Toxic epidermal necrolysis (TEN; Lyell syndrome) / Stevens–Johnson syndrome (SJS)
Conditions for which IVIg has an emerging therapeutic role.
Specific Conditions

Stevens–Johnson syndrome / toxic epidermal necrolysis overlap (SJS/TEN)
Toxic epidermal necrolysis (TEN)

Indication for IVIg Use
Toxic epidermal necrolysis (TEN) or Stevens–Johnson syndrome / toxic
epidermal necrolysis overlap (SJS/TEN) with rapid evolution and >10%
body surface area affected
Level of Evidence

Insufficient data (Category 4a)

Description and Diagnostic
Criteria

Stevens–Johnson syndrome / toxic epidermal necrolysis overlap (SJS/TEN) and
Toxic epidermal necrolysis (TEN) are severe mucocutaneous adverse reactions,
most commonly triggered by medications such as sulphonamides, antibiotics, non‐
steroidal anti‐inflammatory drugs (NSAIDs) and anti‐convulsants.
SJS and TEN are characterised by severe bullous reaction with extensive
destruction of the epidermis, and morphologically by ongoing apoptotic
keratinocyte cell death that results in the separation of the epidermis from the
dermis.
SJS and TEN are considered a disease continuum and are distinguished chiefly by
severity, based upon the percentage of body surface involved with skin
detachment. The term SJS describes patients with blistering and skin detachment
involving a total body surface area of less than 10 percent, SJS/TEN overlap
describes patients with 10–30 percent, and TEN refers to patient with greater than
30 percent skin detachment.

Justification for Evidence
Category

Data surrounding the use of intravenous immunoglobulin (IVIg) for Stevens–
Johnson syndrome / toxic epidermal necrolysis overlap (SJS/TEN) are limited and
conflicting. Review of the literature provides no high‐quality evidence supporting
the use of Ig in SJS/TEN. Systematic review indicates that Ig therapy for patients
with severe disease should be given in the early phase of the disease (i.e. within 24
to 48 hours of symptom onset). Systemic corticosteroids and Ig have been
administered in combination to patients with SJS/TEN, but the data are too limited
to draw any firm conclusions.

Diagnosis Requirements

A diagnosis must be made by an Immunologist or a Dermatologist.

Qualifying Criteria for IVIg
Therapy

Onset of significant skin manifestations (painful red skin with or without
blisters and/or any mucosal/conjunctival involvement) has occurred
within the last 48 hours
AND
Erythema and/or erosions affecting >10% body surface area
OR
Significant mucosal lesions, including conjunctival erosions and labial
blisters require early treatment
IVIg should be initiated as early as possible, preferably within 24 hours of
diagnosis.
Urgent skin biopsy should be performed for confirmation but should not delay
IVIg therapy if indicated.

Exclusion Criteria
Review Criteria for Assessing
the Effectiveness of IVIg Use

Stevens–Johnson syndrome (SJS) alone
Review is not mandated for this condition however the following criteria
may be useful in assessing the effectiveness of Ig therapy.
Clinical assessment one month after immunoglobulin treatment

Dose
Induction Dose ‐ Up to 3g/kg divided over 3 days (1g/kg/day), or up
to 2g/kg delivered as a single dose.
IVIg should be initiated as early as possible, preferably within 24 hours of
diagnosis.
Skin biopsy should be performed for confirmation, but should not delay IVIg
therapy if indicated.
The aim should be to use the lowest dose possible that achieves the
appropriate clinical outcome for each patient.
Refer to the current product information sheet for further information on
dose, administration and contraindications.

