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● History of Present Illness:
○ 55 year old male with past medical history of bipolar disorder, 

anxiety disorder, and squamous cell carcinoma 
○ Presented to the ED with 1 week of sore throat, fever, chills, 

shortness of breath, and fatigue and a diffuse morbilliform rash
○ One month prior to onset of symptoms, the patient was placed 

on a psychiatric hold at a local hospital and was started on 
lamotrigine, bupropion, aripiprazole, and hydroxyzine
■ Four days prior to admission, he discontinued these 

medications
○ Review of Systems: fever, chills, lower extremity edema and 

mild itching
● Objective:

○ Physical exam: diffuse, non-palpable, morbilliform rash that 
spared the mucosa, purpura on bilateral lower extremities, 
inguinal lymphadenopathy, and a negative Murphy’s sign

○ Significant laboratory findings:
■ Leukocytosis (WBC 22.9 k/mm3) 
■ Eosinophilia (18%) 
■ Elevated total alkaline phosphatase (375 U/L), AST (52 U/L), 

and ALT (89 U/L) 
■ Elevated serum creatinine (1.49 mg/dL)
■ Negative hepatitis panel 
■ Negative for mononucleosis, streptococcus, syphilis, and 

HIV
○ Imaging: 

■ Abdominal ultrasound: no liver, gallbladder or pancreatic 
abnormalities
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RegiSCAR Criteria

Score -1 0 1 2 Min/Max

Fever ≥ 38.5℃ No Yes -1/0

Lymphadenopathy No Yes 0/1

Eosinophilia No 10-19.9% ≥ 20% 0/2
Atypical 

Lymphocytes No Yes 0/1

Skin Rash > 50% of 
body surface area No Yes 0/1

Skin Rash 
suggesting DRESS No Yes -1/1

Biopsy Suggesting 
DRESS No Unknown

/Yes -1/0

Organ Involvement No Yes ≥ 2 
organs 0/2

Resolution in ≥ 15 
days

Unknow
n/No Yes -1/0

Alternative diagnoses 
excluded (≥ 3 

biological 
investigations 

negative)

No Yes 0/1

Total Score -4/9

● When reviewing the current literature, this patient’s case is similar to 
other DRESS syndrome cases

● Four weeks prior to presentation, he was started on lamotrigine, an 
anticonvulsant that is frequently used as a mood stabilizer for bipolar 
disorder

● Experienced flu-like symptoms followed by a diffuse morbilliform 
rash, lower extremity purpura and lymphadenopathy

● Although not included in the RegiSCAR criteria, this patient also 
developed facial edema which is seen in 75% of DRESS syndrome 
patients1

● As seen in this patient, there is evidence that upper respiratory 
infection symptoms are often experienced as a prodrome to DRESS 
syndrome, suggesting that viral infections can be a potential trigger4

● In several DRESS syndrome cases, there was a documented use of 
empiric antibiotic therapy due to unfamiliarity of the syndrome4

○ Increasing knowledge and awareness of DRESS syndrome can 
limit the use of unnecessary antibiotics

○ Patients with DRESS syndrome show an unexplained increase in 
drug cross-reactivity with medications of differing structures4

○ The addition of unneeded antibiotics can cause worsening of 
symptoms, and may lead to relapses weeks after resolution4

● Over 90% of DRESS syndrome patients develop organ involvement; 
with acute liver injury being the most commonly described organ 
system2

○ This results in the main cause of mortality following DRESS 
syndrome, hepatic necrosis2

○ Swift follow up with PCP is essential to trend liver function tests
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● Drug reaction with eosinophilia and systemic symptoms (DRESS) 
syndrome is a rare systemic and cutaneous adverse reaction to a 
variety of drugs including:
○ Carbamazepine, phenytoin, phenobarbital, zonisamide, 

lamotrigine, mexiletine, dapsone, sulfasalazine, minocycline, 
allopurinol, and vancomycin1

● Estimated incidence is 1 case per 10,000 patients exposed to 
associated medications2

● Initial signs and symptoms: fever, diffuse morbilliform rash, facial 
edema, erythroderma, lymphadenopathy, and involvement of one 
or more internal organs1,2

● Common laboratory findings: leukocytosis, eosinophilia, elevated 
liver enzymes, and abnormal kidney function tests2

● Diagnosis of DRESS syndrome is widely based off the criteria from 
the Registry of Severe Cutaneous Adverse Reactions to Drugs 
and Collection of Biological Samples (RegiSCAR)1

● Gold standard for treatment: systemic corticosteroids followed by a 
6-8 week taper4

Clinical Course

Final score < 2, no case; Final score 2-3, possible case; Final score 4-
5, probable case; Final score > 5, definite case.

● Continued to have elevated liver function tests and a low-grade fever
● Developed facial edema and mild desquamation of the face and 

upper back
● The most likely cause was concluded to be a drug reaction due to 

the multiple medications he was recently prescribed
● After an extensive medication review, the offending agent was 

concluded to be lamotrigine
● RegiSCAR score was 6, indicating a definitive case of DRESS 

syndrome:
○ Fever (0)
○ Inguinal lymphadenopathy (+1)
○ Eosinophilia 10-19.9% (+1)
○ Atypical lymphocytes (0)
○ Skin rash > 50% of body surface area (+1)
○ Skin rash suggesting DRESS syndrome (+1)
○ Biopsy suggesting DRESS syndrome (unknown, 0)
○ Organ involvement of ≥ 2 organ systems (hepatic and renal, +2)
○ Resolution in ≥ 15 days (unknown, -1)
○ Alternative diagnoses excluded (≥ 3 biological investigations 

negative, +1)

Conclusion
● Lamotrigine is a medication commonly associated with DRESS 

syndrome, with symptom onset two weeks to two months after 
initiation of the medication

● In patients with diffuse rash and lower extremity purpura it is 
important to have workup with CBC with differential, AST, ALT, total 
alkaline phosphatase, and serum creatinine

● Although rare, it is imperative to maintain a high suspicion for DRESS 
syndrome, and initiate treatment including cessation of the offending 
agent and systemic corticosteroids
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