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vidarabine ointment for ten days resulted in the resolution 
of vesicles. On day 30, eczema was noted on his face. Skin 
prick tests to egg yolk, egg white and latex were positive. 
The mother was advised to avoid egg-containing food and 
latex-containing products and his face was treated with zinc 
oxide, following which the baby was well.

Case 2: The second patient was a baby girl born at term 
gestation by spontaneous delivery. Eczema was noted on 
her face and neck on day 11 and she was treated with 
0.03% tacrolimus ointment by a dermatologist without any 
improvement. On day 15, she developed many vesicles on 
her face and neck. She presented to our hospital on day 17. 
She was afebrile and there were many vesicles with crusting 
and oozing on her face, neck and both arms. KVE was 
confirmed by detection of HSV-1 DNA by PCR from a skin 
lesion. Tacrolimus ointment was discontinued. Treatment 
with oral acyclovir (80 mg/kg) and vidarabine ointment for 
14 days resulted in the resolution of vesicles. On day 35, 
eczema was noted on her face and neck. Skin prick tests to 
cow�s milk were positive. Her mother avoided cow�s milk-
containing food and her face and neck were treated with 
zinc oxide, following which the baby did well.

In both cases, swabs of the mothers� vagina and cervix tested 
negative for HSV-1 or HSV-2 DNA. Although serum IgG but not 
IgM were detected against HSV-1 and HSV-2 in both mothers, 
no increase in their IgG titers was noted. Neither mother had 
oral herpes, AD, HIV infection or skin infection. Moreover, 
none of the family members had oral herpes or any other 
herpes infection. Thus, the origin of HSV in these two cases 
remains to be elucidated. Tacrolimus is an immunosuppressive 
drug. Skin lesions of AD are vulnerable to infection by bacteria 
or viruses.[6] It is possible that the application of tacrolimus 
ointment further suppresses the immunity of the lesional 
skin, which may result in HSV infection and may evolve 
into KVE in some cases. In fact, lately I have been treating 
more than 100 cases of KVE per month.[7] Most of the cases 
were treated with steroid ointment or tacrolimus ointment. 
Surprisingly, many cases were not diagnosed as KVE and 
thus those patients visited our hospital from far off cities. As 
the incidence of KVE is rapidly increasing, it is possible that 
HSV causes KVE even in neonates especially associated with 
tacrolimus application.[7] Moreover, it is not surprising to see 
AD in neonates in our hospital. I have previously reported 
a 21 day-old neonate with latex allergy.[8] As I have been 
treating more than 1000 patients with AD per month, cases 
of neonatal AD were often encountered.

The US Food and Drug Administration (US-FDA) warns that 

tacrolimus ointment should not be used in children under 
two years of age, but there is no such warning in Japan. 
These cases may indicate that tacrolimus ointment should 
be used with caution in young children with AD.
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Suprapharmacologic doses of Suprapharmacologic doses of 
intravenous dexamethasone intravenous dexamethasone 
followed by cyclosporine in the followed by cyclosporine in the 
treatment of toxic epidermal treatment of toxic epidermal 
necrolysisnecrolysis

Sir,
Toxic epidermal necrolysis (TEN) is a widespread, life-
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threatening, mucocutaneous disease usually due to 
drugs, but vaccinations, malignancy, and graft versus host 
disease (GVHD) have also been implicated.[1] It may also 
be idiopathic in which it is not possible to identify any 
cause. TEN represents epidermal detachment involving 
more than 30%. The pathogenesis involves cytotoxic-
mediated immune reaction targeted at the destruction of 
keratinocytes expressing foreign antigens.[2] It has been 
shown that in the fluid contained in the bullae of patients 
with TEN, T-lymphocytes predominate in the initial phases, 
while subsequently the cells of the monocyte-macrophagic 
line prevail and probably contribute to the progression 
of the necrosis through TNF production.[3] Epidermal 
keratinocytes express large amounts of Fas ligand (CD95L), 
and interaction between these and Fas (CD95) on the 
effector cells are directly in epidermal necrolysis.[4] The 
role of genetic factors in the pathogenesis of TEN remains 
to be clarified. The onset of TEN usually occurs 7-21 days 
after the beginning of medical treatment, and the rare 
cases of relapse initiate within 48 hrs of taking the drug, 
thus suggesting the existence of an immunological memory. 
The various modalities of treatment include steroids, 
cyclosporine, intravenous immunoglobulin, thalidomide, 
cyclophosphamide, pentoxifylline, N acetyl cysteine, and 
plasmapherisis.[5] The use of corticosteroids is a much-
debated question.

Some reports have described a dramatic improvement in 
patients with TEN treated with corticosteroids.[6,7] Steroids 
can be given intravenously or as suprapharmacologic doses 
intravenously. Short-term use of suprapharmacologic 
intravenous doses of dexamethasone, at an early stage of 
the disease, may contribute to a reduced mortality rate 
in SJS/TEN without increasing the healing time.[8] Use of 
steroids modifies the cell-mediated immune response in 
the pathogenesis of TEN. Cyclosporin inhibits the principal 
cellular populations involved in the pathogenesis of TEN 
(activated T-lymphocytes, macrophages, keratinocytes), 
interferes with the metabolism of TNF, and possesses 
an anti-apoptosis property that causes the death of 
keratinocytes in TEN.[9] We report three patients of TEN who 
were treated with suprapharmacologic doses of intravenous 
dexamethasone followed by cyclosporine.