Bibliography
Bachot, N, Revuz, J & Roujeau, JC 2003, ‘Intravenous immunoglobulin treatment for Stevens‐Johnson syndrome and toxic
epidermal necrolysis: a prospective non‐comparative study showing no benefit on mortality or progression’, Archives of
Dermatology, vol. 139, no. 1, pp. 33–6. https://www.ncbi.nlm.nih.gov/pubmed/12533161
Biotext 2004, ‘Summary data on conditions and papers’, in A systematic literature review and report on the efficacy of
intravenous immunoglobulin therapy and its risks, commissioned by the National Blood Authority on behalf of all
Australian Governments, pp. 242–7. Available from: https://catalogue.nla.gov.au/Record/3808068
Campione, E, Marulli, GC, Carrozzo, AM, et al 2003, ‘High‐dose intravenous immunoglobulin for severe drug reactions:
efficacy in toxic epidermal necrolysis’, Acta Dermato‐venereologica, vol. 83, no. 6, pp. 430–
2. https://www.ncbi.nlm.nih.gov/pubmed/14690337
Canavan, TN, Mathes, EF, Frieden, I, et al 2015, ‘Mycoplasma pneumoniae‐induced rash and mucositis as a syndrome
distinct from Stevens‐Johnson syndrome and erythema multiforme: a systematic review’, Journal of the American
Academy of Dermatology, vol. 72, no.2, pp. 239–45. https://www.ncbi.nlm.nih.gov/pubmed/25592340
Del Pozzo‐Magana, BR, Lazo‐Langner, A, Carleton, B, et al 2011, ‘A systematic review of treatment of drug‐induced
Stevens–Johnson syndrome and toxic epidermal necrolysis in children’, Journal of Population Therapeutics and Clinical
Pharmacology, vol 18, no. 1, pp. e121–33. https://www.ncbi.nlm.nih.gov/pubmed/21467603
Downey, A, Jackson, C, Harun, N, et al 2012, ‘Toxic epidermal necrolysis: review of pathogenesis and management’,
Journal of the American Academy of Dermatology, vol. 66, no. 6, pp. 995–
1003. https://www.ncbi.nlm.nih.gov/pubmed/22169256
Frommer, M & Madronio, C 2006, ‘The use of intravenous immunoglobulin in Australia’. A report for the National Blood
Authority, Part B: systematic literature review, Sydney Health Projects Group, University of Sydney, Sydney, pp. 55–6.
Huang, YC, Li, YC, Chen, TJ 2012, ‘The efficacy of intravenous immunoglobulin for the treatment of toxic epidermal
necrolysis: a systematic review and meta‐analysis’, British Journal of Dermatology, vol. 167, no. 2, pp. 424–
32. https://www.ncbi.nlm.nih.gov/pubmed/22458671
Mockenhaupt, M 2014, ‘Stevens–Johnson syndrome and toxic epidermal necrolysis: clinical patterns, diagnostic
considerations, etiology, and therapeutic management’, Seminars in Cutaneous Medicine & Surgery, vol. 33, no. 1, pp.
10–6. https://www.ncbi.nlm.nih.gov/pubmed/25037254

Bibliography
Paquet, P, Jacob, E, Damas, P, et al 2005, ‘Analytical quantification of the inflammatory cell infiltrate and CD95R
expression during treatment of drug‐induced toxic epidermal necrolysis’, Archives of Dermatological Research, vol. 297,
no. 6, pp. 266–73. https://www.ncbi.nlm.nih.gov/pubmed/16249890
Prins, C, Vittorio, C, Padilla, RS, et al 2003, ‘Effect of high‐ dose intravenous immunoglobulin therapy in Stevens‐Johnson
syndrome: a retrospective, multicentre study’, Dermatology, vol. 207, no. 1, pp. 96–
9. https://www.ncbi.nlm.nih.gov/pubmed/12835566
Trent, J, Halem, M, French, LE, et al 2006, ‘Toxic epidermal necrolysis and intravenous immunoglobulin: a review’,
Seminars in Cutaneous Medicine and Surgery, vol. 25, no. 2, pp. 91–3.
https://www.ncbi.nlm.nih.gov/pubmed/16908399

Generated on: 15 August 2018

