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Letter to Editor on Dual Anti-Epileptics Induced Stevens-Johnson

Syndrome: A Case Report
Vikash Paudel'

'Department of Dermatology and Venereology, Patan Academy of Health Sciences, Lagankhel, Lalitpur,Nepal.

Dear Editor,

| have read the case report entitled “Dual Antiepileptics
Induced Stevens-Johnson Syndrome: A Case Report”
by Nakarmi et al., published in Journal of Nepal
Medical Association 2020;58(230):801-4." | would like
to take this opportunity to congratulate the authors
and the supporting staff for successfully managing
the life-threatening severe cutaneous adverse drug
reaction caused by anti-epileptics and would like to
make some comments regarding this.

Stevens-Johnsonssyndrome (SJS) and toxic epidermal
necrolysis (TEN) are severe cutaneous adverse drug
reactions. These are more common with aromatic
antiepileptic drugs; however, they can also occur with
other antiepileptic drugs which can cross-react with
each other and one may increase the chance of severe
drug reactions if combined.? The rash predictor study
of 15 potential antiepileptic drugs had revealed that
the highest rash rates occurred with phenytoin (5.9%),
lamotrigine (4.8%) and carbamazepine (3.7%) whereas
the lowest rash rates occurred with felbamate,
primidone, topiramate (all <1%), levetiracetam (0.6%),
gabapentin (0.3%), and valproate (0.7%).3

In the report, it has been mentioned that the patient
suffered from SJS due to dual antiepileptics i.e.,
phenytoin and sodium valproate after 26 days of
exposure. The patient was admitted for some seizure
disorders who was given phenytoin, sodium valproate,
and clobazam during the hospital stay and continued
on discharge.

| would like to comment on three important factors
regarding the management and diagnosis of SJS here.
The first one is that, if the lesion in the patient was a
suspicion of SJS due to some antiepileptic drugs, all
antiepileptic drugs including clobazam should have
been stopped, because there are reports of SJS even
with clobazam.*® It is rightly said that all drugs except
life-saving or emergency drugs should be stopped in
suspicion of minor SJS since it could be converted to
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TEN which could be more fatal.?’ Since, clobazam is
not a life-saving drug it should also have been stopped.
Besides, co-administration of one antiepileptic drug
has been shown to significantly increase the plasma
concentrations of other antiepileptic drugs and the
risk of a potentially serious and life-threatening rash.
It's said that when clobazam is added to a therapy
regimen that includes valproic acid, the patient should
be closely monitored for possible adverse drug
reactions caused by elevated valproic acid serum
concentrations, and monitoring of valproate serum
levels should be considered.®

Secondly, since phenytoin is one of the commonest
antiepileptic drugs causing SJS, valproate might not be
the cause of SJS here, since we cannot prove whether
the combination or a single drug was responsible.
There is no doubt about valproate being the potential
cause of SJS or TEN singly as well.?

Thirdly, the drug-drug interaction between phenytoin,
valproate, and clobazam could have contributed to the
development of SJS, which we cannot establish the
causality.

Since three antiepileptic drugs were used and SJS
followed it, on the basis of temporal association, triple
antiepileptic drug-induced SJS could have been the
better title.

Moving forward, it's crucial for healthcare practitioners
to adhere to standard guidelines and promptly
withdraw all implicated drugs except life-saving ones
when managing severe cutaneous adverse drug
reactions like SJS and TEN. Further research and
vigilance in clinical practice are essential to better
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understand and prevent such life-threatening reactions
in patients receiving antiepileptic therapy.

Acknowledgement: None

Conflict of Interest: The author declared no competing
interests.

Ethical Consideration: Ethical issues (Including
Plagiariasm, Data Fabicration, Double Publication)
have been completely observed by the author.

