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Oral manifestations of herbal medicine induced Abstract
Steven Johnson syndrome in 3 Nigerian paediatric
patients: case report Steven-Johnson syndrome (SJS) is a rare medical

emergency that is characterized by widespread skin
and mucosal lesions. Oral mucosal involvement is
seen in 90% of SIS and it is often widespread and
confluent. In the majority of the cases, the
symptoms are associated with an adverse drug
reaction,  usually to  non-steroidal  anti-
inflammatory drugs, sulfonamides, anti-epileptics,
or antibiotics. Recently, SIS associated with herbal
medicine has been reported. This paper aims to
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medicine, diagnosed in a children’s hospital in
Nigeria within a year. Three children aged 1.5, 9 and
10 years presented in our emergency unit with
features of SIS, history of the use of local herbal
medicine to cure an ailment was elicited in all cases
before admission into our hospital. All the cases
presented with cutaneous exfoliating exanthema
and bullous eruptions with oral mucosa appearing
as painful crusted erythematous lesions. One of the
3 cases, a male patient, presented clinically with
septicaemia complicated with anaemia as well as
nasal involvement. Discontinuation of herbal
medicine in all cases resulted in a relief of
symptoms. A multidisciplinary approach of
management was instituted with resultant total
recovery of patients. This case report addresses the
fact that severe hypersensitivity reactions can occur
with the use of herbal medicine. Emphasis should be
on active vigilance in the use of herbal medicine.

Introduction

Stevens-Johnson Syndrome (SJS) is a life-
threatening inflammatory mucocutaneous disorder
that presents with homogenous clinical features
resulting in severe morbidity and mortality [1,2].
The lesions exhibit a rapid onset of epidermal
detachment and erosion of the mucous
membranes [2,3]. Oral manifestations of the
disease, which is present in about 90% of cases [4],
presents as painful erythematous crusts and
erosions with a greyish-white membrane. In the
majority of the cases, it has been widely reported
that the symptoms of the disease are triggered by
an adverse drug reaction, usually to non-steroidal
anti-inflammatory drugs, sulfonamides, anti-
epileptics, or antibiotics [5-7]. SJS can also be
considered as infection driven disorders [8]. In
children, Herpes simplex virus and Mycoplasma
pneumoniae have been mostly identified. Herbal
medicine induced SJS has been reported in the
literature [6,7,9]. However, there is a paucity of
literature on herbal medicine induced SIS in
Nigerian children; despite a rapidly growing
popularity in the use of herbal medicine. We report
3 cases of Steven-Johnson syndrome with marked

oral presentation following the use of herbal
medicine.

Patient and observation

Three patients aged 1.5 years, 9 years and 10 years
presented in our facility and were diagnosed with
Steven Johnson syndrome. The diagnosis of SIS was
made mainly based on the clinical findings, which
included extensive erythema multiforme, purpuric
lesions with vesicular bullous eruption, denuded or
detached skin and positive Nikolsky’s sign, involving
at least a mucous area such as eyes, nose, mouth,
throat or genital. The 3 patients were up-to-date
with all immunizations including varicella and
measles, mumps, and rubella (MMR). Furthermore,
they were subjected to various laboratory tests
such as complete blood count, liver function tests,
and the metabolic panel. The patients were
immediately directed to stop the intake of the
herbal mixtures.

