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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 capecitabine.

	(  Known or suspected Dihydropyrimidine dehydrogenase (DPD) deficiency

	(  Severe renal impairment (defined as CrCl < 30 ml/min)
(  Hypersensitivity to 5-fluorouracil or to capecitabine or any of its components (anhydrous lactose, croscarmellose sodium, hydroxypropyl methylcellulose, microcrystalline cellulose, magnesium stearate, talc, titanium dioxide)

(  Provider concerns that patient is unreliable or lacks supportive care to recognize/manage signs of toxicity associated with capecitabine therapy
(  Patient is an appropriate candidate for infusional 5FU therapy such that they can comply with the treatment schedule, are capable of maintaining/managing an infusion device and have access to home health care resources.

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

	FDA-approved uses for capecitabine

	(  Adjuvant therapy for high-risk stage II and stage III (Dukes’ C) colon cancer

	(  First-line monotherapy for metastatic colorectal cancer, when treatment with fluoropyrimidine therapy alone is the preferred option

	(  Treatment of metastatic breast cancer, in combination with docetaxel after failure of prior anthracycline-containing therapy 

	(  Treatment of metastatic breast cancer, as monotherapy in patients who are resistant to both paclitaxel and an anthracycline-containing regimen

	(  Treatment of metastatic breast cancer, in combination with lapatinib or ixabepilone

	Off-label uses for capecitabine

	(  In combination with oxaliplatin for the first-line treatment of metastatic colorectal cancer, in patients that might not be expected to tolerate an intensive FOLFOX regimen

	(  Treatment of advanced esophagogastric cancer, in combination with epirubicin and a platinum-analog (cisplatin or oxaliplatin)

	(  As a component of chemoradiotherapy for the treatment of: 

	· locally advanced rectal cancer
· pancreatic cancer 
· hepatobiliary cancer (gallbladder or cholangiocarcinoma)

	For women of childbearing potential 

· pregnancy should be excluded prior to receiving capecitabine and the patient provided contraceptive counseling on potential risk vs. benefit of taking capecitabine if patient were to become pregnant


	Dosage and Administration 

	· Refer to Product Information for recommended dosing and dose-modifications, according to indication.  For indications not listed in the Product Information, refer to primary literature regarding use.
· Dose may need to be individualized to optimize patient management.  Diligent monitoring for toxicity is needed to guide dose-modifications as necessary to accommodate patient tolerance to treatment.  Dose-modifications may include therapy interruptions and/or adjustments in dose.  
· Concomitant therapies (e.g. phenytoin, warfarin) may need to be adjusted with concomitant capecitabine therapy.

· Patients with baseline moderate renal impairment (CrCl 30-50 ml/min), should receive a 25% dose-reduction.

	Laboratory Monitoring should include:

	· Creatinine clearance at baseline and prior to each cycle
· Hematologic parameters (neutrophils, platelets) at baseline and prior to each cycle
· LFT’s at baseline and prior to each cycle
· Coagulation parameters (if on concomitant warfarin therapy) frequently during initiation of therapy; once INR has stabilized, can reduce frequency of INR monitoring; continue monitoring for one month after discontinuation of capecitabine
· Phenytoin levels (if on concomitant phenytoin therapy)

	Issues for Consideration

	· Capecitabine is a prodrug of 5-fluorouracil, available as an oral formulation in two strengths (150 mg, 500 mg), taken on a twice daily schedule for a defined period of time followed by a period of rest.  Management of toxicities associated with capecitabine require that patients be aware of physical changes and know to contact their provider and/or hold doses, as instructed.  Patients that are easily confused with medication instructions and/or deemed unreliable to manage the potential toxicities of capecitabine should not be considered candidates for capecitabine therapy.
· Use of capecitabine should be limited to those oncologic conditions that have studied capecitabine in a comparative fashion to intravenous 5-fluorouracil and have deemed that it is a non-inferior alternative.  Phase 3 comparative trials may not be feasible in certain oncologic settings due rare nature of condition, slow patient accrual and changes in treatment standards. In situations where phase 3 comparative data is not available, critical evaluation of phase 2 data should help guide therapy with particular attention to response rates and tolerability. There are many potential off-label uses for capecitabine to be used in place of 5-fluorouracil that have not yet evaluated comparability.  Use of capecitabine in these situations should be addressed via local adjudication on a case-by-case manner.

· Capecitabine as maintenance therapy in mCRC. The role of maintenance therapy in metastatic CRC following induction therapy is an evolving area of research.  Evidence from CAIRO-3, available in abstract form, suggests that maintenance with bevacizumab and capecitabine improves PFS and OS in select patient subgroups.  Further study is needed.
· Capecitabine in SCCHN. Evidence supporting activity in squamous cell carcinoma of the head and neck (SCCHN) includes phase 2 data.  The evidence of trials with small numbers of patients, and retrospective study design in various settings leaves many questions unanswered.  The appropriate capecitabine dose has not been clearly defined in this patient population.  Also, few trials have been conducted in the US. Knowing that regional differences in tolerance to fluoropyrimidine therapy exist, it is difficult to extrapolate this data to our veterans.  As it is clear there is activity, use of capecitabine in SCCHN patients should be adjudicated on a case-by-case basis.

· Capecitabine + irinotecan in GI malignancies. The use of irinotecan in combination with capecitabine has been explored in the first-line metastatic CRC setting.  Use has been limited by overlapping GI toxicities.  The BICC-C trial was a phase 3 trial evaluating infusional and bolus 5FU in combination with irinotecan versus capecitabine with irinotecan.  Inferior results were noted with the capecitabine/irinotecan combination and was associated with higher rates of GI toxicity and dehydration.  Capecitabine/irinotecan (XELIRI) was studied as salvage therapy in gemcitabine-resistant advanced pancreatic cancer. The authors of this observational study noted minimal response in this setting. 
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