
 

 

Stevens Johnson Syndrome precipitated by Phenytoin and 1 

aggravated by oral cefixime – A rare case report from 2 

tertiary medical college in North India. 3 

 4 

ABSTRACT: 5 

Stevens–Johnson syndrome (SJS) is a rare, life-threatening mucocutaneous 6 

hypersensitivity reaction most commonly triggered by medications. It is 7 

characterized by epidermal necrosis, detachment, and involvement of multiple 8 

mucosal surfaces. Among drug-induced causes, antiepileptics and antibiotics are 9 

frequently implicated. We report a rare Paediatric case of SJS precipitated by 10 

phenytoin and subsequently aggravated by oral cefixime. A clinical diagnosis of 11 

SJS secondary to phenytoin was made based on temporal association. The 12 

patient initially improved with supportive care and was discharged. However, 13 

within 48 hours of initiating oral cefixime, he returned with worsening 14 

cutaneous lesions, desquamation, and exacerbation of oral ulcers. No other new 15 

medications were reported. Cefixime-induced aggravation of SJS was 16 

suspected, and the drug was promptly discontinued. This case highlights a rare 17 

instance of sequential drug-induced SJS, with phenytoin as the precipitating 18 

agent and cefixime as a potential aggravating factor. While cephalosporins are 19 

associated with SJS, clinicians should remain vigilant regarding their potential 20 

role, especially in patients with recent other drug hypersensitivity. Early 21 

recognition, prompt withdrawal of offending agents, and appropriate supportive 22 

management are crucial to improving outcomes. This report underscores the 23 

importance of careful drug selection and monitoring in paediatric patients at risk 24 

for severe cutaneous adverse reactions. 25 
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 29 

INTRODUCTION: 30 

Stevens-Johnson syndrome (SJS) is an uncommon yet life-threatening disorder 31 

affecting the skin and mucous membranes. It is characterized by widespread 32 

keratinocyte apoptosis leading to epidermal detachment. The condition 33 

represents a delayed-type hypersensitivity reaction mediated primarily by 34 



 

 

cytotoxic T lymphocytes and natural killer cells, which release inflammatory 35 

and cytotoxic mediators. (1) 36 

 37 

Clinically, SJS typically involves less than 10% of the total body surface area 38 

and may affect multiple mucosal sites, including the oral cavity, eyes, 39 

respiratory tract, and genital region. The reported incidence ranges from 40 

approximately 1 to 6 cases per million population annually, with slightly higher 41 

rates observed in Asian populations. (1) 42 

 43 

A variety of triggers have been implicated, most notably medications, which 44 

account for the majority of cases. Other contributing factors include infections, 45 

immunizations, radiation exposure, graft-versus-host disease, and certain 46 

environmental agents. Drug-induced cases constitute around 50–80% of SJS, 47 

while an even greater proportion of Toxic Epidermal Necrolysis (TEN) cases 48 

are attributed to medications. (2) 49 

 50 

Among pharmacological triggers, antibiotics—particularly cephalosporins—51 

have been associated with SJS, although reports involving specific agents such 52 

as cefixime remain limited. (3,4) 53 

There have been just 2 case reports implicated in causation of SJS by Cefixime, 54 

however we have not been able to find any cases reported in literature where 55 

SJS has been precipitated by Phenytoin and found to be aggravated by cefixime. 56 

Therefore, we are reporting this rare case of a 7-year-old boy from Nepal 57 

presenting with SJS which was precipitated by Phenytoin and aggravated by 58 

Cefixime. 59 

 60 

 61 

 62 

Case description 63 

 64 

A 7-year-old male child, was admitted with chief complaints of fever, cutaneous 65 

lesions associated with burning and itching sensation, and painful perioral and 66 

oral lesions. 67 



 

 

The patient had previously been admitted to a hospital in Nepal with complaints 68 

of seizures. He received intravenous Phenytoin for seizure control, following 69 

which he developed multiple coalescing erythematous and purpuric macules 70 

and papules over the trunk, face, and upper limbs, associated with burning 71 

sensation and pruritus. These lesions were accompanied by swelling, redness, 72 

and crusting of the lips. The patient subsequently presented to the Emergency 73 

Department of our hospital. 74 

On detailed history taking, there was no prior history of similar manifestations. 75 

