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Prevalencia del sindrome DRESS

RESUMEN

El sindrome DRESS (exantema inducido por farmacos con eosinofilia
y sintomas sistémicos) es una reaccién idiosincratica (tipo B), que se
distingue por eosinofilia periférica y sintomas sistémicos, como fiebre,
exantema, linfadenopatia, hepatitis, linfocitos atipicos y elevacion de
enzimas hepaticas al menos dos veces su valor normal o incremento
de la alanina aminotransferasa (ALT) >100 U/L. La incidencia es de 1
por cada 1,000 a 10,000 exposiciones y su mortalidad es de 10 a 20%.
El tratamiento se basa en esteroides y en la suspensién del farmaco
sospechoso. Se comunican los casos de seis pacientes con sindrome
DRESS atendidos en el Centro Médico Nacional Siglo XXI, de septiembre
de 2012 a septiembre de 2013, que correspondieron a 12.5% de los
pacientes atendidos con reacciones adversas a farmacos.

Palabras clave: sindrome DRESS, reaccién por firmacos, exantema,
eosinofilia, sintomas sistémicos.

Prevalence of DRESS Syndrome

ABSTRACT

DRESS syndrome (Drug rash with Eosinophilia and Systemic Symptoms)
is an idiosyncratic reaction (type B), characterized by peripheral eosino-
philia and systemic symptoms, such as fever, rash, lymphadenopathy,
hepatitis, atypical lymphocytes and elevation of liver enzymes at least
twice its normal level or increase of alanine amino transferase (ALT)
>100 U/L. Its incidence is of 1/1,000 to 10,000 exposures and its mortal-
ity is of 10%-20%. Treatment is based on steroids and on the suspension
of the suspect drug. This paper reports the cases of six patients with
DRESS syndrome attended at Centro Medico Nacional Siglo XXI, Mexico
City, from September 2012 to September 2013, which accounted for
12.5% of patients attended with adverse reactions to drugs.

Key words: DRESS syndrome, drug-reactions, exantema, eosinophilia,
systemic symptoms.
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DRESS syndrome (Drug rash with Eosinophilia
and Systemic Symptoms) is an idiosyncratic
reaction (type B), characterized by peripheral
eosinophilia and systemic symptoms, such as
fever, rash, lymphadenopathy, hepatitis, atypical
lymphocytes and elevation of liver enzymes at
least twice its normal level or increase of alanine
amino transferase (ALT) >100 U/L."?

In 1996 Bocquet described patients with
exanthema, hematologic alterations, systemic
compromise, lymphadenopathy, hepatitis, pneu-
monitis, carditis and nephritis; and proposed
diagnostic criteria and the acronym DRESS (Drug
Rash with Eosinophilia and Systemic Symptoms)
to describe this pathology.**

The incidence of DRESS syndrome is 1:1,000-
10,000 expositions, it is more common in adults
without gender preference, and its mortality is
reported in 10-20%, associated mainly with
fulminant hepatitis.>”

There have been some hypothesis proposed to
explain its etiology: Figure 1.

1) Epoxide hydrolase enzyme deficiency or
alterations. Aromatic anticonvulsivants are me-
tabolized by the cytochrome P450 (CYP-450)
system to arene oxide metabolites, which are
normally detoxified by epoxide hydrolase or
glutathione transferase. Genetic mutations invol-
ving epoxide hydrolase result in accumulation
of toxic metabolites, which can affect function
and immunologic responses.®” Individuals with
alterations in the detoxification system are at
increased risk for DRESS/DIHS.”

Clinicians must evaluate pharmacologic inte-
ractions, co-administration of lamotrigine and
valproic acid, which increases the risk of DRESS
syndrome, probably due to the sharing of the
glucuronidation pathway.*?

@Wb@@

DRESS syndrome is a severe adverse idiosyncratic
drug reaction

“

Rash is accompanied by fever, multiorgan involvement
and hematologic disorders such as eosinophilia

-

Associated drugs: Anticonvulsivants (carbamazepine,
lamotrigine, phenytoin); antibiotics (sulfamides,
doxycycline) allopurinol, nevirapine and abacavir

-

Clinical manifestations: morbilliform rash, fever and
malaise, lymphadenopathy can be seen also or
systemic involvement of varying severity, average
latency period is 3 weeks after drug intake.

pu

Bocquet’s criteria:

1. Rash after drug intake

2. Eosinophilia >1.5 x 10 L or atypical lymphocytes

3. Systemic involvement including lymphadenopathy
> 2 cm of diameter

4. Hepatitis (transaminases > 2x), interstitial nephritis,
interstitial pneumonia,

Treatment: Drug withdrawal, systemic steroid 0.5-1
mg/kg/day and decrease of the dose from 4" week

Figure 1. Algorithm for diagnosis and treatment algo-
rithm.

