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[bookmark: _Hlk49158549]SUMMARY OF PRODUCT CHARACTERISTICS

for

Xidolan Forte, coated tablets


0.	D.SP.NO.
34327

1.	NAME OF THE MEDICINAL PRODUCT
Xidolan Forte

2.	QUALITATIVE AND QUANTITATIVE COMPOSITION
[bookmark: _Hlk210123258]Each tablet contains 1000 mg (1 g) paracetamol.
[bookmark: _Hlk210126019]
Excipient with known effect: 
Each tablet contains 0,270 mg of azorubine-carmoisine (E122) (see section 4.4).

For the full list of excipients, see section 6.1.

3.	PHARMACEUTICAL FORM
Coated tablets

Capsule-shaped red tablets of 24,4 mm length.
The tablet can be divided into equal doses.


4.	CLINICAL PARTICULARS

4.1	Therapeutic indications
Symptomatic treatment of fever and/or mild to moderate pain.
[bookmark: _Hlk211257789]Xidolan Forte is indicated in adults, adolescents and children weighing from 33 kg (about 10 years).

4.2	Posology and method of administration
Paracetamol should be used at the lowest effective dose for the shortest possible time. The maximum daily dose must not be exceeded.



Posology
Children and adolescents (weighing from 33-50 kg)
[bookmark: _Hlk183601095]The usual dosage is 15 mg/kg up to a maximum of 4 times/day. Maximum daily dose is 3000 mg (3 g) (60 mg/kg per day). Leave at least 4 hours between doses.

	Child's weight (age)
	Dosage
	Maximum daily dose

	33-41 kg (about 10-12 years)
	500 mg (1/2 tablet) 
Four times daily
	2000 mg (2 g) (= 2 tablets)

	41-50 kg (about 12-15 years)
	500 mg (1/2 tablet) – 1000 mg (1 g) (1 tablet)
Three times daily
	3000 mg (3 g) (= 3 tablets)



Xidolan Forte is not suitable for children weighing less than 33 kg (about 10 years).

Adults (weighing less than 50 kg)
The maximum dose of paracetamol should not exceed 60 mg/kg/day. Maximum daily dose is 3000 mg (3 g). Leave at least 4 hours between doses.

[bookmark: _Hlk225805333]Adolescents and adults (weighing more than 50 kg)
The usual dosage is 500 mg to 1000 mg (1 g) per administration, if required every 4 to 6 hours. 
[bookmark: _Hlk223992137]The maximum dose of paracetamol should not exceed 1000 mg (1 g) per administration and 4000 mg (4 g) per day (1 tablet of Xidolan Forte, 4 times per day). Leave at least 4 hours between doses.

[bookmark: _Hlk189220199]Hepatic impairment
In patients with impaired hepatic function, the dose of paracetamol must be reduced or the dosing interval prolonged.

The daily dose of paracetamol may not exceed 2000 mg (2 g) in patients with:
· liver insufficiency (mild to moderate),
· Gilbert's syndrome (familial non-haemolytic jaundice),
· chronic alcoholism,
· dehydration,
· chronic malnutrition.

Renal impairment
In patients with renal insufficiency, the paracetamol dose should be reduced:
	Glomerular filtration rate
	Dose

	10-50 ml/min
	500 mg every 6 hours

	< 10 ml/min
	500 mg every 8 hours



Elderly
No special dosage modifications are required. Be aware that renal and/or hepatic impairment occurs more frequently in elderly subjects.

Method of administration 
For oral administration.
It is recommended to take the product with a full glass of water.

4.3	Contraindications
· Hypersensitivity to the active substance or to any of the excipients listed in section 6.1; 
· Severe hepatic failure.

4.4	Special warnings and precautions for use
Prolonged or frequent use is not recommended. Prolonged use, except under medical supervision, can harm health.
In case of acute fever or signs of secondary infection, or if symptoms persist, a physician must be consulted. 
In case of long-term use, high doses, or incorrect use of analgesics in patients with chronic headaches, headaches may occur or worsen; they should not be treated with higher doses of this medicinal product. In such cases, analgesics use should be discontinued on medical advice.

To avoid the risk of overdose:
· [bookmark: _Hlk157509868]Do not combine different paracetamol containing medicinal products as the risk of overdose (see section 4.9) or serious adverse effects is increased (see section 4.5); 
· Observe the maximum recommended dose (see section 4.2).

In children treated with 60 mg/kg/day of paracetamol, the combination of another antipyretic medicinal product is only justified in case of inefficacy.

Taking a dose equivalent to several times the daily dose all at once can seriously damage the liver; unconsciousness does not always occur. However, it’s necessary to call a doctor immediately due to the risk of irreversible liver damage (see section 4.9). 

