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3. PHARMACEUTICAL FORM

Tablets for oral administration.

Appearance:

Ursolit 100: white round biconvex scored tablets.

Ursolit 300: white round biconvex scored eblong-tablets.

4.3 Contra-indications:
Ursolit tablets should not be used in patients:

o With frequent episodes of biliary colic
o With impaired contractility of the gall bladder.
e With chronic liver disease, peptic ulcers or in those with inflammatory diseases of the small intestine and colon.

4.4 Special warnings and precautions for use:

e Ursolit should be taken under medical supervision.

e During the first 3 months of treatment, the liver function parameters AST (SGOT), ALT (SGPT) and y-GT should
be monitored by the physician every 4 weeks, thereafter every 3 months. Apart from allowing for identification of
responders and non-responders in patients being treated for primary biliary cirrhosis, this monitoring would also
enable early detection of potential hepatic deterioration, particularly in patients with advanced stage primary
biliary cirrhosis.

e 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 visualised (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 gallstones, impaired contractility
of the gall bladder or frequent episodes of biliary colic, Ursolit should not be used.

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

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

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

Patients with rare hereditary problems of galactose intolerance, the Lapp lactose deficiency or glucose-
galactose malabsorption should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction:

In isolated cases ursodeoxycholic acid can reduce the absorption of ciprofloxacin.

Ursodeoxycholic acid 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 ursodeoxycholic acid to induce

cytochrome P450 3A enzymes. Controlled clinical trials have shown, however, that ursodeoxycholic acid does
not have a relevant inductive effect on cytochrome P450 3A enzymes.



Animal studies did not show an influence of UDCA on fertility (see section 5.3). Human data on fertility effects following
treatment with UDCA are not available.

Pregnancy

There are no or limited amounts of data from the use of UDCA in pregnant women. Studies in animals have shown
reproductive toxicity during the early phase of gestation (see section 5.3). Ursolit must not be used during pregnancy
unless clearly necessary.

Women of childbearing potential:

Women of childbearing potential should be treated only if they use reliable contraception: non-hormonal or low-
oestrogen oral contraceptive measures are recommended. However, in patients taking Ursolit tablets for dissolution of
gallstones, 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.

Breastfeeding

According to few documented cases of breastfeeding women, milk levels of UDCA are very low and probably no
adverse reactions are to be expected in breastfed infants.

4.8 Undesirable effects:

occur:

Gastrointestinal disorders:

In clinical trials, reports of pasty stools or diarrhea during ursodeoxycholic acid therapy were common.

Very rarely, severe right upper abdominal pain has occurred during the treatment of primary biliary cirrhosis.
Ursodeoxycholic acid may give rise to hausea and vomiting. The frequency of these effects are not known.
Hepatobiliary disorders:

During treatment with ursodeoxycholic acid, calcification of gallstones can occur in very rare cases making them unable
to be dissolved by bile acid therapy and resulting in surgery for some patients.

During therapy of the advanced stages of primary biliary cirrhosis, in very rare cases decompensation of hepatic
cirrhosis has been observed, which partially regressed after the treatment was discontinued.

Skin and subcutaneaous disorders:

Very rarely, urticaria can occur.

Ursodeoxycholic acid may give rise to pruritus. The frequency of this effect is not known.
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