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ABSTRACT

Background: Data on Severe cutaneous drug reactions (CADRs) are not common among in sub-Saharan Africa children.
The purpose of this study was to document the clinical, etiological and evolutionary aspects of Severe CDRs in children
hospitalized at the dermatology department of university hospitals of Conakry. Material and Methods: Retrospective
study, conducted from 1 January 2000 to 31 December 2014. Were included all children aged 0-17 years hospitalized for
severe CARDs. The data collected were Socio-demographic, clinical, para-clinical and evolution variables. The data was
entered and analyzed using the Excel 8.0 software. Results: During a study period, 4437 patients of all ages was hospitalized
in dermatology department. 35 patients were included with an average age of 11.3 years and a sex ratio of 1.5.The main
clinical patterns were: Stevens Johnson syndrome 37.14% (13/35) Lyell syndrome 25.71 % and generalized bullous fixed
eruption 22.85%. The drug was identified as 32 patients (91.42%): Sulfadoxine-Pyriméthamine 40.62%, cotrimoxazole
21.85%, nevirapin 12.5%, ampicillin 6.25%, traditional Pharmacopoeia 6.25% and griseofulin 3.12%. It was taken following
self-medication in 14 patients, including a parental initiative in 9 patients. 7 patients had a history of drug allergy and 4
were HIV positive. We recorded 5 deaths. Conclusion: Our study confirms the rarity of severe CADRs in children. The
importance of the sulfadoxine-pyrimethamine in the occurrence of severe CADRs in children is the particularity of our series.
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INTRODUCTION

Two per cent of these can be severe, with severe
sequelace or life threatening [6].
Cutancous adverse drug reactions (CADRs)

are mucocutancous complications secondary to
enteral, intravenous, subcutaneous or intramuscular
administration of drugs [1].

They are the cause of hospitalization in dermatology
services for about 1.5% of patients in France [2],4.11%
in Tunisia [3], 27% in Togo [4], 10.40% patients in
Guinea [5] and have a high degree of semiological
variability.

These severe forms include the bullous cutancous
adverse drug reactions of Stevens-Johnson syndrome
(SJS) and toxic epidermal necrolysis (TEN or Lyell’s
syndrome), drug reaction with eosinophilia and systemic
symptoms (DRESS), and acute exanthematous
pustulosis (AGEP) [7].

They can occur in all individuals without distinction
of age; however, they are less frequent in children with
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an incidence of 0.9% in the Thiesen et al series in

England [8].

Data on severe CADRs are not common among in
sub-Saharan Africa children.

To our knowledge, no data on this subject are available
in specialized hospitals in Guinea. This study was
intended to document the clinical, etiological and
evolutionary aspects of CADRs in children in hospitals
specializing in dermatology.

MATERIAL AND METHODS

This monocentric, retrospective study was conducted
during the period of January 2000 to December 31,
2014 in the Dermatology and Venereology Department
of the teaching hospital of Conakry (Guinea). It is
the only hospital dermatology service for a country of
11663627 million habitants. Were included all children
aged 0-17 years hospitalized for severe cutancous drug
reaction during the study period.

We have considered as severe CADRs all the CADRs
that lead to hospitalization or prolongation of
hospitalization, life threatening, death, inability or
invalidity, or other serious medical condition [9].

Were retained the Stevens-Johnson syndrome
(SJS) and Lyell syndrome, DRESS (drug reaction
with eosinophilia and systemic symptoms), acute
generalized acute exanthematous pustulosis (AGEP)
and generalized bullous fixed pigmented erythema.

The diagnosis of SJS and Lyell syndrome was selected
based on the percentage of body surface peel-off: SJS
<10%, overlap syndrome 10-30%, and Lyell syndrome
> 30% [7]. Cases of erythema multiforme and
incomplete files were not included.

The data, collected from the subjects were age, sex,
antecedents of allergy, name and number of the suspect
drug (s), the circumstances of taking the drug (s), the
time between taking the drug and the occurrence of
dermatological lesions, the clinical type of cutaneous
drug reaction, the evolution of the CADRs. When
possible, additional tests (HIV serum, blood count,
blood ionogram, liver function) were performed.

In order to establish a possible causal link, the French
method was used. It is based on semio- logical and
chronological arguments [10]. Due to insutficient
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technical platform, any allergological exploration has
been carried out.

The present study was approved by the ethics
committee of the medical faculty of Gamal Abdel
Nasser University.

The data was entered and analyzed using the Excel
8.0 software.

RESULTS

After applying the exclusion criteria, a total of 35
patients aged 17 and under who had severe CADRs
were enrolled the study. During the same period, a
total of 4437 of patients of all ages was hospitalized,
ie a hospital prevalence of severe CARDs in children
of 0.78%. Of the 35 patients, 18 were male and 17
were female. The sex ratio was 1.5. The mean age was
11.3 years and extremes of 4,6 years and 17 years.

