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Summary 

 Dapsone syndrome is a hypersensitivitiy reaction occurring within 3-6 weeks after 
starting on dapsone treatment. 

 We present a 60 year old male patient of Indian descent who presented with history of 
fever, jaundice and pruritic rash all over the body since 20 days. Patient was on dapsone 
100mg/kg as a part of antileprotic treatment. It was diagnosed as Dapsone syndrome by History, 
clinical examination (with the help of Richardus and Smith criteria) and biopsy. 
 
 Since therapeutic application of dapsone is increasing, physicians, especially those dealing 
with leprosy treatment or working in the fields of dermatology and allergy, should be aware of 
this infrequent but potentially fatal severe form of adverse reaction. 
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Introduction 

Sulfones are derivatives of 4,4’ diaminodiphenyl sulfone. The sulfones first attracted interest 
because of their chemical relationship to the sulfonamides. In the 1940s, sulfones were found to 
be effective in suppressing experimental infections with the tubercle bacillus and for rat leprosy. 
Among sulfones dapsone is most commonly used.1 

Currently dapsone has wide application. It is used to treat Pneumocystis carinii pneumonia, 
leprosy, acrodermatitis continua, actinomycetoma, bullous pemphigoid, cicatricial pemphigoid, 
cutaneous necrotizing vasculitis, dermatitis herpetiformis, dermatomyositis, epidermolysis 
bullosa acquisita, granuloma annulare, granuloma facilae, leukocytoclastic vascultis, lichen 
planus, linear IgA dermatosis, lupus erythematosus etc.2 

Dapsone is usually well tolerated. Many patients develop some hemolysis, particularly if they 
have glucose-6-phosphate dehydrogenase deficiency. Methemoglobinemia is common, but 
usually is not a problem clinically. Gastrointestinal intolerance, fever, pruritus, and various 
rashes occur. During dapsone therapy of lepromatous leprosy, erythema nodosum leprosum often 
develops. It is sometimes difficult to distinguish reactions to dapsone from manifestations of the 
underlying illness. Erythema nodosum leprosum may be suppressed by corticosteroids or by 
thalidomide.3 

Dapsone hypersensitivity reaction was reported as early as 1950 by Lowe and was termed 
dapsone syndrome by All day and Barnes.4 It is characterized by fever, hepatitis, exfoliative 
dermatitis, lymphadenopathy, haemolytic anaemia occurring 3-6 weeks after starting on dapsone 
treatment. 5 

Case Report 

60 year old man of Indian descent came with history of fever, jaundice and pruritic rash all 
over the body since 20 days. Two months back patient was diagnosed to be having tuberculoid 
leprosy after examining skin biopsy and was started on Antileprotic treatment containing 
dapsone 100mg/day. Patient took medication for 5 weeks following which he developed redness 
all over the body with dryness and thickening of skin. 

On examination - Patient was conscious, alert, oriented. Blood pressure was 120/84 mmHg, 
icterus present, bilateral axillary lymphnodes were enlarged and bilateral pitting type of pedal 
edema was present. Cutaneous examination revealed diffuse erythema with scaling over face 
including posterior auricular and submental regions, upper limbs, lower limbs and trunk, loss of 
eye brows was present, nerves were not palpable, nails were shiny. 
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Investigations 

Total IgE – 14,701 IU/ml ( normal < 100),  

Haemoglobin – 13 gm%, Total count – 16,900 (N – 37, L- 28, E – 35), Absolute Eosinophil 
Count – 912, Peripheral smear shows eosinophilic leucocytosis, Blood urea – 18, serum 
creatinine – 0.7, Total protein – 5.7, Serum A: G – 1.1, direct bilirubin 1.9 mg/dL, indirect 
bilirubin 2.7 mg/dL, aspartate aminotransferase 190 U/L, alanine aminotransferase 264 U/L, 
alkaline phosphatase 132U/L, 

 
USG Abdomen showed A cyst in each kidney and left lobe of liver. 
 
Skin biopsy showed inflammatory infiltrate especially in perivascular and periadnexal areas 

of the dermis and features of Hansen’s disease 
 

 Figure 1 

Erythema with scaling over back Thickened skin over back 

Erythema with scaling over face Erythema with scaling over chest & upper limb

Figure 4 Figure 3 

Figure 2 
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Differential Diagnosis 
 

Several drugs, including  
1. Anticonvulsants,  
2. Sulfonamides,   
3. Allopurinol, 
4. Gold salts and  
5. Minocycline,  

cause a severe hypersensitivity syndrome that consists of fever, rash, lymphadenopathy 
and different degrees of organ involvement. This entity is also termed as drug reaction 
with eosinophilia and systemic symptoms (DRESS).6 

 
Discussion 

 
Dapsone was first synthesized in 1908 and its antibacterial properties were recognized in 

1937. Sulfones are well absorbed from the gut and widely distributed throughout body fluids and 
tissues. Dapsone's half-life is 1-2 days, and drug tends to be retained in skin, muscle, liver, and 
kidney. Skin heavily infected with M leprae may contain several times more drug than normal 
skin. Sulfones are excreted into bile and reabsorbed in the intestine. Excretion into urine is 
variable, and most excreted drug is acetylated. In renal failure, the dose may have to be adjusted. 
The usual adult dosage in leprosy is 100 mg daily. 1, 3, 7  

Richardus and Smith have mentioned the following criteria to diagnose a case of dapsone 
hypersensitivity. 
1. The symptoms appear within 8 weeks after commencement of dapsone and disappear after the 
discontinuation of the drug. 
2. The symptoms cannot be ascribed to any other drug given simultaneously with dapsone. 
3. The symptoms are not attributable to lepra reaction. 
4. No other disease liable to cause similar symptoms is diagnosed. 
5. Two of the following signs, symptoms are present - fever, skin eruption, lymphadenopathy, 
liver pathology (hepatomegaly, jaundice and/or abnormal LFTs).8 

Treatment consists of cessation of drug therapy and administration of corticosteroids. 
Prednisolone in the range of 30 – 60 mg per day may be given and should be cautiously tapered 
off to prevent recurrence. Since dapsone can remain in the body up to 35 days due to protein 
binding and enterohepatic circulation, tapering of prednisolone over a period of about one month 
is required.9 

Generally Dapsone syndrome is a self-limiting drug reaction and most patients recover 
following cessation of dapsone therapy and application of corticosteroid therapy; however, 
deaths have been reported 10. 

Conclusion 

 Since dapsone is one of the main drug in the treatment of leprosy and with recent increase in 
usage of dapsone in chronic skin diseases, physicians, especially those dealing with leprosy 
treatment or working in the fields of dermatology and allergy, should be aware of this infrequent 
but potentially fatal form of adverse reaction when treating patients with fever, skin rash, and 
jaundice. 
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