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Podcast Cabozantinib FDA Medical Oncologists discuss January 14, 2019, 2019, cabosantinib for patients with hepatocellular carcinoma (HCC) who were previously treated with sorafenib. Dr. Sanjeeve Bala: Welcome back to DISCO, FDA Drug Info Soundcast's Clinical Oncology From The
Cancer Center excellence. During our soundcasts, we discuss recent FDA approvals of cancer drugs and therapies. We hope that this information will help you better understand these claims and how new drugs and treatments benefit cancer patients. Today we will discuss the recent
approval of cabozantinib for the treatment of patients with hepatocellular carcinoma who progressed after systemic therapy. I am Dr. Sanjevie Bala, a medical oncologist and clinical team leader at the FDA, and I am joined by my colleague Dr. Abhi Nair, also a medical oncologist at the
Cancer Center of Excellence. Dr. Abhi Nair: Hello everyone. Thank you for joining us. Patients with hepatocellular carcinoma that progressed after initial systemic therapy have a median survival rate of less than one year, despite having three drugs to use in this setting, namely, regorafenib,
nivolumab, and pembrolizumab. It is obvious that the treatment of fireproof hepatocellular carcinoma is an unmet medical necessity. SB: Cabozantinib is an oral inhibitor of tyrosine tyrosine cMET and VEGFR2, as well as a number of others, and was initially approved for the treatment of
patients with medullary thyroid cancer in 2012 and patients with progressive renal carcinoma in 2016. Current authorization for the treatment of patients with hepatocellular carcinoma who were previously treated with sorafenib. The recommended dose is 60 mg orally, once a day. It should
be noted that this is a statement for Cabometyx tablets, not Cometriq capsules used to treat medullary thyroid cancer in a different dosage regimen. AN: Cabozantinib received an orphan drug designation from the FDA during development and has now received regular approval for this
indicator. Sanjeev, tell us about the trial and the end points. SB: Cabozantinib was evaluated in the CELESTIAL trial, a double-blind trial in 707 patients with hepatocellular carcinoma previously treated with sorafenib, which were randomized 2:1 to cabozantinib, 60 mg orally once a day, or
placebo. AN: These patients also had a Class A liver function disorder, right? S.B.: Right, Abhi. And they were stratified to study the etiology of diseases, i.e. hepatitis B and/or hepatitis C, against hepatitis C alone, against other etiology. Additional stratification factors include a geographic
region with categories of Asia compared to other regions and the presence of extrahepatic spread and/or microvascular intrusion. AN: And this test used overall survival as the primary that strengthens the interpretation of these results. SB: Additional endpoints included progression of free
survival and objective response, with assessments by investigators Eight weeks. AN: Of the enrolled patients, the average age was 64 years; 82% were male, 56% were white and 34% were Asian. As for the etiology of their HCC, 38% were classified as hepatitis B virus infection, 21% were
associated with hepatitis C infection, and 40% had other etiology; 27% of patients also had two previous systemic treatments. Okay, now let's hear the results of the trial. SB: The average overall survival rate of patients, semi-unincied cabozantinib was 10.2 months, while it was 8 months for
those receiving a placebo. The median progression-free survival was 5.2 months for patients on the arm of the treatment, and 1.9 months on the placebo arm. The total response rate was 4% for hand treatment, and 0.4% on a placebo hand. AN: Sanjeev, how about banishing the most
important security signals during the trial? SB: Cabozantinib has been on the market since 2012. Compared to placebo patients, patients with hepatocellular carcinoma who received cabosantinib in the CELESTIAL trial had more hepatotoxicity. Elevated transainase has occurred more
frequently in patients with hepatocellular carcinoma receiving cabozantinib compared to renal cell carcinoma and medullary signs of thyroid cancer, which is not unexpected given the underlying disease. Observed hepatotoxicity was largely controlled by dose modifications. The most
common adverse reactions were diarrhea, fatigue, decreased appetite, palmar-saugenium erythrodycesia, nausea, hypertension and vomiting. Practitioners recognize these symptoms as common for many tyrosine kinase inhibitors. There are some additional rare, more serious toxicities,
including osteonecrosis of the jaw, fistula, and reversible posterior leukoencephalopathy. AN: What about lowering the dose and stopping? SB: Doses have been reduced for 62% of patients, and 33% of patients required a dose reduction of up to 20 mg daily from a starting dose of 60 mg
per day. They were usually caused by palmar-soles of erythrodisesia, diarrhea, fatigue, and an increase in aspartate aminetransferase (AST). Details of the safety are available on the product label. AN: Why don't you give us three hireds for this DISCO. SB: 1) Cabozantinib was recently
approved for the treatment of patients with advanced hepatocellular carcinoma after treatment with sorafenib; 2) The clinical trials that led to the approval demonstrated the overall survival advantage; and 3) safety on this test is usually similar to previous studies, with diarrhea, fatigue, and
decreased appetite occurring more often. More information about appointment and security can be found in approved appointment information, also available online drugs@fda. For a transcript of this Soundcast, visit the FDA Cancer Center of Excellence D.I.S.C.O. www.fda.gov/DISCO.
Fda analysis and review were conducted by the FDA's interdisciplinary team More information can be found on the FDA website. AN: Thank you Sanjieje. Are there other FDA oncology drug approvals that you would like to hear about? Leave us your questions and comments on Twitter
@FDAOncology and, as always, we welcome your feedback to our email address FDAOncology@fda.hhs.gov. I'm Abhi Nair, thanks for tuning in to DISCO today. S.B.: And until the next time on DISCO I'm Sanjeev Bala. Confessions of This Drug Info Soundcast in Clinical Oncology was
developed by Sanjeeve Bala, Abhilasha Nair, Martha Donoghue, Kirsten B. Goldberg, and Richard Pazdur, Cancer Center of Excellence and Office of Hematology and Oncology Products. Stephen Jackson of the Drug Information Division was a sound engineer. Manufacturer. pathogenesis
of hepatocellular carcinoma pdf. pathogenesis of hepatocellular carcinoma according to aetiology. molecular pathogenesis of hepatocellular carcinoma. immune pathogenesis of hepatocellular carcinoma. capsaicin effects on the pathogenesis of hepatocellular carcinoma. tumor-associated
macrophages inflammation and pathogenesis of hepatocellular carcinoma. pathology and pathogenesis of hepatocellular carcinoma. new pathogenesis of hepatocellular carcinoma
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