
 

 

 

 

 

FIXED DRUG ERUPTION 

 

Two examples of fixed drug eruption, (from DermNet -NZ) 

 

Introduction 

 

Fixed drug eruption (FDE) is a distinctive type of cutaneous drug reaction that 

characteristically recurs in the same location(s) upon re-exposure to the offending drug. 

 

With each exposure however, the number of involved sites may increase. 

 

The diagnosis of fixed drug eruption (FDE) in its typical presentation is usually 

straightforward, based upon lesion morphology and history.  

 

In less certain cases, a skin biopsy can be done to confirm the diagnosis. 

 

Discontinuation of the offending drug is the most important aspect of management of 

FDE. After drug discontinuation, lesions resolve without treatment in a few days leaving 

a patch of post-inflammatory hyperpigmentation. 

 

Pathophysiology 

 

Fixed drug eruption is a type of hypersentivity reaction to a drug. 

 



Usually just one drug is involved, although independent lesions from more than one drug 

have been described.  

 

Cross-sensitivity to related drugs may occur and there are occasional reports of 

recurrences at the same site induced by drugs that appear to be chemically unrelated. 

 

Sometimes the inducing drug may be re-administered without causing reappearance of 

the lesions. 

 

Exactly how an FDE arises and in particular why just certain areas of skin are affected, is 

unclear, but it is thought to be related to CD8+ T cells with an effector–memory 

phenotype which are abundantly detected along the dermo-epidermal junction in 

established FDE lesions. These cells persist in quiescent FDE lesions long after the 

clinical resolution. 

 

The CD8+ T cells remain quiescent but in a primed state in healed FDE lesions unless the 

causative drug is readministered.  

 

Upon rechallenge, CD8+ T cells are activated to release interferon gamma and cytotoxic 

granules and histamine. 

 

Causative Drugs: 

 

Many drugs may induce fixed drug eruptions. 

 

The frequency with which individual drugs cause FDE varies over time and from country 

to country, depending upon drug availability and rates of consumption. 

 

In general the commonest causative drugs include: 

 

1. Paracetamol 

 

2. Antibiotics: 

 

● Penicillins. 

 

● Tetracycline antibiotics; doxycycline, minocycline, panmycin  

 

● Sulphonamide antibiotics including cotrimoxazole  

  

 ● Dapsone  

 

 ● Quinine  

 

3. NSAIDs, including aspirin  

 

4. Some sedatives agents including:  

 



 ● Barbiturates 

 

 ● Benzodiazepines 

 

5. Some anticonvulsants: 
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● Phenobarbitone 

 

● Lamotrigine 

 

● Phenytoin 

 

6. Hyoscine butylbromide 

 

7. Pseudoephedrine 

 

Clinical features 

 

1. Systemic symptoms: 

 

● Systemic symptoms, such as fever and malaise, are usually absent. 

 

2. Onset of lesions: 

 

● The lesions usually develop within 30 minutes to 8 hours of taking the 

 drug.  

 

 Occasionally they can occur up to two weeks after a drug exposure. 

 

3. Number of lesions: 

 

● They are usually solitary at first, but with repeated attacks new lesions 

 may appear and existing ones may increase in size.  

 

4. Location of lesions: 

 

Regions that can be involved include: 

 

● The limbs (most commonly)  

 

 ♥ Including the hands and feet 

 

● The trunk 

 

● Genitalia and perianal areas 

 

● Lips 

 



● Eyes. 

 

5. Appearance of lesions: 

 

● Generally the lesions are with well demarcated, round to oval, dusky red 

 or violaceous macules.  

 

 These resolve usually leaving a post-inflammatory hyperpigmentation. 

 

6. lesions can cause localized pain and pruritis. 

 

7. Healing of lesions: 

 

● Healing occurs over 7 - 10 days.   

 

 

● Crusting and scaling are followed by a persistent gray/brown or slate gray 

 post-inflammatory hyperpigmentation. 