2) Sequential reactivation of herpes virus: During
the course of DRESS/DIHS syndrome reactivation
of HHV-6, HHV-7, Epstein-Barr virus and cyto-
megalovirus can occur, represented as increase
in IgG anti-HHV-6 titers and its DNA levels in the
second or third week after the onset of the rash.
In Japan, HHV-6 reactivation is considered a
diagnostic criteria for DRESS/DISH syndrome.®'°
Through the clinical course of DRESS/DIHS,
blood samples are negative for viral DNA."*

Viral reactivation generates a “danger signal”
that stimulates clonal expansion of nonspecific
T cells, CD8+ and CD4+ and triggers the deve-
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lopment of DRESS syndrome. HHV-6 virus can
be integrated into the host DNA that can lead to
its congenital transmission.''"?

It is suggested a close relationship between HHV-
6 reactivation and the development of DRESS/
DISH, as with others herpes virus such as HHV-7,
Epstein-Barr virus and cytomegalovirus, because
they can reactivate during the clinical course of
DRESS/DIHS.™

HHV-6 reactivation induces an increase in
IgG anti-HHV-6 titers and its DNA levels du-
ring the second or third week after the onset
of the rash.

3) Ethnic predisposition. There is a predisposition
associated with some ethnicities; in Chinese
population HLA-B*5801 is a genetic marker
for SSJ/NET and DRESS syndrome induced by
allopurinol.'>"7

4) T cell mediated. In blood and skin biopsies
of patients with DRESS syndrome there are
specific T cells to drugs such as lamotrigine and
carbamazepine, which suggests a T cell mediated
reaction. Type IVc hypersensitivity and CD8+
T cells have also been found as a mechanism
in DRESS syndrome induced by drugs such as
abacavir.

DRESS syndrome has been associated with ex-
position to aromatic anticonvulsivants, tricyclic
antidepressants, sulfonamide, linezolid, NSAIDs,
ACE inhibitors, beta-blockers, allopurinol and
gold salts."”"

At the beginning of the course, patients with
DRESS/DIHS present a decrease in serum levels
of 1gG, IgA, IgM and B lymphocytes, and they
return to normal levels within 1 or 2 weeks. Some
of the proinflammatory cytokines increase, such
as TNF-y (tumoral necrosis factor gamma) and
IL-6, before HHV-6 reactivation.'®

Volumen 61, Nim. 1, enero-marzo 2014

Clinical manifestations and diagnosis

Hypersensitivity syndrome is manifested within
3 weeks and 3 months after the initial exposition
to the offending drug.

High fever (>38-40°C) and rash are usually the
first signs, especially when anticonvulsivants are
associated. Fever can persist despite the suspen-
sion of the offending drug.® A morbilliform rash
appears in the face, trunk and extremities in 90%
of the cases with development of eritrodermia in
some of them.

Periorbital edema is present in 25% of patients,
with some developing exfoliative dermatitis,
cheilitis and tonsillitis.

Bilateral edema and salivary glands infiltration
with xerostomy have been reported and suggest
paramixovirus reactivation."*8 Lymphadeno-
pathy is common (70-75% of the cases), and can
limit to lymph nodes or become generalized,
painful and disappears when the offending drug
is suspended. Lymph nodes can present lymphoid
hyperplasia with maintenance of normal lymph
node architecture, and/or a pseudolymphoma-
tous architecture due to polymorph infiltrate by
atypical cells, plasmatic cells, histiocytes and
eosinophils, with areas of necrosis, edema and
mitotic figures, without Reed-Stemberg cells
or capsular invasion, simulating a malignant
lymphoma.'#-2°

Cell blood count shows leukocytosis, eosinophi-
lia (in 30% of the cases) and atypical lymphocytes
that resemble those found in mononucleosis,
which can be misdiagnosed as Epstein-Barr viral
infections or hematologic diseases.

