Lilac

(Lactulose)
Syrup 120mL

DESCRIPTION

LILAC syrup, containing lactulose with other sugars such as galactose
and lactose, is used in the treatment of constipation and hepatic
encephalopathy.

Lactulose is a disaccharide; a sugar molecule composed of two smaller
sugar molecules bonded together, in this case fructose and galactose.
Lactulose is a solid substance that is very soluble in water and has a
sweet taste. Lactulose is a colonic acidifier which promotes laxation.
Chemically lactulose is also known as 4-O-B-D-galactopyranosyl-D-
fructofuranose. The molecular formula is C,,H,,0,, and the structural
formula is:
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QUALITATIVE AND QUANTITATIVE COMPOSITION
LILAC (Lactulose) is available for oral administration as:

LILAC Syrup

Each 5mL contains:

Lactulose USP ... 3.35g

(together with other sugars such as galactose and lactose)

CLINICAL PHARMACOLOGY

Mechanism of Action

Two mechanisms are believed to be involved in the laxative action of

lactulose: 1) Metabolism of lactulose by bacteria results in reduced colonic

pH, which stimulates peristalsis and decreases stool transit time. In turn,
decreased water reabsorption from the feces further facilitates the passage
of soft, well formed stools. 2) Increased osmotic pressure of fecal material
secondary to an increase in colonic organic acids results in accumulation
of fluid from surrounding tissues, helping to soften stool mass.

The therapeutic action of lactulose in ameliorating the symptoms of hepatic

encephalopathy is considered to be a result of the following:

* Reduction of fecal pH leading to reduced ammonia absorption via
non-ionic diffusion and/or diffusion of ammonia from the blood into
the gut. The trapped ammonia is then excreted in the stools.

« Suppression of urase producing organisms.

« Induction of an osmotic type of diarrhea, which diminishes fecal statis
with reduction of nitrogenous substances for ammonia production.
Decreased absorption of ammonia from the gut also results from
shortening intestinal transit time.

The actual mechanism may be a combination of these effects.

Pharmacokinetics

Lactulose is poorly absorbed from the gastrointestinal tract and no enzyme
capable of hydrolysis of this disaccharide is present in human
gastrointestinal tissue.

Following administration by mouth, lactulose passes essentially unchanged
into the large intestine where it is metabolised by saccharolytic bacteria
with the formation of simple organic acids, mainly lactic acid and small
amounts of acetic and formic acids.

The small amount of absorbed lactulose is subsequently excreted
unchanged in the urine. Urinary excretion has been determined to be 3%
or less and is essentially complete within 24 hours.
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THERAPEUTIC INDICATIONS

LILAC (Lactulose) is indicated for the treatment of:

+ Constipation.

« Portal systemic encephalopathy (hepatic encephalopathy) including
stages of hepatic pre-coma and coma.

DOSAGE AND ADMINISTRATION

LILAC (Lactulose) is taken orally. The dosages specified here are meant
as a guideline only and must always be adjusted to meet the individual
requirements of the patient depending on severity and development of
the symptoms. Each dose may, if necessary, be taken with water or fruit
juices etc.

Constipation:

Starting dose
(per day)
Adults (including the Initially 15mL
elderly) and adolescents twice daily
Children 10mL
(5-10 years) twice daily
Children 5mL
(under 5 years) twice daily
Infants 2.5mL-5mL
(under 1 year) daily

All dosages should subsequently be adjusted to the needs of the individual.
The starting dose can be adjusted to the individual after reaching adequate
treatment effect (maintenance dose). Several days (2-3 days) of treatment
may be needed in some patients before treatment effect occurs.

During the therapy with laxatives it is recommended to drink sufficient
amounts of fluids during the day.

Portal Systemic Encephalopathy:

Adults (including the elderly): Initially dose of 30mL — 50mL three times
a day. The dose is subsequently adjusted to produce 2 or 3 soft stools
each day.

Children: No dosage recommendations for this indication.

ADVERSE REACTIONS

Lactulose may cause abdominal discomfort associated with flatulence or
cramps. Nausea and vomiting have occasionally been reported after high
doses. Prolonged use or excessive dosage may result in diarrhea with
excessive loss of water and electrolytes, particularly potassium.
Hypernatremia has been reported.

CONTRAINDICATIONS

Lactulose is contraindicated in:

« Patients with hypersensitivity to lactulose or any of the component of
the product.

+ Patients who require a low galactose diet.

« Patients with galactosemia or disaccharide deficiency.

« Patients with gastro-intestinal obstruction.

PRECAUTIONS

General

* Those who develop gastrointestinal symptoms (flatus, bloating and
diarrhea) with the use of dietary fiber should exercise caution in the
use of lactulose.

* Care should be taken in patients who are lactose intolerant.

* Lactulose contains galactose and lactose and should be used with




caution in diabetics as blood glucose levels may be elevated, usually
after extended use.

« Inthe overall management of portal-systemic encephalopathy, it should
be recognized that there is serious underlying liver disease with
complications such as electrolyte disturbance (e.g., hypokalemia) for
which other specific therapy may be required.

< Infants receiving lactulose may develop hyponatremia and dehydration.

Laboratory Tests

Elderly, debilitated patients who receive lactulose for more than six
months should have serum electrolytes (potassium, chloride, carbon
dioxide) measured periodically.

Pregnancy:
There are no adequate and well-controlled studies in pregnant women.
This drug should be used during pregnancy only if clearly needed.

Nursing Mothers:

It is not known whether this drug is excreted in human milk. Because
many drugs are excreted in human milk, caution should be exercised
when lactulose is administered to a nursing woman.

Drug Interactions:

« Theoretically, the elimination of certain colonic bacteria by neomycin
and possibly other anti-infective agents may interfere with the desired
degradation of lactulose and thus prevent the acidification of colonic
contents. Thus the status of the lactulose-treated patient should be
closely monitored in the event of concomitant oral anti-infective therapy.

« Results of preliminary studies suggest that nonabsorbable antacids
given concurrently with lactulose may inhibit the desired lactulose-
induced drop in colonic pH. Therefore, a possible lack of desired effect
of treatment should be taken into consideration before such drugs are
given concomitantly with lactulose.

« Other laxatives should not be used, especially during the initial phase
of therapy for portal-systemic encephalopathy because the loose
stools resulting from their use may falsely suggest that adequate
lactulose dosage has been achieved.

OVERDOSAGE
Symptoms:
Diarrhea and abdominal pain.

Treatment:

Cessation of treatment or dose reduction. Extensive fluid loss by diarrhea
or vomiting may require correction of electrolyte disturbances.
No specific antidote. Symptomatic treatment should be given.

STORAGE

Store below 30°C.

Do not refrigerate or freeze.

Protect from sunlight.

The expiration date refers to the product correctly stored at the required
conditions.

Under recommended storage conditions a normal darkening of color may
occur. Such darkening is characteristic of sugar solutions and does not

affect therapeutic efficacy.

HOW SUPPLIED
LILAC (Lactulose) Syrup is available in an amber-colored bottle of 120mL.

Keep out of reach of children.

To be sold on prescription of a registered medical practitioner only.

Please read the contents carefully before use.
This package insert is continually updated from time to time.
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