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ABSTRACT

Background: Stevens-Johnson syndrome
(SJS), toxic epidermal necrolysis (TEN),
and SJS/TEN overlap syndrome are rare,
immunologically-mediated skin reactions
with severe dermatologic features that are
usually triggered by exposure to drugs
and/or other external agents. SJS manifested
as less than 10% of the body surface area
(BSA) affected in forms of skin detachment,
whereas more than 30% involvement occur
in TEN. Cases with BSA involvement in
between mentioned range (10-30%) are then
defined as of SIS-TEN overlap syndrome.
SJS-TEN morbidity typically manifests at
40 years of age or older. Higher mortality
was found in SJS/TEN overlap patients
rather than SJS. The therapy given to
SJS/ITEN overlap patients is supportive
therapy according to complaints. The most
important thing is to stop drugs that are
suspected to be triggers.

Case presentation: A 59-year-old male
with  SJS-TEN overlap, manifested as
maculopapular rash with detachment of
epidermis and a positive Nikolsky sign
about 25% BSA. The patient had a history
of taking cotrimoxazole for toxoplasmosis
therapy  before  symptoms  appeared.
Multiple widespread lesions found all over
the body, with maculopapular

hyperpigmentation, black  crust-covered
erosion from the bullae, and numerous
erosions on the lip mucosa covered in
brown crusts. The management of this
patient was supportive therapy and stop the
suspected drug. Within a few weeks, the

patient's condition improved  without
sequelae.

Conclusion:  Overlapped SJS-TEN s
cutaneous adverse reactions  with

immunologically-mediated dermatological
disorders, with 10-30% BSA  skin
detachment. Management includes stopping
all suspected cause, high dose steroid
administration, along with supportive
symptomatic therapy.
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INTRODUCTION

Stevens-Johnson syndrome (SJS), toxic
epidermal necrolysis (TEN), and SJS/TEN
overlap syndrome are rare immunologically-
mediated skin reactions with severe
dermatologic features that are usually
triggered by exposure to drugs and/or other
external agents.! It manifests as blister
formation with epidermal detachment;
affecting less than 10% of the body surface
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area in SJS, but over 30% in TEN. Patients
with BSA involvement in between (10—
30%) are classified as SJS-TEN overlap
syndrome.! Clinically, SIS/TEN is defined
by widespread distribution of macules (fat
abnormal target lesions), preferentially
involve the trunk. These lesions then
quickly develop into a blistering condition
affecting skin and mucosal surfaces.? It is
associated with high mortality and
morbidity. The exact pathogenesis of
SJS/TEN is still nut fully understood, as it is
related to an immunological response that
triggers a cytotoxic cell-mediated response
against keratinocytes, which results in a
significant amount of apoptosis. Most
common causative drugs that increase the
risk of this disease are antibiotics
(cotrimoxazole), anticonvulsants
(carbamazepine, lamotrigine, pheno-
barbital), allopurinol, Non-Steroid Anti
Inflammation (meloxicam) and nevirapine.
The duration from drug being administered
to the reaction might vary from 4 to 28 days.
Low-risk medications, however, can take up
to eight weeks or even longer.®

SJS-TEN incidence is around 5:1.000.000
and 2:1.000.000 cases per year.* In Europe
and USA, annual incidence is approximately
one to six cases per 1 million patients with
male to female ratio of 6:10.5 It may occurs
at any age, but higher incidence found in
people above 40 years. Rate of mortality
was nearly 10% in SJS, 30% in SJS/TEN
overlap, and could be as high as 50% in
TEN.

While SJS/TEN is known to be caused by
immune-mediated hypersensitivity reaction,
immunocompromised patients are known at
risk for SIS/TEN reaction, especially those
with infection by human immunodeficiency
virus (HIV). Acquired Immune Deficiency
Syndrome (AIDS) caused by HIV was
reported between 0.95 to 1 per 1000
population per year.® A study from South
African hospital reported SJIS/TEN occurred
in HIV patients has increased from 40% to
69% from 2004 to 2006.° In HIV patient,
the most common drugs inducing SJS/TEN
is sulphonamide antibiotics (38%) and

antiretroviral known as nevirapine (20%).*
The principal management of SIS/TEN is to
stop all drugs suspected, and supportive
treatment such as immunosuppression with
corticosteroids.’

In this article, we present case of an AIDS
patient who developed SJS-TEN overlap
syndrome after treated with a sulphonamide
antibiotic, Cotrimoxazole.

