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A 75-year-old Caucasian female with CKD Stage III, Hx of HFrEF

(EF previously 25%, recovered to 55% per ECHO 06/2021), CAD s/p 

stent placement 01/2021, DMII, depression, bilateral knee OA, gout, and 

OSA presented to the OUHC ED complaining of generalized weakness, 

oral pain and itching which limited eating x2 days, sore throat, and a 

generalized pruritic rash. Prior to presentation, she was diagnosed with 

oral thrush in Urgent Care. She did report using a new perfumed lotion 

recently, but denied any new soaps, detergents, foods or medications 

within the past week. Of note, she was prescribed allopurinol 

approximately one month prior to presentation. On arrival to the ED labs 

were drawn and patient had worsening kidney function from baseline with 

a BUN 92.9 and Cr was 5.44, her normal baseline Cr was 1.4 to 1.6.

On admission, allopurinol was stopped secondary to acute renal 

failure (ARF). She was given Vistaril for pruritus and sleep, and oral 

tramadol for pain until IV access was obtained. She was also placed on IV 

fluids for her ARF. On Hospital Day (HD) 1, she experienced 

increased pain, rash spreading to her back, trunk, upper extremities, and 

face, and worsening mucositis and conjunctivitis. She was started on 

prednisone 20 mg daily and Benadryl 25 mg every 6 hours as needed for 

itching. On HD 2, the rash worsened and had positive Nikolsky sign, so a 

4 mm punch biopsy was obtained with high suspicion for SJS/TEN.  HIV, 

Syphilis, and Hepatitis panel were drawn to rule out systemic 

disease. Hepatitis C was positive, so Hepatitis C viral load was drawn. 

On HD 3, no Hepatitis virus was detected, implying an initial false positive 

Hepatitis C screen. The biopsy revealed moderate perivascular and 

interstitial infiltrate of lymphocytes and eosinophils in a background of 

marked dermal solar elastosis and hemosiderin deposition. In context of 

the patient’s clinical setting, SJS and TEN could not be excluded. Another 

cutaneous process on the differential was Bullous Pemphigoid, which was 

ruled out with a negative Bullous Pemphigoid IgG test. Due to her rapidly 

progressive disease course, a decision was made to transfer the patient 

for a higher level of care. In the meantime, we consulted local physicians 

with burn center experience and were recommended to start the patient 

on cyclosporine therapy. At the end of the day, an accepting physician at 

UMC-NO was found, but transfer was delayed due to a lack of bed 

availability related to a recent surge in local cases of COVID-19. On the 

morning of HD 4, her rash involved >30% body surface involvement of the 

cutaneous process, progressing from SJS to TEN. That afternoon a bed 

became available at UMC-NO and arrangements were made for patients 

to be transferred via air transport. By the time the patient reached UMC-

NO, cutaneous involvement was >90% of her body. She was placed on 

palliative care and, succumbed to her condition the next day.

