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Case Report     Olgu Sunumu

(RegiSCAR) has devised a scoring system based upon the 
clinical features, extent of skin involvement, organ involvement, 
and clinical course (5). To meet the definition of DRESS, pa-
tients must have three of the four main RegiSCAR criteria: an 
acute rash, fever above 38°C, lymphadenopathy at two sites, 
involvement of at least one internal organ, and abnormalities in 
lymphocyte and eosinophil counts. Additional criteria include 
hospitalization and a suspicion that the reaction is drug-related. 
The pathogenesis of DRESS remains incompletely understood. 
At least 44 drugs have been associated with DRESS. Antiepi-
leptic agents are the most frequently reported causes (6). Re-
activation of herpesvirus infection concurrent with drug hyper-

INTrODUcTION

Drug reaction with eosinophilia and systemic symptoms 
(DRESS) is a rare, potentially life-threatening, drug-induced hy-
persensitivity reaction that includes skin eruption, hematologic 
abnormalities (eosinophilia, atypical lymphocytosis), lymphade-
nopathy, and internal organ involvement (liver, kidney, lung) (1-
3). The incidence of DRESS has been estimated to be between 
1 in 1,000 and 1 in 10,000 drug exposures. It carries a mortality 
rate of 10–20%, with most fatalities the result of liver failure (4).

To help clinicians in confirming the diagnosis of DRESS, the 
European Registry of Severe Cutaneous Adverse Reactions 
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aBSTracT
Drug rash with eosinophilia and systemic symptoms (DRESS) is characterized by a severe multiorgan hypersensitivity 
reaction that usually appears after a 3–6-week exposure to certain drugs, including anticonvulsants. Many reports have 
revealed that human herpesvirus 6 (HHV-6) reactivation contributes to the development of DRESS. In addition, recent 
articles have shown that reactivation of other herpesviruses such as human herpesvirus 7 (HHV-7), Epstein-Barr virus 
(EBV) and cytomegalovirus (CMV) might be also implicated in development of DRESS. Here we report development of 
the DRESS syndrome and concurrent presence of CMV viral load in a 2-year-old girl who was on phenytoin prophylaxis 
for febrile seizure
key Words: Cytomegalovirus infection, Drug rash with eosinophilia and systemic symptoms, DRESS syndrome, 
Intravenous immunoglobulin

ÖzET
Eozinofili ve sistemik semptomların eşlik ettiği ilaç döküntüsü (DRESS) genellikle antikonvülzanların dahil olduğu birtakım 
ilaçlara, 3-6 hafta maruz kaldıktan sonra görünen şiddetli çoklu organ aşırı duyarlılık reaksiyonu ile karakterizedir. Birçok 
çalışmada insan Herpes Virüs 6 (HHV-6) reaktivasyonunun DRESS gelişimine katkıda bulunduğu gösterilmiştir. Bununla 
birlikte yakın dönemdeki çalışmalarda diğer Herpes virüslerden, Herpes virüs 7 (HHV-7), Ebstein-Barr virüs (EBV) ve 
Sitomegalovirus (CMV) reaktivasyonunun DRESS gelişimiyle ilişkili olduğu gösterilmiştir. Burada febril konvülsiyon pro-
filaksisi için fenitoin kullanmakta olan 2 yaşında bir kız çocuğunda DRESS gelişimi ve eş zamanlı CMV viral yük  varlığı 
gösterilmiştir.
anahtar Sözcükler: Sitomegalovirus enfeksiyonu, Eozinofili ve sistemik semptomların eşlik ettiği ilaç döküntüsü, DRESS 
sendromu, İntravenöz immunoglobulin
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sensitivity is considered specific to DRESS (7‚8). Reactivation of 
Cytomegalovirus (CMV) (9) or Epstein–Barr virus (EBV) (10) has 
also been reported. Withdrawal of the culprit drug and the use 
of corticosteroids constitute the mainstay of DRESS treatment. 
It is recommended to start systemic steroids when involvement 
of internal organs is manifest (6). We present a two-year-old 
girl with DRESS associated with phenytoin-induced CMV. We 
achieved the desired clinical response with intravenous immu-
noglobulin (IVIG) in our case.

caSE rEPOrT

A 2-year-old girl was admitted to our hospital with a history of 
high-grade fever (390C), sore throat, cough, and generalized 
rash for the previous ten days. Patient history revealed the use 
of phenytoin for the previous 4 weeks for prophylaxis of febrile 
seizures. Upon examination, the patient had bilateral cervical 
and inguinal lymph node enlargement and tender hepatomegaly 
along with facial edema and diffuse erythematous maculopapu-
lar rash without blistering and vesiculation (Figure 1). Labora-
tory values revealed an elevated leukocyte count (22000/mm3), 
eosonophilia (12 % of leukocytes), C-reactive protein 1.2 mg/
dL, with an ESR of 30 mm/h. Elevated liver enzymes (ALT 140 
UI/L, AST 100 UI/L) and hypoalbuminemia (2.1 g/dL) were de-
tected. There was evidence of interstitial pneumonitis on the 
chest radiograph.