Lymphopenia, leukopenia or leukocytosis can be
found days after the onset of symptoms. Leuko-
cytosis can reach 50,000/mm?® and eosinophilia
20,000/mm?, the last one associated with pul-
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monary infiltrate and can manifest 1-2 weeks
after the onset of the syndrome, even when liver
enzymes have return to normal levels.

Hemophagocytic syndrome is not common as
a DRESS/DIHS manifestation and it appears
usually two weeks after the onset of the rash.
Occasionally, leukopenia and thrombocyto-
penia are found, along with increase of LDH.
Bone marrow aspirate can show hemophago-
cytes.?'2

Organic alterations can manifest as myocarditis/
myositis, pericarditis, interstitial nephritis, ne-
crotizing granulomatous vasculitis, encephalitis,
meningitis, colitis and thyroiditis. These altera-
tions can begin 1-2 weeks after the onset of the
rash. In some cases, shock and acute respiratory
distress syndrome can develop, with hypoten-
sion, fever, hepatitis, acute renal failure, arthritis
or arthralgia and myositis.*’

Liver is affected in 50-60% of the patients, pre-
sence of hepatitis with increase in liver enzymes
levels is common, usually without jaundice.
When jaundice occurs it has a bad prognosis
and hepatic failure increases its mortality. He-
patic biopsy shows lobular necrosis and dense
inflammatory infiltrate with lymphocytes and
eosinophils or granulomas. Cholestasis and liver
necrosis can be present. Active hepatitis B virus
infection in these patients is associated with
prolongation of liver dysfunction.®?3%

Renal involvement occurs in 11% of the patients
and is usually associated with allopurinol intake,
it manifests as an increase in serum creatinine
and urea, decreased creatinine clearance and
the presence of eosinophils in the urinalysis.>**

Interstitial pneumonia with eosinophilia is fre-
quent in patients with DRESS syndrome induced
by minocycline.?

@Wbm@

Myocarditis can manifest at the beginning of the
clinical course or even 40 days after the onset,
with the patient showing heart failure, chest pain,
sudden tachycardia, dyspnea, hypotension and
increase in CPK and CPK-MB enzymes, without
changes in troponin levels. Echocardiography
shows decreased ejection fraction and chest
X-ray can show cardiomegaly, with the electro-
cardiogram showing nonspecific changes in ST-T
segment or atrioventricular blockade induced by
dapsone.?>2

Neurologic alterations, such as meningitis and
encephalitis can develop, also gastrointestinal
manifestations with digestive bleeding associated
with ulcers secondary to CMV.2°

Some reports of autoimmune diseases and/
or production of auto-antibodies have been
documented, especially in younger people
who presented DRESS/DIHS months or years
ago. These autoimmune diseases include type
1 diabetes mellitus, lupus erythematosus,
Hashimoto thyroiditis, Graves’ disease, thyro-
toxicosis, enteropathy, graft versus host disease
like lesions, pemphigus, limbic encephalitis,
inappropriate anti-diuretic hormone secretion
syndrome, spleen rupture, eosinophilic colitis,
lethal enterocolitis, eosinophilic esophagitis and
myocarditis.?0:2028

HHV-6 reactivation and thrombocytopenia are
bad prognosis factors.

Skin biopsy can show dense superficial lympho-
cytic infiltrates, perivascular affection in papillary
dermis; in severe cases they can be present in
the epidermis, with edema, eosinophils, atypical
lymphocytes, and granulomas, the last ones as-
sociated to repeated drug exposition.'®2

Diagnostic criteria of Boquet et al are the most
frequently used. Table 1
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Table 1. Comparison of different criteria for DRESS syndrome

Volumen 61, Nim. 1, enero-marzo 2014

Boquet, Bagot and Roujeau’s criteria’

Drug-induced rash
Hematologic abnormalities (eosinophi-
lia 1,500/mm? and presence of atypical
lymphocytes)
Systems involved:
° Lymphadenopathy (>2cm of
diameter)
° Hepatitis (transaminases increase
at least twice the normal value)
° Interstitial nephritis
° Pneumonitis
° Carditis

SCAR-)’s criteria?

