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Abstract

Fixed drug eruption (FDE) is a distinctive type of cutaneous drug reaction that characteristically
recurs in the same site or sites each time a particular drug is taken. FDEs are among the most
frequent problems encountered by the dermatologists. The present study was carried out to
recognize offending drugs, to educate the patients and to avoid self-administration of drugs and
re-administration of the offending drugs. The study was conducted in Skin & VD outpatient
department of Rajshahi Medical College Hospital, Rajshahi over a period of one year. One
hundred ten cases with established FDE were evaluated clinically. The causative drugs were
identified and confirmed by provocation tests. Cotrimoxazole (25%) was the most common
cause of FDE. Other drugs incriminated were NSAID (21.8%), Tetracycline (15.4%), Ciprofloxacin
(10%), Amoxicillin (7.2%), Metronidazole (5.4%), Griseofulvin (2.7%) and Fluconazole (1.8%). The
lesions were found to be distributed on the oro-genital mucosa, trunk and the acral regions.The
main presentation of FDE was circularhyperpigmented lesion.
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Introduction
Fixed drug eruption is characterized by recurrence
of lesions at the same site on

re-administration of the drug.! With each exposure
the number of involved sites may increase.” The
term FDEs describe the development of one or
more annular or oval erythematous patches as a
result of systemic exposure to a drug which
usually resolves with a residual
hyperpigmentation.®> Repeated exposure to the
offending drug may causenew lesions to develop
in addition to “lighting up” the older
hyperpigmented lesions.* Medications inducing
FDEs are usually those taken intermittently.” It is

responsible for about 10% of all adverse drug
reaction.®

The initial eruption is often solitary and frequently
located on the lip or genitalia. With the initial FDE
attack, a delay ofupto 2 weeks may occur from the
initial exposure to the drug to

the development of the skin lesion. Subsequent re-
exposure to the medication results in a

reactivation of the site with inflammation
occurring within 30 minutes to 16 hours.’

The lesions usually develop within 30 minutes to 8
hours of taking the drug.The re-activation of old
lesions may be associated with the development of
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new lesions at other sites.” FDE may present with
itching or burning. Vescicles or bullae may
occasionally be seen.® Sites of predilection include
lips, genitalia, trunk, legs and arms.’ Fifty percent
of cases of FDE occur on the oral or genital
mucosa. FDE represent 2% of all genital ulcers.
Lesions of the genital and oral mucosa usually
present as erosions. Most lesions are 1 to several
centimeters in diameter but larger plaques may
occur.”

The skin lesions disappear when medication is
discontinued but it can sometimes result in
permanent pigmentation.*®

Both the immunological and toxic mechanisms
have been implicated but conclusive evidence is
lacking.™*

FDEs are common. There are many causative
agents and the incidence of FDE for a particular
drug depends on the frequency of its use.
Therefore, the list of etiologic drugs varies from
country to country and from time to time.®

The aim of the present study was to recognize the
offending drugs responsible for FDE in our
country, to educate the patients and to avoid self-
administration of drugs and re-administration of
the offending drugs.

Material and Methods

It was a clinical observational study conducted in
Skin & VD outpatient department of Rajshahi
Medical College Hospital, Rajshahi over a period
of one year (June 2015-May 2016).

Patients with drug induced fixed eruptions, of both
sexes, under all age group were included. Fixed
eruptions due to other causes (Cashew, ligorice)
and other cutaneous eruptions caused by drugs
(Stevens Johnson syndrome, Toxic epidermal
necrolysis) were excluded.

A detailed history regarding the drug intake, mode
of drug administration, nature of illness for which
the drug was taken, total number of doses taken,
whether had been prescribed by a Registered
Medical Practitioner or taken over the counter was
evaluated. A thorough clinical examination was
carried out to establish the etiologic drug; attention
was paid to the history of drug intake, approximate

incubation period, improvement of lesions on
withdrawal of the drug and recurrence of lesions
on re-challenge. All the informations were
carefully recorded in a specially designed
proforma.

Oral provocation tests were carried out after
informed consent of the patients once they had
recovered from the presenting episode and were
not taking any medication. One-tenth of the daily
therapeutic dose of the drug was given on the first
day and the patient was observed for any reaction.
The test was repeated with one-fourth, one-half
and full dose at 24 hours interval. If no reaction
was observed with that drug, the next suspected
drug was tested in the same manner.

One hundred thirty clinically diagnosed cases of
FDE were selected for this study. Only 110 cases
(Male 60, Female 50) confirmed by provocation
tests were analyzed.