CASE REPORT

A 59-year-old male patient admitted to
Wangaya  Regional Hospital ~ with
maculopapular rash almost over his entire
body. Alloanamnesis reported the lesions
showed up 2 weeks after taking
cotrimoxazole for toxoplasmosis treatment.
Patient complained fever, burning sensation,
as well as red spots with blister on his body,
face, extremities, lips, anus, and genital
mucosa. Few days later, patient felt weak
because of swallowing difficulty 2 days
prior to admission. Patient was diagnosed
with HIV and Toxoplasmosis 1 month
before  admission after  experiencing
weakness, cough and headaches for the past
1 month. The patient also experienced
weight loss of 20 kg over 2 months. History
of diabetes, or cardiovascular disease was
denied. Patient also denied similar previous
complaint or allergic history to medicine
before. There were also no atopic history in
his family member.

From physical examination, patient came
with GCS E3V5M6, blood pressure of
100/70 mmHg, with heart rate of 76 bpm,
axillary temperature 36.7°C, and respiration
rate 24 times per minute. From head-to-toe
assessment, there are erosion covered with
brown-colored crust on patient’s lips,
multiple erosion on anal and genital
mucosa. On dermatological state, face,
chest, abdominal, both upper and lower
extremities, there are multiple widespread
macula hyperpigmentation. There also
multiple bullae and with erosion covered
with blackish crust in some areas. Nikolsky
sign is positive, with BSA involvement
approximately 25%.
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Laboratory examination showed white
blood cells 3.26 x 10%uL, hemoglobin
levels of 10.7 g/dL, hematocrit levels of
30.1, % platelet 215x10%uL, albumin 2.9
g/dL, SGPT 34 p/L, SGOT 32 p/L, random
blood glucose 91 mg/dL, urea 40 mg/dL,
creatinine 1.3 mg/dL, sodium 127 mEq/L,
potassium 4.0 mEg/L, and chloride 93
mEQ/L. The patient assessed as SJS/TEN

overlap  with  suspected cause of
cotrimoxazole. Patient was treated in
cooperation  with  internal  medicine

specialist.

The patient was hospitalized and asked to
stop taking the suspected drug. The patient
received methylprednisolone 125 mg
intravenously (1V) two times daily for 3
days, and gradually tapered to 125 mg
methylprednisolone IV once daily for 3

D E
Figure 1. Mucosal involvement was predetermined to be oral (A), manus (C), thoracal and abdominal (B),
lumbal (D), anal (E), pedis (F). The rash includes mucosal erosions and crusting with a Nikolsky's sign
(+). Approximate BSA involvement is around 25%.

days. Other therapies included
esomeprazole 40 mg IV once daily,
gentamicin 80 mg intravenously twice daily,
10 mg of oral loratadine once daily.
Antiviral drugs for AIDS therapy are still
given every 10 AM. For topical treatment,
wound compress with 0.9% NaCl twice a
day for 10-15 minutes was done before
administering ointment of gentamicin cream
all over skin lesion twice a day. For oral
hygiene, patient was given 0.2% aseptic
liquid after every meal.

During follow-up period, new lesions were
not found, and lesions started to heal.
Patient can eat and drink normally. From
dermatological status, erosions in the face,
abdominal, and all extremities are covered
with black crust, as well as the lip, anal, and
genital mucosa erosion.
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DISCUSSION

SJS-TEN are considered the most severe of
drug hypersensitivity  reactions,  with
antibiotics being the highest risk factor.®
Epidermal detachment affects <10% of BSA
in SJS, while TEN requires >30%
involvement. Cases with BSA involvement
in between those ranges are classified SJS—
TEN overlap syndrome.! The period
between first suspected drug administration
and development of reaction varies between
4 until 28 days, or even more than 8 weeks
in lower risk drugs.® In this case, the lesion
appear 2 weeks after taking cotrimoxazole
for toxoplasmosis treatment. The most
common drug that increasing the risk of this

disease are sulphonamide antibiotics
(cotrimoxazole), anticonvulsants
(carbamazepine, lamotrigine, pheno-

barbital), allopurinol, Non-Steroid Anti
Inflammation (meloxicam) and nevirapine.
This finding is similar with systematic
review and meta-analysis conducted by Lee
et al which reported 28% incidence of
SJS/TEN were associated with antibiotics.
Among SJS/TEN caused by antibiotics,
approximately 32% of cases are caused by
the sulphonamides (cotrimoxazole), while
penicillin causes 22% incidence, followed
by cephalosporins (11%), quinolones (4%),
and lastly macrolides (2%).°

