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L E T T E R  T O  T H E  E D I T O R

Retrospective evaluation of a TEN/SJS series managed with a new 
treatment protocol

Dear Editor,
Stevens–Johnson syndrome (SJS) and toxic epidermal 
necrolysis (TEN) are rare, life-threatening diseases without 
standardized treatment. The mortality rate ranges from 20% 
to 50%, and can reach up to 90%, based on the severity index 
SCORTEN.1 Albeit critical, no active systemic therapeutic 
regimen with unequivocal benefit exists as of yet; most in-
cluded cyclosporine A (CyA), immunoglobulins (IVIG) or 
systemic glucocorticosteroids (GCS).2 Anti-TNF therapy 
has been described as beneficial in some reports,3–5 and a 
randomized controlled trial was discontinued prematurely 
because of death excess in the thalidomide treatment group.6 
In the EuroSCAR cohort study, administration of IVIG re-
sulted in a mortality rate of 34% (IVIG alone) and 18% (IVIG 
and corticosteroids).7 However, there is no reliable consensus 
on the benefits or lack of benefit of any systemic treatment 
or combinations thereof.8–10 Here, we report a reduction of 
patient mortality using a standardized triple therapy (start-
ing 3 mg/kg CyA + 1–2 g IVIG over 3–5 days + 1 mg/kg GCS) 
along with an early intervention standard intensive care pro-
tocol (CPG) (Figure 1). The retrospective analysis included 
a total of 96 patients, 52 (54.2%) were diagnosed with SJS, 
24 (25.0%) had TEN and 20 (20.8%) had SJS/TEN (Table 1). 
We further report an incidence of 0.36–3.53 per million 
TEN cases per year in Qatar, the highest reported incidence 
of TEN worldwide published yet. The most common causa-
tive drugs were ibuprofen (17%), Augmentin (14%), paracet-
amol (14%) and allopurinol (10%). Among all 96 patients, 
57 (59.4%) patients had monotherapy or none, 15 (15.6%) 
had double therapy and 24 (25.0%) patients received triple 
therapy. SCORTEN was categorized into two groups: 0–2 
(n = 76; 80.9%) and +3 score points (n = 18; 19.1%). Overall 
mortality was estimated at 8.4% (n = 8). The SCORTEN was 
significantly associated with mortality (Fisher's exact test 
p-value < 0.001). Simple logistic regression estimated an un-
adjusted mortality odds ratio of 47.73 (95% CI 5.35–425.93; 

p-value < 0.001) with a SCORTEN of 3+ versus 0–2. Although 
univariable analysis (Fisher's Exact test) did not show that 
triple therapy together with CPG is associated with reduced 
mortality (p-value > 0.999), simple logistic regression esti-
mated an unadjusted odds ratio for mortality of 0.99 (95% 
CI 0.19–5.24; p-value = 0.986) for those with triple therapy 
and standardized care protocol. Among TEN patients, mor-
tality dropped from 67% (2 deaths/3 patients) in 2018 to 0% 
(0 death/3 patients) in 2021. Among SJS/TEN patients, mor-
tality dropped from 25% (1 death/4 patients) in 2018 to 0% 
(0 death/1 patients) in 2021. After introducing triple therapy 
in 2018, there was a 22% drop in mortality by 2021 overall, 
specifically a 9%, 67% and 25% drop in mortality among SJS, 
TEN and SJS/TEN patients, respectively. Next to the drop in 
mortality, patients showed fewer side effects (e.g. infections). 
Wounds and pulmonary infections were reported among 
56 patients (58.9%), with a similar distribution among SJS, 
SJS/TEN and TEN (p-value = 0.939). Eye complications were 
reported in 44 patients, also showing no significant differ-
ence between treatment groups (p-value = 0.089). Following 
the introduction of triple therapy, a decrease in complica-
tions was reported, albeit statistically non-significant. This 
is a new protocol compared to published literature and dem-
onstrates thus far one of the highest reductions in mortal-
ity for SJS/TEN in a comparable cohort. Limitations of the 
study include the open-label and non-randomized nature 
of the study preventing to unequivocally conclude the triple 
therapy regimen efficacy in SJS/TEN. Furthermore, despite 
histopathological confirmation and board-certified derma-
tologist diagnosis of SJS/TEN, the possibility of misdiagno-
sis cannot be completely ruled out. Other limitations include 
the low number of patients and improved supportive care 
which could contribute to better survival outcomes. In the 
future, large-scale prospective randomized studies are ur-
gently needed to validate the benefit of the new triple ther-
apy on mortality/morbidity for patients with SJS/TEN.
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F I G U R E  1   Clinical practice guidelines (CPG) for the diagnosis and management of SJS/EN in the State of Qatar. The CPG applies to all adult 
patients presenting with SJS, TEN or with SJS/TEN. Immediate assessment on presentation includes initial investigation: CBC, CMP, CRP, magnesium, 
phosphate, VBG, creatinine, glucose, mycoplasma serology, herpes serology, EBV, CMV, HIV, chest x-ray, swab for culture (bacterial and fungal from 
three different sites of areas of necrolysis/erosions). Triple therapy (cyclosporine, IVIG and systemic corticosteroids): Dose and duration of cyclosporine: 
3–5 mg/kg/day for 7 days, and then tapered over a further 7 days (make sure there is no renal impairment). Dose and duration of corticosteroids: 
1–1.5 mg/kg (not to be exceeded) of prednisolone (or equivalent IV dexamethasone) for 3 days, tapered in the next 2 days, then stop (only given at acute 
phase <48 h; pay attention to risk of sepsis). Dose and duration of IVIG: 1 g/kg/day infusion over 8 h for 3–5 days (make sure there is no renal/liver 
impairment). Dose and duration of TNF-alpha inhibitors (etanercept): 50 mg of etanercept was administered in a single subcutaneous injection. TNF-
alpha inhibitors were used as monotherapy, second-line therapy or combination therapy.

