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Abstract: Fixed drug eruptions (FDEs) are dermatological manifestations characterized by recurrent lesions at the same site upon re-
exposure to the causative drug. We present a novel case of a 32-year-old female who developed bilateral symmetrical erythematous
papules on her thighs following the use of chlorzoxazone for chronic back pain. This case is particularly significant as it underscores
the potential for this specific drug, which is commonly prescribed, to induce FDE—a reaction previously unreported in the literature.
The findings emphasize the necessity for clinicians to maintain a high index of suspicion for drug-induced skin reactions, even with
medications considered safe and routinely used. This case serves as a critical reminder of the importance of thorough medication
history assessments and the potential implications of drug interactions in dermatological care.
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Introduction

Fixed drug eruption (FDE) is a dermatological response characterized by distinct erythematous patches upon repetitive exposure
to a specific drug.! Clinically, fixed drug eruptions manifest as circular or oval erythematous patches recurring at consistent sites
upon drug re-exposure, often accompanied by pruritus and a burning sensation. Diagnosis hinges on the clinical presentation and
the patient’s history of drug exposure. Management involves discontinuing the causative drugs and considering alternative
medications. Supportive care may encompass the use of topical corticosteroids or antihistamines to alleviate symptoms.’
Preventing recurrence is paramount, necessitating patient education about the specific drugs that triggered the eruption and
meticulous documentation in medical records. Although chlorzoxazone, a muscle relaxant, and is commonly prescribed for the
management of back pain and many other musculoskeletal conditions, adverse reactions, such as fixed drug eruptions, can
manifest due to a hypersensitivity response, eliciting immune cells and inflammatory mediators.® > To the best of our knowledge,
no instances previously reported chlorzoxazone induced eruption. Herein, we report a novel case of a 32-year-old female who

developed a fixed drug cutaneous eruption after commencing chlorzoxazone therapy for chronic back pain.

Case Presentation

A 32-year-old female with no significant past medical history presented with a two-week history of recurrent lesions
symmetrically located on both legs. These lesions first appeared a week after she had taken chlorzoxazone for back pain
relief. The lesions were non-painful, non-pruritic, and consistently reappeared in the same locations each time she used the
drug. The patient did not have any chronic medical or dermatologic conditions other than her back pain. She reported no
constitutional symptoms, such as fever, malaise, or systemic involvement. Notably, she had used paracetamol regularly for
multiple years without developing any rash, which pointed towards chlorzoxazone as the likely causative agent.
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Medication Use and History

The patient had been prescribed a combination of chlorzoxazone and paracetamol for back pain relief. Although she had taken
paracetamol for many years without any adverse skin reactions, this was her first exposure to chlorzoxazone. Upon developing
the skin lesions, she immediately discontinued both medications. Despite stopping the medication, the lesions persisted for
some time before gradually resolving. Subsequently, when she was re-exposed to chlorzoxazone, the lesions recurred in the
same locations, further supporting the suspicion that chlorzoxazone was responsible for the fixed drug eruption.

Laboratory Findings

Routine laboratory tests, including complete blood count, liver function tests, renal function tests, and electrolyte levels,
were all within normal limits. There were no signs of systemic involvement or any underlying conditions that could have
contributed to the skin lesions. The patient’s IgE levels were slightly elevated, suggesting a possible allergic response,
but specific allergy testing was not performed as the patient refused further testing.

Causality Assessment

The Naranjo Adverse Drug Reaction Probability Scale was applied to assess the likelihood that chlorzoxazone was the
causative agent of the fixed drug eruption. The patient scored 7 on the Naranjo scale, indicating a “probable” adverse
drug reaction to chlorzoxazone.

Physical Examination
On cutaneous examination, multiple targeted erythematous papules and plaques with central hemorrhagic crusts were
observed symmetrically over the thighs and knees (Figure 1). The lesions were well-demarcated, non-tender, and showed

no signs of secondary infection. There were no palmar or plantar lesions, and no mucous membrane involvement.
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Figure | (A-D) Bilateral symmetric targeted erythematous papules with central hemorrhagic crusts on the skin of both thighs and knees.
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Figure 2 (A) (Hematoxylin & eosin, x40), (B) (Hematoxylin & eosin, % 100) Histopathological examination revealed signs of parakeratosis, localized skin erosion, crusts, and
fibrin material consistent with skin irritation and itching. Changes in epidermis exhibited acanthosis, spongiosis, and lymphocytic exocytosis, with an interface reaction
around the erosion. In the dermis, there were clusters of lymphocytes arranged perivascularly, along with eosinophils, indicating a probable allergic reaction, likely triggered
by medication.

