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INTRODUCTION
Fixed drug eruption (FDE) is a cutaneous adverse drug reaction 
characterized by recurrent well-dened lesions occurring at the same 

1sites each time the offending drug is taken.  It was rst described by 
Bourns in1889; ve years later, it was termed by Brocq as "eruption 

2erythemato-pigmentee xe".  FDE accounts for 4-39% of all drug 
1,3eruptions whose incidence has tended to increase in the recent years.

It is more common in females, particularly in the range of 40–80 year 
4olds.  FDE usually develops 30 min to 8 h after drug exposure. 

Typically, FDE presents as a sharply-dened, round or oval 
erythematous and oedematous plaque which evolves to become dusky, 
violaceous and occasionally vesicular or bullous. The eruption may 
initially be morbilliform, scarlatiniform or erythema multiforme like; 
urticarial, nodular or eczematous lesions are less common. Lesions are 
usually solitary or few in number although multiple lesions may be 
present or may develop as a consequence of repeated challenges. 
Commonly affected sites include the lips, genitals, palms and soles; 

1,55% of cases may have an exclusive mucosal involvement.

Several variants of xed drug eruption have been described, based on 
their clinical features and the distribution of the lesions. These includes 
Pigmented, Generalized or multiple, Linear, Wandering, 
Nonpigmenting,Bullous, Eczematous, Urticarial, Erythema 
dyschromicum perstans, Vulvitis , Oral eruption, and Psoriasiform 

6FDE.

The drugs most frequently associated with FDE include antibiotics 
(sulfonamides, tetracyclines, β-lactams, uoroquinolones, 
macrolides), NSAIDs, acetaminophen, aspirin, barbiturates, dapsone, 

7proton pump inhibitors, and azole antifungal drugs.

Oral provocation of the implicated drug is the gold standard to conrm 
drug causality, however should not be done in case of Generalised 

1Bullous FDE. Patch testing is an alternative diagnostic method.

AIMS AND OBJECTIVES
To study epidemiological prole, morphological patterns of FDE and 
to identify the culprit drugs causing FDE.

METHODS
A cross sectional, observational study was conducted over a period of 1 
year between June 2019 to June 2020 at dermatology OPD in a tertiary 
care hospital in South Gujarat. All patients presenting with cutaneous 
adverse drug reactions were examined. Only those having clinical 
lesions of FDE were enrolled irrespective of age and sex. Those who 

refused to give consent were excluded from the study. Thorough 
history pertaining to drug intake and detailed clinical examination of 
patients having FDE was done. Assessment about causality of drug 

8was done using Naranjo ADR probability scale.  A prestructured 
proforma was used to collect the data. Exposure variables collected 
were socio-demographic prole like age, sex, co-morbidities etc. 
Outcome variables collected were clinical features, examination 
ndings, etc. All data was entered using MS Excel software and 
analysis was done using MS Excel and SPSS software. Various 
statistics like proportions, percentage and ratio were calculated for 
above variables.
    
Naranjo score:-
>9 Denite
5-8 Probable
1-4 Possible
0 Doubtful

RESULTS
In our study, out of total 245 patients with cutaneous adverse drug 
react ion (CADR) examined,  most  common CADR was 
Maculopapular rash (34%) followed by Fixed Drug Eruption (FDE) in 
27%. 

A total of 66 patients of FDE were enrolled in this study fullling the 
inclusion and exclusion criteria. (Table 1) The age range of the patients 
was 11–65 years. Most common age group was 41-50 years with mean 
age being 42.19 years.

Out of total patients enrolled, 40(60.6%) were males and 26(39.4%) 
were females.

The commonest morphological variant found in our study was 
Pigmented FDE (68%) followed by Bullous FDE (23%). 

Based on mucocutaneous involvement, half of the patients 34 (51%) 
had both cutaneous and mucosal involvement followed by cutaneous 
only in 23 (35%) and mucosal only in 9 (13%) patients.

Amongst all the sites, Oral mucosa was involved in 43 (65%) patients 
followed by genitalia in 32 (48%), trunk in 20 (30%), extremities in 15 
(23%), and face & neck in 4 (6%) patients.

Single site involvement was seen in 45 (68%) patients whereas 
multiple sites simultaneously were involved in 21 (32%) patients.
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Duration of onset of lesion after drug intake was less than 24 hours in 
37 (56%) patients, between 24-48 hours in 23 (35%) patients while it 
was more than 48 hours in 6 (9%) patients.

History of First episode was noted in 36 (54.5%) patients whereas 30 
(45.5%) patients gave history of recurrent episode.

Although involvement of multiple sites was noted, area of 
involvement was less than 5% in almost all the cases.

Causality association was found by Naranjo scale in the form of 
Denite or Probable score in 55 (83.33%). We couldn't nd culprit in 
11 (17%) cases.

