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Treatment of hypercalcemia due to malignancy. Palliative treatment of osteolysis due
to malignancy.
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Stareh-pregelatinised;-mieroerystalline Microcrystalline cellulose, sodium starch
glycolate (type A), pregelatinized starch, eclloidal-silica-anhydrous, magnesium
stearate, colloidal anhydrous S|I|cased+um—sta¥el$g4yeelate-€type—A9—magne&am
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Polyvinyl alcohol, titanium dioxide (E171), macrogol (E1521), talc.
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dium clodronate tablets are contraindicated in patients with severe renal failure where creatinine

arance less than 10 ml/min, except for short term use in the presence of purely functional renal
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insufficiency caused by elevated serum calcium levels.

Hypersensitivity to the active substance or to any of the excipients (listed in section 6.1) and in

patients receiving concomitant treatment with other bisphosphonates.
Acute, severe inflammatory conditions of the gastrointestinal tract.

Pregnancy and lactation.

4.4 Special warnings and precautions for use

No information is available on the potential carcinogenicity of sodium clodronate, but patients
have been treated in clinical trials for up to 2 years. The duration of the treatment is therefore at
the discretion of the physician, according to the status of the underlying malignancy.

[]

In clinical trials, asymptomatic, reversible elevations of transaminases have occurred, without changes
in other liver function tests. Monitoring of serum transaminases is advised (see also section 4.8).

Dental conditions and osteonecrosis of the jaw

Osteonecrosis of the jaw, generally associated with tooth extraction and/or local infection (including
osteomyelitis) has been reported in patients with cancer receiving treatment regimens including primarily
both intravenousty and oral administered bisphosphonates.

%]

Irritation of the upper gastrointestinal mucosa

Orally administered, mainly nitrogen-containing, bisphosphonates may cause local irritation of the upper
gastrointestinal mucosa. Because of these possible irritant effects and a potential for worsening of the
underlying disease, caution should be used when clodronate disodium is given to patients with active
upper gastrointestinal problems (e.g. known Barrett's oesophagus, dysphagia, other oesophageal
diseases, gastritis, duodenitis or ulcers).

Adverse experiences such as oesophagitis, oesophageal ulcers and oesophageal erosions, in some
cases severe and requiring hospitalisation, rarely with bleeding or followed by oesophageal stricture or
perforation, have been reported in patients receiving treatment with oral bisphosphonates. The risk of
severe oesophageal adverse experiences appears to be greater in patients who do not comply with the
dosing instruction and/or who continue to take oral bisphosphonates after developing symptoms
suggestive of oesophageal irritation. Patients should pay particular attention and be able to comply with
the dosing.

Physicians should be alert to any signs or symptoms signalling a possible oesophageal reaction and
patients should be instructed to discontinue clodronate disodium and seek medical attention if they
develop dysphagia, odynophagia, retrosternal pain or new or worsening heartburn.

While no increased risk was observed in controlled clinical trials there have been post-marketing reports
of gastric and duodenal ulcers with oral bisphosphonate use, some severe and with complications.
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Excipients

This medicinal product contains 128.24 mg sodium per tablet, equivalent to 6.4% of the WHO
recommended maximum daily intake of 2 g sodium for an adult.

4.5 Interaction with other medicinal products and other forms of interaction
[-]

The calcium-lowering action of sodium clodronate can be potentiated by the administration of As

aminoglycosides-can-cause-hypocalcaemia either concomitantly or one to several weeks apart. Severe

hypocalcaemia has been observed in some cases. Hypomagnesaemia may also occur simultaneously.
lod | rini i on.

Clodronate has been reported to be associated with renal dysfunction when used simultaneously with

non- ster0|dal anti- |nﬂammatory analgeS|cs (NSAIDS) most often. Qahen%s—reemrg—NSAlD—s—m—addmen

Concomitant use of estramustine phosphate with clodronate has been reported to increase the serum
concentration of estramustine phosphate by 80% at the maximum.

Sodium clodronate forms poorly soluble complexes with divalent metal ions.—and-therefore-Therefore,
clodronate should not be taken simultanecus-administration with calcium rich foods, antacids, and
mineral supplements as these may impair absorption.

[]

4.8 Undesirable effects
[-]

System Organ Common Rare Very Rare Frequency

Class >1/100 to < >1/10,000to < | < 1/10,000 unknown
110 1/1,000

Immune system Allergic reaction | Bronchoconstriction

disorders

[.]

Renal and Impairment of “mpairment-of

urinary renal function renatfunction

disorders {eElevation of

serum creatinine
and proteinuria},
severe renal
damage.

Single cases of
renal failure, in
rare cases with
fatal outcome,
especially with
concomitant use
of NSAIDs, most
often diclofenac.
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4.9 Overdose

[..]JAcute overdosage may be associated with gastrointestinal symptoms such as nausea and
vomiting.
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