Letters to Editor

Authors’ reply

We thank Dr. Pasricha for his interest in our paper and his
comments about the use of steroids in Stevens-Johnson
syndrome (SJS) and toxic epidermal necrolysis (TEN). It is
apparent from the title that our paper was focused mainly
on the etiological agents and outcome of SJS and TEN.!
The role of steroids in the treatment of SJS-TEN generates
a lot of discussion and the recommendation has recently
been published in the IADVL therapeutic guidelines.” In our
report we have used systemic steroids in all except one.!"!

Stevens-Johnson syndrome (SJS) and toxic epidermal
necrolysis (TEN) are severe adverse cutaneous drug
reactions characterized by massive keratinocyte apoptosis.
It has been shown that the apoptosis is mediated by the
drug specific cytotoxic T cells through the activation of the
Fas receptor by increased Fas ligand expression, via the
perforin/ granzyme pathway. Several cytokines produced by
the T cells, macrophages,and keratinocytes, upregulate the
adhesion molecules and enhance the expression of Fas and
FasL on keratinocytes.”* Hence there are enough reasons
to start immunosuppressive therapy such as steroids in
the early evolving stage of the disease. The exact mode of
action of steroids in SJS/TEN is not known. But they have a
plethora of immunomodulating / immunosuppressive and
anti-apoptotic effects which will hamper the events leading
to apoptosis.

There are many reports of better outcomes with the use of
steroids in SJS/TEN.P® In a report of 52 cases of SJS and 65
cases (2000-2006) of TEN from Japan, the authors have used
methyl prednisolone pulse (125-1000 mg/day) for 3 days.
They have concluded that the mortality rates for patients
with S§JS and TEN were 1.9% and 6.2% respectively which
has decreased from 21.6% (58/269) during previous 17 years
(1981-1997) in which period steroids were rarely used.”
Tripathi et al in their report of 67 cases with SJS, 66 cases
recovered with steroid therapy.®! In a recent report of 12
cases of SJS/TEN, from Netherlands, the authors have used
dexamethasone pulse therapy, 11 patients recovered and
only one died due to brain metastasis while his skin had
healed.”

There are some conflicting views on steroid usage in SJS/
TEN. It is reported that systemic corticosteroids can prolong
wound healing, increase therisk ofinfection, mask early signs
of sepsis, and may precipitate gastrointestinal bleeding, thus
increasing mortality.®! What we believe from our experience
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is that use of steroids in a fully developed case of SJS/TEN
or prolonged use of steroids, might be detrimental and
predispose to sepsis and other complications.

The fatality in SJS/TEN is largely caused by sepsis,
thrombocytopenia, leucopenia, electrolyte imbalance, total
body surface area involvement, renal involvement, and delay
in referral to special burns centre. TEN itself predisposes
to sepsis due to loss of skin barrier, hospitalization and
nosocomial infection and use of empirical antibiotics. Sepsis
is one of the most important causes of death in TEN (Odds
Ratio 304)." The mortality rate varies from 20-60%."" In a
retrospective review of 56 patients with TEN over a period of
13 years, the mortality was 35.7%, which was not associated
with steroid use.'” Most of the deaths occur in patients
with TEN as is evident in our study.!"! The proportion of SJS,
TEN and SJS-TEN overlap in different series contributes to
varied mortality rates.

Intravenous immune globulin (IVIG) is also found to be useful
in SJS/TEN.I""15] [t interferes with Fas-FasL interactions. The
recommended dose is 1g/kg/day for 3 days. In a multicenter
retrospective study involving 14 European and American
centers, IVIG was used in 48 TEN patients and the survival
rate was 88%.!'"! However some data show no benefit on
mortality or progression.'®'”! In one of the recent report by
Faye and Roujeau, nine different series published in indexed
journals were analyzed. Among the 156 patients of SJS or
TEN treated with IVIG, 32 patients died. When the analysis
was restricted to 5 series that included some comparison
with the expected deaths, the mortality was 27% versus
an expected rate of 30%.'8! This clearly shows that the use
of IVIG in SJS/TEN is questionable. The additional limiting
factor of IVIG is the high cost.

Overall from our personal experience and also from
the literature search, it seems that steroids or other
immunosuppressive drugs have definite role in SJS/TEN.

We agree with Dr. Pasricha that 1) Steroids should be used
in SJS/TEN as immune mechanisms are involved in the
massive keratinocyte necrosis. 2) Steroids should be used
in early and evolving disease preferably within the first
72 hours of onset (to prevent widespread involvement) or
during reappearance of erythema and/or necrosis on newly
regenerated skin. However, we feel that once a large area of
skin is uncovered, i.e. >20% of BSA, the advantages of the
treatment would be far outweighed by its drawbacks. Dose
and duration of steroid therapy is to be individualized. Oral
prednisolone 1-2 mg/kg per day or parenteral steroid, either
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dexamethasone 8-16 mg or equivalent hydrocortisone,
is started and continued for 3-5 days followed by rapid
tapering. Further, steroids have limited or no role in fully
established cases of SJS/TEN with no new lesions. These
cases should be managed with supportive and barrier
nursing care.

