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ABSTRACT

Stevens-Johnson syndrome (SJS) is a severe skin reaction most often triggered by particular drugs in most of the
cases. A more severe form of the condition is called toxic epidermal necrolysis (TEN) which involves more than 30%
of the skin surface and extensive damage to the mucous membranes. SJS and TEN previously were thought to
be separate conditions, but they are now considered part of a disease spectrum. The main drugs which induce SJS
were anti-gout drugs, anti-epileptics, analgesics, NSAIDs and antibiotics. Diclofenac which is a NSAID and phenyl
acetic acid derivative that rarely causes SJS. Although diclofenac induced Stevens-Johnson syndrome is reported very
rare among adults, it shouldn’t be neglected. In this report we mentioned about the Stevens-Johnson syndrome (SJS)

which was later developed into TEN due to usage diclofenac sodium, in a 65 years old female patient.
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INTRODUCTION

Stevens-Johnson syndrome (SJS) and toxic epidermal
necrolysis (TEN) are severe adverse drug reactions most
commonly triggered by medications, that causes
skin tissue to die (necrosis) due to detachment of
epidermis from dermis. The Stevens-Johnson syndrome
is an immune complex mediated type-1V hypersensitivity
reaction that that typically involves the skin and the
mucous membranes.! SJS and TEN previously were
thought to be separate conditions, but they are now
considered part of a disease spectrum. SJS is at the less
severe end of the spectrum, and TEN is at the more
severe end.?

If a minor form of toxic epidermal necrolysis, with less
than 10% body surface area (BSA) detachment occurs
then it is classified as Stevens-Johnson syndrome (SJS).
If detachment of more than 30% of the body surface area
(BSA) occurs then it is classified as toxic epidermal

necrolysis (TEN). The skin detachment involving 10-
30% of the body surface is classified as overlapping
Stevens-Johnson syndrome/toxic epidermal necrolysis.
All the 3 forms are serious systemic disorders and
medical emergency that can be life-threatening.®?

SJS/TEN is a rare disease, affecting 1 to 2 per million
people each year. Stevens-Johnson syndrome (the less
severe form of the condition) is more common than toxic
epidermal necrolysis. People who are HIV-positive and
those with a chronic inflammatory  disease
called systemic lupus erythematosus are more likely to
develop SJS/TEN than the general population. The reason
for the increased risk is unclear, but immune system
factors and exposure to multiple medications may play a
role.?

The initial symptoms are fever, sore throat, cough,
headache, chills. Within few days a red or purplish rash
form, and then the skin begins to blister and peel, leading
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to ‘raw’ areas of skin that are painful. In many patients, it
also causes damage of oral, nasal, eye, lower respiratory
tract, gastrointestinal, urethral and wvaginal mucous
membranes.'2

In 25-50% of cases, Stevens-Johnson syndrome is
reported as idiopathic. In adults and elderly people, the
most common causes are drugs and malignancies.
Pediatric cases are related more often to infections. The
etiological factors are classified into 4 types - idiopathic,
infectious, drug induced and malignancy related. Out of
above four, the drugs are most frequently associated with
SJS/TEN. The drugs include anti-gout medications
(allopurinol), anti-convulsant (carbamazepine,
lamotrigine, phenytoin, valproic acid), anti-retroviral
drugs (nevirapine, indinavir), analgesics, NSAID’s,
antibiotics (mainly ciprofloxacin, penicillin’s and sulfa
drugs). People that may be at increased risk to develop
SJSITEN include those with HIV, a weakened immune
system, a personal or family history of the condition, and
certain variations of a gene called HLA-B.2®

An idiosyncratic, delayed hypersensitivity reaction has
been implicated in the pathophysiology of Stevens-
Johnson syndrome. Both SJS and TEN are characterized
by the detachment of epidermis from the papillary dermis
at the epidermal-dermal junction, manifesting as a
papulomacular rash and bullae as a result of keratinocyte
apoptosis. Keratinocyte apoptosis mediated by cytotoxic
T-lymphocytes (CD8) in SJS and TENS is modulated by
plasma tumor necrosis factor alpha and interferon-
gamma, which are increased in patients with SJS and
TEN. This process is currently hypothesized to occur
through 3 possible pathways Fas-Fas ligand interaction;
perforin/granzyme B; and granulysin-mediated. Progress
in delineating the pathophysiology of SJS/TEN has
addressed the possible risk factors interacting with
natural killer and cytotoxic T-cells, such as drug structure
and metabolism (CYP), and the immunogenic
characteristics of the human leukocyte antigen
molecules.*

