Life-threatening DRESS syndrome with kidney
damage following severe COVID-19 in a patient with
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DESCRIPTION

A 49-year-old man with Down syndrome and
obesity was admitted to our institution with a
diagnosis of COVID-19 pneumonia, confirmed
by tomography and real-time PCR test for
SARS-CoV-2. In less than 48 hours, the patient was
intubated at the intensive care unit (ICU) due to
severe acute respiratory distress syndrome. Later,
he developed ventilator-associated pneumonia
followed by septic shock and was started with
meropenem pending culture results. Although the
patient had persistent fever, there was an overall
improvement in his respiratory status, so he was
transferred to the medical floor. Nevertheless,
under the suspicion of a bloodstream infection,
meropenem was restarted and caspofungin was
added as empiric treatment. Two days later, the
results from blood and bronchial aspirate cultures
were obtained that showed multidrug-resistant
Pseudomonas aeruginosa. Given the antibiogram
result, meropenem was stopped and gentamicin
and colistin started. However, despite the afore-
mentioned treatment, he continued with fever
episodes; thus, greater coverage was included

Figure 1
suspected drug rash with eosinophilia and systemic
symptoms syndrome. Diffuse purpuric confluent
morbilliform skin lesions with follicular accentuation and
raised borders on shoulder and arms. Scaling areas were
covering the face.

Cutaneous presentation in our patient with

with ceftazidime/avibactam. The fever never
stopped, and due to suspected complicated pseu-
domonal infection, meropenem was added for the
third time doubling the dose, and caspofungin was
stopped. After 4days of meropenem use, there
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Figure 2  Drug rash with eosinophilia and systemic symptoms (DRESS) syndrome course in our patient. We describe
the timeline of antibiotics, specially meropenem (pointing to when the dose was doubled) and its relationship with the
appearance of clinical and laboratory manifestation of DRESS. Eosinophils and leucocytes in x10° cell/uL and creatinine
in mg/dL. IgG for Epstein-Barr virus nuclear antigen was 47.9 U/mL (positive >3) and for viral capsid antigen was
127.9U/mL (positive >15), and IgG for cytomegalovirus was in the ratio of 14.8 (reactive >1.1). ICU, intensive care unit.
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was small pinpoint vesicular skin lesions in the upper trunk.
A mild adverse reaction was suspected. However, a few days
later, he suddenly developed respiratory distress and altered
mental status. Physical examination showed diffuse purpuric
rash with the involvement of 60% body surface area, anterior
cervical chain lymphadenopathy, and facial and lower limb
oedemas (figure 1). Laboratory workup showed a significant
eosinophilic predominant leucocytosis and elevated creatinine
of 10.5 mg/dL showing acute kidney failure (figure 2). No liver
impairment was seen. Chest X-ray showed bilateral pleural
effusion. Given these findings, drug rash with eosinophilia
and systemic symptoms (DRESS) syndrome was suspected.
The case was approached using the Registry of Severe Cuta-
neous Adverse Reactions score, a registry of severe cutaneous
adverse reactions that validates the diagnosis of potential
DRESS cases. The score was a total of 6 points, making it
a definite case.! ? After the assessment, all antibiotics were
stopped and the patient was treated with methylprednisolone
80 mg intravenously every six hours, tapering the dose to half
after 5 days.’ * Despite the patient’s severe organ involvement,
a conservative approach was taken, with continuing to the
monitoring of his renal function and laboratory markers every

Patient’s perspective

When he was discharged from the intensive care unit (ICU), | did
not imagine his condition was about to be critical. Even though

I notice he was discharged with fever episodes, | thought that
with rehabilitation therapy, he was going to get better, and we
could go home. He was at the ICU for a long time, so | knew
there was the possibility of nosocomial infection. When the
results of this deadly bacteria came from the cultures, | felt kind
of relieved because they started all these antibiotics. But many
other events came such as his nasojejunal tube, the constant
secretions on his tracheostomy tube and the possibility of a
tracheoesophageal fistula. When the meropenem was restarted
and increased in dose, | hoped to notice a small change for the
best. Then, drug rash with eosinophilia and systemic symptoms
syndrome happened, and it was an extreme event that scared
me a lot. | got desperate because everyone told me this was

a very severe disease, and that life expectancy was low. |
understood that, and | wished to take him home so that he could
die with his family. | saw him suffer so much, not only because
of the rash that was in his body, but also because he was so
swollen, he could not even move, and it was even hard for him
to urinate. When the doctors stopped the antibiotics, all I could
do was wait. Fortunately, after a few days, | finally saw a glimpse
of hope. He was getting better, and | took him home. But, even at
home, | was scared to give him the antibiotics the doctors gave
me when he was discharged, and | think [ fell this way with all
his medications. I'm a little scared that something like this could
happen again. | hope he can be the person he used to be and
that can go to work eventually because he loves his job. | know
that by having Down syndrome, he would probably have a few
years left, but | want to continue to enjoy my life with him as
much as | can.

day.® ¢ After 4 days, the patient showed laboratory and derma-
tological improvement, and a few days later, he was discharged
home. At outpatient follow-up 2weeks later, cutaneous and
systemic symptoms cleared, and all laboratory tests were
normal. Twelve weeks later, the analysis showed positivity for
IgG for Epstein-Barr virus (Epstein-Barr virus nuclear antigen
and viral capsid antigen) and IgG for cytomegalovirus.

Learning points

» The overuse of antibiotics in critically ill patients during
a course of severe COVID-19 pneumonia can lead to
idiosyncratic reactions that put the patient’s life in danger.
Take an individualised approach when dealing with secondary
bacterial infections such as complications of COVID-19
pneumonia.

» Drug rash with eosinophilia and systemic symptoms (DRESS)
syndrome is a rare, life-threatening condition with a mortality rate
of around 10% that requires a vigilant diagnosis. The hallmarks
are fever, lymphadenopathy, eosinophilia, skin eruption and
organ involvement. The damage to organs can be very severe, so
to reach a correct and rapid diagnosis, we recommend using the
Registry of Severe Cutaneous Adverse Reactions score system. The
score is based on clinical manifestations and laboratory findings.
According to the score, it can be excluded, possible, probable and
definite.

» Management of DRESS should include withdrawal of all inciting
medications, supportive measures and early start of corticosteroids
when there is evidence of organ damage.
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