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ABSTRACT 

Steven-Johnson Syndrome commonly occurs as an 

idiosyncratic reaction to systemic medications such as 

antibiotics, antiepileptics, and nonsteroidal anti-

inflammatory drugs. It can also be triggered by non-

pharmacological causes. It is a pathology with a 

significant impact on public health due to the high 

mortality rate. The clinical picture presents 

nonspecific symptoms, such as fever, odynophagia, 

and itchy eyes. However, it is characterized by initial 

erythematous and livid macules, which involve the 

skin of the pre-sternal trunk and face and may affect 

the palms of the hands and soles of the feet. Diagnosis 

of the syndrome requires the collection of a complete 

clinical history, with special attention to drug 

exposure, thorough physical examination of the skin 

lesions, determination of the affected skin area, 

evaluation of mucosal involvement, and 

complementary tests, such as skin biopsy for 

histopathological study. Prognosis is related to the 

rapid identification of the causative drug and its 

discontinuation, not related to the dose or type of drug. 

A case of Stevens-Johnson Syndrome is reported in a 

70-year-old patient with epilepsy and Parkinson's 

disease, in northern Brazil, emphasizing the clinical 

characteristics and the adopted treatment. 

 

Keywords: Pharmacodermia, Rash, Erythema 

multiforme.

 

1 INTRODUCTION 

Erythema multiforme was first described by Ferdinand Von Hebra in 1866 and at that time was 

considered a relatively benign condition. In 1950, the condition was divided into two categories: erythema 

multiforme minor (Von Hebra) and erythema multiforme major, which became known as Stevens-Johnson 

Syndrome (SJS). In 1993, Bastuji and Roujeau proposed that erythema multiforme major and Stevens-

Johnson syndrome were distinct diseases and that the term “erythema multiforme” should only be used to 

refer to patients with target lesions or edematous papules, with or without lesions. mucous membranes; SJS, 
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in turn, should refer to the syndrome characterized by mucosal erosions, small blisters, and erythematous 

or purpuric lesions different from the classic targets (Bulisani et al., 2006), (Grünwald et al, 2020). 

Currently, erythema multiforme can be classified into the following clinical situations: Erythema 

Multiforme Minor, Erythema Multiforme Major, SJS, and Toxic Epidermal Necrolysis – TEN. SJS and 

TEN are also known together as a single entity called Epidermal Necrolysis (EN). SJS/TEN most 

commonly occurs as an idiosyncratic reaction to systemic medications such as antibiotics, antiepileptics, 

nonsteroidal anti-inflammatory drugs, and allopurinol. SJS/TEN can also occur secondary to viral 

infections, vaccinations, and other non-pharmacological triggers (Shanbhag et al., 2020), (Cai et al., 2019). 

Cutaneous manifestations are usually preceded by nonspecific symptoms, such as fever, discomfort 

when swallowing, and itchy eyes. Erythematous and livid macules typify the morphology of early skin 

lesions. The first sites of skin involvement include the presternal trunk region, and the face and may also 

involve the palms of the hands and soles of the feet. In about 90% of patients, there is the involvement of 

the mucosa of the mouth, genital, and/or gastrointestinal tract, visible as erythema and erosions. Other 

frequent presentations at the beginning of the pathology are ophthalmic, and this varies from acute 

conjunctivitis, erythema, eyelid edema, ocular secretions and crusts, corneal erosion, formation of 

conjunctival membrane or pseudomembrane and, in severe cases, ulcerations, cicatricial lesions, shortening 

of the fornix and symblepharon. However, the late complications of SJS/TEN cannot be predicted by the 

severity of the acute ocular manifestations (Fakoya et al., 2018). 

The treatment modality used in patient management depends on the etiology of the disease. SSJ has 

a significant impact on public health due to the high mortality rate, which varies from 20 to 25%. In Brazil, 

the incidence of SJS is between 1.2 and 6 per million/year and of TEN from 0.4 to 1.2 per million per year, 

occurring mainly in adult men (Rocha et al., 2018). 