The differential diagnosis of the Stevens-Johnson
syndrome (SJS) include Staphylococcal scalded skin
syndrome, progressive systemic sclerosis (scleroderma),
toxic shock syndrome, paraneoplastic pemphigus,
epidermolysis bullosa acquisita etc.! Management of
patients with Stevens-Johnson syndrome is usually
provided in emergency medicine (ICU’s) and
dermatology (burn centers) departments. No specific
treatment of Stevens-Johnson syndrome is noted, so most
of the patients are treated symptomatically. Patients
should be treated with special attention to airway and
hemodynamic stability, fluid status, wound/burn care,
and pain control.*

Diclofenac which is a NSAID and phenyl acetic acid
derivative that rarely causes Stevens-Johnson syndrome
(SJS). The common symptoms of adverse drug reactions
due to diclofenac are cardiac, gastrointestinal, hepatic,

renal impairment. The skin reactions are very rare due to
diclofenac.

This case was a Stevens-Johnson syndrome (SJS) which
was later developed into toxic epidermal necrolysis
(TEN). It was identified and reported during
pharmacovigilance program being carried out in our
institution. This case was observed with prior consent
from patient and concerned authorities of Rangaraya
Medical College, Kakinada.

CASE REPORT

A 65 year’s old woman presented with multiple eruptions
in oral cavity and on eyelids, multiple erythematous and
hyper pigmented patches on the body was admitted in
dermatology ward, government general hospital,
Kakinada (Figure 1 and 2). Before admission in the
hospital she had suffered with fever and body pains and
was given tablet paracetamol and tablet cetirizine for
fever. Later she was given injection diclofenac sodium
for body pains. Then she developed fluid filled vesicles
on the body which increased in severity and diagnosed as
Stevens-Johnson syndrome (SJS).

Figure 1: Multiple erythematous and hyper
pigmented patches on the body.

Figure 2: Blistered and peeled skin on back of the
patient.
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The lesions of size varying from 0.5x1mm to 3x2mm on
upper eyelids. Multiple erythematous hyper pigmented
patches of 0.3x0.2cm to 3x2cm on trunk and limbs
including palms. The lesions and patches had covered
more than 30% of body surface area (BSA). Later they
were coalesced and vesicles ruptured. The genital organs
were not affected. Skin Biopsy was performed and results
showed epidermal cell necrosis and infiltration of
lymphocytes. The serum levels of the patient had shown
elevated WBC cells and C-reactive protein.

The patient was visited by a team of specialists including
dermatologist and ophthalmologist and diagnosed as
Stevens-Johnson syndrome developed into toxic
epidermal necrolysis. De-challenge was done. She was
treated with immunoglobins, injection decadron,
intravenous fluids and supportive treatment. Causality
assessment was done using WHO scale. The
erythematous rash with desquamation of skin was
considered as a probable adverse reaction due to
diclofenac sodium. The reaction subsided gradually. Re-
challenge was not done. This reaction was reported to
ADR monitoring center and uploaded through vigi-flow
with Worldwide unique no: 2017-25197. She had
recovered gradually and discharged from hospital.

DISCUSSION

In many case reports and research studies, more than 100
drugs have been implicated as causes of Stevens-Johnson
syndrome or toxic epidermal necrolysis. A limited
number of drugs, including sulfonamides, anticonvulsant
agents, and allopurinol, are the most consistently
associated with these conditions and nonsteroidal anti-
inflammatory drugs (NSAIDs), analgesic agents, and
non-sulfonamide  antibiotics are associated with
significant but lower risks for SJS and TEN. The relative
risk associated with the use of specific drugs has never
been quantified. The risk of adverse drug reactions due to
diclofenac sodium was found to be more associated in the
females than males.5’

Today, drug therapy for the control of pain has been
encountered a great problem because of drugs serious
adverse reactions. In a study the upper 95 percent
confidence limits for propionic acid derivatives and for
diclofenac make it impossible to rule out some increase
in risk.® As the patient showed positive response after de-
challenge, this implies the contribution of diclofenac to
the skin reaction. So vigilant administration should be
done in case of diclofenac sodium.

CONCLUSION

Stevens-Johnson  syndrome and toxic epidermal
necrolysis are acute life-threatening conditions. Although

non-steroidal anti-inflammatory drugs (NSAIDs) are a
rare cause of SJS in adults, these risks should be not
ignored. This risk is higher for older patients, women and
those in the beginning of the treatment. Stevens-Johnson
syndrome is a very rare complication of diclofenac use
but due to its dangerous consequences, practitioners
should be aware of it and give information to their
patients especially if patients are old age people and
women.
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