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Osteomalacia inducida por tumor en inicio de tratamiento especifico con Burosumab anticuerpo monoclonal anti FGF23
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Introduccién: La Osteomalacia Inducida por Tumor (OIT) es una enfermedad rara, caracterizada por excesiva produccion de factor de crecimiento
fibroblastico 23 (FGF 23) de origen tumoral, hipofosfatemia secundaria a fosfaturia y alteracion de la sintesis de la vitamina D en su forma activa. Esto
produce osteomalacia, dolor 6seo, fracturas, debilidad muscular y fatiga. Cuando los tumores mesenquimatosos secretores de FGF23 son resecados
totalmente, se logra la curacién. El tratamiento médico radica en sales de fésforo y calcitriol. Se encuentra en fase Il el tratamiento con burosumab,
anticuerpo monoclonal anti-FGF23.

Caso Clinico: mujer de 50 afios de edad, con evolucién de mas de 14 afios, con sintomatologia progresiva invalidante de dolores osteomusculares,
déficit funcional muscular, fracturas multiples a nivel vertebral, himero y hombro, con reemplazo total de ambas caderas Los dolores osteomusculares
son refractarios a la medicacion analgésica. En todo momento hiperfosfaturia e hipofosfatemia (promedio 1,2 mg/dl), con escasa respuesta terapéutica a
las sales de fésforo, e intolerancia gastrica a las mismas, lo que provocé interrupciones y modificaciones de dosis segun tolerancia. También tratada con
calcio y calcitriol. El FGF 23, mostr6 valores séricos de 1102,56 pg/dl (VN: 0-134 pg/dl). Ademas se constaté respuesta hiperparatiroidea secundaria sin
hipercalcemia ni hipercalcuria. En el 2008 se extirpd tumor de region isquiopubiana izquierda, cuyo estudio anatomopatolégico informé fragmentos
fibromusculoadiposos y fragmentos éseos con diagnéstico patolégico compatible con displasia fibrosa. Después de la cirugia la paciente permanecio
asintomatica y recuperé valores a la normalidad de laboratorio, durante unos 3 afios, tras lo cual reaparecié progresiva e ininterrumpidamente el cuadro
de OIT, y permanece asi hasta el presente. Se realizaron numerosos estudios de localizacion del tumor generador del cuadro, incluyendo biopsias de
sitios sospechosos, con resultado negativo.

Conclusion: paciente con severa OIT en inicio terapéutico con burosumab, resultando el primer caso en el mundo de OIT tratado con burosumab fuera
de un protocolo de investigacion.
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Abstract #1091
Case Report: tumor-induced osteomalacia at the beginning of treatment with Burosumab
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Tumor-induced osteomalacia (TIO) is a rare disease characterized by an overproduction of fibroblast growth factor 23 (FGF 23) by tumors,
hypophosphatemia secondary to phosphaturia, and an alteration in the active vitamin D synthesis. This causes osteomalacia, bone pain, fractures,
muscle weakness, and fatigue. When mesenchymal tumors secretory of FGF23 are completely resected, disease is cured. Medical treatment involves
phosphorus salts and calcitriol. Treatment with burosumab, monoclonal antibody anti-FGF23, is in phase .

Case report: Woman of 50 yrs. old, with evolution of the disease of more than 14 yrs., with progressive disabling symptomatology of musculoskeletal
pain, functional muscle deficit, multiple fractures in spine, humerus, and shoulder, and total hip arthroplasty (right and left). Musculoskeletal pain is
resistant to the analgesic. At every moment, hyperphosphaturia and hypophosphatemia (1,2 mg/dl average) did not produce a significant therapeutic
response to the phosphorus salts and gastric intolerance to the salts, which led to interruptions and modifications of the dose depending on tolerance.
The patient was also treated with calcium and calcitriol. Serum FGF-23 levels were 1102,56 pg/dl (VN: 0-134 pg/dl). Besides, a secondary
hyperparathyroidism with neither hypercalcemia nor hypercalciuria was confirmed. In 2008 a tumor was removed from left ischio-pubian region, whose
anatomopathological study showed fibromuscular and adipose fragments, and bone fragments with pathological diagnose compatible with fibrous
dysplasia. After surgery, the patient remained asymptomatic for about 3 yrs. Afterwards, progressively and uninterruptedly, TIO reappeared. Numerous
studies were carried out to localize the tumor responsible for the TIO, which included biopsies of suspicious areas, with a negative result.

Patient with serious tumor-induced osteomalacia, of long-term evolution, with an unsatisfactory response to conventional treatment at the beginning of
treatment with burosumab. Up to the present, this constitutes the first and only case of tumor-induced osteomalacia in the world, which has begun to be
treated with burosumab, without an investigation protocol.
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