Given the above, the present study aims to report a case of Stevens-Johnson Syndrome, in northern 

Brazil, emphasizing the clinical characteristics and the treatment adopted, to contribute to the medical 

literature on cases of pharmacopeias. For this purpose, data were collected from the medical records, with 

the patient's authorization and acceptance to participate in the study and the General Hospital of Palmas, 

exclusively for scientific purposes. In addition, the images were captured during hospitalization, with prior 

authorization from the patient. The elaboration of this project is justified by the scarcity of detailed case 

reports on SJS available in scientific databases, as well as the importance of discussing the therapeutic 

approach adopted in the care of patients with this syndrome. 

 

2 METHODOLOGY  

This is a case report, approached descriptively and qualitatively, where according to Pereira et al. 

(2018), is characterized as research that directly collects data related to the study through access to medical 

records and examinations provided, with the researcher being the primary instrument. The study was 

approved by the Research Ethics Committee (opinion number: 5,597,114). The Free and Informed Consent 
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Term was elaborated on and signed by the involved parties for participation in the research and the ethical 

principles of the Declaration of Helsinki were respected. 

 

3 RESULTS AND DISCUSSION  

Female patient, 70 years old, retired, seen at Hospital Oswaldo Cruz (HOC) in 2021. She had had 

exanthematic papules all over her body for 10 days, which evolved with itching and pain, intensified with 

increasing ambient temperature. She manifested: inappetence, unchecked fever, conjunctival hyperemia, 

dizziness, nausea, syncope, sporadic hypomnesia, odynophagia, epigastralgia, dyspnea, dysuria, intense 

polyarthralgia and paresis of the lower limbs. 20 days after the appointment, she had two episodes of 

syncope; given this, lamotrigine and oxcarbazepine were prescribed by a neurosurgeon. 

Patient with a pathological history of epilepsy, Parkinson's disease, and systemic arterial 

hypertension. In use of medications: lamotrigine, oxcarbazepine, levodopa, Benserazid, losartan and 

acetylsalicylic acid. At the HOC, they suspended all medications in use and transferred the patient to the 

Hospital Geral de Palmas (HGP) with a diagnostic hypothesis of SJS. At the HGP, the patient, on physical 

examination, presented: a regular general condition, eucardic, eupneic, normotensive, anicteric, cyanotic, 

afebrile, lucid, and oriented in time and space. On dermatological examination: papular rash on all limbs, 

face, and anterior and posterior trunk, with a positive Nikolsky sign (Figure 1). Eyes: erythema, enanthema, 

and tearing (Figure 2). Lips and tongue: edema and vesicles of serious content. Palpable cervical lymph 

nodes on the right side and edematous right lower limb. The requested laboratory tests showed 

hyponatremia and elevation of inflammatory markers. The diagnostic hypotheses were: SJS, Guillain-barré 

syndrome, and arboviruses. 

 

Figure 1: Back: macules, papules, ulcerations, desquamation, dyschromia, forming a plaque lesion. 

 

Source: The author himself 
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Figure 2: Left eye: erythema, enanthema, and serous discharge. 

 

Source: The author himself 

 

The approach was multidisciplinary, including dermatology, infectology, psychiatry, internal 

medicine, nursing, and nutrition. On the advice of dermatology, the case was managed as pharmacodermia 

and the prescription consisted of vigorous hydration, oral diet for SAH, analgesics, antiemetics, antacids, 

antithrombolytics, antihistamines, corticotherapy, antihypertensives, general care and replacement of the 

antiepileptic drugs lamotrigine and oxcarbazepine by valproate of sodium and valproic acid. Serologies for 

arboviruses were requested and dermatological material was collected for biopsy. 

