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Abstract: Toxic Epidermal Necrolysis (TEN) is a rare and life threatening mucocutaneous reaction
characterized by extensive necrosis and detachment of epidermis. The Worldwide incidence of TEN is 0.9 to 1.4
per million populations per year [1]. Here we have discussed a case of Toxic Epidermal Necrolysis secondary
to Sulfasalazine managed with fluid replacement, analgesics, anti-infective therapy aggressive nutritional
support and intravenous high dose steroid therapy.
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I Introduction
Drug induced toxic epidermal necrolysis is a rare, potentially lethal disease characterized by extensive sheet like
erosions involving more than 30% of the body surface with widespread purpuric macules or flat atypical target
lesions and severe involvement of conjunctival, corneal, irideal, buccal, labial and genital mucous membranes.
Commonly involved drugs are antibiotics, anti-inflammatory drugs, anticonvulsants, antiretroviral drugs. The
principle management of TEN includes analgesia, fluid replacement, anti infectious therapy, aggressive
nutritional support, warming of external temperature and skin care with dressings.

1. Case Report

An 18 years old girl presented to the casualty with presenting complaints of oral and genital ulcerations
and erosions over whole of the body of four days duration. She developed oral and genital ulcerations which
rapidly progressed to cutaneous lesions over the back, which later spread to involve the chest, face, arms and
legs. Blisters increased in size and joined to form erosions which coalesced and lead to epidermal detachment
over the chest, abdomen and thighs. She had history of difficulty in vision and genital ulceration.

She was the born of non consanguinous marriage. She was normal until 15 yrs of age, then developed
difficulty in walking Investigated and started on at since 21-12-2010 for 6 months. She had normal
developmental milestones, attained menarche at 13 years of age and had normal menstrual cycles. No history of
similar skin problems in the family. She had ankylosing spondylitis for which she was started on tablet
sulfasalazine 500 mg od for 3 days then gradually raised to 2g/day for 2 months.

On examination she was thinly built and poorly nourished. Her pulse rate was 88 per minute and blood
pressure 90/50 mmHg. She had confluent erosions and peeling of skin over the multiple large necrotic skin
lesions seen over the Chest, Proximal arms, Abdomen and Thigh. Large areas of exuding dermis were seen over
Back, face and neck. Extensive erosions and necrosis of Lower Lip and Oral Mucosa seen [Fig: 1], In Eye,
Purulent conjunctivitis, Synechiae between eyelids and Shedding of eye lashes were seen. Blisters were seen in
Palms and soles. Maculopapular lesions with central vesicle were seen over the Arms and Legs [Fig: 2].

She was admitted in the intensive medical care unit and assessed further. A detailed drug history was taken
and causality was assessed using Naranjos algorithm. The total score was 8 and the offending drug was probably
Sulfasalazine. A diagnosis of Toxic epidermal necrolysis was made as more than 60 percentage of the body
surface area was involved. Immediate intravenous access was obtained and she was managed with fluid
replacement and saline dressings. High dose Dexamethasone was started given as intravenous injections of 8mg
twice daily for 14 days which was rapidly tapered and stopped by 3™ week and supportive care. Opthalmology
and dental opinion was sought and her oral and eye lesions were managed accordingly. Her Scoreten score at
third day of admission was 1 which carried a mortality rate of 3.2%. She improved well with high dose of
corticosteroids and supportive care. The Dexamethasone injections were continued for two weeks after which it
was slowly tapered and stopped by third week. At discharge her lesions resolved completely and there was only
post inflammatory hypopigmentation [Fig: 3, 4].
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1. Discussion

Drug induced toxic epidermal necrolysis (Lyell’s syndrome) is a rare, potentially lethal disease
characterized by extensive sheet like erosions involving more than 30% of the body surface with widespread
purpuric macules or flat atypical target lesions and severe involvement of conjunctival, corneal, irideal, buccal,
labial and genital mucous membranes [2]. It was first described by a Scottish Dermatolgist Alan Lyell in
1956[3]. He coined the term necrolysis by combining the key clinical feature epidermolysis with
histopathological feature necrosis. There is also severe involvement of mucous membranes with a characteristic
dermal silence [4].

Majority of cases appear to be related to idiosyncratic drug reactions. Commonly involved drugs are:
antibiotics such as sulfonamides, beta-lactams, tetracyclines and quinolones; anticonvulsants such as phenytoin,
phenobarbital and carbamazapine; antiretroviral drugs; nonsteroidal anti-inflammatory drugs and allopurinol [5]
Pharmacogenetic variations in metabolism of these drugs might be the possible reason as to why only few
people develop such marked lesion against these medications. These genetic associations might be drug specific
as evidenced by the occurrence of HLA B 1502 in DJS and TEN induced by carbamazepine[6]. Similarly the
risk of cotrimoxazole induced TEN was found to be 3-11 fld higher in patients with hla b*15:02, hla ¢*06:02
and hla c*08:01[7].

Histopatholgically there is full thickness necrosis of the whole epidermis with very less dermal
abnormality. The underlying pathology is extensive keratinocyte apoptosis mediated by the interaction between
Fas ligand expressed by lymphocytes and fas antigen cd 95 expressed by keratinocytes.

The principle management of TEN includes analgesia, fluid replacement, anti infectious therapy,
aggressive nutritional support, warming of external temperature and skin care with dressings. There is no
consensus about the disease specific therapy [8]. The high dose corticosteroid therapy reduces inflammation and
keratinocyte necrosis [9]. But some studies show that it promotes or masks the signs of infection, delays healing
and may increase mortality [10]. Treatment with oral or parentral steroids like dexamethasone 8-16 mg daily can
be started within the first 72 hrs of onset of symptoms and continued for 3-5 days followed by rapid tapering.
Studies have shown good results on treatment with cyclosporine [11].

Cyclosporine in the dose of 3-5 mg/kg/day orally or intravenously for 4 weeks have been tried.
Intravenus immunglobulins have also been tried [12]. Other proposed treatment modalities include
cyclophosphamide, pentxyphylline, n acetyl cysteine and plasmapheresis.

V. Conclusion
An eighteen year old female patient, who had taken Tab.Sulphasalazine 1000 mg /day for eight weeks
for Ankylosing Spondylitis which progressed to Toxic epidermal Necrolysis. She was admitted in the Intensive
care unit in Govt. Stanley medical college and Hospital and the presumptive causative drug was stopped. She
improved with high dose dexamethasone and supportive care. She had no acute or chronic complications on
follow up.

Fig: 1 Necrotic skin IesionsA Fig: 2 Maculopap;ular lesions
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