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Each 1 ml (20 drops) contains: Dipyrone 500mg
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Relief of moderate to severe pain as in headache, toothache, dysmenorrhea and for high fever
that does not respond to other measures.
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4.4 Special warnings and precautions for use
[...]

Severe skin reactions
Severe cutaneous adverse reactions (SCARs) including Stevens-Johnson syndrome (SJS), toxic

epidermal necrolysis (TEN) and drug reaction with eosinophilia and systemic symptoms
(DRESS), which can be life threatening or fatal, have been reported in connection with dipyrone
therapy.

The patients are to be informed about the signs and symptoms and monitored closely for skin
reactions.

If signs and symptoms suggestive of these reactions occur, dipyrone should be discontinued
immediately and dipyrone therapy must not be resumed at any stage (see section 4.3)

[...]

Drug-induced liver damage
Cases of acute hepatitis with a predominantly hepatocellular pattern occurring within a few days
to a few months of the start of treatment have been reported in patients treated with Dipyrone.

4 nn 2 Ty



teva

The signs and symptoms include raised serum levels of liver enzymes with or without jaundice,
often in association with other drug hypersensitivity reactions (e.g., rash, blood count
abnormalities, fever and eosinophilia) or accompanied by features of autoimmune hepatitis. Most
patients recovered after the discontinuation of Dipyrone treatment. In isolated cases, however,
progression to acute liver failure with the need for liver transplantation has been reported.

The mechanism of metamizole-induced liver damage has not been clearly elucidated. However,
the data suggest an immunoallergic mechanism.

Patients should be told to consult their doctor if they develop symptoms that suggest liver
damage. Treatment with Dipyrone should be discontinued in such patients and hepatic function
checked.

Dipyrone should not be administered again if liver damage has previously occurred on
treatment with Dipyrone for which no other cause could be found.

Excipients:

[...]

e Propylene glycol
This medicinal product should be used with caution in infants under 4 weeks old, particularly if

they are also receiving other medicinal products containing propylene glycol or alcohol.
4.5 Interaction with other medicinal products and other forms of interaction

- Pharmacokinetic induction of metabolic enzymes:
Dipyrone can induce metabolic enzymes including CYP2B6 and CYP3A4. The concomitant
use of Dipyrone with bupropion, efavirenz, methadone, valproate, cyclosporine,
tacrolimus or sertraline can bring about a reduction in the plasma concentration of these
medicinal products, with a potential decrease in clinical efficacy. Caution is therefore required
in the case of co-administration with Dipyrone; the clinical response and/or active substance
levels should be monitored accordingly.

[....]

4.7 Undesirable effects

The frequency of adverse reactions is defined using the following convention:

Very common >1/10

Common >1/100,<1/10
Uncommon >1/1,000, < 1/100
Rare >1/10,000, < 1/1,000
Very rare <1/10,000
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| Not known | Frequency cannot be estimated from available data |

Hepatobiliary disorders

Not known: Drug-induced liver damage including acute hepatitis, jaundice, raised liver
enzymes (see section 4.4).

Skin and Subcutaneous Tissue Disorders

Uncommon: Fixed drug eruption.
Rare: Rash (e.g., maculopapular exanthema).
Very rare: Stevens-Johnson syndrome or toxic epidermal necrolysis,

see section 4.4).

Not known: Drug reaction with eosinophilia and systemic symptoms (DRESS,
see section 4.4).
Severe adverse skin reactions, including Stevens-Johnson syndrome (SJS), toxic epidermal

necrolysis (TEN) and drug reaction with eosinophilia and systemic symptoms (DRESS), have
been reported in connection with Dipyrone therapy (see section 4.4).
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