On the fourth day of hospitalization, the patient's dermatological condition improved, the laboratory 

tests showed no significant alterations, and after initiating the use of sodium valproate and valproic acid, 

there were no epileptic seizures. The anatomopathological result of the biopsy was released on the tenth 

day of hospitalization, with the conclusion of interface dermatosis with a perivascular pattern with 

numerous intra-epidermal apoptotic keratinocytes (Figure 3). In a note, the pathologist described that 

erythema multiforme was a possibility, requiring correlation with clinical aspects. Due to the good 

evolution of the condition, the patient was discharged from the hospital on the tenth day and instructed to 

return to the unit after fifteen days for medical follow-up. 

 

Figure 3: anatomopathological examination of the dermatological biopsy 

 

Source: The author himself 

 

To detail the classification of the phenotypes of this syndrome, the following types are cited: SJS, 

with epidermal detachment <10% body surface area plus generalized purpuric macules or flat atypical 

targets; SJS–NET overlap, 10–30% detachment plus disseminated purpuric macules; TEN with spots, 
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detachment > 30% more disseminated macules; NET without stains, the same type of detachment but 

without stains. (Creamer et al., 2016). Since the case presented presents characteristics of the SSJ-NET 

overlay type. 

Little is known about the pathophysiology, it is believed that these diseases are related to late 

hypersensitivity mediated by Th1 cells. There are also genetic factors, such as slow acetylators, who have 

difficulty clearing toxic drug metabolites; and an association of HLA major histocompatibility complex 

alleles with severe drug reactions was found. Histopathologically, death by apoptosis of keratinocytes, 

mediated by CD8 cells, occurs (Wong et al., 2016). During the acute stages of the most severe 

manifestations of these reactions, drug-responsive pro-inflammatory CD8+ T cells exhibit classic features 

of Th1 cytokine production and cytolysis. These T cells can be found at the site of lesions as well as 

systemically. (Mifsud et al., 2021). 

Recommendations for diagnosing SJS/TEN require the collection of a complete clinical history, 

with special attention to recent drug exposure to identify the drug potentially causing the clinical condition 

and a thorough physical examination to assess the type of existing skin lesions, determination of the affected 

skin area and evaluation of mucosal involvement, in addition to complementary exams. To confirm the 

diagnosis and exclude another disease, it is also recommended to perform a skin biopsy for 

histopathological study. It is also important to highlight the participation of the dental surgeon in this 

diagnosis, as the oral involvement is intense and often appears in a primary form. (Santos et al., 2018), 

(Lopes et al., 2022). 

The prognosis is related to the rapid identification of the causative drug and its discontinuation, it is 

not related to the dose or type of causative drug, and the main cause of death is associated with sepsis 

(Wong et al., 2016). In the reported case, the discontinuation of suspected drugs was performed on their 

first admission to the hospital, which may have positively influenced the evolution of the case, in agreement 

with the literature. 

Regarding the diseases that the patient has, epilepsy and Parkinson's disease (PD) were previously 

diagnosed. This is characterized by the accumulation of Lewy bodies in the neuronal tissue, generating 

neurodegeneration of the nervous system. It is estimated that there are around 6.1 million people with PD 

worldwide (Cabreira et al., 2019), while in Brazil, estimates are around 36,000 new cases per year, with a 

prevalence of 200 thousand individuals with PD (Santos et al., 2021). Its diagnosis is fundamentally based 

on clinical symptoms, and investigations by tests can determine its cause. Regarding the treatment, it is also 

symptomatic, made from a dopaminergic drug, levodopa (Cabreira et al., 2019), which the patient uses. 

Epilepsy, it can be said that it is defined by neuronal hyperactivity and brain circuits leading to 

excessive and synchronous electrical discharges, it affects 1% of the world population, and in Brazil, it is 

estimated that 340 thousand new cases are diagnosed per year. For diagnosis, it is necessary to identify the 

number and type of seizures, in addition to imaging tests and an electroencephalogram. Pharmacological 

treatment, on the other hand, occurs using antiepileptic drugs (Costa et al., 2020). In this case, the previous 
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diagnosis of epilepsy existed, and, due to episodes of syncope, a new encephalogram was performed and 

oxcarbazepine and lamotrigine were prescribed by the responsible neurosurgeon. 

