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Abstract 
 

DRESS syndrome is a rare, potentially life-threatening, drug-induced 

hypersensitivity reaction. It presents as a skin eruption, hematologic abnormalities, 

lymphadenopathy and internal organ involvement (liver, kidney, lung).  

We reported a case of DRESS syndrome where the patient presented with fatigue, 

headache, joint pain, high fever, chills, puffiness of the face and ears with diffuse 

rash. 
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1. Introduction  

Drug reaction with eosinophilia and systemic symptoms (DRESS) is a rare, 

potentially life-threatening, drug-induced hypersensitivity reaction that includes 

skin eruption, hematologic abnormalities (eosinophilia, atypical lymphocytosis), 

lymphadenopathy and internal organ involvement (liver, kidney, lung). DRESS 

syndrome is characterized by a long latency (two to eight weeks) between drug 

exposure and disease onset, a prolonged course with frequent relapses despite the 

discontinuation of the culprit drug and frequent association with the reactivation of 

latent human herpesvirus infections. Most cases occur in adults without any sex 

predilection. 
 

2. Case Report  

A 30 years old Sri Lankan male patient was diagnosed with seropositive RA. On 

25th February 2016, he was started on Hydroxychloroquine, Sulfasalazine 

(gradually increased the dose from 500mg to 2000 mg per day) and prednisolone 

5mg daily. After 2 weeks, the patient reported fatigue, headache and joint pain. 

However, his blood tests were normal apart from elevated C- Reactive Protein 

(CRP). A month after the initial diagnosis (26th March 2016) the patient presented 

with high fever, chills, cervical lymphadenopathy, generalized fatigue, vomiting 

and puffiness of the face and ears with diffuse skin rash (symmetrically distributed 

maculo-papular eruption with induration and plaque formation. The eruption later 

progressed to confluent lesions, erythroderma, and finally to generalized exfoliative, 

erythematous lesion) over the face, neck, upper back, upper chest wall and both 

arms, without involvement of the oral mucosa, palms, or soles. 
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Figure 1: Patient presenting with puffy face and diffuse skin rash 

 

 

Figure 2: Patient presenting with puffy face and diffuse skin rash 
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The patient had no other significant past medical history, or drug allergies. Review 

of systems was positive for non-productive cough, and negative for chest pain, 

shortness of breath, abdominal pain, or any recent altered mental status. 

 

The patient’s initial laboratory test results (performed on 25th February 2016) 

showed a negative Anti-Nuclear Antibody (ANA) profile. The laboratory test 

results showed a CRP of 7.5, an Erythrocyte Sedimentation Rate (ESR) of 12, the 

Rheumatoid Factor (RF) was 37.9. Complete blood count shows that the White 

Blood Cells (WBC) was 7.2, Eosinophils level was 0.2, the Haemoglobin level was 

14.2 and the platelet count was 260. The Alanine Aminotransferase (ALT) level 

was 23, the Aspartate Transferase (AST) level was 20, Creatinine level was 0.8, and 

the Anticyclic Citrullinated Peptide (anti-CCP) level was 7.0.   

 

The patient’s laboratory tests a month later (26th March 2016) after presenting with 

DRESS syndrome showed a normal stool analysis, negative clostridium difficile 

toxin in faeces. A complete blood count test also showed that the WBC level was 

10.2, Eosinophil level was 1.49, platelet level was 223 and HB level was 13.3. The 

CRP level went from 31.70 to 62.6, the ALT level from 313 to 464, the AST level 

from 250 to 407, the Alkaline Phosphate was 313, the Creatinine level was 1.01, 

Prothrombin Time/International Normalised Ratio (PT/INR) was 1.2, the Bilirubin 

total was 2.776 while direct Bilirubin was 2.304, the Gamma Glutamyl transferase 

(GGT) level was 430, the Protein/Creatinine ratio of urine was 0.2, the total Protein 

level was 5.25 and the Albumin in serum level was 3.25. 

 

The patient’s blood test results were negative for Anti-Smooth muscle antibodies, 

Anti-Mitochondrial antibodies, Widal test, HLA B27, Epstein Barr Virus IgM, 

Cytomegalovirus IgM, Measles virus IgM antibodies, Brucella IgM antibodies and 

Anti-Neutrophilic Cytoplasmic Antibody level (ANCA). The blood and urine 

culture showed no growth. Immunoglobulin (IgA, IgM & IgG) levels were normal. 

