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Ursocolacid

Category:
Gallsions Dissolution agent.

Therapeutic indications:
Ursocolacid® s indicated in the treatment of primary biliary cirrhosis (PBC) and for
the dissolution of radiolucent gallstones in patients with a functioning gallbladder.
Cholesterol stones coated with calcium or stones composed of bile pigments are not
dissolved by ursodeoxycholic acid.

Pediatric population

Hepatobiliary disorders associated with cystic fibrosis in children aged 6 to 18 years.

Posology and method of administration:
capsules are for oral

To be taken with a drink of water.

Primary Biliary Cirthosis

Adults and Elderly: 10 — 15 mg ursodeoxycholic acid (UDCA) per kg per day in two

to four divided doses.

Children: Dosage should be related to bodyweight

Dissolution of gallstones.

Adults and Elderly:

The usual dose is 6 — 12 mg/kg/day either as a single night time dose or in divided

doses. This may be increased to 15 mg/kg/day in obese patients, if necessary.

The duration of treatment may be up to two years, depending on the size of the

stone(s), and should be continued for three months after the apparent dissolution of

the stone(s).

Children: Dosage should be related to bodyweight

Pediatric population

Children with cystic fibrosis aged 6 to 18 years: 20 mg/kg/day in 2-3 divided doses,

with further increase to 30 mglkg/day if necessary.

Contraindications

Ursocolacid®should not be used in patients:

- with radio-opaque calcified gall-stones,

- with acute inflammation of the gall bladder or biliary tract.

- with occlusion of the biliary tract (occlusion of the common bile duct or a cystic
duct).

- with frequent episodes of biliary colic.

- with impaired contractability of the gall bladder.

- with hypersensitivity to bile acids or any excipient of the formulation.

- who are pregnant or breastfeeding, or in women who may become pregnant.

- with chronic liver disease, peptic ulcers or in those with inflammatory diseases of
the small intestine and colon.
When used in hepatobiliary disorders associated with cystic fibrosis in children aged
6 to 18 years.

- Unsuccessful portoenterostomy or without recovery of good bile flow in children
with biliary atresia.

Special warnings and precautions for use
Ursocolacid®capsules should be taken under medical supervision.

During the first 3 months of treatment, liver function parameters AST (SGOT), ALT
(SGPT) and y-GT should be monitored by the physician svery 4 weeks, thereafter
every 3 months. Apart from allowing for and

Capsule

Fertility, pregnancy and lactation
There are no adequate data on the use of Ursocolacid®, particularly in the first
trimester of pregnancy. Animl studies have provided evidence of a teratogenic effect
during the early phase of gestation. Ursocolacid®must not be used during pregnancy.
Treatment should be discontinued immediately if pregnancy occurs and medical
advice sought.
Women of childbearing pulermal should be treated only if they are using reliable

oral measures are
recommended. However, in panems taking Ursocolacid®for dissolution of gansmnes
effective non-hormonal contraception should be used, since hormonal oral
contraceptives may increase biliary lithiasis. The possibility of a pregnancy must be
excluded before beginning treatment.
Itis not known whether Ursocolacid® passes into breast milk. Therefore, Ursocolacid®
should not be taken during lactation. If treatment with Ursocolacid" is necessary,
breastfeeding must be discontinued.

Effects on ability to drive and use machines
No effects on ability to drive and use machines have been observed.

Adverse Effects

has not been with ic acid therapy,
hcwsver in some individuals with a congenital or acquired reduction in abilty to sulfate
hepatotoxic lithocholic acid, the theoretical risk of lithocholate-induced liver damage
may be increased.
Those indicating need for medical attention
Incidence more frequent
Allergy (dizziness, fast heartbeat, shortness of breath, skin rash or itching over the
entire body, sweating, weakne: stomach pain,
severe nausea, vomiing); urinary tract infection [UTI] (bladder pain; bloody or
cloudy urine; difficult burning or painful urination; frequent urge to urinate; lower back
or side pain)

Incidence less frequent
Leukopenia (black, tarry stools, chest pain, chills, cough, fever, painful or difficult
urination, shortness of breath, sore throat, sores, ulcers, or white spots on lips or in
mouth, swollen glands, unusual bleeding or bruising, unusual tiredness or weakness);
peptic ulcer (black, tarry stools, blood in vomit, severe or continuing stomach pain)

Those indicating need for medical attention only if they continue or are
bothersome