 Antiepileptic drugs are commonly associated with hypersensitivity reactions to drugs that affect the 

skin, including SJS and TEN (Mifsud et al., 2021). SJS can be related to more than 100 drugs, including 

carbamazepine and lamotrigine, the development of this reaction with the use of anticonvulsants is rare, 

however, it is more common to occur in the first 2 months of use and must be monitored for at least 6 

weeks, and it is also suggested that the reactions are dose-related. (Mockenhaupt et al., 2005). Regarding 

lamotrigine, it was identified that adverse skin reactions occur in 8.3% of patients using this drug, with 

0.04% of patients developing SJS/TEN (Bloom et al., 2017). Oxcarbazepine is a 10-keto analog of 

carbamazepine, they differ in terms of metabolism, since oxcarbazepine and its metabolites are almost 

completely excreted in the urine, while carbamazepine has its metabolites as the cause of side effects; 

therefore, OXC is considered safer. OXC-induced SJS/TEN is extremely rare, with an incidence of 0.5–

6/1,000,000 in 1 year in the normal population, and only a few cases are described (Beken et al., 2017). 

Thus, it is assumed that the cause for this adverse reaction came from the use of prescribed anticonvulsants 

since the predisposition of occurrence and the time of susceptibility are compatible with what is pointed 

out in the research. However, it is not possible to say exactly which of the drugs caused it, or if it was the 

result of an interaction. 

In the literature, for the treatment, it is essential the early withdrawal of the drugs suspected of being 

the cause, admission to the intensive care unit, in addition to symptomatic care, such as airway care, 

temperature control, venous access away from the lesions, electrolyte replacement, skin hydration, gastric 

protectors, anticoagulation, eye drops, and saline solution in ocular lesions and cleaning and hydration of 

the skin. Drugs such as immunoglobulins, cyclosporine, cyclophosphamide, pentoxifylline, and 

thalidomide can also be used, in addition to daily observations and performing cultures to identify and treat 

infections early. There are several updates in treatments with experimental measures that demonstrate some 

results, such as the use of amniotic membrane derivatives to cover the body surface. (Roviello et al., 2019), 

(Lipový et al., 2021). 

At the first visit, there was correct management with the early suspension of the suspected drugs 

and correct hypothesis, in addition to hydro electrolytic replacement and referral to the intensive care unit. 

Subsequently, there was the recommended analgesia, antiemetics, antacids, antihistamines, and 

corticosteroids. There was also the use of the saline solution and eye drops in the eyes, in addition to 

corticosteroids in the lesions and management to prevent thrombosis, in agreement with what was found in 

sources. 

To assess the probability of death in cases of SJS/TEN, the SCORTEN score is used, which 

evaluates the following criteria: age over 40 years, presence of malignancy, tachycardia above 120 bpm, 

percentage of epidermal detachment above 10% in admission, serum urea level above 10 mmol per liter, 

serum glucose above 14 mmol per liter and bicarbonate below 20 mmol per liter (Bastujigarin et al., 2000). 
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In the reported case, the patient only fulfilled the age criterion and some data were not evaluated, so it was 

not possible to estimate her risk. 

 

4 CONCLUSION  

Based on the reported case, the importance of the performance of a multidisciplinary team in the 

thorough investigation of the clinical history together with laboratory findings associated with the origin of 

the erythematous macules is observed, starting the therapy in the face of the diagnostic hypothesis, aiming 

to inhibit the clinical worsening of the patient. Within this therapy, the suspension of the medications in 

use is significant, as they are possibly responsible for the reaction, in addition to the symptomatic treatment 

associated with hydroelectrolytic replacement, promoting a faster improvement of the patient. Therefore, 

the reported case becomes an instrument for discussing a relevant situation in hospitals and reiterates the 

need for further studies on the subject, which deserves attention due to the high incidence and the high risk 

of associated mortality. 
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