The following risk factors should be considered with caution as they may lower the threshold for liver toxicity. In these cases, the dose should be adjusted and the maximum daily dose should definitely not be exceeded for these patients (see section 4.2): 
· liver insufficiency (including Gilbert’s syndrome),
· acute hepatitis,
· renal insufficiency, 
· chronic alcoholism,
· adults weighing less than 50 kg, 
· glucose-6-phosphate dehydrogenase deficiency,
· haemolytic anaemia,
· concomitant treatment with drugs affecting hepatic function, 
· dehydration,
· chronic malnutrition, fasting (low hepatic glutathione reserves).

Dose reduction is recommended in patients showing signs of worsening hepatic function. Treatment should be stopped in those patients who develop severe liver failure (see section 4.3).

Cases of high anion gap metabolic acidosis (HAGMA) due to pyroglutamic acidosis have been reported in patients with severe illness such as severe renal impairment and sepsis, or in patients malnutrition and other sources of glutathione deficiency (e.g. chronic alcoholism) who were treated with paracetamol at therapeutic dose for a prolonged period or a combination of paracetamol and flucloxacillin. If HAGMA due to pyroglutamic acidosis is suspected, prompt discontinuation of paracetamol and close monitoring is recommended. The measurement of urinary 5-oxoproline may be useful to identify pyroglutamic acidosis as underlying cause of HAGMA in patients with multiple risk factors.

[bookmark: _Hlk182911862]Sodium and azorubine-carmoisine (E122)
This medicine contains less than 1 mmol sodium (23 mg) per tablet, that is to say essentially ‘sodium-free’.
This medicine contains azorubine-carmoisine (E122) which may cause allergic reactions.

4.5	Interaction with other medicinal products and other forms of interaction
Paracetamol is completely metabolised in the liver. Certain metabolites of paracetamol are hepatotoxic and concomitant administration with potent enzyme inducers (rifampicin, certain anticonvulsants, etc.) may therefore lead to hepatotoxic reactions, especially when high doses of paracetamol are used. 

· Cholestyramine: Cholestyramine may reduce the absorption of paracetamol. When concomitant administration of paracetamol and cholestyramine is necessary, paracetamol must be taken at least 1 hour before or 4 hours after administration of cholestyramine.
· Enzyme inducers and alcohol: The risk of hepatotoxicity may be increased with the use of enzyme inducers such as barbiturates, carbamazepine, phenytoin, primidone, rifampicin and alcohol. The maximum daily dose must not be exceeded in these patients under any circumstances (see sections 4.2, 4.4 and 4.9).
· Probenecid: Probenecid can reduce paracetamol clearance by almost half, by inhibiting conjugation with glucuronic acid. A reduction in the dose of paracetamol must be considered in case of concomitant treatment with probenecid.
· Isoniazid: Isoniazid decreases the clearance of paracetamol, which may increase the paracetamol plasma concentration by inhibiting metabolism in the liver. However, in some individuals, induction of the metabolism of paracetamol resulting in the formation of toxic metabolites has been observed. This risk seems to be the greatest shortly after stopping isoniazid or in fast acetylators of isoniazid if paracetamol is taken late in the isoniazid dosing interval.
· Zidovudine: Concomitant administration of paracetamol and zidovudine may lead to neutropenia and hepatotoxicity. Chronic/frequent use of paracetamol in patients treated with zidovudine must be avoided. If chronic use of paracetamol and zidovudine is necessary, white blood cell counts and liver function must be monitored, particularly in malnourished patients. 
· Vitamin K antagonists: The effect of vitamin K antagonists (especially warfarin) may be enhanced, especially with regular use of high-dose paracetamol. In this case, regular monitoring of the International Normalised Ratio (INR) is recommended. Occasional paracetamol intake has no significant effects on bleeding tendency.
· Lamotrigine: Decreased bioavailability of lamotrigine, with possible reduction of the therapeutic effect, due to possible induction of hepatic metabolism.
· Metoclopramide and domperidone: Accelerated absorption of paracetamol in the small intestine due to accelerated gastric emptying.
· [bookmark: _Hlk188607174]Interaction with diagnostic tests: Paracetamol administration may interfere with determination of blood uric acid levels using the phosphotungstic acid method and with determination of blood glucose using the glucose oxidase-peroxidase method. 
· [bookmark: _Hlk188364607]Chloramphenicol: Possibly enhanced toxicity of chloramphenicol, due to inhibition of hepatic metabolism (not clinically relevant if administered topically).
· [bookmark: _Hlk100752128]Flucloxacillin: Caution should be exercised when using paracetamol concomitantly with flucloxacillin, as concomitant use has been associated with high anion gap metabolic acidosis due to pyroglutamic acidosis, particularly in patients with risk factors (see section 4.4).

