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ABSTRACT

Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS) syndrome is a serious adverse reaction due to
drugs. Due to the rarity of this condition particularly in children, DRESS can be often misdiagnosed. An 8-year-old boy
was referred to our paediatrics department with the complaints of persisting fever and rashes. He was tested positive
for Adenovirus infection and was provisionally diagnosed with urticaria due to viral infection, for which he was started
with antiviral and antipyretics. The child was also recently diagnosed with Myoclonic Absence Epilepsy and was started
on syrup Ethosuximide. Despite being treated with antiviral and antipyretics his fever spikes were consistent with itchy
rashes. Multidisciplinary medical consultations were done to finally rule out DRESS associated with Ethosuximde and
the drug was stopped. The child showed significant improvement from the next day with no further episodes of fever
spike. Hence, we present this case to provide an alert for the need of early differential diagnosis of DRESS syndrome
in case of concomitant viral infection.
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INTRODUCTION

Drug reaction with eosinophilia and systemic symptoms
(DRESS) syndrome is a serious adverse reaction due to
drugs, usually presented after 1 to 12 weeks after the
administration of the causative drug. The clinical
presentation usually begins with fever (between 38°C to
40°C), rashes followed by systemic involvement and end
organ damage. Initially the rashes are morbilliform
macular type that appears in the face, abdomen and upper
limbs, they later become purpuric.>? Due to the rarity of
this condition particularly in children, DRESS can be often
misdiagnosed. We report the first case of DRESS
syndrome associated with Ethosuximide and concomitant
Adenovirus infection.

CASE REORT

An eight-year-old boy presenting with the complaints of
fever, rashes and sore throat was referred to our paediatrics

department from a local hospital due to the falling trends
of platelet and white blood cells, despite being treated with
Inj Dexamethasone, antihistamines and Inj Ceftriaxone.
On clinical examination he had generalized erythematous
urticarial rashes (Figure 1) over his body. His peripheral
smear showed normocytic normochromic blood picture
with lymphocytopenia. The child was diagnosed with
myoclonic absence epilepsy 13 days back and was started
on syrup ethosuximide 150 mg twice daily.

His initial blood test showed Transaminitis (SGOT/SGPT-
116 U/I/200U/). Influenza and respiratory syncytial virus
(RSV) results were negative, whereas the Adenovirus test
was positive. Hence, he was provisionally diagnosed with
urticaria due to viral infection. The child was started on
intravenous fluids, oral azithromycin, oseltamivir, and
other supportive therapies. Considering the severity of the
itchy rashes, a dermatology consultation was placed,
following by which topical steroids and oral
antihistamines were added to relieve itching. A skin biopsy
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was also suggested if the symptom persists. Despite these
measures the child's fever spikes (39.5°C on the 3rd day of
hospital admission) remained consistent. Therefore,
sample was sent to rule out dengue, typhoid fever,
leptospirosis, and epstein barr virus infection, however,
they were all negative. An abdominal ultrasound revealed
cholelithiasis and hepatomegaly, without cholecystitis.
Considering  the possibility of hemophagocytic
lymphohistiocytosis (HLH), paediatric hemato-oncology
consultation was sought. Wherein, a bone marrow biopsy
was suggested.

Figure: 1 Urticarial rash at the time of admission.

Figure: 2 Resolving hyper pigmented lesions at the
time of discharge.

Repeated liver function test showed a decreasing trend in
lactate dehydrogenase (604 U/l to 443 U/l) and a mild
increase in absolute eosinophil counts (0.5% to 0.8%). As
the inflammatory markers remained negative along with
the improved platelet counts, bone marrow examination
was deferred. Considering only a mild elevation of ferritin

(330 ng/ml) and normal triglycerides/fibrinogen levels,
HLH was also dismissed (Table 1). An Echo-cardiogram
was done to rule out coronary involvement suspecting
atypical Kawasaki disease, but no significant findings
were observed.

Despite being administered with antipyretics and topical
steroids his fever spikes and urticarial rashes persisted.
Clinical pharmacology consultation was also sought
considering the possibility of an allergic reaction to
ethosuximide. Eventually the possibility of DRESS
syndrome was suggested taking into account of
eosinophilia and transaminitis. Finally, it was opined to de-
challenge Ethosuximde on day 5. The child became
afebrile on the following day. His rashes and itching
subsided within 2 days of abstinence from ethosuximide,
leaving behind the hyper pigmented lesions over his body
(Figure 2). Moreover, the child improved symptomatically
and no new episodes of fever spikes were reported.

Table: 1 Shows the blood parameters of the patient
throughout the hospital stay.

Parameters Normal range D1 D2 D4
Alkaline

Phosphatase 153-367 U/l 125 118 -
SGOT 0-34 U/l 116 137 -
SGPT 10-49 U/I 100 173 -
Ferritin 20-250 ng/ml 363.6 - -
LDH 125-220 U/l 604 - 443
Eosinophils 0-5% - - 16.9

Table: 2 RegiSCAR scoring.

Clinical and laboratory criteria Regl.SCAR
scoring

Fever >38.5°C 0 (yes)

Enlarged lymph nodes 1

Eosinophilia 1

Atypical lymphocytes 0 (no/unknown)

Skin rash >50% of BSA 1
Skin rash suggesting DRESS 1
Biopsy suggesting DRESS 0 (unknown)

Organ involvement 1 (liver)

Resolution >15 days 0 (yes)

ANA, blood culture, serology

for HAV/HBV/HCV, 0 (no)

chlamydia, mycoplasma

Total 5

RegiSCAR Probable
DISCUSSION

The incidence of DRESS syndrome varies from one per
1000 to one per 10,000 cases of medication exposures.
Although the accurate rate is obscure, it is likely lower in
children when compared to adults.> Owing to the
unpredictability of its clinical presentations, a European
standard known as the registry of severe cutaneous adverse
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reactions (RegiSCAR), was developed to clinically
diagnose DRESS syndrome. The RegiSCAR score
calculated for this patient is 5 (Table 2), which implies a
probable case of DRESS syndrome. The estimated Naranjo
Adverse Drug Reaction Probability Scale score is 7,
concluding that the drug would be the probable cause for
the reactions. Although aromatic anticonvulsants are more
frequently linked with DRESS syndrome, here a
succinimide anticonvulsant-ethosuximide has caused the
reaction. Additionally in a literature review, 6 children out
of 154 (3.9%) who received Ethosuximide experienced
moderate to severe rash.* However, only one case of a 7-
year-old boy with Ethosuximide-related DRESS syndrome
has been documented until now.®

A number of factors including drug, virus, and genetics
appear to drive this unique syndrome. Although the role of
viruses in the pathogenesis of DRESS syndrome is not
unravelled, according to a literature review around half of
the cases with DRESS syndrome also had a reactivation of
viral infection.5” In this case the Adenovirus might be the
probable instigating factor for triggering DRESS
syndrome. So far only two case reports of DRESS
syndrome with concomitant influenza and chikungunya
virus infection have been reported.®®

CONCLUSION

DRESS syndrome is mostly seen in adult population,
whereas it can also affect children. Due to the delayed
presentation of clinical symptoms and their similarities
with other common infectious diseases, the early diagnosis
of DRESS syndrome is always challenging. Hence, this
case report contributes as a source of information on the
concomitant adenovirus infection and DRESS syndrome.
We anticipate the case may provide an alert for the early
differential diagnosis of this unusual syndrome.
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