Nineteen (54.1%) patients were adolescents with an
age range of 13-17 years, 9 patients (26.1%) were great
children aged between 7 and 12 years and 7 patients
(19.8%) were of young children with an age of less
than 7 years. The most frequently detected children
severe cutaneous drug reactions were Stevens Johnson
syndrome (37.14%), Lyell syndrome (25.71%) (Fig. 1)
and generalized bullous fixed eruption (22.85%)
(Table 1).

The interview revealed the circumstances of drug
intake in all patients. This was the result of a medical
prescription in 21 patients (60%) and self-medication
in 14 patients (40%), including a parental initiative in
9 patients. In 7 out of 35 patients, there was a history
of drug allergy.

Sulfadoxine-Pyrimethamine and cotrimoxazole were
the most frequently involved drugs with respective

Table 1: Type and frequency of severe cutaneous drug reactions
in children

Type of severe CDRs (N=35) Effective Frequency (%)
Toxic epidermal necrolysis:
- Steven-Johnson Syndrome 13 37.14

- Lyell Syndrome 9 25.71

- Overlap SJS-Lyell 2 5.71
Bullous fixed pigmented erythema 8 22.85
Acute generalized exanthematous 1 2.85
Pustulosis
Dress 1 2.85
CDRs not specified 1 2.85
Total 35 100
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proportions of 40.62% (13/32), cotrimoxazole 21.85%
(7/32). The clinical types of severe CADRs identified
and the main drugs involved are detailed in Table 2.

The lesions appeared between one and three weeks in
19 patients, in less than one week in § patients. The
time to onset was not specified in 8 patients. HIV
serology was performed in 21 patients (60%). It was
positive for HIV 1 in 4 patients, ie 19%.

We recorded 5 deaths (14.2%), all of which occurred
in patients with Lyell’s syndrome (55.5%), of which 3
were infected with HIV. Two cases of symblepharon
sequelae following Lyell syndrome were noted.

DISCUSSION

This study describes the clinical, etiological and
evolutionary profile of severe cutancous drug reactions
in children based on the information contained in
the medical records of patients hospitalized in the
Department of Dermatology at the University Hospital

-

Figure 1: Lyell syndrome with dermal exposure in a 16-year-old patient.

of Conakry from 01 January 2000 to 31 December 2014.
Although the service of dermatology is the only service
of this type in Guinea, our data are not exhaustive.

[t is possible that some children suffering from
severe CADRs may outside hospital structures
due to accessibility problems, both economic
and geographical. To these are added cultural
contingencies which make the patients first practice
self-medication and thus rarely resort to a first-line
medical consultation consulting first the traditional
practitioners. However, with 35 cases of severe
CDRS in children collected in 14 years, ic a hospital
prevalence of 0.78% and a mortality of 14.2%, our
results are similar to those of the literature on the
severity of severe childhood CADRs and mortality
severe forms of Stevens Johnson syndrome and Lyell
Syndrome. These two CADRs were respectively 1+ and
2" severe CADRs in hospitalization in children. These
two entities are the spectrum of one disease, differing
only by their extent of skin detachment: SJS <10%,
overlap syndrome 10 to 30%, and Lyell syndrome >
30%(7]. DRESS and AGEP were less represented with
1 case each. The weakness of the diagnostic facilities
and the low frequentation of the hospital structures
can explain this low representation.

For Roujeau | C, the prognosis of SS] and Lyell
syndrome in children is much better compared to the
adult with a mortality of the order of 5% for all cases

where the epidermal detachments exceed 10% of the
body surface [11].

Our results suggest that in both children and adults
in Africa, the mortality of severe CADRs remains
particularly high, linked in part to insufficient technical
platform and HIV infection, as already noted by other
authors [5,12].

Table 2: Distribution of severe cutaneous drug reactions in children according to the drug in cause

Type of severe CDRs Toxic epidermal necrolysis Bullous fixed AGEP DRESS CDRs
Drug in cause Steven-Johnson  Lyell syndrome Overlap pigmented not
syndrome SJS-Lyell erythema specified
Sulfadoxine —Pyriméthamine n=13 7 3 1 2
Salts of Quinine n=1 1
Cotrimoxazole n=7 2 2 3
Ampicillin n=2 1 1
Aspirin n=2 2
Nevirapin n=4 3 1
Greseofulin n=1 1
Traditional Pharmacopoeia n= 2 1 1
Medication found n=3 2 1
Total 13 9 2 8 1 1 1
© Our Dermatol Online 2.2018 120
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The comparison of the frequencies of the different types
of severe CADRs encountered during our study in other
countries 1s difficult because studies differ method of
recruiting patients. Our study focused exclusively on
the hospital. The forms of CADRs called benign as
the fixed drug eruption or maculo-papular exanthema
require hospitalization only when signs of gravity cause
it. The forms of fixed drug erythema hospitalized in
our series was generalized. Such a clinical forms will
indicate a reintroduction of the inducing drug.