Incidence more frequent

Alopecia (hair loss); arthritis (pain, swelling or redness in joints, muscle pain or
stiffness, difficulty in moving); back pain; bronchitis (cough producing mucus,
difficulty breathing, shortness of breath, tightness in chest, wheezing); constipation;
coughing; diarrhea-may be dose related; dizziness; dyspepsia (heart burn);
headache; influenza-like symptoms (chills, cough, diarrhea, fever, general feeling of
discomfort or illness, headache, joint pain, loss of appetite, muscle aches and pains,
nausea, runny nose, shivering, sore throat, sweating, trouble sleeping, unusual
tiredness or weakness, vomiting); musculoskeletal pain (muscle or bone pain);
nausea; pharyngitis (body aches or pain, congestion, cough, dryness or soreness of
throat, fever, hoarseness, runny nose, tender, swollen glands in neck, trouble in

non-responders in patients being treated for primary biliary clrrhosls, this munllormg
would also enable early detection of potential hepatic deterioration, particularly in
patients with advanced stage primary biliary cirrhosis.

When used for the dissolution of cholesterol gallstones:

In order to assess therapeutic progress and for timely detection of any calcification
of the gallstones, depending on stone size, the gall bladder should be visualized
(oral cholecystography) with overview and occlusion views in standing and supine
positions (ultrasound control) 6-10 months after the beginning of treatment.

If the gall bladder cannot be visualised on X-ray images, or in cases of calcified
galistones, impaired contractilty of the gall bladder or frequent episodes of biliary
colic, Ursocolacid®should not be used.

When used for treatment of advanced stage of primary biliary cirrhosis:

In very rare cases decompensation of hepatic cirthosis has been observed, which
partially regressed after the treatment was discontinued.

If diarrhea occurs, the dose must be reduced and in cases of persistent diarthea, the
therapy should be discontinued

Interactlon with other medicinal products and other forms of interaction
hould not be with charcoal,

c()lestlpol or an(aclds containing aluminium hydroxide and/or smectite (aluminium
oxide), because these preparations bind ursodeoxycholic acid in the intestine and
thereby inhibit its absorption and efficacy. Should the use of a preparation containing
one of these substances be necessary, it must be taken at least 2 hours before or
after Ursocolacid.

Ursocolacid®can increase the absorption of ciclosporin from the intestine. In patients
receiving ciclosporin treatment, blood concentrations of this substance should
therefore be checked by the physician and the ciclosporin dose adjusted if

necessary. o
Inisolated cases L can reduce the of .
In a clinical study in healthy volunteer use of UDCA (500mg/day) and

rosuvastatin (20mg/day) resulted in slightly elevated plasma levels of rosuvastatin.
The clinical relevance of this interaction also with regard to other statins is unknown.
Ursocolacid® has been shown to reduce the plasma peak concentrations (Cmax)
and the area under the curve (AUC) of the calcium antagonist nitrendipine. An
interaction with a reduction of the therapeutic effect of dapsone was also reported.
These observations together with in vitro findings could indicate a potential for
ic acid to induce P450 3A enzymes. Controlled clinical
trials have shown, however, that ursodeoxycholic acid does not have a relevant
inductive effect on cytochrome P450 3A enzymes.
Oral contraceptives, oestrogenic hormones and blood cholesterol lowering agents
such as clofibrate may increase biliary lithiasis, which is a counter-effect to
Ursocolacid® used for dissolution of gallstones.

Voice changes); upper respiratory tract infection (ear congestion, nasal
congestion, chills, cough, fever, sneezing, or sore throat, body aches or pain,
headache, loss of voice, runny nose, unusual tiredness or weakness, difficulty in
breathing); vomiting.

Incidence less frequent or rare
Psoriasis, exacerbation of pre-existing; skin rash; vomiting

Overdose

Diarrhea may ocour in cases of overdose. In general, other symptoms of overdose are
unlikely because the absorption of Ursocolacid®decreases with increasing dose and
therefore more is excreted with the faeces.

No specific counter-measures are necessary and the consequences of diarrhea
should be treated with of fluid and els lyte balance.

Storage conditions:
- Keep out of the reach of children

- Store below 30°C, protect from moisture and light.
- Do not store and use any expired medicine:

Packaging:

20 Capsules of Ursocolacid®250 mg (2 blisters of 10 capsules) with a patient leaflet
in a paper box.

-30 Capsules of Ursocolacid®300 mg (3 blisters of 10 capsules) with a patient leaflet
ina paper box.

REFERENCES:

- Drug Information for the Health Care Professional 2007
- (EMC) Electronic Medicines Compendium
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