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ABSTRACT 

Adverse drug reactions pose a major health problem worldwide. Drug reactions range from minor maculopapular rash to erythema 
multiforme to severe Stevens Johnson Syndrome (SJS) or Toxic epidermal necrolysis (TEN). SJS is a life threatening vesicobullous 
disease characterised by an acute eruption that involves skin and mucous membranes. Here we present 4 cases of Stevens Johnson 
Syndrome which came to Pravara Rural Hospital, Loni, Ahmednagar, Maharashtra. First case is a 65 year old female presenting with 
severe mucocutaneous bleeding with exudative haemorrhagic ulcers on the back and chest next day after ingestion of ceftriaxone. 
Second case is a 74 year old elderly female presenting with peeling of the skin, blisters on neck, face, mouth, groin, chest region with 
ulcers in the oropharynx. The patient had history of consumption of ceftriaxone after which the skin lesions started. Third case is a 
69 year old female presenting with dry scales with itching all over the body after taking ceftriaxone leading to Stevens Johnson 
Syndrome.  The fourth case is a 22 year old female with history of ingestion of unknown medication from a local doctor and presented 
to our hospital with severe exudative ulcers on the mouth, lips and chest diagnosed to be Stevens Johnson syndrome. This case series 
highlights the importance of prescription of commonly used antibiotic like ceftriaxone with extreme caution. Early identification of 
severe adverse drug reactions can reduce the morbidity and mortality in these patients.  
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INTRODUCTION 

dverse drug reactions (ADRs) are the most common 
cause of hospital admission and the fourth or sixth 
leading cause of death, thus leading to significant 

impact on health care costs.1 

Stevens Johnson syndrome is a rare, severe cutaneous 
condition considered to be most life threatening 
dermatologic disease with a mortality incidence of 15% 
overall, and up to 50% in the elderly.2, 3 

The prevailing understanding of the pathophysiology is 
that an immune reaction mediates the apoptosis of 
keratinocytes.  

Drugs are found to be one of the important causes. More 
than 100 drugs have been implicated in causing SJS.4    The 
most common offending agents are allopurinol, non-
steroidal anti-inflammatory drugs (NSAIDs) like piroxicam, 
antibiotics, immune modulators like sulfasalazine, and 
anticonvulsants. The highest rates of cutaneous drug 
reactions occur due to antibiotics, particularly 

sulfonamides. Anticonvulsants can include Lamotrigine, 
phenytoin, and carbamazepine. Immunizations and 
infections such as mycoplasma pneumonia, 
cytomegalovirus, herpes simplex virus (HSV), 
coxsackievirus, and echovirus are less common causes.5-7 

Immediate cessation of an offending drug and adequate 
supportive care in intensive care unit remain the mainstay 
of management of SJS. There is no specific treatment 
strategy available for this condition. Systemic 
corticosteroids, intravenous immunoglobulin therapy 
(IVIG), and other immunosuppressive therapy are used for 
its management.8 

CASE SERIES  

Case report 1  

A 65 year old female patient came to casualty of Pravara 
Rural hospital with complains of warty lesions on the 
perioral area, axilla, neck, genitals and back, peeling of the 
skin with generalised weakness since 8 days and burning 
sensation all over the body since 2 days. The patient was 
apparently normal eight days before when she developed 
red haemorrhagic lesions followed by pustules which 
progressed into warty lesions after 8 days which were 
localised around mouth, neck, axilla and genitals and back 
bilaterally. Patient was admitted in district civil hospital, 
Ahmednagar and was then referred to our hospital for 
further management. On careful history of the patient, we 
came to know that patient had history of ingestion of 
ceftriaxone 8 days back from a local doctor, after which her 
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symptoms started. Ulcers were also present in the nasal 
and oral cavity. 

On examination, detachment of the epidermis on the face, 
axilla, back and chest, (fig 1, 2) haemorrhagic crusts over 
the lips and erosions of the mucous membrane over the 
mouth and nose were observed. She was treated with 

injection hydrocortisone pulse therapy, broad spectrum 
antibiotics, cyclosporine twice a day. She was given 
Neosporin powder and glycerine ointment for external 
application on the lesions. Intravenous fluids to correct the 
electrolyte imbalance and high protein diet was advised. 
Causality assessment using Naranjo Causality algorithm 
was probable.  