No family history of similar illness was present. The patient had no known 76 

autoimmune disease, allergy history, active malignancy, or significant prior drug 77 

exposure. 78 

On examination, multiple hyperpigmented and reddish-purple macules and 79 

papules were present over the face, trunk, back, and upper limbs, involving 80 

<10% of the body surface area (BSA). The rash was erythematous with blister 81 

formation and areas of necrotic epidermal detachment. Nikolsky sign was 82 

positive. Examination of the oral cavity revealed multiple ulcers along with 83 

haemorrhagic crusting and erosions over the labial mucosa. Eyes and genital 84 

mucosae were spared. The cutaneous manifestations were associated with fever 85 

(103°F), odynophagia, and dysphagia. SCORTEN at the time of admission was 86 

1, corresponding to an estimated mortality rate of 3%. Vital parameters were 87 

otherwise within normal limits. 88 

On investigation, haemoglobin was 11.1 g/dL (normal male range: 13–18 g/dL), 89 

C-reactive protein was 38.5 mg/L (normal range: 0–5 mg/L), and random blood 90 

sugar was 96 mg/dL. In view of the prior history of seizures, lumbar puncture, 91 

electroencephalography, and magnetic resonance imaging of the brain were 92 

performed, all of which were within normal limits. 93 

Dermatology consultation was obtained, and a clinical diagnosis of Stevens–94 

Johnson syndrome precipitated by Phenytoin was made based on the temporal 95 

relationship between drug administration and onset of symptoms. Accordingly, 96 

phenytoin was discontinued. The patient was managed conservatively with 97 

intravenous fluids, injection meropenem, injection dexamethasone 2.5 mg every 98 

24 hours, Mucopain oral gel, Nadibact ointment, Mometasone cream, tablet 99 

fexofenadine 180 mg once daily and other supportive treatment. 100 

After 5 days of conservative management, the patient showed clinical 101 

improvement. The lesions progressed to the healing stage, and the oral ulcers 102 

reduced significantly. The patient was discharged after 5 days of hospitalization. 103 



 

 

At discharge, oral cefixime was prescribed, while topical medications and 104 

nutritional supplements were continued. 105 

However, 48 hours after discharge, the patient returned to the triage with 106 

aggravation of the cutaneous and oral lesions. Peeling and desquamation were 107 

noted over the facial and truncal lesions, along with marked swelling of the lips 108 

and haemorrhagic crusting. Multiple oral ulcers were again present. On detailed 109 

history, the patient had taken only the medications prescribed at discharge. 110 

There was no history of intake of NSAIDs or any antibiotic other than 111 

Cefixime. Therefore, aggravation of Stevens–Johnson syndrome secondary to 112 

cefixime was suspected, and the drug was discontinued immediately. 113 

The patient was urgently readmitted, and after consultation with the 114 

Dermatology and ENT teams, treatment was initiated with injection 115 

methylprednisolone 2 mg/kg for 5 days, tablet fexofenadine 180 mg once daily, 116 

intravenous fluids, and supportive care. Gradual improvement in the lesions was 117 

observed, and the patient was subsequently discharged in stable condition. 118 

 119 

 120 

IMAGES : Are taken after due consent from the patient and patient identity has 121 

been concealed. 122 



 

 

 123 

IMAGE 1 : Multiple pigmented maculopapular lesions present over the face and 124 

haemorrhagic crusting present over the lips. 125 

 126 

 127 



 

 

