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OVERVIEW

Introduction

Cabazitaxel is a taxane and antineoplastic agent which is currently used in the therapy of castration-resistant
metastatic prostate cancer after failure of docetaxel. Therapy with cabazitaxel has been associated with a low rate
of serum enzyme elevations, but has not been linked to cases of clinically apparent acute liver injury, although it
can cause severe hypersensitivity infusion reactions which in some instances can be associated with acute liver
injury.

Background

Cabazitaxel (cab" a zi tax' el) is a semisynthetic derivative of a natural taxoid and contains a complex diterpenoid
molecular structure with a central 8-member taxane ring. The taxoids were initially isolated from bark of the
Western Yew tree (Taxus breviflora) and found to have antitumor activity in high throughput assays. Their
mechanism of anticancer activity appears to be due to their binding to intracellular microtubulin which prevents
the disassembly of cytoskeletal microtubules, preventing cell division and leading to cell death. Cabazitaxel was
developed when it was found to have low affinity for P-glycoprotein, a common mediator of docetaxel resistance.
Thus, cabazitaxel was evaluated initially in patients with docetaxel resistant tumors. Cabazitaxel was found to
prolong survival in men with castration-resistant, metastatic prostate cancer not responding to docetaxel
therapy. It was approved for this use in combination with oral prednisolone in the United States in 2010.
Cabazitaxel is available in single dose vials of 60 mg/mL under the brand names Jevtana. Cabazitaxel, like other
taxanes, is administered intravenously, in an initial dose of 25 mg/m? as a one hour infusion every three weeks.
Cabazitaxel must be diluted to a concentration of 10 mg/mL before administration and should be given with oral
prednisolone in a dose of 10 mg daily throughout the period of cabazitaxel treatment. Side effects are common
and require close monitoring and expert management; they include myelosuppression and diarrhea which can
be severe, as well as nausea, vomiting, mucositis, fatigue, bone-, muscle- and back-pain, skin rash, alopecia, nail
changes, neuropathy, fluid retention, phlebitis, cardiomyopathy, infusion site reactions, and hypersensitivity
reactions. Severe adverse reactions include life-threatening hypersensitivity infusion reactions with neutropenia
and risk of sepsis and multiorgan failure.

Hepatotoxicity

In the clinical trials and open label studies of cabazitaxel in metastatic prostate cancer, serum enzyme elevations
were usually not mentioned and hepatic adverse events did not appear in lists of serious adverse events. The
product label for cabazitaxel states that elevations of serum ALT and AST above 5 times ULN occur in less than
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1% of treated patients. Cabazitaxel has not been linked convincingly to instances of idiosyncratic, clinically
apparent liver injury with jaundice.

Cabazitaxel has been linked to acute hypersensitivity reactions that typically occur with the initial infusions and
rarely with subsequent administration. Acute hypersensitivity reactions occur with the other taxanes (docetaxel
and paclitaxel) which can be severe and lead to acute hepatic necrosis, multiorgan failure and death. While
similar reactions have not been reported with cabazitaxel, its use has been limited. Thus, cabazitaxel has not
been linked to instances of idiosyncratic, clinically apparent liver injury, but has been found to cause acute
hypersensitivity reactions which have the potential to lead to acute hepatic necrosis (as have docetaxel and
paclitaxel).

Likelihood score: E* (unproven, but suspected rare cause of clinically apparent liver injury).

Mechanism of Injury

The toxicities of cabazitaxel and the taxanes in general mostly affect rapidly dividing cells (bone marrow, GI
tract) and the lack of liver injury may relate to the sensitivity of other cell types to its effects. Cabazitaxel is
primarily metabolized in the liver through CYP 3A and is susceptible to drug-drug interactions, particularly
agents that induce this microsomal enzyme such as itraconazole, clarithromycin, atazanavir and related agents.
Acute hypersensitivity reactions occur with all of the taxanes and have the potential of causing acute hepatic
necrosis, probably as a direct toxic effect on liver cells or indirectly by causing hypotension and ischemia.

Outcome and Management

The rare serum aminotransferase elevations that occur on cabazitaxel therapy are usually self-limited and do not
require dose modification or discontinuation of therapy. Hypersensitivity reactions are typically treated with
corticosteroids which can ameliorate the symptoms of hypersensitivity but have not been shown to affect
accompanying liver injury.

Drug Class: Antineoplastic Agents, Taxanes

Other Drugs in the Subclass, Taxanes: Docetaxel, Paclitaxel

PRODUCT INFORMATION
REPRESENTATIVE TRADE NAMES

Cabazitaxel - Jevtana®
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Antineoplastic Agents
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