Histopathological Findings

A punch biopsy of the right thigh revealed parakeratosis, focal skin erosion, crust formation, and fibrin deposition, which
were consistent with excoriation or itching. The epidermis showed acanthosis, spongiosis, and lymphocytic exocytosis,
along with an interface reaction around the area of erosion. The dermis contained superficial and deep perivascular
lymphocytic aggregates with accompanying eosinophils, findings suggestive of an allergic reaction, most likely drug-
induced (Figure 2). These histopathological findings confirmed the diagnosis of a fixed drug eruption secondary to the
use of chlorzoxazone.

Discussion

Fixed Drug Eruptions (FDEs) are dermatological reactions associated with drug exposure, predominantly occurring in
previously affected areas upon re-exposure to the causative drug. FDEs, in contrast to exanthematous skin reactions that
constitute up to 95% of all cutaneous reactions, are comparatively less frequent and consequently prone to under-
diagnosis. Furthermore, the existence of various FDE variants poses challenges in accurate diagnosis, particularly when
clinicians are unfamiliar with the diverse manifestations of this condition.' In individuals undergoing pharmacological
treatment, the occurrence of a symmetric cutaneous eruption should prompt consideration of a potential drug-induced
reaction.'® In our case, the histopathological findings of interface reaction around the erosion, along with perivascular
lymphocyte aggregates and eosinophils in the dermis, aligns with an allergic reaction due to drug-induced hypersensi-
tivity reactions underscoring the role of eosinophils in inflammatory reactions.” On the other hand, the revealed
parakeratosis, focal skin erosion, and fibrin material are consistent with excoriation and itching, indicating a secondary
response to the skin lesions rather than a primary pathological process.

Paracetamol is a commonly utilized over-the-counter analgesic-antipyretic agent, recognized for its established safety
profile characterized by a notably low frequency of adverse effects. Adverse cutaneous reactions caused by paracetamol
are infrequent and typically manifest as fixed pigmentary eruptions.® The incidence of Paracetamol-induced Fixed Drug
Eruption is documented in fewer than 1.5% of all FDE cases. Such reactions may manifest as a maculopapular rash,
bullous reaction, cellulitis-like reaction, pigmenting type or skin necrosis.” Muscle relaxants such as carisoprodol has
been reported to cause a fixed drug eruption in combination with meprobamate (anxiolytic).'® But only a single suspected
case, documented in 1970, originating from St John’s Hospital reported that a patient experiencing the onset of a fixed
drug rash subsequent to the administration of a chlormezanone, a muscle relaxant, and paracetamol combination therapy.’
Our case highlights a rare development of fixed drug cutaneous eruption caused solely by chlorzoxazone therapy,
excluding paracetamol involvement as a potential cause, as the patient regularly took paracetamol without any rash
development. FDEs are generally believed to be a type IV hypersensitivity reaction (cell-mediated immunity). The drug
or its metabolite acts as a hapten, binding to epidermal cells and eliciting an immune response. Upon first exposure to the
drug, T cells sensitized to the drug or its metabolites are generated. These memory T cells persist in the affected skin
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areas. On re-exposure to the drug, these T cells are rapidly activated, leading to inflammation and damage in the same
skin sites.'

The Implications of this case, underscore the importance of heightened vigilance among clinicians when encountering
dermatological presentations with overlapping features. Clinicians should consider a detailed medication history, paying
particular attention to drugs known to be associated with cutaneous reactions, such as chlorzoxazone,'' which puts
chlorzoxazone in the list of potential drugs causing such cutaneous reactions. The accumulation of such knowledge
would not only enhance our ability to diagnose and manage these reactions effectively but also contribute to the
development of preventive strategies and personalized medicine in the field of dermatology.

Conclusion

This case highlights chlorzoxazone as the causative agent of fixed drug eruptions, independent of the regular use of
paracetamol. This is significant as it underscores the importance of detailed medication histories in identifying the true
culprit of drug-induced skin reactions. We contribute to a more precise understanding of the mechanisms behind such
eruptions, ultimately improving diagnostic accuracy and management strategies in dermatology.
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