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ABSTRACT KEYWORDS
To evaluate the pricipa epidemiological and evolutive characteristics of Drug- steven johnson-
Stevens Johnson Syndrome. A retrospective descriptive study was con- epidemiology.

ducted of al cases of Steven Johnson Syndrome was notified to Moroccan
Center Anti Poison and Pharmacovigilance by professionals health be-
tween the period January 2010 and December 2012. During thisperiod, 23
cases of Steven Johnson Syndrome have been reported an average of 8
cases/ year. Women are the most affected (sex ratio (F/ M = 2.2). Themost
incriminated drugswere: Allopurinol (21%), Ethambutol, Isoniazid/Rifampi-
cin, Pyrazinamide paracetamol, sulfamethoxazole/ trimethoprim 5% each.
The causality according to WHO method showed that 62% were probable
and possiblein 38% of cases. The outcome wasfavorablein 86% of cases,

one case was fatal and 9% of cases, have not been not been specified.
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INTRODUCTION

Steven Johnson syndromeisacutaneousdrug re-
action resulting suddenly occurring fromaseriousdrug
dlergy, exceptiona andunpredictable. Thisalergy leads
toamoreor less extensive destruction of themost su-
perficia part of the skin called: toxic epidermal
necrolysis. Themortaity rateisestimated between1 5%
[, Steven Johnson Syndromehasmultipleetiologies, it
may beidiopathic (5% of cases)i?, secondary toinfec-
tious diseases or drug induced more frequently
(75%0)". Themost offendingdrugsare: Allopurinol, Anti-
infective Sulfonamides, Nevirapine, Carbamazepine,

lamotrigine, Phenobarbital, Phenytoin, Nonsteroidal
Anti-inflammatory derivatives Oxican®. On the patho-
physiologicd mechanism of Steven Johnsonisunknown,
it may be dueto an abnormal mechanism of drug pro-
moting excess production of reactive metabolites, and
then devel ops an auto-immune reaction against these
metabolitescoupled to proteinsintheepidermis. The
systemicinvolvement inthe Steven Johnson Syndrome
requiresan early multidisciplinary management of pa-
tientsto reducethe severity; itisadermatologica emer-
gency whose prognosisisat present derogatory. Pre-
vention of thisdisease requiresknowledgeof drugsin-
volved for better management of risk factors.
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Indeed, in M orocco there no studieson thissub-
ject of thisdisease. Theliteratureislimitedto the de-
scription of clinical cases. Thiswork aimsto establish
theepidemiologica profileof Steven Johnson Syndrome
through the cases coll ected by the M oroccan Center
Anti Poison and Pharmacovigilance (CAPM)

MATERIALSAND METHODS

This work is a retrospective study on cases of
Steven Johnson Syndromerel ated to drugsnotified to
CAPM for three years from January 2010 until De-
cember 2012, established from the declarationsforms
of adverse eventsfrom health professionals, and the
pharmaceutica industry.

The CAPM islocated in Rabat Morocco’s capital,
thefirst Arab countriesand Africawho participated in
international pharmacovigilanceprogram. It wascre-
ated in 1989 by theMinisterial Circular No. 2 DR/10
dating from 1992 that the adverse reaction reporting
by health profess ona sand the pharmaceutical industry
has becomeessential. Theyellow plugisthereporting
of information by hed th professiona sfor the collection
of unwanted effects support on thisrecord are noted
thefollowing parameters:

e  Thesociodemographic characteristicsof the pa-
tient (sex, age, history...)

e Thedataon adverseevents(date of appearance,
timeto onset of adverse effects, evolution...)

e Thedataondruginvolved (nameof speciaty dos-
agecorrectivetreatment...)

Subsequently reported cases are entered on
Vigiflow whichisamanagement systemthe adverse
drug effects, developed and hosted by the Uppsala
Monitoring Centrelocatedin Sweden. Statistica meth-
odol ogy wasbased on the cal cul ation of frequenciesor
averagesof eachvariablestudied. Thedescriptiveandy-
sisincluded age, sex, origin, nature of adverse effects,
the most incriminated therapeutic classes, severity, time
to onset of adverseeffects, hospitdization, evolution...).
Toidentify linksbetween these variables, we used the
chi-squaretest (y2). Statistica anaysiswasperformed
by statistical software. On the other hand, to study and
view existing correlations between variabl es, we used
principa componentsandysis.

RESULTS

During thisperiod, 23 cases of Stevens Johnson
Syndrome (SSJ) wererecorded, an average of 8 cases
per year. SIS represents 2% of all reported cases of
drug reactionsand 9.5% of seriousdrug reactions. The
region of grand Casablancadeclared 39% of cases of
SIS, followed by the Rabat region (35%) [TABLEI].
M ode spontaneous reporting represented 74% and
26% were collected in aactivemode.

TABLE 1: Epidemiological char acteristicsof thestudy popu-
lation

. n  X?Z2a
Variables Terms n (%) 5% P
Sex Female 11 48 8,33 0,016

Male 6 26
Unkown 6 26
. P
Age groups Children 1 4 27,9 <0,001
Adult 19 83
Elderly 2 9
Unkown 1 4
. - P<
Serious Hospitalized 22 95 23 0,001
Unkown 1 5
Type of P <
report Spontaneous 17 74 19,2 0,001
Active 6 26
Country Casablanca 9 39
Rabat Salé 8 35
Zammour Zaer
Fez-Boulmane 5 22
Gharb Chrarda 1 a

Beni Hssen

Theaverage ageof patientswas45.1+ 15.3 years
of. The sex ratio (F/ M) was 2.2 with asignificant
difference (P<0.05). Theagegroup most affected was
that of adults (83%) females (y, to (5%) = 34.8 P
<0.001), followed by theelderly (9%0) and children (4
%). Accordingto results, 90.1% of patientsare older
than 15 yearswith extremitiesranging from oneyear to
80 years. To comparethe distribution of the age vari-
ableinthetwo modalities(male/ female), we juxta
posed on the same graph the two boxpl ots are defined
respectively for thema e group and femaegroup, using
thesamescale[Figurel].