Maculopapular rash developed three
weeks after initiation of drug therapy
Persistent clinical findings after drug
withdrawal
Fever (>38 °C)
Liver abnormalities (ALT >100U/L)
Leukocyte abnormalities (at least one
of the following)
° Leukocytosis (>11,000/mm?)
° Atypical lymphocytes (>5%)
° Eosinophilia (>1,500/mm?)
® Reactivation HHV-6
¢ Lymphadenopathy

RegiSCAR Group’s criteria®

Hospitalization
Suspected drug reaction
Fever (>38.5°C)
Lymphadenopathy (> 2 sites, > 1 cm)
Atypical lymphocytes
Eosinophilia
- 700-1,499 0 10-19.9
-> 1,500 0 > 20%
Rash
- Extends more than 50%
- At least 2 of: edema, infiltration
and desquamation purple
- DRESS suggesting biopsy

1 Diagnosis is established when there are at least three criteria.

Internal organ involvement
- one
- 2 of more
Resolution in more than 15 days
At least 3 negative biological research
and exclusion of alternative diagnoses

2 Diagnosis is established with seven criteria (typical) or at least the first five criteria (atypical).
3 Final score: < 2 if not DRESS; 2-3 if possible; 4-5 probable case, > 5 definitive case.

The Japanese group for the study of severe cuta-
neous adverse reactions (SCAR-)) suggests that
HHV-6 reactivation should be included, as it
presents mainly in Japanese population and its
detection is not feasible.

The international group RegisCAR, which studies
severe cutaneous adverse reactions to drugs,
takes into account for the diagnostic criteria
biopsy and at least three negative biological
investigations that exclude differential diagnosis;
however, it does not always justify the cost-
benefit of them." 1>

To determine the offending drug associated with
DRESS is a challenge. In order to establish the
diagnosis we must make an appropriate clinical
history and meet Boquet's criteria. Some authors
have suggested the use of patch test. In a series of
56 patients with DRESS induced by anticonvul-
sivants, they had a positive result in 17 patients
(51.5%), and found carbamazepine as the respon-
sible of 13 of the cases, followed by lamotrigine (2

cases), phenytoin (1 case) and topiramate (1 case),
showing safety and utility, mainly for anticonvul-
sivants, because of its specificity.*?®

Positive reactions correspond to a localized
inflammatory response, based on specific T cell
activation against the drug, serving as cytotoxic
effector cells.

Lymphocyte transformation test evaluates speci-
fic T cell activation to a certain drug and has a
sensibility of 60-70% and a specificity of 85%. It
has a better diagnostic value than patch test, and
it iss recommended 5-8 weeks after the onset of
DRESS syndrome. A negative test can not exclude
the diagnosis (Figure 1).

Differential diagnosis

Differential diagnosis includes several conditions
such as viral infections, other drug reactions like
Stevens-Johnson and toxic epidermal necroly-
sis; toxic shock syndrome, sepsis, lymphoma,
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leukemia, vasculitis, Kawasaki disease, hypereo-
sinophilic syndrome and Still disease.*

Treatment

The first step is the early recognition of DRESS
syndrome and immediate withdrawal of respon-
sible the drug.?

The use of prednisone or its equivalentata 1-1.5
mg per kilogram per day reduces the symptoms
and improves laboratory alterations, besides the
effect of IL-5 on eosinophils. If this treatment
is not effective, some authors recommend the
use of methylprednisolone (30 mg per kg per
day) in pulses for 3 days, immunoglobulin,
plasmapheresis or a combination of them. The
recommendation is to maintain the systemic ste-
roid dose for 6-8 weeks to avoid relapse, which is
usual when the steroid is suspended abruptly.®'*

Immunosuppressive therapies can increase the
risk of infections or sepsis.*"

Clinicians must watch liver and renal function
in these patients, as well as specific organ in-
volvement."

French Dermatology Society classifies DRESS
syndrome treatment according to its severity
and recommends the use of systemic steroids to
1 mg per kilogram per day or its equivalent in
patients with any of the following: increase in
liver enzymes five times its normal level, renal
involvement, pneumonia, hemophagocytic syn-
drome or cardiac involvement, for patients with
vital risk use of IVIg at a dose of 2 g per kg in 5
days and proposed the use of steroids along with
ganciclovir in patients with signs of severity and
confirmed HHV-6 reactivation."""”