Stevens Johnson syndrome (SJS) and toxic epidermal necrolysis 

(TEN) are a rare spectrum of multisystem diseases, usually secondary to a 

drug-induced hypersensitivity reaction. They typically present with a viral like 

illness followed by diffuse mucocutaneous lesions and multi-system organ 

dysfunction (i.e. renal failure). SJS is characterized by <10% body surface 

area (BSA), SJS-TEN overlap involves 10-30% BSA, and TEN involves >30% 

BSA.1,2 Delayed type hypersensitivity reactions are caused by immunoglobin, 

and cell mediated damage towards drug metabolite rich host tissue after the 

pathway is triggered by hapten carrier complexes.3 Certain individuals have 

an excess of reactive metabolites or exaggerated response of immunologic 

pathways, such as those who carry the HLA-B*58:01 allele.4 The HLA-

B*58:01 allele is found in higher incidence in Asian and Black groups in 

comparison to White and Hispanic groups.5,6 

Rheumatologists and dermatologists, in literature and clinical practice, 

have advocated HLA screening prior to starting medications with strong SJS-

TEN associations. These include allopurinol, meloxicam, carbamazepine, and 

sulfonamide antibiotics.7 Though rare, SJS-TEN diseases have mortality rates 

of up to 35%.8 The severity-of-illness score for toxic epidermal necrolysis 

(SCORTEN) is the only mortality predictor for SJS-TEN, but its accuracy and 

clinical utility is variable.9,10,11

Prompt diagnosis, cessation of offending agents, high 

level multispecialty ICU or Burn Center care, and comprehensive supportive 

care are necessary to improve patient outcomes.1 The algorithm of drug 

causality for epidermal necrolysis (ALDEN) is a drug reaction prediction tool 

specific for SJS-TEN useful in recognizing causative agents.1,12 The definitive 

diagnostic tool is a skin biopsy revealing full-thickness epidermal necrolysis 

secondary to keratinocyte apoptosis.13

Our patient had a documented history of allergic reaction with rash to 

trimethoprim-sulfamethoxazole. In one study, approximately 19% of patients had 

a previous reaction to the medication that actively triggered rapidly developing 

SJS-TEN reflecting a recall response.8 Though our patient’s offending agent 

was allopurinol instead of trimethoprim-sulfamethoxazole, the patient may have 

had underlying genetic predisposition to developing adverse drug reactions and 

therefore SJS-TEN. Though not Black or Asian, this patient may have benefited 

from HLA screening in the setting of her allergy history. More research is 

warranted in identifying risk factors and how specific co-morbidities complicate 

the development and management of SJS-TEN.14 

Delays That Affected Patient Care in this Case

❖Cessation of allopurinol was delayed - patient noted the rash began 

approximately three weeks before presenting to the ED.

➢Patients who are prescribed medications with high association with SJS-

TEN, particularly those at increased risk for or severity of disease, should be 

counseled about the development of mucocutaneous lesions and have strict 

return to care  precautions

❖Determining Dx - patient had recently begun using a new fragranced cosmetic 

product and had a + Hep C Antibody study, which distracted from an adverse 

drug reaction as the cause of her full body rash.

❖Delay in Transfer - transfer was not available at time of diagnosis secondary to 

lack of available beds at potential accepting facilities. The ability to quickly 

transfer the patient to a capable ICU and/or Burn center was further 

undermined by the COVID-19 pandemic and a recent surge of the Delta variant 

rendering many ICUs full

In many health care facilities, ED to ED transfers or pre-ED diversions may 

allow for quicker transfers than hospital to hospital transfers. To prevent SJS-TEN 

admissions to under resourced facilities, a screening tool or predictive tool for 

diagnosis should be developed for patients with extensive rashes or other skin 

findings. This screening tool could supply further guidance for initiating treatment 

in patients prior to definitive diagnosis.
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ImagesIntroduction

Case Description
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CBC CMP Cardiac Coagulation

WBC: 7.8 x10^3/mcL Sodium: 135 mmol/L Total CK: 76 U/L PT: 13.8 sec

RBC: 3.77x10^6/mcL Potassium: 4.7 mmol/L CK MB: 1.8 ng/mL INR: 1.08

HgB: 10.8 gm/dL Chloride: 99 mmol/L Troponin: 0.033 

ng/mL

HCT: 33.9% CO2: 19 mmol/L

Platelet: 189x10^/mcL Calcium: 9.0 mg/dL

MCV: 89.9fL Glucose: 221 mg/dL

MCH: 28.6pg BUN: 92.9 mg/dL

Creatinine: 5.44 mg/dL

Bili Total: 0.4 mg/dL

Bili Direct: 0.3 mg/dL

Bili Indirect: 0.10 mg/dL

AST: 28 unit/L

ALT: 20 unit/L

Alk Phos: 73 unit/L

Total Protein: 6.4 gm/dL

Albumin: 2.4 gm/dL

Globulin: 3.8 gm/dL

Image 1. Hospital Day 2 – Torso; showing beginning stages of skin sloughing

Image 2. Hospital Day 3 – Torso; progression from day 2, with increased skin sloughing

Image 3. Hospital Day 2 – Back; beginning stages of skin sloughing

Image 4. Hospital Day 3 – Mucositis; observed in mucous membranes of mouth and nares

Image 5. Hospital Day 3 – Forearm (L); Chronic sun damaged skin mixed with beginning stages of skin sloughing

Image 6. Hospital Day 3 – Shoulder (L); areas of skin sloughing; 

Image 7. Hospital Day 2 – Forearm (R); bullae forming as precursor to skin sloughing

Image 8. Skin Biopsy – Perivascular Inflammation with lymphocytes and eosinophils

Image 9. Skin Biopsy – Perivascular Inflammation with lymphocytes and eosinophils (higher power)
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