 

Figure 1 & Figure 2 shows detachment of the epidermis on the neck and back with excoriation and haemorrhagic crusts. 
 
Case report 2  

A 74 years old female patient from rural area of 
Ahmednagar district in Maharashtra presented to the 
emergency department of Pravara Rural Hospital with 
epigastric pain and blisters, peeling of the skin and burning 
sensation on lips, face, neck, mouth , groin, chest region 
with difficulty in swallowing since 30 days. One month 
before her presentation, patient had history of taking 
ceftriaxone prescribed by a local doctor, after which she 
started developing skin lesions, which were ignored by the 
patient.  The patient had also complained of epigastric pain 
for one month, for which she consulted a local doctor. 
Upper GI endoscopy was done before 15 days which 
revealed esophagitis with small ulcer at the oropharynx.  
This was also ignored by the patient. The skin lesions 
gradually became scaly, tender and there was extensive 
mucocutaneous blistering (fig 3) with exudative ulcers over 
the back and flexors after which she presented to our 
emergency department and was immediately admitted for 
further management. The Naranjo Adverse Drug Reaction 
Probability Scale score of 6 was derived suggesting 
Probable association between ceftriaxone and the adverse 
drug hypersensitivity reaction. The patient was not taking 
any other medication prior to ingestion of ceftriaxone. A 
diagnosis of Stevens Johnson Syndrome was made.  

The patient improved after initiation of intravenous 
methylprednisolone along with fluid replacement as 
supportive therapy. Corticosteroid dose was gradually 
tapered from sixth day of the treatment. Cyclosporine was 
also given to the patient twice daily. For congestion in eyes 
and eye lesions, moxifloxacin eye drops with lubricant 
drops were given thrice daily. Broad spectrum antibiotics 
were given to cover the gram positive and gram negative 
infections. Topical Mupirocin ointment was given to apply 
on the skin lesions thrice daily. High protein diet and plain 

water compresses on the lesions were advised to the 
patient. Xylocaine for symptomatic improvement in mouth 
ulcer along with multivitamins to aid wound healing were 
given.  

 

Figure 3: Extensive mucocutanous blistering and crusting 
on lips, face, mouth and neck 

Case report 3  

A 69 year old female came to casualty department of 
Pravara Rural hospital with complains of swelling over the 
face, dry flaky scales and itching all over the body since 15 
days. Initially the scales were present on the face and 
gradually spread to the extremities. The patient had history 
of taking ceftriaxone for fever a month ago from a local 
doctor. After which, the symptoms started but they were 
ignored by her.  

On examination, multiple dry scales with reddish lesions 
were present on the face, abdomen and the extremities (Fig 
4, 5). The scales were non itchy and not oozing. She was 
started with methylprednisolone pulse therapy and broad 
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spectrum antibiotics along with intravenous fluids for 
correction of electrolyte imbalance and nutritional support.  
Mupirocin ointment was given for external application over 

the lesions.  On causality assessment using Naranjo 
causality algorithm was probable.  

 

 

Figure 4 & Figure 5 shows dry flaky scales over the face and extremities 

Case report 4  

A 22 year old female presented to the casualty of our 
hospital with mucocutaneous blisters since 1 month. The 
blisters gradually ruptured and excoriated since 2 weeks. 
On careful history, it was learned that the patient had past 
history of ingestion of unknown medication intake from a 
local doctor a month ago, which led to the development of 
these skin lesions. On examination, ulcers were present on 
the lips, around the mouth and around the eyes.  The ulcers 
were haemorrhagic and tender on palpation. The ulcers 
were excoriated and ruptured on the lower lips (Fig 6).  She 
was treated with dexamethasone pulse therapy, broad 
spectrum antibiotics, Intravenous fluids (normal saline), 
analgesics to relieve the pain and symptomatic treatment 
for her ulcers with mupirocin ointment. Moxifloxacin eye 
drops were given for congestion in the eyes.  Causality 
assessment using Naranjo algorithm was probable.  