IMAGE 2 : Hyperpigmented coalescent purpura like maculopapular rash 128 

present over the abdomen. 129 

 130 

 131 

DISCUSSION 132 

Stevens–Johnson syndrome (SJS) is a severe, potentially fatal, immune-133 

mediated hypersensitivity reaction that is most commonly triggered by 134 

medications, although infections may also be responsible.(1) The presence of 135 

the HLA-B*1502 allele has been strongly linked to carbamazepine-induced 136 

SJS.(5) Infectious agents such as herpes simplex virus and Mycoplasma 137 

pneumoniae, as well as vaccinations such as the measles vaccine, have also 138 

been implicated as potential triggers.(6) 139 

It represents a significant proportion, approximately 30–50%, of serious 140 

cutaneous adverse drug reactions. (7) Several predisposing factors have been 141 

identified, including immunocompromised states such as HIV infection, (1) 142 

underlying malignancies, autoimmune or collagen vascular disorders, and 143 

genetic susceptibility. (1) 144 

SJS and Toxic epidermal necrolysis (TEN) are considered part of a continuous 145 

clinical spectrum, most often resulting from adverse drug reactions. They are 146 

primarily differentiated based on the extent of epidermal detachment:(1) 147 

1. SJS: involvement of less than 10% of total body surface area (BSA)  148 

2. SJS–TEN overlap: epidermal detachment involving 10–30% of BSA  149 

3. TEN: more extensive involvement affecting over 30% of BSA  150 

Cutaneous adverse drug reactions (CADRs) represent a wide spectrum of 151 

clinical and immunological manifestations. These range from relatively 152 

common and mild conditions, such as maculopapular drug eruptions, to severe 153 

and potentially fatal disorders including Stevens–Johnson syndrome (SJS), toxic 154 

epidermal necrolysis (TEN), and Drug reaction with eosinophilia and systemic 155 

symptoms (DRESS)(8). With increasing life expectancy, a higher burden of 156 

comorbid illnesses, and widespread use of multiple medications, the occurrence 157 

of CADRs has risen. 158 

The onset of reactions following administration of the offending drug is 159 

typically around 4–28 days. In our case, the patient had received intravenous 160 

Phenytoin at another hospital, which precipitated the skin reaction. After 161 

discontinuation of phenytoin, there was an initial healing phase followed by 162 



 

 

aggravation of lesions within 48 hours of starting oral Cefixime, which differs 163 

from the usual onset duration of SJS reported in the literature (9). There is 164 

evidence regarding the association of cephalosporins as causative agents for 165 

SJS/TEN. This group of drugs is considered the fifth most common class of 166 

antibiotics implicated in SJS/TEN. (9) 167 

Phenytoin is highly protein-bound in plasma (approximately 90%), which 168 

means that even small increases in dose can significantly raise free drug levels 169 

and lead to toxicity, especially near the therapeutic range. In addition, it acts as a 170 

hepatic enzyme inducer, altering the metabolism of several concomitant 171 

medications. The risk of developing Stevens–Johnson syndrome (SJS) is highest 172 

during the early phase of treatment, particularly within the first two months. 173 

This adverse reaction is thought to be related to the formation of reactive drug 174 

metabolites that can trigger immune-mediated damage to keratinocytes, 175 

ultimately leading to widespread epidermal injury. (10,11) 176 

Given the high mortality associated with SJS/TEN, significant efforts have been 177 

directed towards developing reliable prognostic tools. The SCORTEN 178 

(Severity-of-Illness Score for Toxic Epidermal Necrolysis), introduced by 179 

Bastuji-Garin et al. in 2000, is the most widely used system for predicting in-180 

hospital mortality (12). It incorporates seven clinical and laboratory parameters: 181 

age ≥40 years, presence of malignancy, epidermal detachment >10% of total 182 

body surface area, heart rate ≥120/min, blood urea nitrogen >10 mmol/L, serum 183 

bicarbonate <20 mmol/L, and serum glucose >15 mmol/L. Although SCORTEN 184 

has been extensively validated and remains clinically useful, recent studies 185 

suggest that its predictive performance may vary in current clinical practice. 186 

(12) 187 

The cornerstone of management in Stevens–Johnson syndrome is the prompt 188 

identification and immediate withdrawal of the offending drug. Subsequent care 189 

is largely supportive and should prioritize maintenance of airway patency, 190 

hemodynamic stability, adequate fluid and electrolyte balance, pain control, and 191 

meticulous wound care (13). Various systemic therapies have been explored to 192 

modify disease progression. These include corticosteroids, cyclosporine, 193 

intravenous immunoglobulin (IVIG), and tumor necrosis factor-alpha (TNF-α) 194 

inhibitors. 195 

IVIG at a dose of 2 g/kg has been found to be effective in one meta-analysis. 196 