The comparison of the age distribution of patients
with Stevens Johnson Syndrome-by sex (Figure 1)
showsthat the difference between the maximum age
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Figurel1: Comparison of thedistribution of thevariableageby sex

and the minimum age (Scope) ismuch higher inmales
(57 years) than in females (19 years). Thus the
interquartile range (difference=third quartile - first
quartile) isalso important in malesthan females, this
trandatesto alarge dispersion of ageinthe category of
mal e patients affected.

The main drugs involved were [Figure 1]: the
hypouricaemic (Allopurinol 21%), the (association
Sulfamethoxazol/Trimethoprim 5%), Antiinfective Sul-
fonamides, Analgesics (Paracetamol 3%), Antituber-

culosis(Ethambutol 3% combination Rifampicin/ Iso-
niazid 3% Pyrazinamide 3%) and Nosteroidal Anti-In-
flammatory drugs (Piroxicam 3%).

In 39.1% of cases, it was polypharmacy and
monotherapy in 60.9% of cases. Themgjority of drugs
were administered per 0s(94%) and 6% intravenoudly.
Themediantimeto onset of Steven Johnson Syndrome
after drug treatment was 18.4 days, with athree-day
extremity upto 135 days. Thehospitalization ratewas
95% of cases. Causality according to WHO method
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Figure?2: Drugsmogt implicated in thesteven johnson syndrome
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was seen in 62% probabl e, possiblein 38% of cases.
Theoutcomewasfavorablein 86% of cases, not speci-
fiedin 9% of casesandfatal inonecase.

To determine and visuali ze correl ations between
gender, age groups and evol ution, we used principal
component analysis[Figure 3]. According to thefirst
factor (58.35%), there was an associ ation between in-
fant, elderly and thefavorable side (X +). Whilethe
adult, isclosaly linked with death (X-).

According the second axis which represents
22.23% of thevariability thereisaseparation between
thetwo sexes, thefemdesde(Y) andthemaleside (Y
+). Theseresults confirm astrong correl ation between
the adult and the move towardsthe death on onehand,
on the other hand, between the evol ution toward heal -
ing and age groups of children aged and elderly.

DISCUSSION

Steven Johnson Syndromeisaseverebullousder-
matosis caused by drugs. Theterm SSJ has been de-
scribed for thefirst timein 1922 by Steven Johnson
and asafebrileillnesswith stomatitis, purulent con-
junctivitisand skinlesiong*?. It isarare and severe
drug hypersensitivity reaction that can belife-threaten-
ingfor patients.

During the period 2010-2012, 23 cases of SIS
weredeclared totheAnti Poison and Pharmacovigilance
Centrewith an annual average of 8 casesper year. As
an indication the number of reported casesof SJSin
Franceisabout 120 casesper year!™® for anatification
rateof 350 cases/ million/ year, whileinMorocco at a
rate of 100 casesof notifications/ million/ year, we
received 23 cases of declarations, this is the one
underreporting by hedlth professionalsdo not havethe
cultureof reporting adverse drug reactionsisadiscon-
tinuous and irregular manner which alowsnot assess
thereal impact of this disease despite the presence of
Anti Poison Centreand Pharmacovigilance.

Intheliterature, the SSJisobserved advantagein
adulthood@. It occursat any age but therisk increases
beyond midlife women', in our series, the most af-
fected group wasthat of adults. The predominance of
thefemaesex isal so described in other publications,
withasex ratio (F/ M) of 2.1, thisresultissimilar to
our study, thesex ratio (F/ M) was2.2.

Projection of the variables on the factonal plane (1 x 2)
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Figure 3: Theinfluence of age and sex groupson the
evolution of patients

Asindicatedintheliteratureandin severd studies,
themain causeisoverwhelmingly drug toxiderma®?,
athough some bacteriaand viruses can be the cause.
Inthepublication of Kalb RE®, acase of SIShasbeen
described in which infection with Mycoplasma
pneumoni ae was the causative agent in aman of 45
years. Drugsidentified risksare: anti-infectivesulfona-
mides (sulfamethoxazol e/ trimethoprim), tuberculosis
(rifampin-isoniazid Association, anti-inflammatory drugs
(Piroxicam), Antiepileptics (Phénolbarbital, Sodium
valproate), hypo-urécimints (Allopurinol), the
Antiepileptic (Phenobarbitd )19, Thisiscond stent with
our study. Thedrugwithdrawal in question assoon as
possiblemay improvetheprognosis. Theoutcomewas
favorable (86%) deasthsoccurred in onecase. Inlitera-
turethedeath ratevariesfrom 5to 10969,

CONCLUSION

The SISisaseriousdrug lifethreatening reaction
that requiresearly diagnosisfor theidentification and
remova of the causativeagent. Animmediatetreatment
isnecessary, apublic awareness before any dermato-
logical symptomswill further reducetheincidenceand
improvethe prognosisof thiscondition.
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