                                                                      

Figure 6: Mucocutaneous blisters with crusts, excoriated 
lesions on the lower lips 

DISCUSSION  

SJS is a rare and unpredictable delayed type of 
hypersensitivity reaction to medication. However, the 
mechanism has still not been understood and is complex, 

evidence has shown complex of various pathological 
mechanisms like drug metabolism, immunity, specific CD8+ 
cytotoxic lymphocytes, natural killer cell activation, 
cytokines including perforin /granzyme, Fas-Ligand, 
granulysin and Tumour Necrosis Factor (TNF) alpha 
involvement.9  

A few individuals have a genetic predisposition to develop 
such disorders. Slow acetylators are deficient in enzymes 
involved in the destruction of toxic drug metabolites. Slow 
acetylators, especially immunocompromised patients and 
whose liver cannot completely detoxify reactive drug 
metabolites are at most risk.10 

Drug or drug-peptide complexes are recognized by T-cell 
receptors. This results in downstream CD8 cytotoxic T-cell 
and NK-cell-mediated cytotoxicity and cytokine expression 
[especially of tumor necrosis factor (TNF)-alpha and 
interferon (IFN)-gamma]. These effects drive and 
perpetuate the pathogenesis of SJS.11 

There has been a huge role of cytotoxic molecules in the 
pathogenesis of SJS which is an important topic of research. 
Fas-Fas ligand (FasL) interactions were initially thought to 
be integral to keratinocyte apoptosis.12 There has been 
reporting of increased levels of perforin and granzyme B 
along with those of TNF-alpha and FasL correlated with SJS 
in the early studies in 2000.13 Granulysin released by drug-
specific cytotoxic CD8 T cells and natural killer cells has been 
identified as the ‘‘key mediator’’ for keratinocyte death in 
SJS. It is also reported that depleting granulysin reduces the 
cytotoxicity.14 

People of specific ethnic groups with certain human 
leukocyte antigen subtypes have an increased incidence of 
SJS/TEN when exposed to specific drugs.15   Ceftriaxone is a 
widely used third generation cephalosporin in our country. 
SJS due to ceftriaxone is a matter of concern due to its high 
efficacy and cost effectiveness in our population. Whether 
there is a genetic predisposition to the effects of these 
antibiotics in the rural population is a matter of research. 
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SJS is a fatal condition characterised by widespread 
erythema and tenderness followed by diffuse excoriation. If 
the patient is not immediately treated, it can lead to life 
threatening Toxic Epidermal Necrolysis (TEN). Careful 
history of such patients is important so that the offending 
drug can be avoided later. The management of such cases 
includes the sudden stoppage of the offending drug, short 
course corticosteroid therapy, cyclosporine, intravenous 
immunoglobulins, maintaining the haemodynamic of the 
patients, preventing and treating the secondary bacterial 
infections and symptomatic treatment of the lesions with 
the electrolyte balance and nutritional support. Sepsis and 
multiorgan failure are the most common causes of 
mortality in these patients.  

Due to high risk of mortality in SJS patients, early diagnosis 
and prompt rigorous management with rapid identification 
and interruption of the culprit drug can drastically affect the 
prognosis. In our case series of four cases, the offending 
drug was removed at the time of admission of the patient 
in the hospital. Awareness about the adverse drug reactions 
among the physician and the patients in recognising the 
early signs and symptoms of Stevens Johnson Syndrome is 
a MUST to prevent its consequences. In the present case 
series, all our patients ignored the initial symptoms and 
presented late to the hospital, which affected the 
treatment outcomes. 

CONCLUSION  

Any drug can lead to drug reaction. Antibiotics should be 
prescribed judiciously and cautiously. There are currently 
no data to support specific guidelines for the treatment of 
SJS patients. Supportive care remains the most widely 
accepted intervention in SJS. Adjuvant therapies are 
debatable and the outcomes varies in patients depending 
on the age, gender and other co morbid conditions. More 
studies are needed in India to strengthen the database on 
the pathogenesis and treatment modalities of SJS to 
improve the prognosis in these patients.  All the patients 
should receive appropriate medication at the right dose at 
the right time in the right amount at the right cost to meet 
their requirements.  
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