A case of Stevens-Johnson syndrome treated with oral
cyclosporine
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ABSTRACT

Stevens-Johnson syndrome (S]JS) and toxic epidermal necrolysis (TEN) can occur at any age and are commonly caused by adverse
drug events. Rapid diagnosis of SJS/TEN is imperative, followed by immediate cessation of offending agent and induction of
appropriate treatment. Cyclosporine, a calcineurin inhibitor, has been reported to have a promising therapeutic effect in SJS/TEN
patients with few side effects. Diagnosis of SJS/TEN in children is especially challenging as many of the symptoms mimic that of an
upper respiratory infection, or other viral entities such as cocksackie A, roseola, or herpes simplex virus. We recommend initiating
cyclosporine modified treatment, especially in children, upon any suspicion of SJS/TEN in a patient in order to halt the disease
progression as early as possible.
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Introduction

Stevens-Johnson syndrome (§JS) is a severe mucocutaneous
reaction characterized by mucosal erosion, epidermal detachment,
and necrosis that affects less than 10% of body surface
area (BSA). If more than 30% of BSA is detached, this is
referred to as toxic epidermal necrolysis (TEN) syndrome.
Stevens-Johnson can occur at any age and is most commonly
caused by adverse drug events. Drug-associated SJS is a
severe drug reaction with a mortality rate of up to 50% in
adults and around 3.6% in children.? Although a number of
drugs have been implicated in SJS/TEN, antibiotics are the
most common culprit.! In addition to discontinuation of the
suspected offending agent and a focus on symptomatic and

Address for correspondence: Dr. Victoria Griffith,

DO MPH, 703 N Flamingo Road, Pembroke Pines, FL - 33028,
United States.

E-mail: vgriffith96@gmail.com

Received: 16-07-2023 Revised: 29-08-2023
Accepted: 06-09-2023 Published: 21-12-2023

Access this article online

Quick Response Code:
Website:
http://journals.lww.com/JFMPC

DOI:
10.4103/jfmpc.jfmpc_1162_23

supportive treatment, systemic glucocorticoids and intravenous
immunoglobulin (IVIG) have been the mainstay for treatment
in many studies.”! However, in recent years, cyclosporine, a
calcineurin inhibitor, has been reported to have a promising
therapeutic effect in SJS/TEN patients with few side effects.
To emphasize this, we present the case of a 12-year old child
diagnosed with SJS successfully treated with early employment
of oral cyclosporine modified.

Case Report

A 12-year-old gitl with no significant medical history was seen in
a dermatology private practice the day after a pediatric emergency
department visit for a targetoid eruption. The eruption involved
her trunk, arms, legs, palms, and soles following a 10-day course
of trimethoprim/sulfamethoxazole and was diagnosed as hand,
foot, and mouth disease. Upon arrival to the dermatology
clinic, the patient was on oral hydroxyzine and prednisone. She
continued to worsen and developed painful swallowing, difficulty
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urinating, periorbital edema, and conjunctival injection secondary
to mucosal involvement the next day [Figures 1-3]. She also had
associated malaise and subjective fevers. A diagnosis of SJS was
made by the dermatologist. The risks, benefits, and alternatives of
the diagnosis and treatments were discussed with the patient and
the patient’s mother and topical and oral therapies were chosen.
The patient was started on cyclosporine modified 5 mg/kg
(100 mg once daily orally) and the previously prescribed course
of prednisone was continued (5 mg twice daily orally). A phone
call with the parents on day 2 revealed a dramatic improvement
of all symptoms. The patient was seen in follow-up on day 7. All
symptoms present at onset had resolved. The targetoid eruption
was fading, and the blistering and crust on her lips were almost
gone [Figures 4 and 5]. A prednisone taper was initiated and
cyclosporine modified was continued at the same dose. Ten days
after the initial presentation, the patient was clear with complete
re-epithelialization of all surfaces. Cyclosporine modified was
stopped on day 14 with no taper. Four weeks after the initial
presentation, the physical exam was notable only for mild
hypopigmentation and hyperpigmentation with vascular change
at the sites of inflammation. All therapies were discontinued,
and the patient was advised to wear sunscreen to minimize the
possibility of post-inflammatory hyperpigmentation.