Results

Of 110 patients studied, there were 60 males
(54.5%) and 50 females (45.5%). The youngest
patient was one year old and the oldest was 80
years (mean=30.5).

The distribution of cases in relation to age and sex
are shown in Table-1.

Table 1: Distribution of cases in relation to age
and sex

Age in years Males Females | Total
<9 11 4 15
10-19 13 7 20
20-29 9 5 14
30-39 8 16 24
40-49 11 11 22
50 & above 8 7 15
Total 60 50 110

Females were predominating among the age group
between 30 and 39 years (mean=34.1). The drugs
were taken commonly for fever, upper respiratory
tract infection, urinary tract infection, dental pain
or fungal infection.

The incubation period varied between 1 hour to 15
days. Twenty eight patients (25%) had taken the
drug over the counter, without a proper



prescription from a Medical

Practitioner.

Registered

The causative drugs for FDE are shown in Table-2

Table 2: Drugs causing fixed drug eruptions
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OTC- Drugs taken over the counter, *NSAID-
Diclofenac sodium, Indomethacin,

Ibuprofen,Mefenamic acid, Acetylsalicylic acid,
Paracetamol.

Cotrimoxazole was the frequently offending drug.

Drugs No of patients | Percentage |  pegarding the pattern of distribution of the lesion,
Cotrimoxazole 28 25% oro-genital mucosa was the most frequently
* NSAID 24 21.8% involved sites among males; trunk and extremities
Tetracycline 17 15.4% among females. Cotrimoxazole preferentially
Ciprofloxacin 11 10% caused FDE in the mucosa and NSAID in the skin.
Amoxycillin 8 7.2% The localisation of lesions in relation to drugs is
Metronidazole 6 5.4% shown in Table-3.
Griseofulvin 3 2.7%
Fluconazole 2 1.8%
Unknown 11 10%
(OTC)

Table 3: Localisation of lesion
Drug Mucosa Face Trunk & | Acral Total no

extremities lesions of cases

Cotrimoxazole 22 2 4 - 28
NSAID 7 - 17 - 24
Tetracycline 7 - 10 - 17
Ciprofloxacin 2 2 7 - 11
Amoxycillin - - - 8 8
Metronidazole 3 - 3 - 6
Griseofulvin - - 1 2 3
Fluconazole - - 1 1 2
Unknown 3 1 5 2 11
Total 44 5 48 13 110

Multiple lesions were present in 60% and solitary lesion in 40% of cases. Size of the lesions ranged
between 1-10 cm. The mean presentation of the FDE was circular, hyperpigmented lesion. Less
commonly FDE presented as :nonpigmenting erythema, urticaria, dermatitis, periorbital or generalized
hypermelanosis. Most of the solitary lesions on the glans penis were exclusively bullous.

STEP-V:Data compilation and analysis with SPSS 12.0 program.

Discussion

In the present study male to female ratio was 1.2 :
1. One large study of 450 patients revealed a male
to female ratio of 1 1.1. A slight male
preponderance was observed in the previous
studies.>*?

In our study the youngest patient was 1 year old
and the oldest was 80 years. FDEs have been
reported in patients as young as 1.5 years and as
old as 87 years." In one study, the age of patients

ranged between 10 months to 70 years.’ In
concordance with the findings®, females were
predominating among the age group between 30
and 39 years in our study.

In the present study, most of the drugs were taken
for fever, upper respiratory tract infections, urinary
tract infections, dental pain or fungal infection.
Majority of patients had eruptions following a
single dose and few patients after three doses.
Some patients had taken more than one drug over
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the counter without proper prescription by a
Registered Medical Practitioner. Similar findings
were seen in a study conducted by Gowriet al.?

In concordance with the findings of others 3 * *

BCotrimoxazole was the most common drug
causing FDE in our study. The prevalence varies
with different studies.® ** *This is in contrast to a
study from India where Metamizole and
Tetracycline were incriminated in maximum
number of cases. In one study, NSAID was the
most common drug causing FDE.? Savin™ in his
study reported Barbiturates and Phenolphthalein as
being the most common drugs causing fixed
eruption. In one study, Ciprofloxacin was the most
common drug causing FDE.**Thus the relative
frequency of drugs causing FDE varies from
country to country and even from time to time in
the same location depending upon the frequency
of prescription.

