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ABSTRACT: Administration of certain drugs may be associated with cutaneous adverse effects. Some 

of which have classical findings and can be labeled as a syndrome. One such entity is Nicolau 

syndrome, a clinical condition which at times can be missed if the clinician is unaware of this 

condition. We hereby present this case report. 
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INTRODUCTION: Nicolau syndrome (embolia cutis medicamentosa) is a severe painful local necrosis 

at the site of an injected medicament. It may follow intramuscular therapeutic injections and also 

sclerotherapy. Clinically it is characterized by stellate erythema and infiltration followed by central 

necrosis that heals with or without scarring. 

 

CASE REPORT: Our patient was a 50 year old gentleman who was referred to us from the 

Department of General Surgery with a purple colored extremely painful patch over the buttocks 

(Figures 1 and 2). He gave a history of the administration of Injection Diclofenac intramuscularly in 

the right gluteal region following an episode of pain over the left knee joint.  

A day later he developed an ecchymotic, painful and necrotic lesion over the injected site 

which gradually progressed to involve the entire gluteal region and the adjacent flanks over a period 

of five days. The lesion was extremely tender. There was no history of hot or cold compresses to that 

area, nor was there any history of bleeding disorder. Systemically the patient had no ailments.  

 Based on the history and the clinical findings a diagnosis of Nicolau syndrome was made and 

the patient was counseled about the condition and its likely clinical course. As the presentation was 

mild the patient was started on Tablet Ciprofloxacin 500mg twice daily as a precaution to prevent 

secondary infection, Tablet Pentoxyphylline 400mg twice daily, topical heparin gel application twice 

daily and a multivitamin supplement with 55mg of elemental zinc once daily to facilitate wound 

healing.  

The patient was under observation. His lesions gradually improved and he was discharged. 

However he was subsequently lost to follow up. 
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DISCUSSION: Nicolau Syndrome also known as livedo like dermatitis and Embolia cutis 

medicamentosa was first described in 1924 by Freudenthal and in 1925 by Nicolau in patients 

receiving bismuth salts for the treatment of Syphilis.[1] Other drugs precipitating Nicolau syndrome 

include penicillins, non-steroidal anti-inflammatory drugs like piroxicam and diclofenac, local 

anesthetics like lidocaine, antipsychotics, antiepileptics and glatiramer acetate.[2,3,4] 

 Rarely sclerotherapy may be a cause for Nicolau syndrome.[5] The pathogenesis of Nicolau 

syndrome has not been clearly elucidated. The most common hypothesis suggested is the direct 

irritation of the vasculature, owing to arterial embolism, caused by the drug along with drug 

crystallization with the development of arteriovenous shunt and ischemia secondary to para-arterial 

injection.[6] Other proposed theories include end artery damage, sympathetic stimulation followed by 

vascular spasm which in turn leads to necrosis.  

 Clinically the lesions of Nicolau syndrome are pathognomonic. It is characterized by severe 

pain at the injection site followed by erythema and progression to a hemorrhagic lesion.[7] This is 

followed by necrosis of skin and the underlying hypodermis and muscles. Healing occurs by scar 

tissue formation which takes several months. Early institution of treatment helps prevent skin 

necrosis.[8] 

 Nicolau syndrome though not an uncommon disorder, can be prevented by aspirating just 

before injecting to ensure the extra-arterial injection of the drug. The upper and outer quadrant of 

the gluteal region is the preferred site because of fewer large blood vessels. Other technique 

advocated could be a Z-track method.[9] However it is doubtful whether Nicolau syndrome can be 

prevented by this method as vascular spasm in Nicolau syndrome is difficult to recognize.[10] 

 Differentiating Nicolau syndrome from Necrotizing fasciitis is important as in the severe 

forms of Nicolau syndrome it may closely mimic Necrotising fasciitis and the management of 

Necrotising fasciitis would be more aggressive with extensive debridement, antibiotics and 

Intravenous immunoglobulins.  

In most cases Nicolau syndrome heals with atrophic scars or pigmentation. In rare cases 

complications such as hypoesthesia and sepsis can occur.  

Figure 1 Figure 2 
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Clinicians should therefore be aware of this condition as a diagnostic possibility for anyone 

presenting with localized pain following intramuscular injection of any substance. 
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