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THE CASE

A 48-year-old female presented to the endocrinology clinic for a discussion of weight loss in the setting of class I obesity (BMI 34.4 kg/m2). Her oncologic history was notable for breast cancer with germline BRCA-1 genetic mutation treated with surgery, chemotherapy, and hormone therapy and papillary thyroid cancer treated with total thyroidectomy. She had also undergone prophylactic hysterectomy with bilateral salpingo-oophorectomy at age 45. Additional medical history included osteopenia, hypertension, hyperlipidemia, pre-diabetes, obstructive sleep apnea (OSA), and metabolic dysfunction-associated steatotic liver disease (MASLD) with elevated transaminases. Ultrasound elastography of the liver was performed and showed severe steatosis and fibrosis. Liver enzymes were AST 86 U/L (n 10–35 U/L) and ALT 97 U/L (n 10–35 U/L). The hemoglobin A1c level was 5.7% (n < 5.7%). She was followed by oncology, hepatology, and endocrinology specialists.

Her height was 155 cm, and weight was 83 kg, her peak weight. The adolescent weight was 54 kg. Weight gain history included some weight gain in college to 68 kg due to lifestyle factors, further weight gain with each of her two pregnancies, and gradual further gain after hysterectomy. Given the effectiveness of GLP-1 receptor agonist (GLP-1 RA) medications in achieving around 10–15% body weight loss, data for resolution of steatohepatitis, and possibly improvement in fibrosis stage1, this class of medication was recom­mended by the patient’s hepatologist. Her oncologist felt that it was unlikely her anastrozole hormone therapy was contributing to the transaminase elevation. However, improvement in liver enzyme values would ensure the con­tinuation of this medication, preventing the risk of breast cancer recurrence. Contraindications were reviewed. Initially, the patient’s family history of medullary thyroid cancer in her maternal uncle was thought to be a contra­indication to use.

PERSON CENTRED APPROACH

Current US Food and Drug Administration (FDA) contraindications to GLP-1 RA use include personal or family history of medullary thyroid cancer or MEN2 syndrome. This is based on rodent data, which showed an increase in medullary thyroid carcinomas with GLP-1 RAs;2 however, human cohort studies have shown mixed results, with some studies showing an increased risk3 and others showing no association4. A discussion with the patient’s oncologist was initiated. At the time of her diagnosis of breast cancer, the patient had undergone extensive genetic testing, which was negative for germline mutation in MEN2. In addition, she had undergone total thyroidectomy for papillary thyroid cancer, further placing her at a negligible risk for medullary thyroid cancer. For these reasons, there was not felt to be a contraindication from an oncology perspective. In addition, the patient could experience significant benefits from a GLP-1 RA, given her advanced MASLD and risk of progressing to cirrhosis and other comorbidities such as obesity, prediabetes, OSA and hyperlipidemia.

Ultimately, weight loss and liver disease benefits were felt to outweigh the cancer risk. After an extensive discussion with the patient about the benefit and risk ratio, she was started on semaglutide 0.25 mg subcutaneously weekly.

SUMMARY

This case review illustrates the importance of a multidisciplinary patient-centered approach in patients with complex medical history. In this patient’s case, the family history of medullary thyroid cancer in her uncle at first appeared to be a contraindication to GLP-1 RA use. However, after collaboration between oncology, endocrinology, and hepatology specialists, it was deemed appropriate to offer her this class of medication, given her high-risk metabolic conditions, as well as negative genetic testing for MEN2 and history of total thyroidectomy.

CLINICAL HIGHLIGHTS


1.GLP-1 RAs were initially used for management of type 2 diabetes and obesity, but increasing evidence shows benefits for other conditions including cardiovascular and renal disease, OSA and MASLD5,6 which makes them an excellent option for patients with multiple comorbidities.

2.It is important to review the patient’s co-existing conditions and contra­indications to medications before selecting an appropriate agent for weight management.

3.An individualized patient-centered decision is needed after involving relevant specialists and a through discussion with the patient.
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