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Abstract
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Saman Afkhami Ardakani, Shima Farrokhi

Previous studies have found an association between HLA-B*1502 allele and lamotrigine-
induced Stevens-Johnson syndrome (SJS)/ toxic epidermal necrosis (TEN) spectrum in Han
Chinese populations. This study aims to investigate the association between HLA-B*1502
and lamotrigine- or phenytoin- induced SJS/TEN in an Iranian population. The medical
records of twenty-eight lamotrigine-induced SJS/TEN patients and twenty-five lamotrigine-
tolerant controls as well as eight phenytoin-induced SJS/TEN and twelve phenytoin-tolerant
controls were extracted between March 2013 and March 2019 from the university hospitals
in Mashhad, Iran. The presence of HLA-B*1502 allele was determined using real-time
polymerase chain reaction (PCR). Among lamotrigine-induced patients with SJS/TEN, 11
(39.3%) patients tested positive for the HLA-B*1502 while only 3 (12.0%) of the lamotrigine-
tolerant controls tested positive for this allele. The risk of lamotrigine-induced SJS/TEN was
significantly higher in patients with HLA-B*1502, with an odds ratio (OR) of 4.74 [95%
confidence interval (CI) 1.14–19.73, p = 0.032]. Sensitivity, specificity, positive predictive
value (PPV) and negative predictive value (NPV) of HLA-B*1502 for lamotrigine-induced

  Back

8/10/24, 2:26 PM Investigating the association of Lamotrigine and Phenytoin‐induced Stevens‐Johnson syndrome/Toxic Epidermal Necrolysis with H…