The proportion of the various drugs responsible for
CADRs depends on the epidemiology of infantile
diseases in the environment, the practice of physician
and the use of these drugs in the general population,
all of which are related to time [13].

The responsibility of sulfonamides anti-infectious such
as cotrimoxazole in the occurrence of severe CADRs,
as found in the present study, is a classic fact already
reported by other authors [14,15].

However, in our study, as in that of Sarah et al. [16]
in Cote d’lvoire, the combination of sulfadoxine-
pyrimethamine was the first drug to induce severe
cutaneous drug reactions in children in Conakry.

Unlike the French and Tunisian studies where this
first place is occupied respectively by vaccines and
penicillin. The application of the accountability criteria
has made it possible to standardize etiological research
and to compare our results with those of other authors
(Table 3). Antiretrovirals, in this case nevirapine, are
the third most important drug responsible for severe
CADRs in our study. This third place is occupied by
psycho stimulants in France and anticonvulsants in
India and Malaysia.

The important role of the sulfadoxine-pyrimethamine
combination in the occurrence of children CADRs
is the particularity of our series. In malaria-endemic
areas such as Guinea, sulfadoxine-pyrimethamine
is recommended for the prevention of malaria in
combination with amodiaquine during the high
malaria season to prevent disease, with the objective of
maintaining concentrations treatment of antimalarial
drug in the blood during the period when the risk of
contracting malaria is higher [22].

The use of this molecule in monotherapy and often in
self-medication as observed in 40% of our patients is an
inappropriate practice. Indeed, for Laroche et al, self-
medication and the illicit sale of medicines increases
the inappropriate consumption of medicines favoring
the occurrence of potentially preventable side

effects [23].

Two percent of the patients in our series had a history
of drug allergy. One might think that a prescription
made under the conditions of a medical consultation
taking into account the history would have avoided
the occurrence of the cutaneous drug eruption 2% of
the patients. In addition to the risk of occurrence of
severe toxidermia at the occasional fatal outcome, the
use of the sulfadoxine-pyrimethamine combination
as monotherapy favors the emergence of resistance
mutations of Plasmodium falciparum. This resistance
makes the fight against malaria even more difficult in
endemic areas [24].

Efforts in the fight against the illicit sale of medicines,
coupled with public awareness and education
campaigns on the harmful effects of self-medication,
may contribute to reducing the prevalence of these
severe cutaneous drug reactions in children.

Table 3: Main drugs involved in descending order in different series of cutaneous adverse drug reactions (CADRs) in Children

Rank

1st Rank

2" Rank

3" Rank

our serie (Guinée)

Adegbidi et al Benin [13]

Khaled A et al Tunisie [17]

Dilek et al Turkey [18]

Damien et al Saint-E ‘tienne [19]

Rosli R et al Malaysia [20]

Qayoom et al Inde [21]

Antimalarial

(Sulfadoxine —Pyriméthamine)
Sulfonamides

(Cotrimoxazole)

Penicillin

Penicillin and its derivatives
Vaccin BCG (bacille de Calmette
et Guerin)

B-Lactam Antibacterials,
Penicillins

Antimicrobials(ofloxacin)

Sulfonamides
(Cotrimoxazole)
-Penicillin
-Vaccine
-Acetaminophen
Non-steroidal anti-inflammatory
drug (Aspirin)
Acetaminophen
Anti-neoplastic and
immunomodulating
agents(Asparaginase)
Analgesics and Antipyretics

Non-steroidal anti-inflammatory
drugs( Piroxicam)

Antirétroviraux

(Névirapine)

non-steroidal anti-inflammatory drug
(Aspirin)

Antiepileptics
(Phenobarbital)
Vitamins and minerals
Psychostimulant
(Méthylphénidatea

Antiepileptics

Antiepileptics
( Phenytoin)
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In three patients, the inducer drug was not found,
which increases the risk of accidental reintroduction
of the drug.

CONCLUSION

Severe cutancous drug reactions are relatively rare in
specialized hospitals in Conakry. As in adults, severe
and HIV-associated forms have a poor prognosis.
The ctiological profile of the 35 cases of severe
CADRs observed in the children of our serie is
generally comparable to those already reported in the
literature. However, the importance of the sulfadoxine-
pyrimethamine combination in the occurrence of
severe CADRs in children is the particularity of our
series.
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