CASE REPORT ON AMOXICILLIN CLAVULANIC ACID-INDUCED PERIORBITAL EDEMA IN A POSTPARTUM PATIENT







ABSTRACT:

Background: Periorbital edema can be a manifestation of IgE-mediated drug hypersensitivity reactions (DHRs) to beta-lactam antibiotics. Amoxicillin-clavulanic acid is frequently implicated in immediate hypersensitivity reactions, including angioedema and periorbital edema.
Case Summary: A 38-year-old primigravida at 39 weeks and 2 days of gestation underwent delivery and was administered intravenous amoxicillin-clavulanic acid (1.2 grams) and drotaverine hydrochloride post-delivery. She experienced acute bilateral periorbital edema without systemic impairment shortly after administration. There was no history of comorbidities or allergies. Due to the rapid onset and the absence of fever, proptosis, or limited ocular movements, infectious etiologies such as orbital or preseptal cellulitis were ruled out. Following the administration of an intravenous antihistamine (pheniramine), the reaction resolved.
Causality and Severity Assessment: Naranjo scale was used to evaluate the causal relationship between amoxicillin-clavulanic acid and periorbital edema; it indicated a "PROBABLE" association. Severity was assessed using the Modified Hartwig and Siegel Scale and was classified as "Moderate (Level 3)." Based on the clinical presentation and course, the reaction was considered predictable.
Conclusion: These findings highlight the importance of early recognition of antibiotic-induced hypersensitivity reactions in obstetric care settings. They also underscore the need for systematic causality assessment to ensure accurate diagnosis and safe medication use.
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INTRODUCTION:

Drug hypersensitivity reactions (DHRs) are adverse effects of pharmaceutical agents that clinically resemble allergic reactions, affecting approximately 7% of the general population and 5% of hospitalized patients [1]. Beta-lactam antibiotics are causative agents, among the most common culprits, particularly aminopenicillins like amoxicillin-clavulanic acid and amoxicillin. The reactions are classified according to the time interval between drug administration and onset of symptoms. Angioedema, urticaria and potentially life-threatening anaphylaxis typically occur within minutes to hour which are immediate hypersensitivity reactions [1,2].
A significant clinical manifestation of hypersensitivity reaction is periorbital edema, a form of localized angioedema. While amoxicillin-clavulanate is a first-line treatment for various infections, including periorbital cellulitis, it is paradoxically a frequent trigger for allergic cutaneous reactions [2, 5]. In the obstetric setting, the administration of prophylactic or therapeutic antibiotics during labor increases the risk of iatrogenic DHRs. Accurate diagnosis requires differentiating between infectious causes, such as preseptal cellulitis, and drug-induced allergic reactions through temporal relationship analysis and standardized causality assessments like the Naranjo algorithm and WHO-UMC scale [3, 5].
This case report is clinically significant as it highlights a rare presentation of periorbital edema  following amoxicillin-clavulanic acid administration in a postpartum patient. It emphasizes the  importance of differentiating drug-induced hypersensitivity reactions from infectious conditions  such as orbital cellulitis in obstetric settings. The use of standardized causality assessment tools  like the Naranjo scale further strengthens clinical evaluation. Drug-induced hypersensitivity  reactions remain underreported in many healthcare settings due to limited pharmacovigilance  practices. Reporting such cases is therefore essential to enhance clinical awareness, improve  patient safety, and strengthen existing drug safety databases, ultimately contributing to safer  antibiotic use in maternal care.
CASE NARRATION:

A 38-year-old primigravida (G1P0) at 39 weeks 2 days of gestation presented to the private hospital with complaints of pain in the abdomen and lower back in the evening. The patient had a history of regular prenatal checkups at the government hospital, where her pelvic floor muscle

