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Challenges of Long-Term Bisphosphonate Therapy:A Case of MRONJ with Mandibular Fracture in Osteometabolic Patient
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AFFILIATION:1. Department Me.Pre.CC., University of Palermo, 90127 Palermo, Italy.2. Unity of Oral Medicine and Dentistry for Fragile Patients, Department of Rehabilitation, Fragility and Continuity of Care,University Hospital Palermo, Palermo, Italy.3. Department of Biomedical and Dental Sciences, Morphological and Functional Images, University of Messina, Messina, Italy.4. U.O.C. of Stomatology, A.O.O.R., Villa Sofia-Cervello of Palermo, Palermo, Italy.Background. First-line pharmacotherapy for osteoporosis involves Bone-modifying Agents (BMA) therapy, typically comprisingbisphosphonates (BPs). Prolonged BPs use can result in serious complications, notably medication-related osteonecrosis of the jaw(MRONJ). Pathologic mandibular fractures (PMF) are the most serious complications of MRONJ that may have significantconsequences. While osteometabolic patients generally face a lower risk of MRONJ compared to cancer patients, there is a potential for agradient in MRONJ risk over time. Specifically, osteometabolic patients who have been using BPs for more than 3 years, especially thoselacking preventive care for dental-periodontal diseases, are at a heightened risk, as extended duration of BP intake and local dento-alveolar conditions are recognized risk factors for MRONJ. While the number of reported PMF cases due to MRONJ is limited, there isonly sparse data available regarding its incidence, with reported rates ranging from 2.9% to 3.8%. Moreover, there is a lack ofinformation on the incidence of MRONJ-related PMF in osteometabolic patients treated exclusively with BP. However, as MRONJ tendsto progress over a long time in osteoporotic patients, it is reasonable to anticipate that proactive dental prevention measures may reducethe incidence of MRONJ-related PMF. Considering the significant impact of this complication on patients' quality of life, furtherresearch is warranted.Patient and methods. A 75-year-old male patient presented to the Unit of Oral Medicine with Dentistry for Fragile Patients (AOUP"Paolo Giaccone" of Palermo) in January 2023 with complaints of pain localized to the region of tooth 3.7, which had been extracted inAugust 2022. No details were available regarding the surgical and pharmacological protocol that had been employed for the dentalextraction. The patient had a longstanding history of osteoporosis and had been undergoing treatment with alendronate (70 mg weekly)for 15 years. Notably, the patient was a non-smoker and did not utilize dental prostheses. Radiographic assessment, including panoramicradiography (OPT) performed in December 2023 after the onset of the patient's reported symptoms, followed by cone-beam computedtomography (CBCT) in January 2024, was conducted by the patient before the visit and presented during the consultation. Theseexaminations revealed distinctive radiographic features including non-healed bone of the post-extraction alveolar socket of tooth 3.7, anirregular appearance in the left mandibular angle region, and complete discontinuity of the basal cortical bone. Clinical examinationrevealed swelling localized to the left mandibular angle region, exhibiting tenderness on palpation. Intraoral examination disclosed thepresence of exposed bone in the region corresponding to the extracted tooth 3.7, accompanied by purulent suppuration.Results. Clinical and radiographic examinations confirmed a complicated stage 3 symptomatic MRONJ diagnosis according to SIPMO-SICMF classification, with the PMF also categorized at MRONJ stage 3 in AAOMS clinical staging. Following the diagnostic findings,the patient was promptly started on a therapeutic regimen comprising topical antiseptics and systemic antibiotic therapy, with theanticipation of continued therapeutic management under the supervision of the Plastic Surgery Unit at the same institution.Conclusions. This report underscores the importance of primary (pre- and during BMA therapy) and secondary preventive strategies tomitigate complications linked to long-term bisphosphonate therapy, especially in elderly patients, aiming to prevent the development ofMRONJ and to make its early diagnosis.REFERENCES:1. Topaloglu Yasan G, Adiloglu S, Koseoglu OT. Retrospective evaluation of pathologic fractures in medication relatedosteonecrosis of the jaw. J Craniomaxillofac Surg. 2021 Jun;49(6):518-525. doi: 10.1016/j.jcms.2021.03.007.2. Fernandes TL, Viezzer Fernandes B, Jitumori C, Franco GCN. A Case Report of Oral Bisphosphonate Treatment forOsteoporosis Leading to Atypical Femoral Fracture and Pathologic Mandibular Fracture. Am J Case Rep. 2023 Oct23;24:e941144. doi: 10.12659/AJCR.9411443. Bedogni A, Mauceri R, Fusco V, Bertoldo F, Bettini G, Di Fede O, Lo Casto A, Marchetti C, Panzarella V, Saia G, Vescovi P,Campisi G. Italian position paper (SIPMO-SICMF) on medication-related osteonecrosis of the jaw (MRONJ). Oral Dis. 2024Feb 5. doi: 10.1111/odi.14887.
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