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Localized Injection Site Reaction to Alirocumab 300 mg in a Patient with 
Polygenic Hypercholesterolemia and Statin Intolerance: A Case Report

Abstract

Proprotein convertase subtilisin/kexin type 9 (PCSK9) inhibitors have revolutionized the management of hypercholesterol-
emia. While their safety profile is well-established, injection site reactions (ISRs) are among the most common adverse events. 
However, detailed case reports of reactions to the 300 mg monthly dose of alirocumab are scarce. We present the case of a 
65-year-old female with polygenic hypercholesterolemia and multiple lipid-lowering therapy intolerances who developed 
a significant, pruritic, erythematous plaque at the site of alirocumab 300 mg administration. The reaction was documented 
through patient-acquired photography, as it had largely subsided by the time of clinical consultation. Due to the recurrence, the 
drug was suspended. We discuss the importance of patient-reported outcomes and a sequential therapeutic strategy including 
evolocumab and inclisiran.
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Introduction
The clinical management of hypercholesterolemia has been 
transformed by monoclonal antibodies targeting PCSK9 [1]. 
Alirocumab has demonstrated significant LDL-C reductions 
and cardiovascular benefits [2]. Despite its efficacy, subcuta-
neous administration is associated with localized adverse ef-
fects. In the ODYSSEY phase III program, ISRs were reported 
in 3.8% of patients [3]. Most ISRs are mild and transient, but 
in "real-world" practice, robust inflammatory responses can 
threaten adherence, especially in patients with statin-associat-
ed muscle symptoms (SAMS) [4]. The 300 mg monthly dose 
provides convenience but involves a higher protein concentra-
tion and volume (2 mL), which may increase local immunoge-
nicity [5,6].

Case Presentation
A 65-year-old female patient presented with polygenic hyper-
cholesterolemia and secondary cardiovascular prevention. She 
had a documented history of severe intolerance to multiple 
statins and ezetimibe [7]. In December 2025, she was started 
on Alirocumab 300 mg every 4 weeks, after professional train-
ing on the pre-filled pen.

Following the second administration, the patient reported 
a warm, intensely pruritic erythematous plaque at the injec-
tion site (thigh) within 48 hours. When evaluated in our clinic 

shortly after, the reaction was no longer visible to the naked eye 
and could not be captured by clinical photography. However, 
the patient had documented the peak of the reaction at home.
The patient-provided images show a well-demarcated, circular 
erythematous area (~6 cm) with central induration. Written in-
formed consent was obtained from the patient for the publica-
tion of these images and clinical data.

Clinical Management and Future Perspectives
Due to the intensity of the localized reaction, we advised the 
temporary suspension of alirocumab. A follow-up visit is 
scheduled in one month to repeat blood tests. We anticipate a 
significant worsening of the lipid profile (LDL-C rebound) fol-
lowing treatment cessation, which will necessitate an alterna-
tive therapeutic approach.

Our planned strategy is to first attempt treatment with Evo-
locumab (140 mg biweekly). 
Should ISRs recur, we will transition to Inclisiran [8]. Inclisir-
an, a small interfering RNA (siRNA), requires only twice-year-
ly administration and has shown a lower incidence of recurrent 
ISRs in patients who reacted to monoclonal antibodies [9,10].

Discussion
Localized ISRs to monoclonal antibodies are often delayed-
type hypersensitivity (Type IV) reactions or responses to ex-
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Figure 1

Figure 2
cipients like polysorbate 80 [11,12]. The "evanescent" nature 
of the lesion highlights the vital role of patient-provided photo-
graphic evidence in outpatient monitoring.

The 300 mg dose of alirocumab is less frequently associated 
with published case reports of ISRs compared to the 75/150 mg 
doses. Bär et al. (2022) suggested that ISRs might be triggered 
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by concurrent immune system activation [8]. Furthermore, Al-
levi et al. (2023) demonstrated that Inclisiran is a successful 
alternative for patients with recurrent ISRs to both alirocumab 
and evolocumab [9].

Conclusion
This case underscores the need for vigilance regarding ISRs 
with high-dose PCSK9 inhibitors. Photographic documenta-
tion by the patient is essential when clinical signs are transient. 
A structured switch to different molecular platforms is vital to 
maintain cardiovascular protection in statin-intolerant patients.
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