Naranjo scale used for determining causality of culprit drugs showed 
Denite score in 45 (68%) patients, Probable score in 10 (15%), 
Possible score in 6 (9%) and Doubtful score in 5 (7.5%) patients.

The categories of causative drugs were Antibiotics (38%), NSAIDs 
(30%), Antiepileptics (4.5%), Antifungals (3%) and others (7.5%). 
The most common offending drugs were uoroquinolones in 12 cases 
(18%), diclofenac in 8 cases (12%), cotrimoxazole in 7 cases (10%), 
ibuprofen in 5 cases (7.5%). (Table 2) Generalised FDE was seen in 2 
cases; 1 with Phenytoin and other with metronidazole.

Table 1: Demographic data and clinical features of patients with 
FDE (n=66)

Table 2: List of offending drugs (n=66)

DISCUSSION
9 10Jung et al.  and Ognongo-Ibiaho et al  reported a higher frequency of 

11FDE for males in their fourth decade of life, but Mahboob et al  found 
equal rates in both sexes. FDE is more common after middle age 
because of increasing co-morbid conditions and simultaneous 
consumption of multiple medications.
 
Our study noted the most common site involved to be oral mucosa 

12followed by genitalia which is comparable to Pai VV et al  study and in 
contrast to other studies having upper extremities as the most frequent 

13site to be involved.  

We found 32% patients having FDE over multiple sites which is 
9comparable to study done by Jae-Woo Jung et al (30.6%).

The eruption occurred within the rst 48 h of drug intake in 91% 
patients which was also seen to be high in study by Pai VV et al 

12(73.6%).

History of recurrence of FDE episode in our study (45.5%) was 
12comparable to study by Pai VV et al (57.8%).  

FDE occurred within 24 hours of drug intake amongst patients having 
past history.

Although involvement of less than 5% area was seen in majority cases; 
due to involvement of oral and genital mucosa, it signicantly affects 
the quality of life of the patient. 

While we were able to identify culprit as a denitive cause in 68% 
patients and as a probable cause in 15% patients, we could not nd 

3culprit in 17% cases. Offending drug was not recognized by Lee et al  
14and Chen et al  in 71.6% and 23% of patients, respectively. 

Concurrent intake of multiple drugs, multiple FDE, controversial 
usefulness of patch test, self-medication, and inaccurate past medical 
history reported by the patients are the most important impediments for 

13determination of culprit drugs.

Antibiotics were the commonest offending drugs followed by 
NSAIDS which is consistent with several other studies like Mahboob 

11,15–17et al, Saka B et al, Sehgal VN et al and others . But in contrast, 
analgesics medications have been frequently reported as offending 

 9 18drugs in some studies done by Jung JW et al,  Shukla SR et al  and 
19Heng YK et al.

CONCLUSION
In our study most of patients with FDE were middle aged males with 
involvement of oral mucosa, and antibiotic intake, especially 
ciprooxacin and with pigmented variant.

FDE as a drug reaction has high chances of recurrence. This recurrence 
can be prevented by proper counseling regarding future drug intake.

Although involvement is less than 5% area in majority cases; due to 
involvement of oral and genital mucosa, it signicantly affects the 
quality of life of the patient.
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Variables Number 
Mean age (years) 42.19 
Gender ratio (M:F) 1.54:1
Clinical variant
     Pigmented 45 (68%)
     Bullous 15 (23%)
     Mucosal 4 (6%)
     Generalized 2 (3%)
Muco-cutaneous involvement
     Only mucosal 9 (13%)
     Only cutaneous 23 (35%)
     Both 34 (51%)
Location
     Oral mucosa 43 (65%)
     Genitals 32 (48%)
     Trunk 20 (30%)
     Extremities 15 (23%)
     Face & Neck 4 (6%)
No. of Site
     Single 45 (68%)
     Multiple 21 (32%)
Time of Onset (after drug intake)
     <24 Hours 37 (56%)
     24-48 Hours 23 (35%)
     >48 Hours 6 (9%)
No. of episode

st     1  episode 36 (54.5%)
     Recurent episode 30 (45.5%)

     Phenytoin 2 (3%)
     Carbamazepine 1 (1.5%)
ANTIFUNGALS 2 (3%)
     Fluconazole 2 (3%)
OTHERS 5 (7.5%)
     Pseudoephedrine 1 (1.5%)
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     Cotrimoxazole 7 (11%)
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     Tinidazole 1 (1.5%)
NSAIDS 20 (30%)
     Diclofenac 8 (12%)
     Ibuprofen 6 (9%)
     Aspirin 3 (4.5%)
     Nimesulide 2 (3%)
     Mefenamic Acid 1 (1.5%)
ANTI EPILEPTICS 3 (4.5%)
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