In a study, Kanwar et al'’ showed that

Cotrimoxazole induced FDE were mainly located
on the oro-genital mucosa, followed by trunk and
extremities.’ In two studies, Tetracycline was the
only significant cause of FDE on male genitals,
although Cotrimoxazole was the most common
offender for FDE.> ** Similarly in the present
study, Tetracycline had induced FDE on male
genitalia. In concordance with the previous
studies, *®* NSAID induced FDE were located on
the trunk and extremities. Amoxicillin induced
FDE were confined to the palms and soles.
Ciprofloxacin and Metronidazole had induced
FDE on the extremities. In malesoro-genital
mucosa was commonly affected; whereas in
females the lesions were distributed among the
trunk and extremities.

Conclusion

Cotrimoxazole was the most common culprit drug
in FDE. It is therefore, important to recognize the
offending drug in each case of FDE, so that the
drug may be avoided in future. Provocation test is
the only reliable means of finding the causative
agents of FDE.

References

1.

10.

11.

12.

13.

14.

15.

Mahboob A, Haroon TS. Drugs causing fixed
eruptions: a study of 450 cases. Int J Dermatology
1998; 37(11): 833-8.

Derm Net Editorial Board, Department of
Dermatology, Waikato Hospital, 2001. Fixed drug
eruption. Derm Net New Zealand.

GowriThilagram T, Parameswari R, Santhi M, Uma
Devi S, Mathivani M. A study of drugs Causing
fixed drug eruptions in a Tertiary Care Hospital.
International Journal of Pharmacy & Life Sciences
2013 Oct; 4(10): 3018-3022.

David F Butler, Jordan Rllse. Fixed Drug Eruptions.
E-medicine Dermatology-2016.

James WD, Berger TG, Elston DM. Andrews’
Diseases of The Skin: Clinical Dermatology
(11"ed.). Saunders P. 117-118. ISBN: 978-1-4377-
0314-6

Patro N, Panda M, Jena M, Mishra S. Multifocal
fixed drug eruptions: A case series. International
Journal of Pharmaceutical Sciences Review and
Research 2013; 23(1): 63-66.

David F Butler, Jordan R llse. Fixed Drug Eruptions
Clinical Presentation. E-medicine Dermatology-
2016.

Lee CH, Chen Yc, Chang CY, Chu CY. Fixed drug
eruption: A retrospective study in a single Referral
centre in northern Taiwan. DermatologicaSinica
2012 Mar; 30(1): 11-15.

Thankappan TP, Zachariah J. Drug specific clinical
pattern in fixed drug eruptions. International Journal
of Dermatology 1991 Dec; 30(12): 867-70.

Jung JW, Cho SH, Kim KH, Min KU, Kang HR.
Clinical Features of Fixed Drug Eruption at a
TertiaryHospital in Korea. Allergy Asthma &
Immunology Research 2014 Sep; 6(5): 415-420.

Jafferany M, Farid M, Haroon TS. Study of fixed
drug eruptions in Karachi. Journal of Pakistan
Medical Association 1987 Jul; 37: 175-177.

Sharma VK, Dhar S, Gill AN. Drug related
involvement of specific sites in fixed eruptions: a
Statistical evaluation.J Dematol 1996; 23: 530-4.

Mehta TK, Marquis L, Shelty JN.A study of seventy
cases of drug eruptions. Indian Journal of
Dermatology, Venereology &Leprology 1971; 37:1-
5.

Parischa JS. Drugs causing fixed drug eruptions. Br
J Dermatol 1979; 100: 183-185.

Savin JA. Current causes of fixed drug eruptions.
Br J Dermatol 1970; 83: 546 .



16. Dhar S, Sharma VK. Fixed drug eruptions due to
Ciprofloxacin. Br J Dermatol 1996; 13:156-158.

17. Kanwar AJ, Bharija SC, Singh M, Belhaj MS. Ninety
eight fixed drug eruptions with provocation tests.
Dermatologica 1988; 177: 274-9.

TAJ June 2014; Volume 27 Number-1

18. Sharma VK, G Sethuraman, B Kumar. Cutaneous
adverse drug reaction patterns to antimicrobial drug
in North India. J Assoc Physicians Indial998; 46:
1012-15.

All corresponds to

Dr. Md. MoksedurRahman

Associate Professor

Department of Dermatology & Venereology
Rajshahi Medical College, Rajshahi.



	Abstract
	Introduction
	reactivation of the site with inflammation occurring within 30 minutes to 16 hours.P7
	The aim of the present study was to recognize the offending drugs responsible for FDE in our country, to educate the patients and to avoid self-administration of drugs and re-administration of the offending drugs.

	Original Article