In case of fever clinicians can prescribe anti-
pyretics and skin care in order to reduce skin
symptoms."!

@ﬁbm@

N-acetylcisteine at high doses is proposed
because it is a glutathione precursor, which
is a molecule implicated in the detoxification
pathway of several drugs and has an immuno-
modulatory effect by inhibition of inflammatory
cytokines and ICAM-1 expression in keratino-
cytes. !

Other treatments with anecdotal reports used
in DRESS treatment are cyclosporine, cyclo-
phosphamide and thalidomide.

The objective of this study was to describe the
prevalence of DRESS syndrome in a third level
hospital in Mexico City and the cases presented
during one year.

CLINICAL CASES

At Centro Medico Nacional Siglo XXI (which
is a third level reference hospital for the south
of México City), we have had 48 patients with
adverse drug reaction diagnosis, from September
2012 to September 2013, and 6 of them have met
DRESS syndrome criteria, with a prevalence of
12.5%. Here we describe their clinical features
and the treatment used in these cases.

Case 1

A 46-year-old female, with type 2 diabetes
mellitus and diabetic neuropathy, who had 6
weeks history of carbamazepine administration,
with an increase in the dose of the last 1T week
before the onset of her symptoms. She started
her suffering 7 days before her hospital admis-
sion, with pruritus, maculopapular exanthema
that started in the face, upper trunk and lower
extremities, and facial edema (Figure 2). She
received a single dose of parenteral steroid and
first generation antihistamine H1, showing partial
improvement. Three days later she developed
cervical lymphadenopathy, right upper quadrant
pain and malaise, without fever.
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Figure 2. Patient case number 1. Maculopapular rash
in upper trunk (A) and lower extremities (B).

At the first physical examination she had facial
edema, disseminated maculopapular exanthema,
skin desquamation, painful cervical lymphade-
nopathy with a 2 cm diameter and liver pain.

Her initial laboratory tests showed AST 40 U/L,
ALT 128 U/L, GGT 1319 U/L, LDH 629 U/L, AP
520 U/L, leukocytes 11,700/mm?, neutrophils
2,320/mm?, eosinophils 5,040/mm3, lym-
phocytes 2,940/mm?®, hemoglobin 14.5 g/dL,
hematocrit 43%, platelets 349,000/mm?, CPK
26 U, CPK MB 29 U. Atypical lymphocytes were
not detected in peripheral blood.

She received treatment with systemic steroid at
a dose of 1.5 mg/kg/day (equivalent to predni-
sone), first and second generation H1 and H2
antihistamines.

At day number 4 of hospital admission she had
an increase in eosinophil count, so we decided
to increase the prednisone dose to 2 mg/kg/day.
With this decision she had a decrease in eosi-
nophil count, with normal levels at her hospital
discharge.

Transaminases and GGT levels gradually de-
creased after the onset of treatment. She had a
good progress with peripheral eosinophils and
liver enzymes returning to normal levels, so we
decided to decrease the prednisone dose to 5
mg/day. Soon after this, the patient had a relapse
with exanthema persistence and discrete increa-
se in peripheral eosinophil count. We increased

Volumen 61, Ndm. 1, enero-marzo 2014

the prednisone dose to 10 mg/day and slowly
decrease the dose to its withdrawal.

Case 2

A 77-year-old male, with low back pain began
treatment with carbamazepine 7 weeks before
his hospital admission, with an increase in the
dose 1 week before the onset of his symptoms.

He developed skin lesions in scalp and a gene-
ralized macolupapular exanthema, fever, and
facial edema. At the physical examination he had
a morbilliform maculopapular exanthema, facial
edema, without lymphadenopathy (Figure 3).

Figure 3. Patient case number 2. Maculopapular rash
in lower extremities (A) and upper trunk (B).

His laboratory tests were AST 33 U/L, ALT 60
U/L, GGT 114 U/L, LDH 502 U/L, AP 89 U/L,
leukocytes 8,800/mm?, lymphocytes 1040/mm?,
eosinophils 1,760/mm?, with 10% of atypical
lymphocytes and negative serology for Epstein-
Barri virus and CMV.

We started treatment with systemic steroid at
a 1.5 mg/kg/day of prednisone equivalent, and
the patient’s peripheral eosinophil count and
transaminases levels returned to normal.