Case 1: one and a half-year-old male patient with a
history of fever of 10 days duration, associated with
generalized skin exfoliation of 6 days duration and
skin rash all over the body. The child had been
exposed to herbal medicine to treat fever. The child
was previously treated at a private hospital before
admission to our hospital. On examination, the boy
appeared unwell with a temperature above 39.5°C,
and skin detachment across the body (Figure 1).
Oral mucosa appeared as reddish erosions with
crusted lesions on the lower and upper lips.
Multiple erythematous regions were also seen
affecting buccal mucosa and tongue. There was
mucocutaneous ulceration affecting the left
nostrils (Figure 2). The laboratory test result is as
shown below: Packed Cell Volume (PCV): 16%,
White Blood Cell Count (WBC): 23,700/mm°,
Absolute Neutrophil Count: 10,428, Sodium:
133mmol/L, Potassium: 4.3mmol/L, Bicarbonate:
20 mmol/L, Chloride: 95 mmol/L. Renal function
test (Urea: 3.1 mmol/L, Creatinine: 40mg/dL). Urine
for routine and microscopic examination showed;
presence of albumin, RVD: non-reactive Chest X-
ray: normal study.
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Case 2: a 10-year-old female presented with
features of Steven-Johnson syndrome. On careful
guestioning, her parents admitted to exposing her
to herbal medicine for a week to treat an ailment
before she visited our facility. The herbal mixture
was in 150ml airtight bottle without a label of the
active ingredients. It was recommended to be
effective in the treatment of fever and measles.
Examination of patient revealed a generalized
involvement of body including face, trunk, upper
limb, lower limb including palm, soles and scalp in
form of multiple wells to ill-defined discrete to
confluent erythematous purpuric macules. Oral
lesions appeared as extensive erythema
multiforme, with the upper and lower lip and labial
mucosa presenting as purpuric lesions with areas of
denudation. Multiple crusted lesions with an
erythematous background was observed (Figure 3).
Tongue appeared depapillated with associated pain
on swallowing. Laboratory test results are as shown
below: PCV: 32%, WBC: 12,700/mm?, lymphocytes:
36%, neutrophils: 56%, Na+: 119.5mmol/L K+:
3.5mmol/L, bicarbonate: 21 mmol/L, chloride: 91.6
mmol/L, renal function test (urea: 2.9 mmol/L,
creatinine: 0.4mg/dL). Liver function test (total
protein: 67.7g/L and albumin 33.9g/L), RVD: non-
reactive, Chest X-ray: normal study.

Case 3: a 9-year-old male patient presented with
features of Steven Johnson syndrome was referred
from a private hospital to our facility. The patient
was also previously exposed to herbal medicine
before presentation at the emergency unit. It
started as a rash which was not itchy and had a
burning sensation in the oral cavity that extended
into the throat. Oral examination revealed well to
ill-defined, discrete, erythematous macules on the
upper and lower lips, bullae and crustings were also
noted. Tongue appeared depapillated and there
was sloughing of the buccal mucosa. Atypical target
lesions present at few places on the skin.
Laboratory test results are as shown below: PCV:
35%, WBC: 10,700/mm?® lymphocytes: 36%,
neutrophils:  62%, Na+: 139.5mmol/L, K+:
3.6mmol/L, bicarbonate: 26 mmol/L, chloride: 93.4
mmol/L, renal function test (urea: 4.0 mmol/L,

creatinine: 0.7mg/dL), liver function test (total
protein: 63.4g/L and albumin 36.6g/L), RVD: non-
reactive, chest X-Ray: normal study.

Intervention: all the 3 patients with SIS received
aggressive supportive care, including intensive
nursing, intravenous hydration, meticulous wound
management, and appropriate specialty
consultations. Prednisolone (1mg/kg/day) was
administered for 3 consecutive days, IV cefuroxime
150mg/kg/day and \Y metronidazole
22.5mg/kg/day for 7 days. Mouth care
management was followed using guideline
proposed by McPherson et al. [10] which included;
daily oral review during the acute phase, white soft
paraffin ointment applied to the lips every 2hours.
Daily oral toileting with warm saline mouthwashes.
An anti-inflammatory oral rinse or spray containing
benzydamine hydrochloride was applied every 2-4
hours, particularly before eating. A potent topical
corticosteroid gel; Kenalog in orabase gel
triamcinolone acetonide dental paste was applied
topically to affected areas four times daily. Patient
2 and 3 were placed on dexamethasone-
mouthwash (10mL 0.5mg/mL; swish for 30secs and
spit, four times daily for 10 days). We encouraged
the continuous application of lubricant to help
soften hemorrhagic lip crusts. The patients had full
recovery following management and were
reported as suspected cases of adverse drug
reactions to a national pharmacovigilance center.