Funding: None

REFERENCE

1. Nakarmi P, Raut S, Manandhar S, Shrestha A. Dual
Antiepileptics Induced Stevens-Johnson Syndrome: A
Case Report. ] Nepal Med Assoc. 2020 Oct;58(230):801-4.
[PubMed | Full Text | DOI]

2. Harr T, French LE. Toxic epidermal necrolysis and
Stevens-Johnson syndrome. Orphanet ] Rare Dis. 2010 Dec
16;5:39. [PubMed | Full Text | DOI]

3. Arif H, Buchsbaum R, Weintraub D, Koyfman S,
Salas-Humara C, Bazil CW, et al. Comparison and predictors
of rash associated with 15 antiepileptic drugs. Neurology.
2007 May 15;68(20):1701-9. [PubMed | Full Text | DOI]

4. Ertam I, Sezgin AO, Unal I. A case with Stevens Johnson
syndrome triggered by combination of clobazam,
lamotrigine, and valproic acid treatment. Int ] Dermatol.
2009 Jan;48(1):98-9. [PubMed | Full Text | DOI]

5. Yapici AK, Fidanci MK, Kilic S, Balamtekin N, Mutluay
Arslan M, Yavuz ST, et al. Stevens-Johnson Syndrome
triggered by a combination of clobazam, lamotrigine and

484 JNMA | VOL 62

ISSUE 275

valproic acid in a 7-year-old child. Ann Burns Fire Disasters.
2014 Sep 30;27(3):121-5. [PubMed | Full Text]

6. Redondo P, Vicente J, Espafia A, Subira ML, De Felipe I,

Quintanilla E. Photo-induced toxic epidermal necrolysis
caused by clobazam. Br ] Dermatol. 1996 Dec;135(6):999-1002.
[PubMed | Full Text | DOI]

7. Paudel V, Chudal D. Carbamazepine-Induced Toxic
Epidermal Necrolysis Managed by Mobile Teledermatology
in COVID-19 Pandemic in Rural Nepal. Case Rep Dermatol
Med. 2020 Nov 6;2020:8845759. [PubMed | Full Text | DOI]

8. Theis JG, Koren G, Daneman R, Sherwin AL, Menzano
E, Cortez M, et al. Interactions of clobazam with
conventional antiepileptics in children. ] Child Neurol. 1997
Apr;12(3):208-13. [PubMed | Full Text | DOI]

JuLy 2024

Free Full Text Articles are Available at www.jnma.com.np



http://www.jnma.com.np
https://www.ncbi.nlm.nih.gov/pubmed/34504362
https://www.jnma.com.np/jnma/index.php/jnma/article/view/5308
https://dx.doi.org/10.31729%2Fjnma.5308
https://pubmed.ncbi.nlm.nih.gov/21162721/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3018455/
https://doi.org/10.1186/1750-1172-5-39
https://pubmed.ncbi.nlm.nih.gov/17502552/
https://n.neurology.org/content/68/20/1701.long
https://doi.org/10.1212/01.wnl.0000261917.83337.db
https://pubmed.ncbi.nlm.nih.gov/19126064/
https://onlinelibrary.wiley.com/doi/10.1111/j.1365-4632.2009.03865.x
https://doi.org/10.1111/j.1365-4632.2009.03865.x
https://pubmed.ncbi.nlm.nih.gov/26170788/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4441308/
https://pubmed.ncbi.nlm.nih.gov/8977728/
https://onlinelibrary.wiley.com/doi/abs/10.1046/j.1365-2133.1996.d01-1111.x?sid=nlm%3Apubmed
https://doi.org/10.1046/j.1365-2133.1996.d01-1111.x
https://pubmed.ncbi.nlm.nih.gov/33204546/
https://www.hindawi.com/journals/cridm/2020/8845759/
https://doi.org/10.1155/2020/8845759
https://pubmed.ncbi.nlm.nih.gov/9130097/
https://journals.sagepub.com/doi/10.1177/088307389701200311?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://doi.org/10.1177/088307389701200311

	one
	two
	three
	four
	five
	six
	seven
	eight
	nine
	ten
	eleven
	twelve
	thirteen
	fourteen
	fifteen
	sixteen
	seventeen
	eighteen
	twenty
	twentyone
	twentytwo
	twentythree
	_GoBack