https://onlinelibrary.wiley.com/doi/10.1111/exd.14240 1/6

https://googleads.g.doubleclick.net/aclk?sa=l&ai=CeOUEwr63ZtC2IJDHmtUP5YDVwA7_jbDkW8rBm--dC6n30coSEAEgq-LcfmDJpu6M5KTAE6AB466A-wPIAQLgAgCoAwHIAwiqBOkCT9AqcRModPKIYRDqmaguv-ObZL-aFzGdSrh5FV0YidNdneMH5sSUA9g-HQJ2A29JKFzHjgOUAWpvuKvWvSCFQl-Byh60o-2sKYNWT9hFHUfHy8eRgAIcra3Am9zcctjmgJZWQQ92vWAX-HMZy7YWiKebS1rKRRs-eCS6XPip0tRF0TmxOPcuXyZSTOmjaYK_88Q2FZBFHQAU3X-OPSsEyymSXR7SqJbH0_YyyCPh7CCcGZoiGMjIs1DEEZage01fxble1wEPx6SdQCmACZMqOaH_faoXPRVVyIKk7Gr6ukOUwYaCRYruyo6LtmdlYDE4DiD-WKFVKorx_s8TbJuWjIshZgfa5RfJazCTNbN9XmxHq0Y7Aek2smZyrYnZAIgRyn7CJ-dKbkMsBMwDU0Pz0BMZP09VZ8qteM_rIjsGxzsOATK_ieiHsjHum0uHEGST79o0vgk3I0ZdBG8o30su2SJSP1OgS1m9gMAE2dLQ8NwC4AQBiAXZv8CKI6AGAoAHhdH_BKgH2baxAqgH1ckbqAemvhuoB47OG6gHk9gbqAfulrECqAf-nrECqAevvrECqAeaBqgH89EbqAeW2BuoB6qbsQKoB4OtsQKoB-C9sQKoB_-esQKoB9-fsQKoB8qpsQKoB-ulsQKoB-qxsQKoB5m1sQKoB763sQKoB_jCsQKoB_vCsQLYBwHSCCQIgGEQARgdMgKKAjoJgECAwICAgKAoSL39wTpYy9qN1JPrhwOxCfSXdhNauh7ggAoDmAsByAsB2gwQCgoQsNLh-vLVgeolEgIBA6oNAlVTyA0B4g0TCPeNjtST64cDFZCjpgQdZUAV6NgTAtAVAfgWAYAXAbIXAhgBuhcCOAGyGAUYAiIBANAYAQ&ae=1&ase=2&gclid=EAIaIQobChMI0J-P1JPrhwMVkKOmBB1lQBXoEAEYASAAEgLOVfD_BwE&num=1&cid=CAQSTwDpaXnfuZxejSOG1n7LFhL5CIJMABfWfwV0edhVwW8oGDLaU5XMrMoB4GiZLivY_VtMTxYWCCEZaVYMcBbAC88FMWoOOngrmnwX_6uijd8YAQ&sig=AOD64_2fzilz9GZE-uxLElzXBzYzoXl4IA&client=ca-pub-3632037561411397&rf=5&nx=CLICK_X&ny=CLICK_Y&uap=UACH(platform)&uapv=UACH(platformVersion)&uaa=UACH(architecture)&uam=UACH(model)&uafv=UACH(uaFullVersion)&uab=UACH(bitness)&uaw=UACH(wow64)&uafvl=UACH(fullVersionList)&nb=2&adurl=https://artisanmed.com/product-catalog/%3Fgad_source%3D5%26gclid%3DEAIaIQobChMI0J-P1JPrhwMVkKOmBB1lQBXoEAEYASAAEgLOVfD_BwE
https://googleads.g.doubleclick.net/aclk?sa=l&ai=CeOUEwr63ZtC2IJDHmtUP5YDVwA7_jbDkW8rBm--dC6n30coSEAEgq-LcfmDJpu6M5KTAE6AB466A-wPIAQLgAgCoAwHIAwiqBOkCT9AqcRModPKIYRDqmaguv-ObZL-aFzGdSrh5FV0YidNdneMH5sSUA9g-HQJ2A29JKFzHjgOUAWpvuKvWvSCFQl-Byh60o-2sKYNWT9hFHUfHy8eRgAIcra3Am9zcctjmgJZWQQ92vWAX-HMZy7YWiKebS1rKRRs-eCS6XPip0tRF0TmxOPcuXyZSTOmjaYK_88Q2FZBFHQAU3X-OPSsEyymSXR7SqJbH0_YyyCPh7CCcGZoiGMjIs1DEEZage01fxble1wEPx6SdQCmACZMqOaH_faoXPRVVyIKk7Gr6ukOUwYaCRYruyo6LtmdlYDE4DiD-WKFVKorx_s8TbJuWjIshZgfa5RfJazCTNbN9XmxHq0Y7Aek2smZyrYnZAIgRyn7CJ-dKbkMsBMwDU0Pz0BMZP09VZ8qteM_rIjsGxzsOATK_ieiHsjHum0uHEGST79o0vgk3I0ZdBG8o30su2SJSP1OgS1m9gMAE2dLQ8NwC4AQBiAXZv8CKI6AGAoAHhdH_BKgH2baxAqgH1ckbqAemvhuoB47OG6gHk9gbqAfulrECqAf-nrECqAevvrECqAeaBqgH89EbqAeW2BuoB6qbsQKoB4OtsQKoB-C9sQKoB_-esQKoB9-fsQKoB8qpsQKoB-ulsQKoB-qxsQKoB5m1sQKoB763sQKoB_jCsQKoB_vCsQLYBwHSCCQIgGEQARgdMgKKAjoJgECAwICAgKAoSL39wTpYy9qN1JPrhwOxCfSXdhNauh7ggAoDmAsByAsB2gwQCgoQsNLh-vLVgeolEgIBA6oNAlVTyA0B4g0TCPeNjtST64cDFZCjpgQdZUAV6NgTAtAVAfgWAYAXAbIXAhgBuhcCOAGyGAUYAiIBANAYAQ&ae=1&ase=2&gclid=EAIaIQobChMI0J-P1JPrhwMVkKOmBB1lQBXoEAEYASAAEgLOVfD_BwE&num=1&cid=CAQSTwDpaXnfuZxejSOG1n7LFhL5CIJMABfWfwV0edhVwW8oGDLaU5XMrMoB4GiZLivY_VtMTxYWCCEZaVYMcBbAC88FMWoOOngrmnwX_6uijd8YAQ&sig=AOD64_2fzilz9GZE-uxLElzXBzYzoXl4IA&client=ca-pub-3632037561411397&rf=5&nx=CLICK_X&ny=CLICK_Y&uap=UACH(platform)&uapv=UACH(platformVersion)&uaa=UACH(architecture)&uam=UACH(model)&uafv=UACH(uaFullVersion)&uab=UACH(bitness)&uaw=UACH(wow64)&uafvl=UACH(fullVersionList)&nb=2&adurl=https://artisanmed.com/product-catalog/%3Fgad_source%3D5%26gclid%3DEAIaIQobChMI0J-P1JPrhwMVkKOmBB1lQBXoEAEYASAAEgLOVfD_BwE
https://onlinelibrary.wiley.com/journal/16000625
https://onlinelibrary.wiley.com/toc/16000625/2021/30/2
https://doi.org/10.1111/exd.14240
https://onlinelibrary.wiley.com/authored-by/Sabourirad/Sara
https://onlinelibrary.wiley.com/authored-by/Sabourirad/Sara
https://onlinelibrary.wiley.com/authored-by/Sabourirad/Sara
https://onlinelibrary.wiley.com/authored-by/Mortezaee/Reza
https://onlinelibrary.wiley.com/authored-by/Mortezaee/Reza
https://onlinelibrary.wiley.com/authored-by/Mortezaee/Reza
https://onlinelibrary.wiley.com/authored-by/Mortezaee/Reza
https://onlinelibrary.wiley.com/authored-by/Mortezaee/Reza
https://onlinelibrary.wiley.com/authored-by/Mojarad/Majid
https://onlinelibrary.wiley.com/authored-by/Mojarad/Majid
https://onlinelibrary.wiley.com/authored-by/Mojarad/Majid
https://onlinelibrary.wiley.com/authored-by/Eslahi/Atieh
https://onlinelibrary.wiley.com/authored-by/Eslahi/Atieh
https://onlinelibrary.wiley.com/authored-by/Eslahi/Atieh
https://onlinelibrary.wiley.com/authored-by/Shahrokhi/Yahya
https://onlinelibrary.wiley.com/authored-by/Shahrokhi/Yahya
https://onlinelibrary.wiley.com/authored-by/Shahrokhi/Yahya
https://onlinelibrary.wiley.com/authored-by/Kiafar/Bita
https://onlinelibrary.wiley.com/authored-by/Kiafar/Bita
https://onlinelibrary.wiley.com/authored-by/Kiafar/Bita
https://onlinelibrary.wiley.com/authored-by/Jarahi/Lida
https://onlinelibrary.wiley.com/authored-by/Jarahi/Lida
https://onlinelibrary.wiley.com/authored-by/Jarahi/Lida
https://onlinelibrary.wiley.com/authored-by/Afkhami+Ardakani/Saman
https://onlinelibrary.wiley.com/authored-by/Afkhami+Ardakani/Saman
https://onlinelibrary.wiley.com/authored-by/Afkhami+Ardakani/Saman
https://onlinelibrary.wiley.com/authored-by/Farrokhi/Shima
https://onlinelibrary.wiley.com/authored-by/Farrokhi/Shima
https://onlinelibrary.wiley.com/authored-by/Farrokhi/Shima
javascript:void(0)