4.6	Fertility, pregnancy and lactation
[bookmark: _Hlk189118093]
Pregnancy
A large amount of data on pregnant women indicate neither malformative, nor feto/neonatal toxicity. Epidemiological studies on neurodevelopment in children exposed to paracetamol in utero show inconclusive results. If clinically needed, paracetamol can be used during pregnancy; however, it should be used at the lowest effective dose, for the shortest possible duration and at the lowest possible frequency. 

Breast-feeding
Paracetamol and its metabolites are excreted in human milk, but at therapeutic doses of Xidolan Forte, no effects are expected in breast-fed infants. Xidolan Forte can be used during breast-feeding.

Fertility
There are no sufficient adequate clinical data available regarding male or female fertility.

4.7	Effects on ability to drive and use machines
No traffic warning.
Xidolan Forte has no influence on the ability to drive and use machines.

4.8	Undesirable effects
Adverse reactions are classified by system organ class and frequency of occurrence.
The following convention has been used for classification of adverse reactions by frequency:
· Very common (>1/10), 
· Common: (>1/100 to <1/10), 
· Uncommon: (>1/1 000 to <1/100), 
· Rare: (>1/10 000 to <1/1 000), 
· Very rare (<1/10 000), 
· Not known (cannot be estimated from the available data). 

	System organ classes
	Rare: (>1/10 000 to <1/1 000)
	Very rare (<1/10 000)
	Not known

	Blood and lymphatic system disorders
	
	Thrombocytopenia, leukopenia, pancytopenia, neutropenia, haemolytic anaemia, agranulocytosis
	Anaemia

	Immune system disorders
	Allergic reactions
	Allergic reactions requiring discontinuation of treatment
	Anaphylactic shock

	Hepatobiliary disorders 
	Liver function disorders, hepatic impairment, hepatic necrosis, jaundice
	Hepatotoxicity
	Hepatitis

	Skin and subcutaneous tissue disorders
	Pruritus, rash, angioedema, urticaria
	Very rare cases of severe skin reactions have been reported.
	

	Renal and urinary disorders
	
	Renal impairment
	Nephropathies (interstitial nephritis, tubular necrosis) following prolonged use of high doses

	Metabolism and nutrition disorders
	
	
	High anion gap metabolic acidosis1

	Injury, poisoning and procedural complications
	Overdose and intoxication
	
	


1 	Cases of high anion gap metabolic acidosis due to pyroglutamic acidosis have been observed in patients with risk factors using paracetamol (see section 4.4). Pyroglutamic acidosis may occur as a consequence of low glutathione levels in these patients.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any suspected adverse reactions via:

Lægemiddelstyrelsen
Axel Heides Gade 1
DK-2300 København S
Website: www.meldenbivirkning.dk

4.9	Overdose
In case of overdose, there is a risk of acute liver toxicity, particularly in the elderly, young children, in cases of hepatic or renal insufficiency, chronic alcoholism, chronic malnutrition, when using enzyme inducers and in adults under 50 kg.

Patients on long term treatment with carbamazepine, phenobarbital, phenytoin, primidone, rifampicin, St John’s Wort or other drugs that induce liver enzymes, also have a higher risk for overdose.

Hepatotoxicity often occurs only 24 to 48 hours after ingestion. An overdose can be fatal. In case of overdose, a doctor should be consulted immediately, even in the absence of symptoms. 
Nausea, vomiting, anorexia, pallor and abdominal pain usually appear within the first 24 hours. Significant overdose (from 10 g in adults, equivalent to 20 tablets) leads to acute liver toxicity, with hepatic cytolysis, leading to hepatocellular insufficiency, metabolic acidosis and encephalopathy, which can lead to coma and death. Increased levels of hepatic transaminases (AST, ALT), lactate dehydrogenase and bilirubin were also observed, in association with prolonged prothrombin time (12 to 48 hours after administration). 
Acute renal failure with acute tubular necrosis, strongly suggested by loin pain, haematuria and proteinuria, may develop even in the absence of severe liver damage. Cardiac arrhythmias and pancreatitis have been reported.

The threshold for liver toxicity may be lowered if the previously mentioned risk factors are present (Ingestion of 5 g – equivalent to 10 tablets).

