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a  b s  t r a  c t

Drugs reactions with eosinophilia and systemic symptoms can be caused by an extensive

list of medications, including sulphasalazine. The compromise is very varied, from skin  rash

to  visceral involvement, accompanied by an eosinophilia that can sometimes lead to death.

The  cornerstone of the  treatment is the suspension of the  aggressive medication and the

use  of oral and intravenous corticosteroids, depending on the  severity of the condition.

©  2017 Asociación Colombiana de Reumatologı́a. Published by Elsevier España, S.L.U. All

rights reserved.
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r  e  s u  m e  n

La reacción a drogas con eosinofilia y  síntomas sistémicos es una condición debida a  una

lista extensa de  medicaciones, entre las que se  encuentra la sulfasalazina. El compromiso

es  muy variado, desde rash cutáneo hasta afectación visceral acompañado de eosinofilia,

que  en ocasiones puede llevar a  la muerte. El pilar del tratamiento es la suspensión del

medicamento agresor y el uso de corticosteroides orales e intravenosos dependiendo de  la

severidad del cuadro.
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Introduction

The acronym DRESS refers to “Drug Reaction with Eosinophilia

and Systemic Symptoms”, it is  a rare, potentially fatal con-

dition with skin manifestations and visceral involvement.1

The number of cases in  the different reports is  variable, ran-

ging from 1  per  1000 to 10,000 exposures.2,3 Adults are more

affected than children. The importance of this syndrome lies

in the timely recognition and treatment, since the  estimated

mortality is 10–20%.4

Clinical  case

A 65-year-old woman who  consulted for a  clinical picture that

began in 2014 with pain in the right knee with swelling, sub-

jective fever and left red eye without pain or suppuration.

The patient has a  personal history of hypothyroidism under

treatment with levothyroxine, 50 mcg  once a  day, orally. Her

sister has a  HLA B27 positive spondyloarthritis in treatment

with tumor necrosis factor blocker. On physical examina-

tion it was  found a severe left scleral congestion, as  well

as joint effusion in the right knee. Ophthalmology ruled out

uveitis and considered the diagnosis of scleritis, for which

it  was initiated therapy with topical steroids, with improve-

ment of her ocular condition. With  the above information

a peripheral spondyloarthritis was suspected and paraclin-

ical exams were requested. After 20 days, it was found a

C-reactive protein of 159 mg/l, erythrocyte sedimentation rate:

46 mm/h, HLA B27, rheumatoid factor negative with leukocy-

tosis and neutrophilia and normal knee X-rays. Joint effusion

and heat in  both  knees with entheses pain in  both  elbows

was documented in this occasion. Treatment was started with

sulphasalazine 1 g twice a day, prednisone 5  mg  once a  day,

and calcium + vitamin D once a  day; all medications taken by

mouth. Three weeks later she consulted for non-quantified

high fever and skin rash. On the articular examination was

found pain at flexion–extension of the  right knee with effu-

sion, in addition, maculopapular lesions mainly in  the trunk

and extremities, without fever at the time of consultation.

The laboratory tests showed eosinophilia of 1080/mm3, ESR:

93 mm/h, CRP: 48 mg/l, AST: 86, ALT: 118, there was no alter-

ation in renal function, nor anemia or  eosinophils in the urine.

There was no pleural effusion on the chest radiograph, A

DRESS was diagnosed, it was  ordered to immediately sus-

pend the sulphasalazine and prednisone and it was  started the

administration of deflazacort, 30 mg  once a  day (the patient

had existences) for 7 days and then 15 mg  once a day. In the

control of the next month, there was no fever, rash, red eye

or joint pain. The laboratory tests did not show eosinophilia

and the liver function was  normalized; the deflazacort was

reduced to 6 mg  once a day. 6 months later she attended con-

sultation again due to pain in  one finger of the right hand

and in both knees. It was evidenced edema, erythema of the

1st right proximal interphalangeal joint with joint effusion

in the ipsilateral knee. There was  elevation of acute phase

reactants: erythrocyte sedimentation rate 54 mm/h, C-reactive

protein 96 mg/l. A  chest X-ray and a  tuberculin skin test were

requested with the purpose of initiating anti-TNF therapy.

