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Substance abuse treatment providers, clinicians, outreach workers, and public health clinics should be aware of the following
information. Dipyrone is an adulterant that has been identified in seized drug material also containing cocaine, fentanyl and/or

heroin. Dipyrone is considered to be a relatively safe drug when used under medical supervision, however, chronic unsupervised
use may lead to development of agranulocytosis and other hematologic disorders. Studies have shown that with repeated
administration tolerance to the antinociceptive effects of dipyrone develops. In a study at Fredric Rieders Family Foundation
(FRFF) supported by the Colombo Plan and JMJ Technologies on the presence of toxic adulterants in seized drugs (n=2,000),
dipyrone was found in 5.3% percent of the exhibits. Colombo Plan and Argentine Provincial Police drug testing detected dipyrone
in seized cocaine samples in Argentina.

Background: Dipyrone is a non-opioid analgesic with antipyretic activity, which was developed by the German company Hoechst
AG in 1920 with mass production starting in 1922. It is a pro-drug, which is rapidly metabolized after oral administration to active
pyrazolone compounds. Dipyrone is also know under different generic names such as metamizole, noramidopyrine, and others.
Dipyrone was sold as an over-the-counter (OTC) analgesic until the 1970s, at which time it was banned in several countries,
including the United States, several European nations, Japan, and Australia following reports of users developing agranulocytosis,
occasionally resulting in death. The safety of the drug is still controversial, resulting in varying levels of restriction and regulation
worldwide. Dipyrone is still available, however, by prescription and OTC in many countries in Europe, South America, and Asia.
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e Include dipyrone in the scope of testing.

Dipyrone

o Diarrhea
Recommendations for Clinicians Headaches ¢ Develop sensitive confirmatory procedures for
common adulterating agents, including dipyrone.
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Health Impacts: Coadministration of dipyrone and morphine has been found to potentiate antinociceptive effects. Concomitant use
of dipyrone and illicit drugs can enhance the toxicity of the illicit drug. In a study using rats, coadministration of dipyrone and
morphine in acute treatment resulted in almost tripling the Cy,, of morphine. Additionally, multiple doses of coadministration
produced accumulation of morphine in the plasma, which may be explained by inhibition of enzymatic morphine metabolism.
Tolerance to antinociceptive effects was also found to be attenuated with the coadministration of dipyrone and morphine. One study
found that naloxone was unable to reverse the effect of dipyrone alone or in combination with morphine. Another study found that a
dose of naloxone that is effective to block morphine is only partially effective in blocking the supra-additive effects of morphine plus
metamizole. To almost abolish the potentiated effect produced by this combination, it is necessary to administer higher naloxone
dose. Dipyrone has shown some hepatoxic potential, however, the risk of development of hepatic disorders is low. Deterioration of
renal function is a side effect and cases of renal failure have been reported. Agranulocytosis is the most concerning effect.

People with substance abuse disorder may be more vulnerable to COVID-19 due to the drug’s effects on the immune system. The
problem is further exacerbated by the addition of adulterants like dipyrone that results in a decrease of white blood cells that lower
immunity and increase susceptibility to such infections.

Analytical challenges in the confirmation of dipyrone as an adulterant in illicit samples have been noted. Dipyrone is susceptible to
thermal degradation and/hydrolytic decomposition, forming decomposition products, 4-methyl aminoantipyrine and aminopyrine,
also known drugs, complicating interpretation. Electrospray ionization mass spectrometry in positive mode or NMR are
recommended techniques for the confirmation of intact dipyrone.
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Dipyrone (Metamizole) —
Diagnosis and Treatment
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Adverse Effects
Physical

Nausea Rash/urticaria
Vomiting Diaphoresis
Diarrhea Toxic epidermal necrolysis
Abdominal pain (TEN)
Dry Mouth Bronchospasm
Headache Deterioration of renal function
Dizziness Agranulocytosis/neutropenia

Drowsiness
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Provider Response to Adverse Effects
Physical

IV fluids and electrolyte replacement

Treat bronchospasm with inhaled beta agonists

Treat rash/urticarial with oral antihistamines, if severe

Monitor CBC/differential daily

Monitor serum creatinine/BUN daily

Consider broad spectrum antibiotic therapy in patients with fever
and agranulocytosis

Further Treatment Needed?

In most cases, further treatment is not required. Conditions such as
TEN or agranulocytosis are potentially deadly and require highly
specialized care in a hospital setting.
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