However, the role of corticosteroids remains controversial because of 197 

inconsistent evidence regarding their impact on mortality (14). 198 



 

 

Emerging evidence has highlighted the role of TNF-α inhibitors such as 199 

etanercept, with studies showing mortality rates lower than those predicted by 200 

severity scoring systems such as SCORTEN. (15) Additionally, combination 201 

regimens—such as cyclosporine or IVIG used alongside corticosteroids—have 202 

been associated with improved survival outcomes in certain analyses. (16) 203 

The strength of this article lies in highlighting a rare occurrence of Stevens–204 

Johnson syndrome precipitated by Phenytoin with possible aggravation by 205 

Cefixime, emphasizing a clinically important drug interaction pattern that has 206 

not been reported previously. Unlike typical reports focusing on a single 207 

offending agent, this case suggests a possible two-hit phenomenon—initial 208 

sensitization by phenytoin followed by subsequent exacerbation by cefixime—209 

thereby adding depth to the existing literature. 210 

The limitation of our article is that it is a single case report; therefore, the 211 

findings cannot be generalized to a larger population. Larger studies and meta-212 

analyses are required to establish definitive causality. 213 

 214 

CONCLUSION 215 

As both Phenytoin and Cefixime are rampantly used in Paediatric clinical 216 

practice throughout the world owing to their availability and cost effectiveness 217 

for their respective clinical indications, therefore a clinician should be mindful 218 

of the drug hypersensitivity reactions that can occur due to both used in 219 

succession. 220 

 221 

CONFLICTS OF INTEREST :NIL 222 

 223 

REFERENCES 224 

 225 

1) E.N. Ergen, L.C. Hughey, Stevens–Johnson syndrome and toxic epidermal 226 

necrolysis, JAMA Dermatology 153 (2017) 1344, 227 

https://doi.org/10.1001/jamadermatol.2017.3957 228 

(2) S.-C. Yang, S. Hu, S.-Z. Zhang, J.-W. Huang, J. Zhang, C. Ji, B. Cheng, The 229 

epidemiology of Stevens–Johnson syndrome and toxic epidermal necrolysis in 230 

China, Journal of Immunology Research 2018 (2018) 4320195, 231 

https://doi.org/10.1155/2018/4320195. 232 



 

 

(3) A. Rao, I. Khan, S. Velupula, J. N., S. L., K. M., A case series of cefixime-233 

induced Stevens–Johnson syndrome, International Journal of Basic & Clinical 234 

Pharmacology 7 (2018) 1648, 235 

https://doi.org/10.18203/23192003.ijbcp20183038. 236 

(4) D. Dhali, U. Halder, R. Santra, M. Biswas, Cefixime-induced Stevens–237 

Johnson syndrome: a case report and review of literature, International Journal 238 

of Contemporary Medical Research 3 (2016). 239 

(5) W. Tangamornsuksan, N. Chaiyakunapruk, R. Somkrua, M. Lohitnavy, W. 240 

Tassaneeyakul, Relationship between the HLA-B*1502 allele and 241 

carbamazepine-induced Stevens–Johnson syndrome and toxic epidermal 242 

necrolysis: a systematic review and meta-analysis, JAMA Dermatology 149 243 

(2013) 1025–1032, https://doi.org/10.1001/jamadermatol.2013.4114. 244 

(6) T. Hazir, M. Saleem, K.A. Abbas, Stevens–Johnson syndrome following 245 

measles vaccination, Journal of Pakistan Medical Association 47 (1997) 264–246 

265. 247 

(7) J.C. Roujeau, R.S. Stern, Severe adverse cutaneous reactions to drugs, New 248 

England Journal of Medicine 331 (1994) 1272–1285, 249 

https://doi.org/10.1056/NEJM199411103311906. 250 

(8) J. Paster, W. Hötzenecker, S. Ahn, Cutaneous drug reactions: classification, 251 

diagnosis, clinical and therapeutic consequences, Allergo Journal International 252 

