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NICOLAU SYNDROME
OR EMBOLIA CUTIS MEDICAMENTOSA

Frudenthal in 1924 and Nicolau in 1925 reported after the muscular 

injection of bismuth for the syphilis in the gluteal area, necrosis 

including the skin and deeper tissue

Intense pain in the immediate postinjection period 

Purplish discoloration, hemorrhagic patch, and finally necrosis of 

skin, subcutaneous fat, and muscle

Caused by :

intramuscular, subcutaneous, intravenous, intraarticular injection

Occurred with all classes of medications,:

non steroidal  anti- inflammatory drugs, antipsychotics, local 

anaestetics, corticosteroids, antibiotics, vitamin, antihistamines and 

vaccinations, polidocanol …



NICOLAU SYNDROME
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NICOLAU SYNDROME

Etiopathogenie:

• Sympathetic nerve stimulation : The sympathetic nerve stimulation by 

pain (from the periarterial or intra-arterial injection) causes vasospasm and 

ischemia

• Prostaglandin synthesis block:  Pharmacologic characteristics of NSAIDs

which block prostaglandin synthesis cause vasospasm and ischemia

• Embolic occlusion : Accidental intra-artery injection causes embolic

occlusion of the arteries

• Direct trauma by the needle, 

• Peri-vascular compression by the injected volume

• Inflammation :  Perivascular inflammation caused by cytotoxic reaction to the 

injected medication

• Mechanical injury: Physical obstruction of the blood vessels caused by the 

lipophilic drugs which penetrated the vessels.
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TAKE HOME MESSAGE

Check by color duplex before injection: 

Small saphenous vein

Perforator vein

Telangectasia



TAKE HOME MESSAGE

Check by color duplex before injection: 

Small saphenous vein

Perforator vein
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Color duplex scan 

Easy

Quick

Safe



Thank you for your attention