Figure 1: Mucosal involvement and targetoid eruption at presenation

Figure 3: Classic targetoid eruption on patient’s neck
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Discussion

SJS is a rare, severe cutanecous adverse reaction that has been
shown to cause significant morbidity and mortality in children
and adults.”! The annual incidence is known to be 1-6 cases
per million and, based on data from the national administrative
database in Kotea, is consistently rising with each new year.!
Most cases of SJS/TEN ate induced by ingestion of a drugP
Common culprits include allopurinol, aromatic anticonvulsants,
antibiotics, and nonsteroidal anti-inflammatory drugs.["
A systematic review and meta-analysis published in 2023 found
that of the antibiotic-associated SJS/TEN, sulfonamides wete
the most commonly involved followed closely by penicillins, and
then cephalosporins, fluoroquinolones, and macrolides.™

The clinical manifestations of SJS/TEN ate the same for both
children and adults. Findings may include skin and mucous
membrane pain, erythema, blisters, epidermal exfoliation, and
other skin lesions involving the conjunctiva, oral cavity, and/or
urogenital mucosa.l! Histopathologic examination, if chosen as
a diagnostic modality, is characterized by extensive apoptosis and

necrosis of keratinocytes.

Figure 2: Erythema, blistering, and erosions involving the mucosal
surfaces along with perioral targetoid eruption

Figure 4: Complete resolution after 2 weeks of cyclosporine modified
therapy. Mild hypopigmentation still present but resolving
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Figure 5: Complete resolution after 2 weeks of cyclosporine modified
therapy. Mild hypopigmentation still present but resolving

Rapid diagnosis of SJS/TEN is imperative, followed by
immediate cessation of the offending agent and induction of
appropriate treatment. Although there is debate surrounding
appropriate adjuvant therapy for SJS/TEN, several recent studies
point toward cyclosporine modified as the most promising
option.”! Cyclosporine modified wotks to downtegulate T-cell
activation and thus inhibit T-cells from producing the cytokines
that promote the pathogenesis and propagation of SJS/TEN,
ultimately preventing keratinocyte apoptosis.®! A case seties
petformed by St John ez al® reported three pediatric patients
successfully treated with cyclosporine who saw an average time of
disease progression cessation of 2.2 days, and disease remission
of reepithelialization of 13 days, following cyclosporine
administration. A study performed in India found similar results
with a mean time of disease stabilization following initiation of
cyclosporine at 3.94 days and reepithelialization at 10.5 days,
decreased hospital stays, reduced morbidity and mortality, and
suggests the superiority of cyclosporine over other therapies
such as IVIG, corticosteroid, cyclophosphamide, and supportive
care only.P! Although the optimal dosing of cyclospotine for
SJS/TEN has not been standardized, literature suggests that
3-5 mg/kg body weight for 5-14 days proves successful.>”

We would like to pay particular attention to early and proper
diagnosis in pediatric patients. SJS/TEN manifest with
prodromal symptoms 1-3 days prior to skin and mucosal lesions
including fever, malaise, non-productive cough, stinging eyes,
and a sore mouth.”! Due to a plethora of bactetia and viruses
that affect children, these symptoms can be misdiagnosed as an
upper respiratory tract infection. Furthermore, the formation
of erythema, red papules or patches, and even blistering
can be mislabeled as a viral exanthem such as Coxsackie A,
Roseola, ot herpes simplex virus.” It is imperative to keep SJS/
TEN in the differential when encountering these symptoms,
particularly in children, so as to promptly remove the offending
agent and begin systemic treatment. We recommend initiating
cyclosporine-modified treatment, especially in children, upon any
suspicion of SJS/TEN in a patient in order to halt the disease
progression as eatly as possible.
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Conclusion

Although SJS/TEN is generally considered a clinical emergency
and warrants hospital admission, our case highlights the
possibility of successful treatment in an outpatient setting,
The clinical suspicion must remain high for SJS/TEN in
any patient presenting with an acute outbreak of lesions or
previously discussed symptoms, especially following recent
medication initiation. Rapid cessation of the offending agent
and employment of oral cyclosporine modified and oral
prednisone, along with close monitoring, may climinate the
need for a hospital admission at bay. This case also highlights
the possibility of treating SJS/TEN with oral therapies versus
the traditional intravenous therapies. However, it is important
to note that acute worsening of symptoms in our patient would
have warranted prompt return to the emergency department
and likely admission.
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