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1  |  INTRODUCTION

Eculizumab is a fully humanized monoclonal blocking 
antibody to complement protein C5 that inhibits cleav-
age to C5a and C5b, thus preventing terminal comple-
ment complex C5b- 9 and formation of the membrane 
attack complex.1 Eculizumab was FDA- approved in 2020 
for the treatment of neuromyelitis optica (NMO) after it 
was shown to be effective in reducing relapse frequency 
in highly clinically active, aquaporin- 4 immunoglobu-
lin G (AQP4- IgG)- positive NMO.2 Commonly reported 
side effects (>10%) include upper respiratory infections 
and headache. A life- threatening desquamating rash 
and hyperammonemia following the administration of 
eculizumab for paroxysmal nocturnal hemoglobinuria 
(PNH) has been reported.3 Cutaneous adverse drug re-
actions can range from self- limited cutaneous eruptions 
such as maculopapular exanthema to severe cutaneous 
drug reactions. Severe cutaneous adverse reactions are 
rare, potentially life- threatening, and T- cell- mediated hy-
persensitivity reactions.4 Certain drugs can induce auto-
antibodies rather than cause an autoantibody- associated 

disease. The information available suggests eculizumab 
is unlikely to do this.5 We report a patient with refractory 
NMO who developed a cutaneous drug reaction following 
intravenous eculizumab administration. This information 
will be useful to clinicians, given the expanding clinical 
uses of eculizumab in diseases such as atypical hemolytic 
uremic syndrome (aHUS), PNH, and myasthenia gra-
vis.6– 8 Eculizumab has also been used for lupus nephritis- 
associated thrombotic microangiopathy in systemic lupus 
erythematosus patients.9

2  |  CASE PRESENTATION

A 75- year- old woman with AQP4- IgG- positive NMO 
was started on weekly intravenous eculizumab following 
suboptimal response to rituximab with mycophenolate 
mofetil. Soon after the third infusion, she developed an 
itchy skin rash involving all extremities that progressed 
over the subsequent days despite diphenhydramine ther-
apy. Due to the progression of the rash, the infusions were 
discontinued after the fourth one. Her medical history 
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Abstract
Eculizumab is approved for treatment of antibody positive neuromyelitis optica, 
myasthenia gravis, and hematologic disorders like paroxysmal nocturnal hemo-
globinuria. Drug rash has not yet been reported as a side effect of eculizumab. We 
report a case of a cutaneous drug reaction soon after introduction of eculizumab 
therapy in a patient with refractory neuromyelitis optica. Clinicians should be 
aware of a drug reaction as a possible adverse reaction to eculizumab.
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included discoid lupus erythematosus (DLE) in remission 
for 30 years and Sjogren's syndrome.

Her physical examination was remarkable for NMO- 
related deficits (numbness and weakness from the chest 
down, hyperreflexia, and left eye blindness) and the skin 
rash. All extremities were involved by well- defined, coin- 
shaped, erythematous papules with varying size and scaling 
(Figure 1). Her mucous membranes, nails, scalp, and hair 
were unaffected. A dermatology evaluation confirmed the 
clinical impression of this being a drug rash, as did subse-
quent pathology. Skin biopsy of the left leg revealed a vacuo-
lar interface dermatitis (characterized by vacuolization at the 
dermal- epidermal junction and lymphocytic inflammation 
of the epidermis and dermis). Epidermal hyperplasia and 
dyskeratotic keratinocytes were also present. The prepon-
derance of inflammation over epidermal necrosis favored 
a medication reaction over erythema multiforme. Findings 
typical of drug- induced cutaneous lupus (basement mem-
brane thickening and mucin deposition) were absent.

Serological studies showed the absence of antinuclear, 
anti- double- stranded deoxyribonucleic acid, and anti- 
histone antibodies. Anti- Ro/Sjogren syndrome A and an-
ti- La/Sjogren syndrome B antibodies were positive.

She was placed on 50 mg of oral prednisone four times 
a day for 4 days with tapering. Prompt clinical improve-
ment was noted with complete resolution at 5 months.

3  |  DISCUSSION

Cutaneous adverse drug reactions usually start 12– 24 h 
after exposure.4 A temporal relationship between the in-
troduction of eculizumab and development of skin rash 
suggests a relationship between them.

A study evaluating the immunogenicity of eculizumab 
found zero of 75 patients with PNH on eculizumab devel-
oped human antihuman antibodies.5

Our knowledge of eculizumab- related drug reactions 
is limited, and further research is needed to better un-
derstand the pathophysiology. Importantly, there is little 

evidence documenting autoimmune response to IgG2/
IgG4 monoclonal antibody therapy. Eculizumab's use in 
disorders like NMO, aHUS, PNH, and myasthenia gravis 
makes it important for clinicians to be aware of its poten-
tial to cause severe skin reactions. It is possible that this 
patient's history of other autoimmune disorders (DLE and 
Sjogren's syndrome) played a role in her reaction, which is 
important given that this is common in patients with NMO.
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F I G U R E  1  Cutaneous drug reaction lesions. Left thigh (A), legs (B), and left arm (C) showing skin rash characterized by erythematous 
papules and plaques of varying size with extensive scaling.
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