In case of paracetamol poisoning, local acute practices for paracetamol overdose should be followed.
Emergency procedure:
· immediate hospitalization even in the absence of obvious early symptoms. Symptoms may be limited to nausea or vomiting and may not reflect the severity of the overdose or the risk of organ damage;
· blood sample, to determine the initial plasma concentration of paracetamol;
· administration of the antidote N-acetylcysteine, intravenously or orally, if possible, within 8 hours after ingestion;
· administration of activated charcoal, if possible, within one hour after ingestion; 
· symptomatic treatment.

4.10	Legal status
B


5.	PHARMACOLOGICAL PROPERTIES

5.1	Pharmacodynamic properties	
[bookmark: _Hlk183444502]Pharmacotherapeutic group: other analgesics and antipyretics-anilides, ATC code: N02BE01.

Paracetamol is an antipyretic and analgesic. It has no anti-inflammatory properties. Paracetamol primarily produces antipyresis through action on the hypothalamic heat-regulation centre and analgesia by elevation of the pain threshold. 
The mechanism of action is complex and not fully understood but considered predominantly central and not fully explained by classical COX inhibition. Paracetamol produces its analgesic and antipyretic effects from the inhibition of prostaglandin synthesis. Prostaglandins appear to sensitize pain receptors and to mediate increases in body temperature.

5.2	Pharmacokinetic properties

Absorption
The absorption of paracetamol for oral use is complete and fast. Maximum plasma concentrations are reached 30 to 60 minutes after ingestion.

Distribution
Paracetamol is distributed rapidly throughout all tissues.
Plasma protein binding is low (10-20%) but might reach moderate level at high doses or in case of intoxication.

Biotransformation
Paracetamol is metabolised extensively in the liver. The two major metabolic routes are conjugation with glucuronic acid and sulphate. The latter route can be rapidly saturated at posology that exceed the therapeutic doses. A minor route, catalysed by the P450 cytochrome, is the formation of a reactive intermediate (N-acetyl benzoquinoneimine), which, under normal conditions of use, is rapidly detoxified by the reduced glutathione and eliminated in the urine after conjugation with cysteine and mercapturic acid.
However, during massive intoxications, the quantity of this toxic metabolite is increased.

Elimination
Excretion is primarily urinary. 90% of the ingested dose is excreted by the kidney in 24 hours, mainly in the form of glucuronide (60 to 80%) and sulphate (20 to 30%) conjugates. Less than 5% is eliminated unchanged. The elimination half-life varies from about 1 to 4 hours. In case of serious renal impairment, the excretion of paracetamol and its metabolites is delayed. The conjugation capacity in the elderly is unchanged.

5.3	Preclinical safety data

Non-clinical information is derived from literature data. 

Non-clinical literature data reveal no special hazard for humans based on studies of repeated dose toxicity, genotoxicity, carcinogenic potential, and toxicity to reproduction and development.
In animal studies, high doses of paracetamol produced dose-dependent hepatotoxicity and nephrotoxicity, associated with the formation of a reactive metabolite leading to hepatic necrosis. These findings are consistent with the known effects of paracetamol overdose in humans. 
Paracetamol has been evaluated in a range of in vitro and in vivo genotoxicity assays, as well as in long-term carcinogenicity studies in rodents. Based on a weight-of-evidence approach, paracetamol is considered non-genotoxic and non-carcinogenic at clinically relevant dose levels when administered short-term. 


6.	PHARMACEUTICAL PARTICULARS

6.1	List of excipients

Tablet core 
· Povidone
· Starch pregelatinized
· Stearic acid
· Croscarmellose Sodium

Tablet coating 
· Hypromellose
· Diethylphtalate
· Azorubine – carmoisine (E122)
· Quinoline yellow (E104)
· Titanium dioxide (E171)
· Gelatin

6.2	Incompatibilities
Not applicable.

6.3	Shelf life
2 years

6.4	Special precautions for storage
Do not store above 30°C. 

6.5	Nature and contents of container
PVC/Aluminium blisters: box of 8, 8×1, 10, 10×1, 16, 16×1, 20, 20×1, 24, 24×1, 30, 30×1, 32, 32×1, 40, 40×1, 48, 48×1, 50, 50×1, 56, 56×1, 60, 60×1, 90, 90×1, 100, 100×1, 120 or 120×1 tablets.

Not all pack sizes may be marketed.

6.6	Special precautions for disposal and other handling
Any unused medicinal product or waste material should be disposed of in accordance with local requirements.

7.	MARKETING AUTHORISATION HOLDER
Laboratoires S.M.B.
Rue De La Pastorale 26-28
1080 Molenbeek-Saint-Jean
Belgium

8.	MARKETING AUTHORISATION NUMBER(S)
72921

9.	DATE OF FIRST AUTHORISATION
27 May 2026

10.	DATE OF REVISION OF THE TEXT
-
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