.

~—~ MedPeer
e

Open Access Original Research Article

MedPeer Publisher

Abbreviated Key Title: MedPeer

ISSN : 3066-2737

homepage: https://www.medpeerpublishers.com

Cardiac involvement, a rare and serious complication of
DRESS syndrome.

DOI: 10.70780/medpeer.000QGQT

AUTHOR AND AFFILIATION

Boubekri Ayoub!, Atmani Walid', Mohamed Benani', Abderrahmane ELwali', Drissi
Mohamed', Mustapha Bensghir!

! Department of Anesthesiology and Intensive Care, Mohammed V Military Teaching
Hospital, Rabat, Morocco

Corresponding author: Boubekri Ayoub

ABSTRACT

Anticonvulsants and antibiotics frequently cause the severe drug reaction known as drug rash
with eosinophilia and systemic symptoms (DRESS syndrome). Although it is uncommon,
myocarditis linked to DRESS syndrome can happen in as many as 21% of cases, with a
reported 50% death rate. This case highlights how crucial prompt diagnosis and aggressive
treatment are to bettering patient outcomes. There is more information available on this
subject.
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INTRODUCTION

The DRESS syndrome is a rare and severe drug reaction, often associated with potentially
fatal systemic manifestations. While cardiac involvement is rare, it can be particularly severe,
with high mortality in severe cases. We report the case of a 14-year-old girl who developed
cardiac involvement following DRESS syndrome, highlighting the seriousness of this

complication.

CASE REPORT:

A 15-year-old female patient, with a recently diagnosed history of epilepsy, was initially
treated with valproic acid. However, due to poor tolerance, the treatment was switched to
lamotrigine. One week after the initiation of lamotrigine, the patient developed erythema
starting on the face and neck, which later spread to the chest, back, and lower limbs,
accompanied by desquamation. She also developed an inflammatory syndrome, with an
elevated CRP of 40, as well as a febrile syndrome with a temperature reaching 40°C.

The biological results showed a mild eosinophilia at 2%, hepatic cytolysis with ASAT at 65,
ALAT at 81, PAL at 211, GGT at 158, and a decreased prothrombin time (PT) at 35%, along
with thrombocytopenia at 65,000. An infectious workup was performed and returned
negative.

Given this clinical picture, a diagnosis of DRESS syndrome was suspected with a
REGISCAR score of 5, and lamotrigine was discontinued and replaced with levetiracetam.
Treatment with methylprednisolone (1 mg/kg IV daily) was initiated, along with gastric
protection, physical cooling measures, and management of skin lesions using petroleum jelly
and saline solution. However, due to the persistence and worsening of hepatic cytolysis (with
ALAT and ASAT levels 80 and 75 times above normal, respectively), levetiracetam was also
discontinued.

The initial evolution showed regression of the skin lesions, normalization of renal function
after 10 days, and progressive improvement of the hepatic function, with ALAT and ASAT
levels returning to values 2 and 6 times above normal, respectively. The prothrombin time

and platelet count also normalized.
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Three weeks after admission, the patient developed acute respiratory distress, accompanied
by chest pain and bilateral crackles. Her oxygen saturation dropped to 72%, requiring
management with non-invasive ventilation and intravenous furosemide. Due to worsening
respiratory status and deteriorating level of consciousness, invasive ventilation was initiated.
A transthoracic echocardiogram revealed septal dyskinesia, a thin pericardial effusion, and a

reduced left ventricular ejection fraction of 41% ( Figure 1 ).

E (BP) MY
NG VOItD (BP sim)  86mi
VG VoS (Bé sim)  50ml
FE VG (A2C sim) 2%
Veajec (A2C sim) 30ml
NESLong(A0) 5\ em
VG Vol tS (A2C sim) 42mi

Figure 1 : Echocardiographic image showing a reduced left ventricular ejection fraction

Furthermore, cardiac enzyme levels, particularly troponin, were significantly elevated,
reaching 30 times the normal level. The patient remained hemodynamically stable, not
requiring vasoactive support. Her condition improved after one week, with extubation and
transfer from the intensive care unit to the dermatology department. She was discharged
home five weeks after the onset of her illness, while being treated with oral corticosteroids,

which were tapered and discontinued three months later.
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DISCUSSION

Drug rash with eosinophilia and systemic symptoms (DRESS) syndrome, also called drug-
induced hypersensitivity syndrome, seem to be p-i reactions and are frequently linked to certain
HLA-alleles e.g. abacavir, carbamazepine or allopurinol bind to certain HLA-alleles directly
and thus elicit allo-like immune reactions [1] . DRESS syndrome is most commonly triggered
by anticonvulsants and antibiotics [2]. The reported incidence of this syndrome in the general
population ranges from 0.9/100,000 to 10/1,000,000 [3]. In our case, DRESS syndrome was
caused by the use of lamotrigine. The incidence of lamotrigine-associated DRESS syndrome
varies from 1 in 1,000 to 1 in 10,000 drug exposures [4]. DRESS is characterized by fever,
morbilliform eruption, and systemic involvements after exposure to an offending drug. Liver
is the most common organ involvement [5]. The most commonly used diagnostic criteria for
DRESS syndrome, ranging from the simplest to the most complex, include Bocquet’s criteria,
the Japanese Consensus Group criteria, and the RegiSCAR scoring system [6]. In our case, the
diagnosis was made based on the RegiSCAR score, which was 6. Myocarditis associated with
DRESS syndrome remains rare, occurring in up to 21% of cases [7]. In 2012, Bourgeois et al.
compiled the 22 reported cases of DRESS syndrome accompanied by myocarditis in the
literature. [8]. Symptomatic heart conditions in affected patients typically present with chest
pain, tachycardia, shortness of breath, and low blood pressure. Diagnostic tests usually show
changes in the ECG and elevated cardiac enzymes. However, in some cases, non-specific
gastrointestinal symptoms like nausea and vomiting may be the only signs present [9].
Mortality associated with myocarditis can reach 50%, with the majority of patients succumbing
within 60 days of symptom onset. This mortality is often attributed to cardiac arrhythmias,
cardiogenic shock, and refractory heart failure [10].

Due to the rarity of cardiac involvement in DRESS syndrome, no standardized treatment
guidelines are available. Management generally involves discontinuation of the offending
medication, corticosteroid therapy, mechanical circulatory support, and heart failure
medications, all administered in an intensive care setting and tailored to the specific needs of
each patient [10, 11]. Immunosuppressive treatment often includes high-dose steroids, while
other immunosuppressive agents, such as cyclosporine, mycophenolate, intravenous
immunoglobulins, and rituximab, have also been used [4, 12, 13].

The literature review assessed the efficacy of corticosteroid treatment for DRESS-associated
myocarditis, which was administered in 36 cases (84%) . Among the corticosteroid-treated

patients, 31% (11 patients) also received additional immunosuppressive therapies, such as
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intravenous immunoglobulin (IVIG), which may have contributed to the improvement in their
clinical outcomes. Mortality was 36% in the corticosteroid-treated group compared to 86% in
the non-corticosteroid-treated group (p=0.03). Multivariate logistic regression analysis
indicated that corticosteroid treatment was associated with a significant reduction in mortality.

[9, 14].

CONCLUSION

Due to its high mortality rates, cardiac involvement is one of the most serious complications
of DRESS syndrome, a rare but potentially fatal drug reaction. This case emphasizes the need
for thorough, interdisciplinary monitoring even following early clinical improvement. In order
to manage systemic failure and increase patient survival, early detection, prompt initiation of
corticosteroid therapy, and immediate withdrawal of the offending agent in this case,

lamotrigine remain critical.
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