Vinod K. Sharma, Gomathy Sethuraman
Department of Dermatology, All India Institute of Medical Sciences,
New Delhi-110 029, India.

Address for correspondence: Dr. Vinod K. Sharma
Department of Dermatology and Venereology, All India Institute of
Medical Sciences, New Delhi India. E-mail: aiimsvks@yahoo.com

REFERENCES

1. Sharma VK, Sethuraman G, Minz A. Stevens Johnson
syndrome, toxic epidermal necrolysis and SJS-TEN overlap: A
retrospective study of causative drugs and clinical outcome.
Indian ] Dermatol Venereol Leprol 2008;74:238-40.

2. Sharma VK. Guidelines for Stevens Johnson syndrome and
Toxic epidermal Necrolysis, and Psoriasis. Delhi: Therapeutic
Guidelines Committee IADVL; 2007. p. 7-19.

3. Chave TA, Mortimer NJ, Sladden M], Hall AP, Hutchinson
PE. Toxic epidermal necrolysis: Current evidence, practical
management and future directions. Br ] Dermatol
2005;153:241-53.

4. Borchers AT, Lee JL, Naguwa SM, Cheema GS, Gershwin ME.
Stevens-Johnson syndrome and toxic epidermal necrolysis.
Autoimmun Rev 2008;7:598-605.

5. Pasricha JS. Management of toxic epidermal necrolysis.
Indian ] Dermatol Venereol Leprol 1990;50:458-9.

6. PasrichaJS, Khaitan BK, Shantharaman R, Mittal A, Girdhar M.
Toxic epidermal necrolysis. Int ] Dermatol 1996;35:523-7.

7. Yamane Y, Aihara M, lkezawa Z. Analysis of Stevens-Johnson
syndrome and toxic epidermal necrolysis in Japan from 2000
to 2006. Allergol Int 2007;56:419-25.

8. Tripathi A, Ditto AM, Grammer LC, Greenberger PA, McGrath
KG, Zeiss CR, et al. Corticosteroid therapy in an additional
13 cases of Stevens-Johnson syndrome: A total series of 67
cases. Allergy Asthma Proc 2000;21:101-5.

9. Kardaun SH, Jonkman ME Dexamethasone pulse therapy for
Stevens-Johnson syndrome/toxic epidermal necrolysis. Acta
Derm Venereol 2007;87:144-8.

10. Ducic I, Shalom A, Rising W, Nagamoto K, Munster AM.
Outcome of patients with toxic epidermal necrolysis
syndrome revisited. Plast Reconstr Surg 2002;110:768-73

11. Prins C, Kerdel FA, Padilla RS, Hunziker T, Chimenti S, Viard
I, et al. TEN-IVIG Study Group. Toxic epidermal necrolysis-
intravenous immunoglobulin. Treatment of toxic epidermal
necrolysis with high-dose intravenous immunoglobulins:
Multicenter retrospective analysis of 48 consecutive cases.
Arch Dermatol 2003;139:26-32.

12. Trent JT, Kirsner RS, Romanelli P, Kerdel FA. Analysis of
intravenous immunoglobulin for the treatment of toxic
epidermal necrolysis using SCORTEN: The University of

Indian ] Dermatol Venereol Leprol | September-October | Vol 74 | Issue 5

13.

14.

15.

16.

17.

18.

Letters to Editor

Miami Experience. Arch Dermatol 2003;139:39-43.
Al-Mutairi N, Arun J, Osama NE, Amr Z, Mazen AS, Ibtesam
el-A. Prospective, noncomparative open study from Kuwait
of the role of intravenous immunoglobulin in the treatment
of toxic epidermal necrolysis. Nazeha el-B. Int J Dermatol
2004;43:847-51.

Tristani-Firouzi P, Petersen MJ, Saffle JR, Morris SE, Zone ]J.
Treatment of toxic epidermal necrolysis with intravenous
immunoglobulin in children. J Am Acad Dermatol
2002;47:548-52.

Prins C, Vittorio C, Padilla RS, Hunziker T, Itin P, Forster ], et
al. Effect of high-dose intravenous immunoglobulin therapy
in Stevens-Johnson syndrome: A retrospective, multicenter
study. Dermatology 2003;207:96-9.

Bachot N, Revuz J, Roujeau JC. Intravenous immunoglobulin
treatment for Stevens-Johnson syndrome and toxic epidermal
necrolysis: A prospective noncomparative study showing
no benefit on mortality or progression. Arch Dermatol
2003;139:33-6.

Shortt R, Gomez M, Mittman N, Cartotto R.Intravenous
immunoglobulin does not improve outcome in toxic
epidermal necrolysis. ] Burn Care Rehabil 2004;25:246-55.
Faye O, Roujeau JC. Treatment of epidermal necrolysis with
high-dose intravenous immunoglobulins (IV Ig): Clinical
experience to date. Drugs 2005;65:2085-90.

495


MedknowPC
Rectangle