The tuberculin test was  reported in 10 mm and there were

no alterations in the chest X-ray, it was started treatment

with isoniazid 300 mg,  once a day for 9 months orally. One

month later, the patient began treatment with golimumab,

50 mg  monthly subcutaneously. After 7 months of follow-up

the patient remains asymptomatic with laboratories within

normal ranges.

Review

The term DRESS was coined by Bocquet based on the

description of 24  patients of Callot, who called it drug-

induced pseudolymphoma and hypersensitivity syndrome.5,6

The pathophysiology of DRESS is still not fully understood.

Among the suggested hypotheses there is a  disorder in the

biotransformation of active metabolites of a  drug that would

eventually activate the immune response with the subsequent

clinical characteristics of the disease. It has  been reported

an association between the herpesvirus 6 and the  develop-

ment of the disease,7 based on the late onset of the signs

and symptoms after exposure to the drug, clinical and labo-

ratory findings suggestive of viral infection and episodes of

exacerbation after the suspension of the offending agent.8

Other viral agents such as herpesvirus 7, cytomegalovirus and

Epstein Barr virus have been involved.9,10 The detection of

the reactivation by the herpesvirus 6 has been used in Japan

and in some European countries as an aid in the diagnosis

of the disease.11 However, the clear role of this virus in the

etiopathogenesis has been questioned.12 There is  no charac-

teristic histopathological pattern that defines DRESS. It has

been described a  perivascular or diffuse lymphocytic infiltrate,

eosinophils in the dermis with or  without edema thereof or a

band-like infiltrate of atypical lymphocytes imitating a fungal

mycosis.

The drugs most frequently associated with DRESS are anti-

convulsants, however, it has been described an  extensive list

(Table 1).

Sulphasalazine is a  compound of sulphapyridine and 5-

aminosalicylic acid (5-ASA) linked by an azo bond. Most of

the drug reaches the colon where the azo bond is  reduced by

the action of the colonic bacteria releasing the 2 aforemen-

tioned components. It has been mainly used in  the  treatment

of rheumatoid arthritis, as  monotherapy or combined, and

in peripheral spondyloarthritis. Sulphapyridine is the  main

therapeutic component for rheumatic diseases.13 The adverse

effects of sulphasalazine are usually mild and reversible after

Table 1 – Drugs commonly associated with DRESS.

Carbamazepine Lamotrigine

Phenobarbital Phenytoin

Valproic acid Ampicillin

Ethambutol Isoniazid

Metronidazole Minocycline

Vancomycin Abacavir

Bupropion Fluoxetine

Amlodipine Captopril

Celecoxib Ibuprofen

Allopurinol Sulphasalazine
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discontinuation, and occur in  the first months of treatment

with subsequent reduction over time.14 The most frequent

are nausea, exanthema, neutropenia, megaloblastic anemia,

headache, and alteration in  liver function. Serious adverse

reactions are rare events.15 Both sulphapyridine and 5-ASA

have been involved in the DRESS.16

The clinical manifestations occur between 3 weeks and 3

months after the intake of the drug, but this time is short-

ened with its reintroduction.17 High fever is  the most common

symptom (90–100%) followed by rash (87%) especially with

anticonvulsant drugs.18–20 The cutaneous commitment is  var-

ied, it can be a  morbilliform eruption, maculopapular reaction,

erythema multiforme, purpuric or desquamative lesions, or

cheilitis.21 For some authors, facial edema, especially peri-

orbital, is present in  25% of patients and may  be key in  the

diagnosis of the DRESS.22,23 Painful lymphadenopathy is  found

in 70% of cases, it can be localized or generalized and disap-

pears with the suspension of the offending medication. The

visceral involvement includes myocarditis, pericarditis, inter-

stitial nephritis, encephalitis, meningitis, colitis, thyroiditis

and hepatitis.24 Hepatic affection is  the most common inter-

nal manifestation (50–60%) and it behaves as an  anicteric

hepatitis (51%) that can progress to fulminant hepatic fail-

ure and death. Myocarditis usually occurs late, even several

months after the withdrawal of the offending agent and is

most commonly associated with the use of ampicillin and

minocycline.25 A  decreased ventricular ejection fraction and

pericardial effusion can be found in the  echocardiogram, and

in the electrocardiogram there are changes in the ST segment

or in the T wave.