Imaging studies revealed hepatomegaly without features of 
hepatitis. Serology was negative for Hepatitis A, B, and C. 
Blood culture and antinuclear antibody were negative. During 
the course of the disorder, EBV IgM and IgG antibodies were 
negative while both CMV IgM and Ig G antibodies and CMV 
PCR were positive. According to the RegiSCAR Scoring Sys-
tem, our patient was diagnosed as “definite” DRESS. Because 
of the active CMV infection, we did not use corticosteroid treat-
ment. We used 1 gr/kg IVIG on the first admission day. On the 
second day, the rash subsided and there was no fever. Elevated 
liver enzymes declined (ALT 80 IU/L AST 70 IU/L) and albumin 
increased to 2.9 gr/dL. Blood parameters returned to normal 
values 7 days after using the IVIG treatment. The patient was 
discharged on the 7th day. The patient was asymptomatic and 
well on follow-up to 1 month.

DIScUSSION

The pathogenesis of DRESS syndrome is not yet well under-
stood. Although it is considered an idiosyncratic reaction of 
drugs seen most commonly with anticonvulsants, reactivation 
of HHV-6, HHV-7, EBV, or CMV may serve as a trigger for the 
reaction (8,9,10). In a study of 100 patients with DRESS, an 
increase in the antibody titer against HHV-6 was detected in 
approximately 60 percent of patients two to four weeks after 
the onset of symptoms (11). In another study including 40 pa-

tients with DRESS, evidence of EBV, HHV-6, or HHV-7 reactiva-
tion was found in 29 patients (12). A recent study including 34 
patients with DRESS reported evidence of CMV reactivations 
in 17.6% of the patients (13). It is still not clear whether an in-
crease in viral load occurs in association with the development 
of severe drug eruptions or whether individuals with increased 
viral loads are at greater risk of developing severe drug erup-
tions. Longitudinal studies could help clarify this challenging 
concurrence.

A knowledge gap exists on the management of DRESS as no 
controlled trials have been performed to determine the efficacy 
of different therapies. Mild cases may be managed simply with 
drug withdrawal and supportive therapy. If symptoms are more 
severe, systemic corticosteroid therapy is indicated, usually 
with prednisone at a dose of 1 to 2 mg/kg/day (6).

Although steroids are recommended when involvement of 
internal organs is manifest, we did not consider steroid use 
because of the presence of CMV infection The use of IVIG in 
Drug Induced Hypersensitivity Syndrome (DIHS) including Toxic 
Epidermal Necrolysis (TEN) and Steven Johnson Syndrome 
(SJS) has been reported earlier (14). However, the use of IVIG 
in DRESS has been only anecdotal (15). In a large study of 281 
patients, the management of severe cutaneous adverse reac-
tion which included supportive care, IVIG, corticosteroids and 
IVIG with or without corticosteroids did not show any significant 
differences between the treatments (16). Some researchers 
suggest that IVIG should not be used as a single treatment 
in DRESS as they have found the persistence of multiple viral 
reactivations and absence of significant modification of immu-
nologic parameters. after IVIG treatment (17).

Some researchers have suggested that IVIG might be effective 
in a few patients with DRESS, although these patients were 
concomitantly treated with systemic corticosteroids (18,19). 
The exact mechanism of the therapeutic effect of IVIG in 
DRESS syndrome is not clear. The antiviral effect of IVIG has 
been postulated as a mechanism. Immunosuppressive agents 
may enhance viral reactivations. In a retrospective study of 
DRESS, HHV-6 and CMV viral loads were detected to be higher 
in patients receiving corticosteroids compared with those with-
out corticosteroid therapy and it was suggested that the degree 
and duration of HHV-6 and CMV reactivation could be greatly 
influenced by the use of immunosuppressive drugs (13). No 
adverse reaction due to IVIG occurred in our case. The fever re-

Figure 
1: Diffuse 
erythematous 
maculopapular 
rash without 
blistering or 
vesiculation.
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solved within two days and her laboratory values had returned 
to normal values by seven days. In conclusion, a diagnosis of 
DRESS should be considered in any patient with severe rash, 
fever, eosinophilia or lymphocytic changes.  Cytomegalovirus 
may serve as a trigger for the reaction. Although treatment con-
sists of supportive therapy, corticosteroids, and antihistamines, 
we achieved the desired clinical response with IVIG. 
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