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Time is skin: what does the emergency physician need to know about
DRESS?

Zaman edgittir cilt: Acil servis hekimleri DRESS sendromu hakkinda ne bilmeli?
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Abstract

Drug Rash with Eosinophilia and Systemic Symptoms (DRESS) syndrome, also known as Drug Induced
Hypersensitivity Syndrome (DIHS), is an acute drug-induced hypersensitivity reaction. The pathogenesis of this
syndrome, which can develop due to many drugs, especially antiepileptic agents, is not known exactly. This
syndrome, which was denominated “hydantoin hypersensitivity” in 1950, was renamed as “DRESS syndrome”
by Bocquet and his colleagues in 1996 and the first diagnostic criteria were determined. It is estimated that
increased reactive metabolites due to inadequate detoxification of some drugs cause immunological reaction
and it is thought that a similar reaction such as herpesvirus and Ebstein Barr Virus, as well as drugs, can cause
DRESS syndrome.

Unlike syndromes that may develop due to other drugs, DRESS syndrome customarily commences 2-8
weeks after the commencement of the drug, and symptoms perpetuate to progress after discontinuation of the
responsible drug. Symptoms such as fever, lymphadenopathy, hematological disorders, maculopapular rash
and internal organ involvement are common in this syndrome.

Diagnosis of DRESS syndrome is often difficult, as the clinical manifestations are varied and the latent period
after the initiation of drug use can be up to 3 months. Thus, it is thought that the diagnosis of DRESS should
be in the minds of all doctors, especially emergency physicians because when this diagnosis is overlooked, its
mortality is around 10-20% and it is a very serious clinical condition.
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Drug Rash with Eoshinophilia and Systemic Symptoms (DRESS) sendromu veya diger adiyla da bilinen Ilacla
induklenen hipersensitivite sendromu (Drug Induced Hypersensitivity Syndrome (DIHS), ilaca bagh akut bir
hipersensitivite reaksiyonudur.

Basta antiepileptik ajanlar olmak Uzere birgok ilaca bagl gelisebilen bu sendromun patogenezi tam olarak
bilinmemektedir. 1950 yilinda “hidantoin hipersensitivitesi” olarak adlandirilan bu sendrom, 1996 yilinda Bocquet
ve arkadaslan tarafindan “DRESS sendromu” olarak yeniden adlandiriimis ve ilk tani kriterleri belirlenmistir.
Bazi ilaglarin detoksifikasyonundaki yetersizlige bagl artan reaktif metabolitlerin immunolojik reaksiyona neden
oldugu tahmin edilmektedir. ilaglarin yanisira herpesviriis ve Ebstein Barr Virlisii gibi benzer bir reaksyonlar
DRESS sendromuna yola agabildigi distniimektedir.

DRESS sendromunun diger ilaglara bagh gelisebilen sendromlardan farkli olarak Klinik bulgularinin genellikle
ilacin kullaniimaya baslanmasindan 2-8 hafta sonrasinda baslamasi ve sorumlu ilacin kesilmesiyle semptomlarin
ilerlemeye devam etmesidir.

Ates, lenfadenopati, hematolojik bozukluklar, makilopaptler dékinti ve ve i¢ organ tutulumlar gibi bulgular bu
sendromda rastlamak siktir.

Klinik bulgularin gesitli olmasi ve ila¢ kullaniminin baslamasi sonrasindaki latent periyodun 3 aya kadar uzun
olabilmesi nedeniyle DRESS sendromunun tanisi siklikla gligtiir. Bu nedenle DRESS sendromunun, basta
acil servis hekimleri olmak lzere tum doktorlarin aklinda tutulmasi gerektigi dustnulmektedir. Tanisi gdézden
kactiginda mortalitesi %10-20 civarinda olup oldukc¢a énemli bir klinik tablodur.

Anahtar kelimeler: DRESS, eozincfili ve sistemik semptomlarla seyreden ilag reaksiyonu, acil servis.
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Introduction

Drug Rash with Eosinophilia and Systemic
Symptoms (DRESS) syndrome, also
known as Drug Induced Hypersensitivity
Syndrome (DIHS), is an acute drug-induced
hypersensitivity reaction. The pathogenesis of
this syndrome, which can develop due to many
drugs, especially antiepileptic agents, is not
known exactly. Increased reactive metabolites
due to inadequate detoxification of some
drugs are predicted to cause an immunological
reaction. It is thought that similar reactions such
as herpesvirus and Epstein Barr Virus, as well
as drugs, can cause DRESS syndrome. This
syndrome, which was denominated “hydantoin
hypersensitivity” in 1950, was renamed as
‘DRESS syndrome” by Bocquet and his
colleagues in 1996 and the first diagnostic
criteria were determined.

Unlike syndromes that may develop
due to other drugs, DRESS syndrome
customarily commences 2-8 weeks after the
commencement of the drug, and symptoms
perpetuate to progress after discontinuation of
the responsible drug. Symptoms such as fever,
lymphadenopathy, hematological disorders,
maculopapular rash and internal organ
involvement are common in this syndrome.