Laboratories usually show leukocytosis that can reach up

to 50,000 leukocytes/mm3 with marked eosinophilia (up to

20,000), which can occur in up  to  30% of patients. Eosinophilia

may occur between one and two weeks after the onset of

the disease and is  associated with visceral involvement.

Atypical lymphocytes similar to those of infectious mononu-

cleosis can also be  seen in  30% of cases. Thrombocytopenia,

hemoglobin drop and hemophagocytic syndrome have also

been reported.26 The elevation of transaminases, especially

ALT, has been found in 70% of patients with DRESS and

they may persist elevated for several days after the with-

drawal of the drug involved27; a severe elevation of ALT

(>10-fold) with liver failure has  been reported mainly in

women  between the 2nd and 4th  decades of life under treat-

ment with sulphasalazine.28

The renal involvement may  manifest itself as an elevation

in creatinine and urea nitrogen, in  addition to proteinuria and

hematuria. Eosinophiluria can also be found, but no abnor-

malities are observed on renal ultrasound. Myocarditis can be

suspected when CPK and troponin are elevated.

The diagnosis of DRESS is not always easy because the

clinical and laboratory manifestations are varied and are not

always present, besides the fact that the  list of causative

agents is also extensive. The criteria of Bocquet et al. have

been used to  define the  DRESS, for which at least 3 findings

are required (Table 2).

A  Japanese group created other classification criteria sim-

ilar to those mentioned above, but also included fever,

persistence of findings after the withdrawal of the  drug, as

well  as measurement of HHV 6, which makes it unviable in

Table 2 – Diagnostic criteria for DRESS.

Drug rash

Hematological abnormalities (eosinophilia >1500/mm3 and

presence of  atypical lymphocytes)

Systemic involvement

Lymphadenopaties (>2 cm in diameter)

Hepatitis (elevation of transaminases at least twice the

reference value)

Interstitial nephritis

Pneumonitis

Carditis

many  hospitals and centers that do not have the  possibility to

perform this test.

Regarding the treatment, the most important issue is the

rapid detection of the  DRESS and the immediate suspension

of the offending agent. Currently, the general treatment meas-

ures are of support and symptomatic control of the different

clinical manifestations. In case that the main manifestations

are cutaneous, antihistamine agents can be useful.

Glucocorticoids are the medication preferred by physi-

cians despite the scarce existing evidence.29 Prednisone at

1  mg/kg/day, orally, improves the symptoms and laboratory

patterns, especially when there is  hepatitis, nephritis, cardi-

tis or pneumonitis. In case of severe visceral involvement

such as encephalitis, hemophagocytic syndrome, respira-

tory failure, renal failure or severe hepatitis, the patient can

receive pulses of methylprednisolone at 30 mg/kg/day, for 3

days30 or immunoglobulin at a  dose of 2 g/kg during 5 days

intravenously.31 The use of antivirals such as ganciclovir is

reserved for cases of herpes infection.

In our case, the patient consulted for a  clinical picture

of peripheral spondyloarthritis according to ASAS criteria for

which she received sulphasalazine, and 3 weeks later she

had Bocquet criteria expressed with drug-induced rash, sys-

temic compromise given by hepatitis and although she had

eosinophilia, it was not higher than 1500/mm3, perhaps due

to the previous intake of corticosteroids and the early detec-

tion of the condition. The rapid withdrawal of sulphasalazine

and the  treatment with intermediate doses of steroids led to

the resolution of the  clinical picture with normalization of the

laboratory parameters.

This report illustrates the need for early recognition of

this disease and the timely treatment to avoid complications

derived from the use of a medication of the daily life  of the

rheumatologist.
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