Case 3

A 22-year-old male with convulsive crisis se-
condary to traumatic brain injury treated with
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phenytoin, began with fever of 39°C 8 weeks
after the onset of phenytoin and disseminated
maculopapular exanthema that started in the
neck. He sought medical attention and was
treated as scarlatina with penicillin. During his
hospital stay an increase in transaminase levels
(twice its normal level) was detected. Fifteen
days later he developed headache, hyporeactivity
and incoherent speech, so a lumbar puncture
was performed, which lead to the diagnosis of
aseptic meningitis, tomography and MRI showed
no structural alterations. The patient had shown
persistent eosinophilia (2,500/mm?), increase
in transaminase levels, lymphadenopathy and
hepatomegaly so we reached the diagnosis of
DRESS syndrome, and we began treatment with
systemic steroid (prednisone 1 mg/kg/day) for 6
weeks with a good response. After this we slowly
decreased the dose until withdrawal in 4 months.

Case 4

A 48-year-old female with epilepsy treated with
carbamazepine for 8 years, she stopped taking her
medication in 2009 and switches to oxcarbazepine
after she had brain surgery to remove a temporal cyst.
She had a convulsive crisis and was treated with
phenytoin. Six weeks after she began with phenytoin
intake, she presented a maculopapular morbilliform
exanthema, facial edema and fever (38.0°C). Her
physical examination showed cervical lymphade-
nopathy (> 1 cm in diameter), hepatomegaly and
a morbilliphorm generalized rash in the trunk and
upper limbs as well as facial edema.

Her laboratory tests showed eosinophilia 2,800/
mm?, AST 53 U/L, ALT 52 U/L, GGT 225 U/L,
LDH 728 U/L, AP 249 U/L, serum creatinine 1.2
mg/dL, 11% peripheral atypical lymphocytes,
urinalysis showed 4 erythrocyte per HPF, 10
leukocytes per HPF and eosinophils present in
urine; serology for CMV, HHV-1 and HHV-2 was
negative. She was treated with systemic steroid
equivalent to prednisone at 1.5 mg/kg/day.

@ﬁbm@

Case 5

A 44-year-old male with convulsive crisis secon-
dary to a temporal angioma cavernous began
treatment with phenytoin and 6 weeks later
he developed fever of 38.0°C, maculopapular
exanthema and cervical lymphadenopathy. His
physical examination showed cervical and be-
hind the ear lymphadenopathy and a generalized
morbilliform exanthema.

His laboratory tests showed eosinophils 500/mm?,
30% peripheral atypical lymphocytes, AST 68
U/L, ALT 94 U/L, GGT 911 U/L, AP 139 U/L. Se-
rology for CMV, HHV-1 and HHV-2 was negative.

He began treatment with systemic steroid equi-
valent to prednisone 1.5 mg/kg/day.

Case 6

A 39-year-old female in treatment with phenytoin
after has suffered traumatic brain injury, started
with fever 39.5°, and three days after she began
with maculopapular morbilliphorm exanthema in
face, trunk and lower limbs (Figure 4). Her physi-
cal examination showed liver pain. Her laboratory
test showed eosinophils 1,320/mm?, AST 105 U/L,
ALT 107 U/L, GGT 1,180 U/L, AP 421 U/L. We
began treatment with systemic steroid equivalent
to prednisone 1 mg/kg/day (Table 2).

DISCUSSION

DRESS syndrome is an idiosyncratic hypersen-
sitivity reaction, unrelated to a drug’s dose and
associated mainly to aromatic anticonvulsivants.

There is cross reactivity among aromatic an-
ticonvulsivants and they include phenytoin,
phenobarbital and carbamazepine, all of these
drugs have a similar metabolism, which suggests
intermediate metabolites as the responsible for
the etiology.
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N

Figure 4. Patient case number 6. Maculopapular rash
in upper trunk (A) and lower extremities (B).

We present 6 cases of DRESS syndrome se-
condary to aromatic anticonvulsivants, all the
patients began with their symptoms 6-8 weeks
after the administration of the offending drug;
which in 2 cases was carbamazepine, in 4 of
them was phenytoin, and in 2 cases there was
an increase in the dose before the onset of the
symptoms.