Co-trimoxazole belongs to the
sulphonamide  class of  antibiotics.
Sulphonamides are compounds derived
from p-aminobenzene sulphonamide
(sulphanilamide) and include all substances
with the SO2NH2 group. Sulphonamides
are divided into two categories: antibiotic
sulphonamides and  non-antimicrobial
sulphonamides. Sulphonamide antibiotics
have an aromatic amine group on N4
position and a 5 or 6- membered aromatic
heterocyclic ring with >1 nitrogen at the
sulfonamide-N1. These metabolites are
believed to cause reactions that are not
mediated by IgE. The N4 of sulphonamide
antibiotics is acetylated to produce N4-
acetyl sulfamethoxazole. Reactive nitroso

an immunological response that results in
diseases like SJS or TEN, can be produced
by further oxidizing the N4-hydroxylated
metabolite. Since non-antimicrobial
sulfonamides lack aromatic amines, they are
unable to produce these reactive
metabolites.®

This patient complaint of fever, burning
sensation, also appear red spot with blister
on the body, face, extremity, lips, anal and
genital mucosa. On physical examination,
positive Nikolsky sign was found with
detachment covering 25% of BSA.
Typically, skin  lesions  begin  as
erythematous macules and atypical target
lesions, which may confluence and develop
blisters. Mucous membrane involvement
was indicated by burning or stinging in the
eyes as well as pain during swallowing or
peeing. Large patches of exposed, red,
occasionally seeping dermis are revealed
when the Nikolsky sign (dislodgment of the
epidermis by lateral pressure) is positive on
the erythematous zone and displays necrotic
epidermis that is easily detached.?

Risk factors such as HIV infection, genetics,
underlying immunologic disease, cancer,
radiation therapy, and UV light exposure are
all associated with the development of SJS-
TEN. HIV infected patients may have a
100-fold greater risk of experiencing a drug
reaction that triggers SJS/TEN compared
with the general population. The significant
incidence of SJS-TEN in
immunocompromised patients is might be
caused by several factors, including
polypharmacy in HIV treatment, slow drug
acetylation, lack of glutathione, alteration of
lymphocyte, and the cytotoxic metabolite of
drugs used in HIV therapy. Concomitant
infections, such as tuberculosis may worsen
the condition as the patient needs to
consume more variety of drugs, which can
increase susceptibility to SIS/TEN.X®! This
patient have comorbidities of HIV infection
that significantly increases the risk of
SJS/TEN.

The most important management of SJS-

compounds, which can directly induce  TEN is discontinuation of suspected
cytotoxicity or attach to T cells and trigger precursor medication, and supportive
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treatment.” In the treatment of SJS-TEN, a
multidisciplinary ~ partnership  between
experts from different medical specialties
was recommended.!?  Despite  being
controversial due to its significant risk of
infection, systemic corticosteroids are
nonetheless often utilized in these cases,
even in individuals with impaired immune
systems.’? In the early stages of the
condition, systemic corticosteroids were
believed to be able to stop the disease from
spreading, particularly when given as an
intravenous pulse over a few days.? There
isnt yet a gold standard for wound
treatment. Dermatologists and internists
worked together collaboratively to treat the
patient in this case. Patient received
methylprednisolone 125 mg IV twice daily
for 3 days, and gradually tapered to 125 mg
methylprednisolone IV once daily for the
next 3 days. Other supportive therapies were
also given, including esomeprazole 40 mg
IV once daily, gentamicin 80 mg IV twice
daily, and loratadine 10 mg orally once
daily. Antiviral drugs for AIDS therapy are
still given every 10 AM. For topical
treatment, wound compress with 0.9% NaCl
twice a day for 10-15 minutes was done
before applying gentamicin cream all over
skin lesion twice a day.

CONCLUSION

We reported a SJS-TEN Overlap case which
was suspected to be caused by
cotrimoxazole in a 59 year-old man with
HIV and toxoplasmosis infection. The
diagnosis is made by clinically based on
comprehensive anamnesis, physical
examination and further lab assessment.
Management of this patient was supportive
therapy, stop the suspected drug and
administering high dose  systemic

corticosteroid.  Within a few weeks,
patient’s condition improved with no
sequelae.
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