Suspected SJS/TEN: Mucocutaneous Responses,
Names of SJS/TEN Team Members (specialized personnel, chairman, etc.)

Patient of Dermatology Dept (Outpatients only in Qatar) -

Dermatology arranges transfer to Emergency Department

Patient of Dermatology Dept. (Outpatients only in Qatar) -

Dermatology arranges transfer to Emergency Department

Immediate Ambulance transfer to ED:

Assessment within first 2 h

Dermatology On-Call Team:

Assessment within first 2 h

Immediate Assessment on Presentation:
Admission with one-to-one nurse, continuous monitoring for vitals, isolated room for protective measures, establish IV access, start IV 

fluids and monitor fluid balance since arrival, identify culprit drug and remove it immediately, document the drug allergy 

immediately in the system.

Fluid Replacement (0.9% Saline or Ringer lactate):

2 ml/kg ideal BW/% BSA epidermal detachment (half 1st 8 h, half next 16 h)

Initial investigation: CBC, CMP, CRP, Mg, Phosphate, VBG, 

Crea, Glucose, Mycoplasma serology, Herpes serology, EBV, 

CMV, HIV, Chest X-Ray, Swab for (an)aerobe blood culture 

(bacterial and fungal from 3 different sites of areas of 

necrolysis/erosions)

Frequency of investigations:
Daily SCORTEN documentation,

Daily order for urea, glucose, bicarbonate levels,

Swabs for Blood culture: every 48 h

Prognostic Factors Points
Age > 40 years, Neoplasia, Tachycardia > 120 bpm

Initial Detachment > 10% 

Serum Urea > 10 mmol/L 

Serum Bicarbonate < 20 mmol/L 

Blood Glucose > 14 mmol/L 

SCORTEN Expected Mortality (%)
0-1 3

2 12

3 35

4 58

≥5 90

To Be Completed by Dermatology On-Call
1. Immediate Biopsy

2. Assessment for pain: skin, mucosa, eyes, chest (trachea), esophagus (swallowing). Use validated pain tool

3. Analgesia: e.g. morphine and paracetamol. Daily assessment

4. Insert urinary catheter when BSA > 30% of epidermal necrolysis, and/or if urogenital involvement

5. Skin management, daily inspection and review

6. Wound care: Warm sterile water, saline or an antiseptic such as chlorhexidine (1/5000)

Multidisciplinary Team Care (ENT, Ophthalmology, Urology, Gynecology, Pulmonology, GI):
1. ENT, Ophthalmology & Urology/Gynecology review if local involvement.

2. Admission to MICU if > 10% epidermal loss with any sign of deterioration (tachycardia, tachypnea, drop in oxygen saturation, 

SCORTEN > 2, fever, sepsis), Fibre-optic bronchoscopy (Hypoxemia)

Systemic Treatment (decided by SJS/TEN Dermatology MDT)
Triple therapy (Cyclosporine, IVIG, and Systemic Corticosteroids)

(* can add Etanercept if needed)

1. Dose and duration of Cyclosporine: 3-5 mg/kg/day for 7 days, and then tapered over a further 7 days 

(CAVE: assess renal impairment)

2. Dose and duration of corticosteroids: 1-1.5 mg/kg (don’t exceed 1.5 mg/kg) of prednisolone

(OR equivalent IV dexamethasone) for 3 days, taper over next 2 days, then stop (only given at acute phase < 48 h)

3. Dose and duration of IVIG: 1 g/kg/day infusion over 8 hours for 3-5 days (check for renal/liver impairment)

4. *Dose and duration of TNF-α inhibitors (Etanercept): 50 mg of etanercept in a single subcutaneous injection

Discharge and Follow-Up: MediAlert Bracelet
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T A B L E  1   Mortality rates of cases of SJS, SJS/TEN and TEN diagnosed from 2015 to 2021.

Death/case (% mortality)

SJS TEN SJS/TEN Combined

Year of onset 2015 0/6; 0% 0/1; 0% 0/2; 0% 0/9; 0%

2016 0/1; 0% 0/3; 0% 1/4; 25% 1/8; 13%

2017 0/11; 0% 1/1; 100% 0/2; 0% 1/14; 7%

2018 1/11; 9% 2/3; 67% 1/4; 25% 4/18; 22%

2019 0/16; 0% 1/4; 25% 0/1; 0% 1/21; 5%

2020 0/4; 0% 0/7; 0% 1/6; 17% 1/17; 6%

2021 0/3; 0% 0/5; 0% 0/1; 0% 0/9; 0%
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