely occurring with Enemacort due to the topical rout of administration.

« In vivo studies have shown that oral administration of ketoconazole (a known inhibitor of CYP3A activity in the liver and the intestinal
mucosa), caused a several fold increase of the systemic exposure to oral budesonide. Therefore, it cannot be excluded that concomitant
intake of Enemacort and ketoconazole may also result in increase systemic availability of budesonide. (See Drug Interactions)

+ Enemacort contains lactose as an excipient; therefore caution should be taken in patients with hypersensitivity to lactose.

+ When Enemacort is used chronically in excessive doses, systemic glucocorticosteroid effects such as hypercorticism and adrenal
suppression may appear. However, the dosage form and the route of administration make any prolonged overdosage unlikely.
 Particular care is required when considering the use of systemic corticosteroids in patients with existing or previous history of severe
affective disorders in themselves or their first degree relatives. These would include depressive or manic-depressive illness and
previous steroid psychosis (See Adverse Reactions). Systemic effects of steroids may occur, particularly when prescribed at high doses
and for prolonged periods. Such effects may include Cushing's syndrome, adrenal suppression, growth retardation, decreased bone
mineral density, cataract, glaucoma and very rarely a wide range of psychiatric/ behavioural effects (See Adverse Reactions).

Some patients may feel unwell in a non specific way during the with drawal phase e.g. Pain in muscles and joints, and in rare cases,
symptoms such as tiredness, headache, nausea or vomiting.

DRUG INTERACTIONS

The rectal rout of administration makes drug interactions less likely to happen however usage of oral budesonide possesses the
following drug-drug interactions:

Elevated plasma levels and enhanced effects of corticosteroids have been reported in women also receiving estrogens or oral
contraceptives. However, the dose of oral contraceptive that more than doubled the plasma concentration of prednisolone had no
significant effect on the plasma concentration of oral budesonide.

The metabolism of budesonide is primarily mediated by CYP3A4, one of the cytochrome p450 enzymes. Inhibitors of this enzyme e.g.
ketoconazole and itraconazole, can therefore increase systemic exposure to budesonide. Other potent inhibitors of CYP3A4 are also
likely to markedly increase plasma levels of budesonide. Inhibition by budesonide on other drugs metabolism via CYP3A4 is unlikely,
since budesonide has low affinity to the enzyme.

PREGNANCY AND LACTATION

Pregnancy

The ability of corticosteroids to cross the placenta varies between individual drugs, however, in mice, budesonide and its metabolites
have been shown to cross the placenta.

Administration of corticosteroids to pregnant animals can cause abnormalities of fetal development including cleft palate, intra-uterine
growth retardation and affects on brain growth and development. There is no evidence that corticosteroids result in an increased
incidence of congenital abnormalities, such as cleft palate/lip in man. However, when administered for prolonged periods or repeatedly
during pregnancy, corticosteroids may increase the risk of intra-uterine growth retardation. Hypoadrenalism may, in theory, occur in the

neonate following prenatal exposure to corticosteroids but usually resolves spontaneously following birth and is rarely clinically
important.

Lactation

Corticosteroids are secreted in small amounts in breast milk; however, budesonide given at the clinically recommended dose is unlikely
to cause systematic effects in the infant. Infants of mothers taking higher than recommended doses of budesonide may have a degree
of adrenal suppression but the benefits of breast feeding are likely to outweigh any theoretical risk.

As with all drugs, corticosteroids should only be prescribed when the benefits to the mother and child outweigh the risks. When
corticosteroids are essential however, patients with normal pregnancies may be treated as though they were in the non-gravid state. The
topical rectal rout of Enemacort decreases those potential risks.

Effects on ability to drive and use machines

Enemacort does not affect the ability to drive and operate machinery.

ADVERSE EFFECTS

Adverse reactions, which have been associated with Enemacort, are given below:

Frequency
Common (1% to 10%)

System Organ ClassificationReaction Reaction

« Gastrointestinal disturbances, e.g.
flatulence, nausea, diarrhoea.

« Skin reactions (urticaria, exanthema).

Gastrointestinal disorders

Skin and tissue disorders

Uncommon (0.1% to 1%)
Rare (0.01% to 0.1%)

Psychiatric disorders « Agitation, insomnia.

