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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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Adults

1-2 caplets or 1-2 tablets up to 4 times daily.

Do not exceed 8 caplets or 8 tablets daily.

Depending on the maximum daily dose, the single dose can be taken in intervals of 6 to 8 hours.

Adults and adolescents aged 15 years and over (> 53 kg) can take up to 1000 mg per single dose.
Where the effect is inadequate, the respective single dose can be administered up to 4 times
daily, depending on the maximum daily dose.

Duration of use

The duration of use depends upon the type and severity of the disease. In the event of longer-
term treatment with Optalgin, regular monitoring of blood count is required, including
differential blood count.

4.3. Contraindications

- Hypersensitivity to the active substance Dipyrone (metamizole), other pyrazolones or
pyrazolidines (this also includes patients who have developed agranulocytosis following use
of such substances), or to any of the excipients listed in section 6.1.

- Patients with known analgesic-asthma-syndrome or analgesic-intolerance of urticaria-
angioedema type, i.e. patients who react to salicylates, paracetamol or other non-narcotic
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4.4

4.5

(TENT]

analgesics (e.g., diclofenac, ibuprofen, indomethacin, naproxen) with bronchospasm or other
anaphylactoid symptoms (e.g., urticaria, rhinitis, angioedema).

- Bone marrow failure (e.g., after treatment with cytostatics) or hematopoietic disorders.

- Acute intermittent hepatic porphyria (risk of triggering an attack of porphyria).

- In children under 4 years of age or in patients with a body weight of less than 16 kg.

Special warnings and precautions for use

Pancytopenia
If pancytopenia occurs, treatment must be discontinued immediately and complete blood count

must be monitored until it normalizes (see section 4.8). All patients should be instructed to
consult their doctor immediately if signs and symptoms occur during treatment which may
indicate blood dyscrasia (e.g., malaise, infection, persistent fever, bruising, bleeding, pallor).

Severe skin reactions

There have been reports of the life-threatening skin reactions Stevens-Johnson syndrome (SJS)
and toxic epidermal necrolysis (TEN) following use of Dipyrone. If symptoms or signs of SJS or
TEN develop (such as progressive rash, often associated with blisters or mucosal lesions),
treatment with Optalgin must be discontinued immediately and not resumed at any stage.

Patients should be advised of the signs and symptoms and should be monitored closely for skin
reactions, especially in the first few weeks of treatment.

Patients should be asked relevant questions prior to the administration of Optalgin. Optalgin
should only be used after carefully weighing the potential risks against the anticipated benefits in
patients at increased risk of anaphylactoid reactions. If Optalgin are administered in such cases,
patients should be placed under close medical supervision, with emergency facilities available.

Interaction with other medicinal products and other forms of interaction

Dipyrone may cause a decrease in serum cyclosporine levels. These must therefore be monitored
if Optalgin is used concomitantly.

Severe hypothermia may develop following concomitant use of Optalgin and chlorpromazine.

Co-administration of Dipyrone and methotrexate may increase the hematotoxicity of
methotrexate, especially in elderly patients. This combination should therefore be avoided.

Dipyrone may reduce the anti-platelet activity of low-dose aspirin in the event of concomitant
use. Dipyrone should therefore be used with caution in patients taking low-dose aspirin for
cardioprotection.
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Dipyrone may reduce bupropion blood levels. Caution should therefore be exercised with
concomitant administration of Dipyrone and bupropion.

The pyrazolones are known to interact with oral anticoagulants, captopril, lithium and
triamterene, and to cause potential changes in the effectiveness of antihypertensives and
diuretics. It is not known to what extent Dipyrone also triggers such interactions.

Effect on assay methods

There have been reports of Dipyrone interference with Trinder and Trinder-like reaction assays
(e.g., determination of serum levels of creatinine, triglyceride, HDL cholesterol or uric
acid).Therefore; in cases of these tests the patient should take Optalgin only after giving a blood
sample.

Pregnancy and breast-feeding

Pregnancy
There are no adequate data from the use of Dipyrone in pregnant women. Dipyrone crosses the

placental barrier. Dipyrone has not been associated with teratogenic effects in animal studies (see
section 5.3).

The use of Dipyrone in the third trimester (after week 28) should be limited to cases which do
not respond to the use of paracetamol and used at the lowest effective dose. The daily dose
should be up to 3 grams, for only few days. Longer treatment needs close medical supervision

Breast-feeding
The metabolites of Dipyrone are excreted in breast milk.

The use of Dipyrone should be limited to cases which do not respond to the use of paracetamol
or ibuprofen.

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

Not known Frequency cannot be estimated from available data

Blood and Lymphatic System Disorders
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Rare: Leukocytopenia.
Very rare: Agranulocytosis (including fatal cases), thrombocytopenia.
Not known: Aplastic anemia, pancytopenia (including fatal cases).

These reactions can occur even if Dipyrone was previously administered without complications.

There is isolated evidence that the risk of agranulocytosis may increase if Dipyrone is used for
more than one week.

This reaction is not dose-dependent and can occur at any time during treatment.

Immediate discontinuation is essential for recovery. Therefore optalgin treatment must be
discontinued immediately, without waiting for the results of laboratory-diagnostic tests, in the
event of unexpected deterioration in general condition, persistent or recurrent fever, or painful
mucosal changes (especially in the mouth, nose and throat region).

Rare: Anaphylactoid or anaphylactic reactions*.

Very rare: Analgesic-asthma-syndrome
In patients with analgesic-asthma-syndrome, intolerance
reactions are typically manifested in the form of asthma
attacks.

Not known: Anaphylactic shock*.

*These reactions may occur in particular following parenteral application and may be severe and

life-threatening, in some cases even fatal. They can also occur if Dipyrone was previously

administered without complications.

Optalgin should therefore be discontinued immediately in the event of skin reactions.

Cardiac disorders
Frequency not known: Kounis syndrome.

Uncommon: Hypotensive reactions during or after administration, which
may be pharmacologically induced and may not be
accompanied by other signs of anaphylactoid or anaphylactic
reaction. Such reactions can lead to severe hypotension. Rapid
intravenous injection increases the risk of hypotensive
reactions.

Dose-dependent critical hypotension may also occur in the event of hyperpyrexia, without further
signs of hypersensitivity.
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4.9

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

(discontinue treatment, see section 4.4).

Renal and urinary disorders

Very rare: Acute deterioration of renal function, which may progress in
very rare cases to proteinuria, oliguria or anuria, or acute renal
failure, acute interstitial nephritis.

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. Any suspected
adverse events should be reported to the Ministry of Health according to the National Regulation
by using an online form: https://sideeffects.health.gov.il

Overdose

Therapeutic measures following overdose:

No specific antidote is known for Dipyrone. If the Dipyrone was only recently taken, attempts
can be made to limit systemic absorption using primary detoxification measures (e.g., gastric
lavage) or absorption-reducing measures (e.g., activated charcoal). The main metabolite (4-N-
methylaminoantipyrine) can be eliminated by hemodialysis, hemofiltration, hemoperfuision or
plasma filtration.

Treatment of intoxication and prevention of severe complications; may require general and
specialist intensive care monitoring and treatment.

Emergency measures in the event of severe hypersensitivity reactions (shock):

Stop administration at the first sign of hypersensitivity reactions (e.g., cutaneous reactions such
as urticaria and flushing, agitation, headache, sweating, nausea). In addition to standard
emergency measures such as Trendelenburg positioning, maintenance of patent airways and
administration of oxygen, the administration of sympathomimetics, volume expanders or
glucocorticoids may be necessary.
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