The test was non-reactive to Hepatitis C Antibodies and Hepatitis B surface Antigen. 

The throat swab test performed for Streptococcus group A was also negative. 

 
Table 1: Peripheral smear exam results 
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Imaging test results showed a normal abdominopelvic Ultrasound results in the 

initial diagnosis. The abdominopelvic Ultrasound results of the patient after 

presenting with DRESS showed mild splenomegaly and less fluid in the peritoneal 

space inter-loop and Hepato-renal pouch. The chest X-ray result was normal.  

 

Corticosteroid treatment was started after exclusion of other potentially serious 

conditions including infections. A dramatic improvement was observed and his 

clinical and laboratory findings were recovered on the fourth day post-treatment. At 

first, Methylprednisolone was given Intravenously 500 mg once daily for 5 days, 

then shifted to prednisolone 30mg per mouth. The dose of Glucocorticoids could 

not be lowered because the rash started to recur again after attempting to taper the 

dose.  

 

3. Conclusions 

DRESS syndrome is an often under-diagnosed and under-recognized severe type 

IV (delayed type) hypersensitivity reaction that can occur with any medication but 

most commonly in response to aromatic anticonvulsants. Like most severe allergic 

reactions, DRESS syndrome involves rash, diffuse swelling, as well as eosinophilia. 

The hallmark of DRESS syndrome, however, is the presence of systemic 

manifestations such as inflammation of the liver, kidneys, heart, or other organs. 

Although the true incidence is unknown, DRESS syndrome has been estimated to 

occur in approximately one out of 1000 to 10,000 new users of anti-epileptic 

medications and is more commonly reported in African-American men. Vitamin D 

deficiency has been implicated as a possible contributor to the pathogenesis of 

DRESS, due to its protective effects against inflammatory and auto-immune 

conditions and because vitamin D deficiency occurs more frequently in people with 

darker skin phenotypes. 

Aetiology and risk factors of DRESS include, Antiepileptic agents (like 

Carbamazepine, Lamotrigine, Phenytoin and Phenobarbital), Allopurinol, Anti-

psychotic drugs like Olanzapine, Sulphonamides (particularly sulfasalazine) and 

Dapsone, Minocycline, Vancomycin and Kinase inhibitors, including imatinib. 

Pharmacogenetic studies have found an association between HLA haplotypes and 

susceptibility to DRESS. 

The diagnosis is made by assessing history to a high-risk medication particularly. 

Presenting with morbilliform eruption progressing to confluent and infiltrated 

erythema or exfoliative dermatitis, hematologic abnormalities, systemic symptoms 

and organ involvement are also part of the main diagnostic criteria.  

Laboratory abnormalities noted in this case include Leucocytosis with eosinophil 

counts of more than 700/microliter (50 to 90%). Atypical lymphocytosis with large 

activated lymphocytes, lymphoblasts, or mononucleosis-like cells was also noted 

(30 to 70%). There was also increased serum alanine aminotransferase found (up to 

80 %). An HHV-6 infection (40 to 60 %) was also found. There was also a moderate 

increase in creatinine level and low-grade proteinuria. 
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So far, prompt withdrawal of the offending drug is the only undisputed way to treat 

drug hypersensitivity reactions. Supportive therapy includes antipyretics and the use 

of topical steroids to improve symptoms. Systemic corticosteroids can reduce 

symptoms of delayed hypersensitivity reactions. 

They are known to inhibit the effect of interleukin-5 on eosinophils accumulation 

occurring in this syndrome, which may explain their benefit in the treatment. 

Dramatic improvement in clinical symptoms and laboratory findings has been 

observed soon after the beginning of corticoid therapy in independent case reports. 

Relapses have been described after tapering or withdrawal of systemic steroids. 

Mortality rate in DRESS syndrome is about 10%, mostly due to liver failure.  

The prognosis is mostly good with most patients making complete recovery in 

weeks or a few months after drug withdrawal. Autoimmune diseases have been 

reported in some patients, months or years after the resolution of the drug reaction. 
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