Diagnosis of DRESS syndrome is often
difficult, as the clinical manifestations are varied
and the latent period after the initiation of drug
use can be up to 3 months. Therefore, it is
thought that the diagnosis of DRESS should be
in the minds of all doctors, especially emergency
physicians.

Literature review

Drug Rash with Eosinophilia and Systemic
Symptoms (DRESS) syndrome, additionally
kenned as Drug Induced Hypersensitivity
Syndrome (DIHS), is an acute drug-induced
hypersensitivity reaction[1, 2]. The pathogenesis
of this syndrome, which can develop due to
many drugs, especially antiepileptic agents, is
not known precisely [1]. Incremented reactive
metabolites due to inadequate detoxification
of some drugs are predicted to cause an
immunological reaction [3]. It is thought that
similar reactions such as herpesvirus and
Epstein Barr Virus, as well as drugs, can cause
DRESS syndrome[1, 3-5]. This syndrome, which
was denominated “hydantoin hypersensitivity”

in 1950, was renamed as “DRESS syndrome”
by Bocquet and his colleagues in 1996 and the
first diagnostic criteria were determined [3, 6, 7].

Unlike syndromes that may develop due to
other drugs, DRESS syndrome usually starts 2-8
weeks after the start of the drug, and symptoms
continue to progress after discontinuation of the
responsible drug [7, 8].

Symptomes such as fever, lymphadenopathy,
hematological disorders, maculopapular rash
and internal organ involvement are common in
this syndrome [1, 9].

Diagnosis of DRESS is often difficult, as the
clinical manifestations are varied and the latent
period after the initiation of drug use can be up
to 3 months [8].

Although the exact incidence of DRESS
is unknown, it is estimated at 1.2-6 cases/1
million/year. However, for common causative
drugs like anticonvulsants and sulfonamides,
the incidence is estimated to be one in 1000-
10.000 drug exposures [3, 10].

Diagnosis of DRESS syndrome is often
difficult, as the clinical manifestations are varied
and the latent period after the initiation of drug
use can be up to 3 months.

As it shown below, diagnostic criteria were
established by the RegiSCAR working group to
identify potential cases of DRESS syndrome [3].

(The presence of 3 or more of the
manifestations other than the first two criteria is
required)

- Need for hospitalization

- Presence of suspected drug use that may
cause a reaction

- Acute skin rash

- Fever above 38°C

- LAP in at least 2 areas

- At least one internal organ involvement

- Blood findings

*Less or more than normal lymphocyte count

*Eosinophil number or

percentage)

elevation (in



DRESS syndrome in ED

*Platelet count below normal values

DRESS syndrome is a condition with a high
mortality of 10-20%, so early diagnosis and
treatment are very consequential particularly in
ED[2,3,11,12].

Although more than 50 drugs have been
reported as the cause of DRESS syndrome,
the most common drugs are aromatic
anticonvulsants, allopurinol, and sulfonamides
[3]. It was reported that anticonvulsant drugs
carbamazepine and phenytoin were responsible
for 43.6% of all DRESS syndrome cases,
whereas severe cutaneous drug reaction due to
valproic acid and topiramate was not observed
[13].

While the most common symptom of DRESS
syndrome is fever (90%-100%), the second
most common symptom (70%-97%) is skin

manifestations and it usually occurs 1-8 weeks
following the start of treatment (Figure 1) [2, 9,
14, 15].

Mucosal involvement is seen in 60% of
cases, and the most common site is the oral
mucosa (Figure 2) [14, 15]. The most common
hematological disorder is Eosinophilia (>50%)
[2, 14, 16, 17] and the most common systemic
symptom is liver abnormalities (60%) [1, 3, 18].

It is recommended that patients presenting
to the emergency department with signs and
symptoms suggestive of hypersensitivity should
be questioned whether they have been on
medication within the last six months. Detailed
physical examination, vital signs (especially
temperature measurement) and laboratory tests
should not be forgotten.

Figure 2. Oral mucosal erosion
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Laboratory tests should include LFT,
complete blood count (especially eosinophil)
and KFT. Since the most important cause of
mortality in these patients is liver failure, liver
enzymes should be followed up [2, 14].

There are many expert opinions that
glucocorticoids and intravenous immunoglobulin
(IVIG) are beneficial, especially in the treatment
of severe cases [19].

As aconclusion, When emergency physicians
detect any new drug use, especially aromatic
anticonvulsants, allopurinol, and sulfonamides,
any rash or skin lesions accompanying systemic
complaints (fever, hematological disorders,
LFT disorder, etc.), DRESS syndrome should
also be taken into account and dermatology
consultation should be requested and it should
not be forgotten that early diagnosis of the
disease and discontinuation of the responsible
drug in the early period will contribute to the
reduction of mortality and morbidity in these
cases.
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