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To the Editor:  

Nicolau syndrome is a severe complication that 

occurs rarely but notably after intramuscular 

injections. It is characterized by intense pain at the 

injection site, skin discoloration, and tissue necrosis. 

Although the exact pathogenesis of the disease 

remains unclear, a vascular occlusion etiology is 

considered to play a significant role [1]. 

A 42-year-old woman presented to our clinic with a 

painful and itchy wound that emerged following 

repeated intramuscular diclofenac injections for 

pain control in her right buttock that had persisted 

for about a year after uterine artery embolization. 

Dermatological examination revealed a well-

defined, firm, erythematous plaque with crusted 

edges, measuring approximately 17x9cm in the right 

gluteal region (Figure 1). Otherwise, other body skin 

regions were normal. The patient's medical history 

was unremarkable. She had used numerous topical 

corticosteroids and topical and systemic antibiotics, 

which did not provide healing.  

Histopathological examination of a skin biopsy 

showed mixed-type dermal inflammation and 

fibrosis (Figure 2). Considering the clinical and 

histopathological findings, the patient was 

diagnosed with Nicolau syndrome. The patient was 

put on antibiotic treatment owing to secondary  

 

pseudomonal infection and colchicine therapy with a 

dose of 1.2mg/d to provide the anti-fibrotic effect. 

Mechanical wound debridement was performed with 

a fractional erbium-doped yttrium aluminum garnet 

laser and alginate wound dressings were applied. Over 

a follow-up period of approximately four months of 

colchicine therapy, epithelialization in the former 

crusted area progressed, resulting in almost total 

healing (Figure 3). The patient's complaints of pain 

and itching significantly decreased. 

Also known as embolia cutis medicamentosa, Nicolau 

syndrome was first reported in 1924 following the 

intramuscular injection of bismuth salts for the 

treatment of syphilis [1,2]. Subsequently, cases have 

been reported with various other drugs, including 

corticosteroids and nonsteroidal anti-inflammatory 

drugs [2]. Although it is frequently associated with 

intramuscular injections, Nicolau syndrome can also 

develop after intra-articular, subcutaneous, and 

intravenous injections [1,3,4]. Although it commonly 

manifests in the gluteal region, as seen in our patient, 

it can also occur in other parts of the body. 

The pathogenesis of Nicolau syndrome is an area of 

ongoing research, inviting the active engagement of 

medical professionals. Although the exact 

mechanisms are yet to be fully understood, several 

hypotheses have been proposed. These include 

mailto:gusemd@yahoo.com


Volume 31 Number 1|January/February 2025| 

31(1):21 
Dermatology Online Journal || Letter 

- 2 - 

  

 
 

vasospasm related to needle entry, disruption of 

tissue nutrition owing to vascular occlusion caused 

by the injected material, and impaired blood flow in 

the tissue resulting from a tissue reaction to the 

injected drug. Patient-related factors such as 

vascular anomalies and comorbid conditions are 

likely important factors [1,2,3,4]. As seen in our 

patient, the resulting vasospasm or vascular damage 

leads to ischemia and necrosis of the skin and 

subcutaneous tissues. Recent evidence suggests 

that diclofenac may increase the risk of arterial 

thrombosis, similar to selective cyclooxygenase-2 

inhibitors [5]. In our case, we may speculate that 

diclofenac caused a local thrombotic-induced 

necrosis and subsequent ulceration.  

The diagnosis of Nicolau syndrome is generally 

clinical, with skin biopsy primarily revealing skin 

necrosis related to ischemia [6]. The ulcer resulting 

from necrosis heals with a prominent scar. The 

treatment of Nicolau syndrome is conservative. 

Modalities used in treatment include covering the 

lesion with wound dressings, pain management, 

antibiotic therapy for secondary infections, 

pentoxifylline, hyperbaric oxygen therapy, and 

debridement [2,7]. Surgical intervention is rarely 

required. Colchicine is a medication used in 

dermatology practice for many diseases because of 

its antimitotic and anti-inflammatory effects. It also 

exhibits antifibrotic effects by inhibiting fibroblast 

proliferation and collagen synthesis [8]. Because of 

its antifibrotic effect, colchicine has been suggested 

by clinicians for liver cirrhosis and scleroderma [9]. In 

our patient, colchicine was used to treat the fibrotic 

plaque. Partial softening of the tissue was observed 

during follow-up; ongoing patient monitoring 

continues. 

In conclusion, repeated intramuscular diclofenac 

injections can lead to treatment-resistant fibrotic 

ulcers of Nicolau syndrome. Colchicine, because of 

its antifibrotic effects, may help in the management 

of the disorder. 

 

Figure 1. A large fibrotic plaque on the patient's right gluteal 

region with areas of ulceration covered by crusts. 

 

Figure 2. A) Fibrosis in the dermis (hematoxylin and eosin 

staining x40). B) Erosion and focal ulceration of the surface 

epithelium with active chronic inflammation (hematoxylin and 

eosin staining x100). 

 

Figure 3. Significant improvement with softening and healing of 

ulcerations after 5 months of treatment. 
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