strength was confirmed as strong and working well (PFM +), and she is at the final stage of her very first pregnancy. No complaints of bleeding or leaking per vaginum (PV) or watery discharge (WDPV) or urinary symptoms such as burning micturition, and the patient had no known co-morbidities (T2DM, HTN, TB, renal or cardiac disease), no history of prior surgeries, and no known drug or food allergies. The patient had no history of recent antibiotic use and no  prior exposure to amoxicillin-clavulanic acid. On admission to the Obstetrics and Gynecology Department's prolonged labor room (OBG-PLR), the provisional diagnosis of full-term pregnancy with cephalic left occiput anterior position was made.
Following delivery, at 5:00 PM the patient was administered inj. Drotaverine hydrochloride 40 mg IV, and at 7:10 PM inj. Amoxicillin clavulanic acid 1200 mg IV. Shortly after administration, at 7:15 PM, the patient developed acute periorbital edema. Based on the temporal relation following the intravenous administration of the antibiotic, a drug-induced hypersensitivity reaction was suspected. The reaction subsequently resolved after withdrawal of the suspected drug and administration of inj. Pheniramine Maleate 45.5 mg intravenously.
To further evaluate the reaction, the Naranjo Adverse Drug Reaction Probability Scale was applied and resulted in a score of 5, indicating a "Probable" relationship between Amoxicillin Clavulanate and the event. The score was derived based on a clear temporal relationship between  drug administration and onset of symptoms, improvement after withdrawal of the suspected 
drug,	absence	of	alternative	causes,	and	previously	documented	reports	of	similar	 reactions. Severity assessment was carried out using the Modified Hartwig and Siegel Scale, which showed a "Moderate level 3". This classification was assigned as the reaction required  discontinuation of the suspected drug and treatment with an antihistamine, without prolonging  the duration of hospitalization. The predictability of the ADR was found to be "Predictable", and
the preventability was determined as "Not Preventable" using the Modified Shumock and Thornton scale.

 
Figure 1: Clinical presentation of bilateral periorbital edema in post-delivery.


DISCUSSION

In this instance, the patient received prophylactic amoxicillin-clavulanate after developing a hospital-acquired infection during the postpartum phase. She experienced periorbital edema within 15 minutes of the medication being administered. A histamine-mediated mechanism was further supported by the complete remission of symptoms following prompt pheniramine injection.
Periorbital edema is an uncommon and nonspecific symptom of several illnesses, such as hypersensitivity reactions, infections, sarcoidosis, superior vena cava syndrome, solid facial edema, angioedema, systemic contact dermatitis and SLE [8,9]. The medications that are commonly implicated in IgE-mediated responses are β-lactam (BL) antibiotics. Two patterns of responses have been identified in patients who experience acute allergic reactions to amoxicillin. those that are selective to amoxicillin and those that respond to benzylpenicillin (cross-reactors). Additionally, about 30% of allergic reactions to the combination amoxicillin-clavulanic acid are selective reactions to clavulanic acid [10]. A β-lactam antibiotic has the capacity to bind covalently to either endogenous or foreign proteins, yielding hapten-carrier complexes that the immune system may then process and recognize. Early penicillin formulations were heterogeneous and non-purified, comprising aggregates of protein and residual bacterial proteins that were considered to be possible causes of the higher incidence of adverse hypersensitivity reactions [11].
Darpan et al. described a 19-year-old male patient with an impacted left mandibular third molar and pericoronitis and reported with amoxicillin induced periorbital edema [11]. Whereas in our

case, a 38-year-old female patient developed periorbital edema secondary to amoxicillin – clavulanic acid administration in the postpartum phase.
Several physiological changes in the maternal immune system are hallmarks of pregnancy, a special immunological condition. Pregnancy-related immune suppression may be the cause of the severity of infectious uveitis during pregnancy and the first few months after giving birth [6,7]. Amoxicillin-Clavulanic acid is one of the most frequently reported causes of drug-induced skin eruption and angioedema in hospital settings [5]. Periorbital edema in a postpartum patient following antibiotic administration is highly suggestive of a Type I hypersensitivity reaction, mediated by IgE antibodies reacting to the beta-lactam ring. In this case, the absence of fever, proptosis or restricted eye movements helped rule out infectious orbital or preseptal cellulitis, which typically presents with a more gradual onset [3, 4].
CONCLUSION:

This case emphasizes the clinical importance of vigilant monitoring of the obstetric patient following parenteral antibiotic administration, even in the absence of a known allergy history and the immediate onset of symptoms indicates a probable immediate adverse drug reaction. periorbital edema should be recognized as a potential early manifestation of beta-lactam hypersensitivity reaction. This case also aids to recommends routine allergy assessment before administration of parenteral antibiotics and the need for increased pharmacovigilance practices in obstetric patients. Recognizing even localized angioedema as a warning sign can significantly improve maternal safety and clinical outcomes.
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