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Protocol monitoring pulse therapy (Version 4)

Study: Multinational Open-trial of Steroid pulse therapy for SJS/TEN
(MOSST Study)

Objective of the study
To evaluate the potential benefit and safety of steroid pulse therapy for the patients with

SJS/TEN.

Patient and trial design

In an open prospective multinational pilot study, 20 consecutive intention-to-treat (ITT)

patients with SJS/TEN will be treated with methylprednisolone pulse therapy (MPT).

Setting
® Multinational centres (Japan, Taiwan, European countries)
o

Agreeing on

B strict observance of the treatment protocol

B inclusion of all patients who fit inclusion criteria during the whole duration of
the study

B keeping a chart of all potential patients included or not (reason for exclusion
should be notified)

M obtaining approval of the medical ethical committee

® The study will be notified to the Regi-SCAR

Inclusion criteria

1. Patients above 20-years old and below 90-years, with TEN or SJS with clinical
score at least 14 (refer to Table 3. Scoring for clinical evaluation)

2. Onset of the disease (blistering) less than 5days before inclusion

3. Progression of the disease in the last 24 hrs, or no sign for improvement (judged by
experts: treating physician/ dermatologist): new blisters or erythema on areas of

previously uninvolved skin/ mucosae



4.  After reading or being informed on the Informed Consent Agreement and signing

it the subject or his deputy is willing and able to participate in the study.

5. Case ascertainment:

photos: overviews and details,
biopsy: histology (immunofluorescence to exclude autoimmune blistering
diseases if needed),

evaluation of detachment in BSA, drug history, SCORTEN

Exclusion criteria

Contraindications

1.

(98]

10.
11.
12.

The subject has received any systemic immunosuppressants or
immunomodulating agents (continuously) for at least 3 days within 7 days
preceding inclusion. (Systemic immunosuppressants or immunomodulating
agents include azathioprine, corticosteroids*, cyclophosphamide,
cyclosporine, immunoglobulins, plasmapheresis, etc.) *predonisolone dose of
more than 0.5 mg/kg

The subject is in the situation of pregnancy or breastfeeding.

The subject has previous allergy to glucocorticosteroid or preservatives
(benzylalcohol or sodium metabisulfite)

Non-availability for follow up after 8 +/- 2 weeks

The subject has active, untreated or uncontrolled severe infectious, or
septicaemia

The subject has any severe, life threatening cardiac arrhythmia e.g. ventricular
tachycardia, recent myocardial infarction within 6 weeks, uncontrolled severe
hypertension, or any severe cardiac disease according to a consulted
cardiologist.

The subject has active gastrointestinal bleeding, acute gastric ulcer, intestinal
perforation

The subject has uncontrolled severe diabetes mellitus

The subject has past history of avascular necrosis

The subject having active viral hepatitis

The subject is HBV carrier (HBsAg+), or untreated latent tubercurosis

The subject under hemodialysis



13. The subject with SIS/TEN overlapping of DIHS/DRESS
14. The subject continuing culprit or cross-reacting drug
15. The subject has any concomitant illness, which, in the opinion of the
investigator, will interfere with the evaluation of the study medication or
presents a contraindication for steroid pulse therapy
Withdrawal of subjects:

O Fully documented withdrawal is allowed at any time, either by patient or treating

physician.

Svstemic treatment:

1. infusion of methylprednisolone at 500~1000 mg/d (0.9% N/S in 1 hour) for 3

consecutive days.

.

ii.

Oral predonisolone (dose of more than 0.5 mg/kg/d) was initiated on the day
following the last dose of methylprednisolone, and prednisolone was
subsequently tapered gradually to prevent rebound.

Treatment failure: death, progressing/ Clinical deterioration -> withdrawal

2. Candida prophylaxis e.g. nystatine 3 dd 10 ml orally, if needed.

pneumocystis prophylaxis e.g. sulfamethoxasole-trimethoprim (Baktar®) 1-2 g/d

orally, if needed.

4. Pain/stress: aggressive pain relief as required, e.g.morphium, oxazepam 3x5mg in

combination with paracetamol (aminocetaphen) or opiates, e.g. tramadol 3x50mg.

Dipidolor® (piritramide) 10 mg i.m., especially 30 minutes before wound

treatment. NSAIDs: preferentially to be avoided!

Standardized symptomatic treatment and nursing:

According to the standard of the treating hospital

1.

Peptic (stress) ulcer prophylaxis only if considered necessary (active ulcer,
raised serum urea).

Antibiotics: no prophylactic use, and only when needed and then ASAP.
Nutrition: high protein/caloric, preferentially enteral, if necessary with (soft)

nasogastric feeding tubes.



Controlled fluid intake/balance.

Wound care according to the standard of the treating hospital (e.g. sterile
dressings, paraffin gauzes, Mepilex Transfer® or Mepitel®). Debridement or
mechanical scrubbing of the skin is not recommended.

If possible: protective isolation.

If possible: no arterial lines.

If possible: daily bathing e.g. povidone-iodine scrub/solution /chlorhexidine.

Investigations: (refer to Table 1. Time table)

1.
2.
3.

Baseline ECG and chest X-Ray
SCORTEN at admission/before starting day
Scoring for clinical evaluation (refer to Table 3), percentage of detachment
(% of BSA), percentage of erythema (% of BSA) and photographs (overviews
front/back and details) at day 0/4/7/10/20/discharge (1 day allowed), and at 8
+/-2 wks follow-up.
Vital sign (body temperature, pulse, respiratory rate) at day
0/4/7/10/20/discharge (*1 day allowed), and at 8 +/-2 wks follow-up.
Monitoring using laboratory investigations (day 0, 1, 4, 7, 10, 20 until
discharge) (1 day allowed)
Regular check for HSV, bacterial infections, mycoplasma, Cytomegalovirus
(at least 8 +/-2 wks follow-up).
Specimens

1. skin: histology (and immunofluorescence to exclude autoimmune

blistering disorders)

il. serum: for biomarker evaluation (interferon [IFN]-gamma, tumor

necrosis factor [TNF]-alfa, interleukin [IL]-6 and IL-10, granulysin)

Assessment for efficacy and safety

1. Outcome measures

i. Primary end point: Effectiveness in Scoring for clinical evaluation on

day7 (Effective: more than 6 point decrease)



ii. Secondary end points: Observed death compared with expected death (%
alive at 8+/-2 weeks compared with expected from SCORTEN at day1)
iii. Percentage of skin detachment (% of BSA)
iv. Percent of erythema (% of BSA)
V. Criteria of SIRS

Vi. Duration of total hospitalization
Vii. Eye sequelae
Viii. Biomarkers: Blood sample cytokine change

2. Safety measures

1. Infections (sepsis, severe infections, lung involvement, etc.)

Adverse events (see CRF)

Duration of study

1. Individual patient: 8 +/- 2 wks
i.  Systemic treatment 3 days
ii. Hospitalisation up to recovery
iii.  Follow-up visit at 8 +/- 2 wks
2. Study: 36 months

Attachment

Table 1. Time table

Table 2. SCORTEN

Table 3. Scoring for clinical evaluation (Each symptom (1)~(11) are individually

counted: maximal total score 39)
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