Case 1: A 40-year-old male presented with TEN after therapy 
with phenytoin for epilepsy since 1 month. The diagnosis 
was confirmed by histopathology with frozen sections and 
H and E-stained sections. He was nursed in isolation and was 
administered intravenous with 100mg of dexamethasone 
in 5% glucose for 4 days till no new lesions appeared. 
Cyclosporine was started on day 5 at the dose of 2 mg/kg 

weight till the patient�s general condition improved, and 
then tapered at the dose of 50mg every 3rd day, and stopped 
after 2 weeks when the patient had complete remission and 
re-epithelization of skin lesions.

Case 2: A 55-year-old female presented with TEN after 
carbamazepine. After confirmation of the diagnosis by frozen 
section, she was administered 100mg of dexamethasone 
in 5% glucose for 2 days, when no new lesions appeared. 
Cyclosporine was administered on day 3 in the same regime 
as in Case 1.

Case 3: A 22-year-old female presented with TEN after 
ciprofloxacin. After confirming the diagnosis on frozen 
sections and H and E-stained sections of skin biopsy, she 
was administered suprapharmacologic doses of intravenous 
dexamethasone in the form of 100mg of dexamethasone 
in 5% glucose for 2 days, when no new lesions appeared. 
Cyclosporine was administered on day 3 in the same regime 
as in Case 1.

All three patients were taken in succession and treated in 
isolation in a tertiary care hospital, where the clinical diagnosis 
of TEN was confirmed by frozen and H and E sections of skin 
biopsy. Once the diagnosis of TEN was confirmed by frozen 
sections, treatment was started on the same day, even when 
new lesions were appearing. In all patients, electrolytes and 
input-output chart were monitored. In addition, supportive 
treatment like antibiotics, fluid replacement, daily dressing, 
and nutritional support was given.

The treatment of TEN in a burn unit or in isolation has 
considerably improved patients� prognosis and survival. 
Appropriate care and nursing, such as protection of the 
cutaneous and mucosal surfaces involved, monitoring of the 
electrolytic balance, fluid replacement, nutritional support, 
and the prevention and treatment of infection, are the 
mainstays of treatment. Steroids help to arrest the disease 
progress by modifying the cell-mediated immune response 
and preventing the progression of the disease when given 
within 72 hours.[6] By administering steroids early and for a 
short duration, the side-effects like gastrointestinal bleeding, 
delayed wound healing, and increased risk of infection can 
be prevented. Since cyclosporine has anti-apoptosis property 
and decreases the time taken for complete re-epithelization, 
it helps arrest further progression of the disease.[10,11]

Although steroids could have been continued till the person 
recovered, the risk of septicemia and other associated 
complications due to steroids is reported to increase 
mortality. Since the role of steroids is in the early phase and 
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does not have any effect after 72 hrs, the steroids given early 
and for a short duration may help improve the prognosis. 
Since cyclosporine is reported to be effective in TEN by 
interrupting the disease progression and decreasing the 
time taken for complete re-epithelization, we feel that the 
combination of initial high dose of steroid and subsequent 
cyclosporine will be a safe alternative to treat this condition 
associated with high mortality.

Hence, to reduce mortality in toxic epidermal necrolysis, 
suprapharmacologic doses of intravenous corticosteriods 
at an early stage of the disease, followed by cyclosporine, 
appear to be a rational option to influence the immune 
system, which leads to apoptosis and necrolysis, and results 
in early recovery.

Suprapharmacologic doses of intravenous dexamethasone, 
given at an early stage of the disease, contribute to a 
reduced mortality rate and modify the cell-mediated 
immune response in the pathogenesis of TEN. Cyclosporin 
possesses an anti-apoptosis property that causes the death 
of keratinocytes in TEN. By using a combination of both, the 
immune response is modified and the side-effects of steroids 
are minimized, and the disease progression is interrupted 
by cyclosporine. This combination may be a safe alternative 
in the management of TEN.
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Type 1 lepra reaction presenting Type 1 lepra reaction presenting 
as immune reconstitution as immune reconstitution 
infl ammatory syndromeinfl ammatory syndrome

Sir,
There is an increasing awareness of the immune 
reconstitution inflammatory syndrome (IRIS) in patients 
initiating antiretroviral therapy. It is likely that there will be 
more reports of this phenomenon in patients co-infected with 
HIV and leprosy, especially from India, where there is a high 
prevalence of both the diseases and antiretroviral therapy is 
being made available for free by national organizations.

The article by Kharkar et al.[1] raises a number of interesting 
considerations:
1. Both cases presented in the article clearly appear 

to satisfy the clinical and pathologic criteria for the 
diagnosis of IRIS. However, early definitions of IRIS by 
French et al.,[2] and subsequent validation studies by 
Robertson et al.,[3] emphasize the need to demonstrate 
at least 1 log10 decrease in plasma HIV viral load. 
The fact that this test (HIV viral load) is not widely 
available in many countries emphasizes once again 
the need to develop diagnostic criteria and algorithms 
that may be universally applicable in all countries.

2. It was interesting to note that in Case 1, antiretroviral 
therapy using nevirapine was initiated at a CD4+ 
lymphocyte count of 299 cells/mm3. Although seen 
more frequently in females, the use of nevirapine in 
patients with CD4+ lymphocyte counts more than 
250 cells/mm3 is associated with an increased risk 
of hepatotoxicity, sometimes fatal.[4,5] This risk was 
potentially further increased after initiating rifampicin 
for treatment of leprosy. Hence, close monitoring and 
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