Discussion

Stevens Johnson syndrome in children does not
differ significantly in its etiology, clinical features
and management strategies from adult SJS [11].
Oral mucosa and vermilion border involvement are
seen in the majority of confirmed cases. Stomatitis
and mucositis lead to impaired oral intake of food
and drinks hence malnutrition, dehydration and
long-term complication may lead to synechiae and
esophageal stenosis. A major differential observed
in SJS presenting with oral lesions is Kawasaki
disease [12,13]. However, none of the 3 patients
met with four or more of the clinical criteria for
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diagnosis of Kawasaki disease including fever for
more than five days accompanied by bilateral
conjunctivitis, oropharyngeal changes, cervical
lymphadenopathy, polymorphous rash, and
peripheral extremity changes [14]. The exact aetio-
pathogenesis of Steven Johnson syndrome is not
known [15]. The majority of cases are caused by an
adverse reaction to a medication; however, up to
25% of cases cannot be attributed to drugs [16]. A
study that reviewed the Nigerian database on SJS
and toxic epidermal necrolysis (TEN) between 2004
and 2017 revealed a prevalence of 284 patients
presenting with SJS and TEN. The common
causative agents implicated were drugs belonging
to the class of antiretroviral and antibiotics [7]. In
the same study, herbal products were implicated in
5 patients [7]. The paucity of data in Nigerian
children may be due to under-reporting of herbal
medicines by the clinicians. SIS is classified as
secondary to drugs when the patient has a history
of intake of an offending drug within eight weeks
before the onset of symptoms [17]. The 3 cases
reported gave a positive history of intake of herbal
medicine one week before symptoms.

In children presenting with SJS, an infectious
causative agent can be suspected on the grounds of
various clinical, laboratory, and radiological
arguments [8]. Several studies have also reported
infection by Mycoplasma pneumoniae to be a
common  trigger of SIS especially in
children [8,18,19]. In our report, Mycoplasma
pneumoniae was ruled out because the chest X-rays
showed no abnormality. Studies have also
identified viruses as a common causative agent in
SIS, herpes virus has been the main virus
implicated [8,16]. Routine virology study was not
carried out on these patients because of the low
resource setting and laboratory reports did not
suggest an ongoing viral infection. The
understanding of herbal mixtures involvement in
the etiology of SIS has remained limited so far. This
may be due to the uncertain mixture of ingredients,
which makes it difficult to implicate the particular
ingredient involved in the disease [6]. There have
been previous reports on herbal medicine induced
SJS. The authors noted recovery of the patients

following the withdrawal of the herbal
mixture [6,9]. All 3 patients presented in our report
showed significant improvements following the
withdrawal of herbal medicine. Herbal medications
carry a mixture of ingredients that originate from
plants and animals [9,20]. There is a rising
popularity in the use of herbal medicine with claims
of superior cure of ailments and has been argued to
be linked to cultural and economic reasons [20].
Adverse drug reaction to herbal medicine can thus
be a reaction to naturally-occurring medicinal
compounds, natural toxins, or to contaminants or
adulterants in these medicines [9]. The major aim
of early intervention in SJS is to prevent further
complication and in late phases, a reconstruction of
lips damaged by chronic inflammatory reaction.
Treatment involves the withdrawal of the culprit
drug and supportive wound care involving fluids,
nutrition, pain control and prevention, and
treatment of infection [5,10,16].

Conclusion

Herbal medicine still plays an important role in the
healthcare system in Nigeria. Because of its
growing popularity, establishing a causal link
between SJS and herbal medicines is crucial. Our
findings suggest that clinicians should be aware of
the adverse effects of herbal medicine for effective
pharmaco-vigilance among patients exposed to
these therapies. For these reasons, information
about efficacy and safety of herbal medicines
is urgently required. Further studies in larger
sample size across Nigeria, comparing patient
characteristics with the general population, to
identify any other predisposing factors to SJS is
recommended.
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Figures
Figure 1: showing generalized body/skin rash

Figure 2: showing crusted lips and ulcerated left
nostril

Figure 3: showing swelling and redness with blister
formation on the lips
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Figure 1: showing generalized body/skin rash

Figure 2: showing crusted lips and ulcerated left nostril
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Figure 3: showing swelling and redness with blister formation on
the lips
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