 

Pigmentation tends to be more extensive and pronounced in people with 

darker skins.  

 

Pigmentation from FDE tends to fades with time so long as the causative 

drug is avoided.  

 

8. Re-exposure: 

 

●  Upon re-exposure to the offending drug, lesions typically recur in the 

 same site, but new lesions may develop elsewhere. 

 

After one or more localized eruptions, FDE rarely may evolve into a 

bullous or even a generalized bullous form mimicking a Stevens-

Johnson syndrome/toxic epidermal necrolysis type picture. 

 

9. Non- pigmenting fixed drug eruptions: 

 

● Non- pigmenting fixed drug eruptions (NPFDE) have been described in a 

 small number of patients, most often in association with the administration 

 of pseudoephedrine.  

 

NPFDE presents with large solitary or multiple, well-circumscribed 

erythematous macules that resolve without post-inflammatory 

hyperpigmentation. 

 

Investigations 

 

The diagnosis of fixed drug eruption (FDE) in its typical presentation is usually 

straightforward, based upon lesion morphology and history.  

http://www.uptodate.com/contents/pseudoephedrine-drug-information?source=see_link


 

In less certain cases, a skin biopsy and/ or skin provocation testing can be done to 

confirm the diagnosis. 

 

Biopsy: 

 

A skin biopsy for histopathologic examination may be warranted in the following 

circumstances: 

 

● When the diagnosis is uncertain  

 

● Unusual clinical presentation (e.g. generalized or bullous FDE) that raises the 

 suspicion of a more severe drug reaction 

 

● Presence of systemic symptoms (e.g. fever, malaise)  

 

Histologic findings that support the diagnosis of FDE include hydropic degeneration of 

the basal layer, pigmentary incontinence, single necrotic keratinocytes (dyskeratotic 

cells) in the upper layers of the epidermis, and a dermal inflammatory infiltrate 

predominantly composed of lymphocytes. 

 

Topical provocation testing, (patch testing): 

 

Topical provocation tests, (patch testing), can be performed to identify the culprit drug 

when history is unclear or multiple medications are suspected 

 

Systemic provocation testing: 

 

Oral challenge with the suspected drug induces the reactivation of a resting FDE lesion.  

 

In most cases, oral challenge is preferred to patch testing because it reproduces the 

conditions of exposure. 

 

Oral challenge is contraindicated in patients with a history of generalized FDE.  

 

In patients without generalized FDE, oral challenge is considered relatively safe because 

the cutaneous response is localized and the risk of a severe reaction is low.  

 

Note however, that neither the appropriate dose of the suspected drug sufficient to induce 

a mild reaction nor the timing of the test after the resolution of the initial eruption has 

been standardized. 

 

Management 

 

1. Discontinuation of the offending drug: 

 

● Discontinuation of the offending drug is the most important aspect of 

 management of FDE. After drug discontinuation, lesions resolve without 



 treatment in a few days leaving a patch of post-inflammatory 

 hyperpigmentation. 

 

Patients should be advised to avoid the offending drug and chemically 

related drugs and be provided with a written list of the generic and brand 

names of the culprit drug and possibly of cross-reactive drugs. 

 

For symptomatic relief: 

 

2. Corticosteroids: 

 

 Topical steroids: 

 

 ● Use medium to high potency topical corticosteroids  

 

 Oral steroids: 

 

● For patients with generalized FDE or generalized bullous FDE, 

 particularly if systemic symptoms are present, a short course of systemic 

 corticosteroids (e.g. prednisone 0.5 to 1 mg/kg per day for three to five 

 days) may be beneficial.   

 

3. Antihistamines: 

 

 ● Oral antihistamines are useful for symptoms of pruritis  

 

Disposition: 

 

Refer to a Dermatologist for: 

 

● Atypical presentations.  

 

● Bullous presentations. 

 

● Generalized forms 

 

● When uncertain  
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