These patients showed a morbilliform exanthe-
ma, and in 1 case fever was absent. Three patients
had facial edema, 5 patients had lymphadeno-
pathy and in none of the cases was mucosal
involvement. There are 3 different diagnosis cri-
teria for DRESS syndrome, they differ in HHV-6

Volumen 61, Nim. 1, enero-marzo 2014

detection (which is not available in all hospitals)
and the exclusion of other differential diagnosis.

All of the patients had peripheral eosinophilia
between 500-5,040/mm?, and only 3 patients
had atypical lymphocytes. Even when HHV
involvement is important, we only had 1
case of meningoencephalitis, which is very
uncommon.

In all cases we immediately suspended the offen-
ding drug and started systemic steroid equivalent
to prednisone at 1.5-2 mg/kg/day for an average
of 15 weeks.

One patient had 2 relapses, one at the begging of
the treatment and the other when the steroid dose
was decreased, with an increase in peripheral
eosinophil count and exanthema, and in both
relapses there was a good response to an increase
in the steroid dose and a gradual decrease.

All 6 patients had good response to treatment
before their hospital discharge, and are actually
asymptomatic, without steroids and normal
laboratory tests.

Table 2. Clinical and laboratory characteristics of DRESS syndrome cases

Case 1 Case 2 Case 3 Case 4 Case 5 Case 6
Offending drug Carbamazepine Carbamazepine Phenytoin Phenytoin Phenytoin Phenytoin
Clinical manifes- No fever. Fever, lympha-  Fever, maculo- Fever, macu-  Fever, maculo- Fever, maculo-
ta-tion Limphadeno- denopathy, papular rash, lopapular rash  papular rash,  papular rash,

pathy, maculo- maculopapular headache, hypo-  facial edema,
papular rash, rash, facial ede- responsiveness,

lymphadeno- hepatitis
lymphadeno-  pathy, anicteric

facial edema,  ma, anicteric lymphadeno-  pathy, anicteric hepatitis
anicteric he- hepatitis pathy, anicteric  hepatitis, inters-
patitis hepatitis titial nephritis

Eosinophils in  5,040/mm’ 1,760/mm? 2,500/mm? 2,800/mm? 500/mm? 1,320/mm?
peripheral blood
at diagnosis
Atypical lym- Absent 10% Absent 11% 30% Absent
phocytes
Duration of 4 months and 2 4 months 4 months 4 months 4 months 4 months

treatment weeks'

' Case 1: patient relapsed during treatment, resolved again increasing steroid dose and gradually decreasing.
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CONCLUSION

Early recognition of DRESS syndrome and the
associated drug reduces mortality; in order to
reduce the risk of relapse clinicians must slowly
decrease the steroid dose, always carefully
watching the patient’s clinical condition, liver
enzymes and peripheral eosinophil count. The
duration of treatment is recommended to be at
least of 15 weeks.

REFERENCES

10.

11.

12.

Criado P, Avancini J, Santi C, et al. Drug Reaction with
Eosinophilia and Systemic Symptoms (DRESS): A complex
interaction of drugs, viruses and the immune system. IMA)J
2012;14:577-582.

Magliano J, Alvarez M, et al. Sindrome DRESS por carba-
mazepina. Arch Pediatr Urug 2009;80:291-295.

Scherer K, Bircher A. Danger signs in drug hypersensitivity.
Med Clin N Am 2010;94:681-689.

Criado P, Jardim RF, Giuli C, et al. Drug Reaction with Eo-
sinophilia and Systemic Symptoms (DRESS)/Drug-Induced
Hypersensivity Syndrome (DIHS): a review of current
concepts. An Bras Dermatol 2012;87:435-449.

Warrington R, Silviu-Dan F. Drug allergy. Allergy Asthma
Clin Immunol 2011;7:5S10.

Kano Y, Shiohara T. The variable clinical picture of Drug-
Induced Hypersensitivity Syndrome/Drug Rash with Eosi-
nophilia and systemic symptoms in relation to the eliciting
drug. Immunol Allergy Clin N Am 2009;29:481-501.

Lee J, Park H, Heo J, et al. Drug Rash with Eosinophilia
and Systemic Symptoms (DRESS) syndrome induced by
celecoxib and anti-tuberculosis drugs. J Korean Med Sci
2008;23:521-525.