« Signs or symptoms of systemic
glucocorticosteroid effects, including
hypofunction of the adrenal gland.

Endocrine disorders

Very rare <0.01% Immune system disorders * Anaphylactic reaction.

These adverse reactions are more frequently seen with oral (systemic) budesonide administration.
In rare cases signs or symptoms of systemic glucocorticosteroid effects, including hypofunction of the adrenal gland, may occur with
rectally administered glucocorticosteroids, probably depending on dose, treatment time, concomitant and previous glucocorticosteroid
intake, and individual sensitivity.

Very rarely a wide range of psychiatric/ behavioural effects may occur, when systemic steroids are prescribed at high doses and for
prolonged periods. (See precautions & warnings) Such adverse reaction is not likely to happen with the topical route of administration of
Enemacort.

Overdose

Reports of acute toxicity and/or death following overdosage of glucocorticosteroids are rare. Acute overdosage with Enemacort, even in
excessive doses, is not expected to be a clinical problem, due to minimal systemic availability. In the event of acute overdosage, no
specific antidote is available. If, by mistake, high doses of Enemacort dispersible tablet have been taken orally, treatment consists of
immediate gastric lavage or emesis followed by supportive and symptomatic therapy.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Budesonide is a glucocorticosteroid with a high local anti-inflammatory effect.

Pharmacokinetic properties

The mean maximal plasma concentration after rectal administration of 2 mg budesonide is 3 nmol/L (range 1-9 nmol/L), reached within
1.5 hours. Budesonide undergoes an extensive degree ( 90%) of biotransformation in the liver to metabolites of low glucocorticosteroid
activity. The glucocorticosteroid activity of the major metabolites, 6R3-hydroxybudesonide and 164-hydroxyprednisolone, is less than 1%
of that of budesonide.

The metabolism of budesonide is primarily mediated by CYP3A4, a subfamily of cytochrome P450.

At recommended doses, budesonide causes no or small suppression of plasma cortisol.

Preclinical safety data (toxicology studies):

Results from acute, subacute and chronic toxicity studies show that the systemic effects of budesonide, e.g. decreased body-weight
gain and atrophy of lymphoid tissues and adrenal cortex, are less severe or similar to those observed after administration of other
glucocorticosteroids.

Budesonide evaluated in six different test systems did not show any mutagenic or clastogenic effects.

An increased incidence of brain glioma in male rats in one carcinogenicity study could not be verified in a repeat study, in which the
incidence of glioma did not differ between any of the groups with active treatment (budesonide, prednisolone, triamcinolone acetonide)
and the control groups.

Liver changes (primary hepatocellular neoplasms) found in male rats in the original carcinogenicity study were noted again in a repeat
study with budesonide as well as with the reference glucocorticosteroids. These effects are most probably related to a receptor effect
and thus represent a class-effect.

Available clinical experience shows that there are no indications that budesonide or other glucocorticosteroids induce brain glioma or
primary hepatocellular neoplasms in man.

EXCIPIENTS

Tablet

Riboflavin 5-sodium phosphate, microcrystaliine celluiose, croscarmeilose sodium, maize starch, coffoidal silicon dioxide, factose
anhydrous, magnesium stearate, and talc.

Vehicle

Sodium chioride, methyl paraben, popyi paraben, carboxymethyi celiuiose Sodium, propylene giycol, purified water.

Shelf life

36 months.

Special precautions for storage

Store at a temperature not exceeding 30°C , in a dry place.

Pack

Enemacort (0.02 mg/ml) Pack consists of 2 components: 4 dispersible tablets and 4 bottles of vehicle.

The tablets are present in blister strip.

The 4 polyethylene bottles contain vehicle. The bottles are equipped with combined seal bottle-caps, non-return valves, rectal nozzles
and protective caps for the nozzles.

Pack Size: 4 tablets and 4 bottles of vehicle.
MARKETING AUTHORISATION HOLDER
Medical Union Pharmaceuticals,

Abusultan - Ismaelia - Egypt.

Issue Date: 29 /6 / 1999, Rerevision Date: 13/5/2012
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