34 (2025) 251–261, https://doi.org/10.1007/s40629-025-00350-y. 253 

(9) D.A. Khan, A. Banerji, J.A. Bernstein, B. Bilgicer, K. Blumenthal, M. 254 

Castells, D. Ein, D.M. Lang, E. Phillips, Cephalosporin allergy: current 255 

understanding and future challenges, The Journal of Allergy and Clinical 256 

Immunology: In Practice 7 (2019) 2105, 257 

https://doi.org/10.1016/j.jaip.2019.06.001. 258 

(10) B. Rzany, O. Correia, J.P. Kelly, L. Naldi, A. Auquier, R. Stern, Risk of 259 

Stevens–Johnson syndrome and toxic epidermal necrolysis during first weeks of 260 

antiepileptic therapy: a case-control study. Study Group of the International 261 

Case Control Study on Severe Cutaneous Adverse Reactions, Lancet 353 (1999) 262 

2190–2194, https://doi.org/10.1016/S0140-6736(98)05418-X. 263 

(11) Y.B. Roka, S. Shrestha, N. Roka, M. Karki, Stevens–Johnson syndrome in 264 

a child on phenytoin, exacerbated with cefixime, Journal of Nepal Paediatric 265 

Society 39 (2019) 193–196. 266 

(12) Z.F. Liu, H. Yang, L. Lin, et al., SCORTEN and novel prognostic markers 267 

in Stevens–Johnson syndrome/toxic epidermal necrolysis: a systematic review 268 

https://doi.org/10.1001/jamadermatol.2013.4114
https://doi.org/10.1056/NEJM199411103311906
https://doi.org/10.1007/s40629-025-00350-y
https://doi.org/10.1016/j.jaip.2019.06.001


 

 

and meta-analysis, Australasian Journal of Dermatology 67 (2026) e143–e153, 269 

https://doi.org/10.1111/ajd.70082. 270 

(13) E. Letko, D.N. Papaliodis, G.N. Papaliodis, Y.J. Daoud, A.R. Ahmed, C.S. 271 

Foster, Stevens–Johnson syndrome and toxic epidermal necrolysis: a review of 272 

the literature, Annals of Allergy, Asthma & Immunology 94 (2005) 419–436, 273 

https://doi.org/10.1016/S1081-1206(10)61112-X. 274 

(14) Y.-C. Huang, Y.-C. Li, T.-J. Chen, The efficacy of intravenous 275 

immunoglobulin for the treatment of toxic epidermal necrolysis: a systematic 276 

review and meta-analysis, British Journal of Dermatology 167 (2012) 424–432, 277 

https://doi.org/10.1111/j.1365-2133.2012.10965.x. 278 

(15) C.-W. Wang, L.-Y. Yang, C.-B. Chen, H.-C. Ho, S.-I. Hung, C.-H. Yang, 279 

C.-J. Chang, S.-C. Su, R.C.-Y. Hui, S.-W. Chin, L.-F. Huang, Y.Y.-W. Lin, W.-Y. 280 

Chang, W.-L. Fan, C.-Y. Yang, J.-C. Ho, Y.-C. Chang, C.-W. Lu, W.-H. Chung, 281 

The Taiwan Severe Cutaneous Adverse Reaction (TSCAR) Consortium, 282 

Randomized controlled trial of TNF-α antagonist in CTL-mediated severe 283 

cutaneous adverse reactions, Journal of Clinical Investigation 128 (2018) 985–284 

996, https://doi.org/10.1172/JCI93349. 285 

(16) I. Torres-Navarro, A. Briz-Redón, R. Botella-Estrada, Systemic therapies 286 

for Stevens–Johnson syndrome and toxic epidermal necrolysis: a SCORTEN-287 

based systematic review and meta-analysis, Journal of the European Academy 288 

of Dermatology and Venereology 35 (2021) 159–171, 289 

https://doi.org/10.1111/jdv.16685. 290 

 291 

 292 

 293 

 294 

 295 

 296 

 297 

 298 

 299 

 300 

 301 

https://doi.org/10.1111/ajd.70082
https://doi.org/10.1172/JCI93349
https://doi.org/10.1111/jdv.16685


 

 

 302 

 303 

 304 

 305 

 306 


