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VA Pharmacy Benefits Management Services, Medical Advisory Panel, and VISN Pharmacist Executives

The following recommendations are based on medical evidence, clinician input, and expert opinion.  The content of the document is dynamic and will be revised as new information becomes available.  The purpose of this document is to assist practitioners in clinical decision-making, to standardize and improve the quality of patient care, and to promote cost-effective drug prescribing.  THE CLINICIAN SHOULD UTILIZE THIS GUIDANCE AND INTERPRET IT IN THE CLINICAL CONTEXT OF THE INDIVIDUAL PATIENT.  INDIVIDUAL CASES THAT ARE EXCEPTIONS TO THE EXCLUSION AND INCLUSION CRITERIA SHOULD BE ADJUDICATED AT THE LOCAL FACILITY ACCORDING TO THE POLICY AND PROCEDURES OF ITS P&T COMMITTEE AND PHARMACY SERVICES.
The Product Information should be consulted for detailed prescribing information.

See the VA National PBM-MAP-VPE Monograph on this drug at www.pbm.va.gov or http://vaww.pbm.va.gov for further information. 
	Exclusion Criteria If the answer to ANY item below is met, then the patient should NOT receive cabazitaxel.

	· History of severe hypersensitivity reactions to drugs formulated with polysorbate 80

· Patients who received a cumulative dose of docetaxel less than 225 mg/m2 (unless stopped due to disease progression or intolerance)
· Radiotherapy to 40% or more of bone marrow

· Hepatic impairment (bilirubin greater than the upper limit of normal, or AST and/or ALT greater than 1.5 times the upper limit of normal)

· Active Grade 2 or higher peripheral neuropathy

· Inability or contraindication to taking prednisone

· History of non-compliance or unable to swallow oral medications

· Refuses to transfer oncology care to VA oncologist

	

	Inclusion Criteria The answers to ALL of the following must be fulfilled in order to meet criteria.

	· Consider a Palliative Care consult.
· The goals of care discussion has been documented.
· Metastatic prostate cancer with documented disease progression during or after completion  of docetaxel based therapy 

· ECOG Performance Status 0-2*

· Prior and ongoing castrate levels of testosterone (less than 50 ng/dL) by either medical or surgical castration

· Adequate baseline hematologic function: ANC greater than 1500/mm3, hemoglobin greater than 10 g/dL, and platelets greater than 100,000/mm3
· Adequate baseline liver function:  total bilirubin less than the upper limit of normal, AST and ALT less than 1.5 times the upper limit of normal



	Dosage and Administration 

	Pre-medications (at least 30 minutes prior to cabazitaxel to reduce the risk/severity of hypersensitivity reactions):

· Antihistamine IV (e.g. diphenhydramine 25mg or equivalent)

· Corticosteroid IV (dexamethasone 8mg or equivalent)

· H2 antagonist IV (ranitidine 50mg or equivalent)
· Antiemetic prophylaxis (oral or intravenous) recommended as needed.
Dose
· Initial dose cabazitaxel 25 mg/m2 over 1 hour as an intravenous infusion every three weeks in combination with prednisone 10 mg orally daily throughout treatment

Dose Modifications

· Reduce dose to 20 mg/m2 if patient experiences any of the following toxicities:

Toxicity

Dosage Modification

Prolonged Grade 3 neutropenia defined as Absolute Neutrophil Count < 1500/mm3(greater than 1 week) despite appropriate medication including G-CSF

Delay treatment until neutrophil count is >1,500 cells/mm3, then reduce dose to 20 mg/m2.  Use G-CSF (or other WBC growth factor) secondary prophylaxis

Febrile neutropenia

Delay treatment until improvement or resolution, and until neutrophil count is >1,500 cells/mm3, then reduce dose to 20 mg/m2.  Use G-CSF secondary prophylaxis

Grade ≥ 3 diarrhea or persistent diarrhea despite appropriate medications, fluids, and electrolyte replacement

Delay treatment until improvement or resolution, then reduce dose to 20 mg/m2.  



	Monitoring

	· Complete Blood Count: At baseline, then weekly during Cycle 1, then prior to each subsequent cycle.

· Severe hypersensitivity reactions may occur and can include generalized rash/erythema, hypotension and bronchospasm; discontinue cabazitaxel if severe reactions occur and administer appropriate therapy.

· Diarrhea, nausea, and vomiting may be severe; monitor electrolytes and for signs of dehydration; rehydrate and treat with antiemetics and antidiarrheal agents as needed.  Dose reductions may be needed in cases of severe diarrhea.

· Total bilirubin and AST and ALT at baseline and prior to each cycle; do not administer if total bilirubin is greater than the upper limits of normal or AST or ALT are greater than 1.5 times the upper limit of normal

	 Issues for Consideration

	· Neutropenia:  Neutropenia and leukopenia were among the most common Grade 3-4 toxicities in clinical trials.  While rates of febrile neutropenia were relatively low (8%), five neutropenia-associated deaths occurred in the 1st cycle of therapy.  Consider primary prophylaxis with a G-CSF product for patients at high risk for neutropenia (age >65 years old, poor performance status, previous episodes of febrile neutropenia, extensive prior radiation ports, poor nutritional status, other serious co-morbidities).
· Maximum of 10 cycles- although the clinical trial limited the total number of cycles to 10, this was due to potential cardiotoxicity in the comparator arm.  There is no basis for limiting the number of cycles of cabazitaxel therapy if the patient continues to respond and can tolerate therapy.

· There is no evidence for the use of cabazitaxel in combination with other chemotherapeutic or hormone agents other than prednisone and continued suppression of testosterone with a LHRH agonist.

For women of childbearing potential:

· Pregnancy must be excluded prior to receiving cabazitaxel and patient provided  contraceptive counseling on potential risk vs. benefit of taking cabazitaxel if patient were to become pregnant
Discontinuation Criteria  (Any of the following)
·   PSA progression (increase of ≥25% over nadir PSA if the increase in the absolute value is ≥5 mcg/L in men with no PSA response or ≥50% over nadir for patients showing a PSA response)
· Intolerance
· 


*ECOG Performance Status
	Grade
	ECOG

	0
	Fully active, able to carry on all pre-disease performance without restriction

	1
	Restricted in physically strenuous activity but ambulatory and able to carry out work of a light or sedentary nature, e.g., light house work, office work

	2
	Ambulatory and capable of all selfcare but unable to carry out any work activities. Up and about more than 50% of waking hours

	3
	Capable of only limited selfcare, confined to bed or chair more than 50% of waking hours

	4
	Completely disabled. Cannot carry on any selfcare. Totally confined to bed or chair

	5
	Dead
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