Supporting Information 

Please note: The publisher is not responsible for the content or functionality of any supporting
information supplied by the authors. Any queries (other than missing content) should be directed to
the corresponding author for the article.

REFERENCES 

1 Roujeau JC, Stern RS. Severe cutaneous adverse reactions to drugs. N Engl J Med. 1994; 331: 1272-
1285.

CAS PubMed Web of Science® Google Scholar

2 Becker DS. Toxic epidermal necrolysis. Lancet. 1998; 351: 1417-1420.

CAS PubMed Web of Science® Google Scholar

SJS/TEN was 39.29%, 88.00%, 78.57% and 56.41%, respectively. The HLA-B*1502 allele was
present in 2 (25.0%) of phenytoin-induced SJS/TEN cases and 5 (41.7%) of the phenytoin-
tolerant controls tested positive for HLA-B*1502 allele. The risk of phenytoin-induced
SJS/TEN was not higher in the patients with HLA-B*1502 (OR = 0.467 [95% confidence
interval (CI) 0.065-3.34, p = 0.642]). Lamotrigine-induced SJS/TEN is associated with HLA-
B*1502 allele in an Iranian population but this is not the case for phenytoin-induced
SJS/TEN.
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Table S1. Multiple logistic regression results.
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IQR, interquartile range; SD, standard deviation.
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