Lens S, Crespo G, Carrion J, et al. Severe acute hepatitis in
the syndrome. Ann Hepatol 2010;9:198-201.

Michel F, Navellou J, Ferraud D, et al. DRESS syndrome in
a patient on sulfasalazine for rheumatoid arthritis. Joint
Bone Spine 2005;72:82-85.

Jeung Y, Lee J, Oh M, et al. Comparison of the causes and
clinical features of drug rash with eosinophilia and systemic
symptoms and Stevens-Johnson Syndrome. Allergy Asthma
Immunol Res 2010;2:123-126.

Felgueiras P, Guerreiro E, Pereira E, Lopez R. Sindrome de
DRESS. Galicia Clin 2011;72:185-187.

Gentile |, Talamo M, Borgia G. Is the drug-induced hyper-
sensitivity syndrome (DIHS) due to human herpesvirus 6
infection or to allergy-mediated viral reactivation? Report

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

“Alergia

of a case and literature review. BMC infection Diseases
2010;10:2-5.

Saida S, Yoshida A, Tanaka R, et al. A case of Drug-Induced
Hypersensitivity Syndrome-like symptoms following HHV-6
encephalopathy. Allergol Int 2010;59:83-86.

Shiohara T, Inaoka M, Kano Y. Drug-Induced Hypersensi-
tivity Syndrome (DIHS): A reaction induced by complex
interplay among herpesviruses and antiviral and antidrug
immune responses. Allergol Int 2006;55:1-8.

Jeffrey D, Steven J. Drug reaction with eosinophilia and
systemic symptoms syndrome in a patient taking phenytoin
and levetiracetam: a case report. J Med Case Reports
2013;7: 1-5.

Roujeau JC, Allanore L, Liss Y, et al. Severe Cutaneous Adver-
se Reactions to Drugs (SCAR): Definitions, diagnostic crite-
ria, genetic predisposition. Dermatol Sinica 2009:203-209.

Cervigdn |, Sandin S, Pérez C, et al. Sindrome de DRESS
(Drug Rash with Eosinophilia and Systemic Symptoms) por
sulfonamidas. Med Cutan Iber Lat Am 2006;34:120-126.

Santiago F, Goncalo M, Vieira R, et al. Epicutaneous patch
testing in drug hypersensivitiy syndrome (DRESS). Contact
Dermatitis 2010:62;47-53.

Tas S, Simonart T. Management of Drug Rash with Eosi-
nophilia and Systemic Symptoms (DRESS syndrome) An
update. Dermatology 2003;206:353-356.

Walsh S, Creamer D. Drug reaction with eosinophilia and
systemic symptoms (DRESS): a clinical update and review
of current thinking. Clinical Dermatology 2010;36:6-11.

Kocaoglu C, Cilasun C, Solak E, et al. Successful treatment
of antiepileptic drug-induced DRESS syndrome with pulse
methylprednisolone. Case Reports Pediatrics 2013:1-5.

Meik S, Arias M, Fernandez L, et al. Sindrome de hipersen-
sibilidad a anticonvulsivantes (sindrome de DRESS): comu-
nicacion de 4 casos. Dermatol Argent 2010;16:272-277.

Yun J, Adam J, Yerly D, et al. Human leukocyte antigens
(HLA) associated drug hypersensitivity: consequences of
drug binding to HLA. Allergy 2012;67:1338-1346.

Savard S, Desmeules S, Riopel J, et al. Linezolid-Associated
acute interstitial nephritis and Drug Rash With Eosinophilia
and Systemic Symptoms (DRESS) syndrome. Am J Kidney
Dis 2009:54:17-20.

Kano Y, Ishida T, Hirahara K, et al. Visceral involvements
and long-term sequelae in Drug-Induced Hypersensivitiy
Syndrome. Med Clin N Am 2010;94:743-759.

Ushigome Y, Kano Y, Ishida T, et al. Short- and long-term
outcomes of 34 patients with drug-induced hypersensiti-
vity syndrome in a single institution. J Am Acad Dermatol
2012;10:1-8.

Husain Z, Reddy B, Schwartz R. DRESS syndrome. J Am Acad
Dermatol 2013;68:709 e1-9.

Khan D, Solensky R, et al. Drug allergy. J Allergy Clin Immu-
nol 2010;125:5126-5137.

23



