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Summary of prescribing information.

Consult official ge insert for complete prescribing information.
WARNING
XELODA Warfarin Interaction: Patients receiving concomitant

capecitabine and oral coumarin-derivative anticoagulant therapy should

have their anti lant resp (INR or p in time)
frequently in order to adjust the anticoagulant dose accordingly. A
clinically important XELODA-Warfarin drug interaction was demonstrated
in a clinical pharmacology trial (see CLINICAL PHARMACOLOGY and
PRECAUTIONS). Altered coagulation parameters and/or bieeding, including
death, have been reported in patients taking XELODA concomitantly
with coumarin-derivative anticoagulants such as warfarin and
phenprocouman. Postmarketing reports have shown clinically significant
increases in prothrombin time (PT) and INR in patients who were
stabllized on anticoagulants at the time XELODA was introduced. These
events occurred within several days and up to several months after
initiating XELODA therapy and, in a few cases, within 1 month after
stopping XELODA. These events occurred in patients with and without
liver metastases. Age greater than 60 and a diagnosis of cancer
independently predispose patients to an increased risk of coagulopathy.

INDICATIONS AND USAGE

treated with XELODA in combination with docetaxel, 30% (3 out of 10) of
patients experienced grade 3 or 4 diarrhea and stomatitis, and 40% (4
out of 10) experienced grade 3 hand-and-foot syndrome.

Amaong the 67 patients =60 years of age receiving XELODA in combination
with docetaxel, the incidence of grade 3 or 4 treatment-related adverse

twice dally as monotherapy for 2 weeks followed by a 1-week rest
period, grade 3 (1.5-3 x ULN) hyperbilirubinemia occurred in 15.2%
(n=133) of patients and grade 4 (>3 x ULN) hyperbilirubinemia
occurred in 3.9% (n=34) of patients. Of 566 patients who had hepatic
metastases at baseline and 309 patients without hepatic metastases at
baseline, grade 3 or 4 hyperbilirubinemia occurred in 22.8% and

events, treatment-related serious adverse events, due to
adverse evenls, treatment discontinuations due to adverse events and
treatment discontinuations within the first two treatment cycles was
higher than in the <60 years of age patient group.

In 995 patients receiving XELODA as adjuvant therapy for Dukes’ C
colon cancer after resection of the primary tumor, 41% of the 398
patients =65 years of age treated with XELODA experienced a
treatment-related grade 3 or 4 adverse event: hand-and-foot syndrome
in 75 (18.8%), diarrhea in 52 (13.1%), stomatitis in 12 (3.0%),
neutropenia/granulocytopenia in 11 (2.8%), vomiting in 6 (1.5%), and
nausea in 5 (1.3%] patients. In patients =65 years of age (all randomized
population; capecitabine 188 patients, 5-FU/LV 208 patients) treated for
Dukes' C colon cancer after resection of the primary tumor, the hazard
ratios for disease-free survival and overall survival for XELODA compared
to 5-FU/LY were 1.01 (95% C.I. 0.80 - 1.27) and 1.04 (95% C.l. 0.79 -
1.37), respectively.

12.3%, respectively. Of the 167 patients with grade 3 or 4
hyperbilirubinemia, 18.6% (n=31) also had postbaseline elevations
(grades 1 to 4, without ions at baseling) in alkaline
and 27.5% (n=46) had pe I ions In at any
time {not necessarily concurrent). The majority of these patients, 64.5%
(n=20) and 71.7% (n=33), had liver metastases at baseline. In addition,
57.5% (n=96) and 35.3% (n=59) of the 167 patients had elevations
{grades 1 to 4) at both mebaselme and postbaseline in alkaline

or P y. Only 7.8% (n=13) and
3.0% (n=5) had grade 3 or 4 elevations In alkalme hosph or
transaminases.

In the 596 patients treated with XELODA as first-line therapy for
metastatic colorectal cancer, the incidence of grade 3 or 4
hyperbilirubinemia was similar to the overall clinical trial safety database
of XELODA monotherapy. The median time to onset for grade 3 or 4

Pregnancy: XELODA may cause fetal harm when given o a
woman. Capecitabine at doses of 198 mg/kg/day during organogenesis
caused matformations and embrya death in mice. In separate
pharmacokinetic studies, this dose in mice produced 5'-DFUR AUC values
about 0.2 times the comesponding values in patients administered the
recommended daily dose. Malformations in mice included cleft palate,
anophthalmia, microphthalmia, oligodactyly, polydactyly, syndactyly,
kinky tail and dilation of cerebral ventricles. At doses of 90 mg/kg/day,

hyperbilirubingmia in the col | cancer was 64 days and
meman total bilirubin increased from 8 p m/L at baseline to 13 p miL
during treatment with XELODA. Of the 136 colorectal cancer patients
with grade 3 or 4 hyperbilirubinemia, 49 patients had grade 3 or 4
hyperbilirubinemia as their last measured value, of which 46 had liver
metastases at baseline.

In 251 patients with metastatic breast cancer who received a combination
of XELODA and docetaxel, grade 3 (1.5 to 3 x ULN) hyperbilirubinemia
in 7% (n=17) and grade 4 (>3 x ULN) hyperbilirubinemia

Colorectal Cancer: XELODA is indicated as a single agent for
treatment in patients with Dukes’ C colon cancer who have undergone
complete resection of the primary tumor when treatment with
fluoropyrimidine therapy alone is preferred. XELODA was non-inferior to
S-fluorouracil and leucovorin (5-FUALY) for disease-free survival (OFS),
Although neither XELODA nor combination chemotherapy prolongs

given to preg during organog is caused
fetal death. This dose pmduceﬁ 5'-DFUR AUC values about 0.6 times
the corresponding values in patients administered the recommended
daily dose. There are no adequate and well studies in preg;
women using XELODA. If the drug Is used during p or if the

occurred in 2% (n=5).
If drug-related grade 2 to 4 elevations in bilirubin occur, administration
of XELODA should be |mI'ﬂE|:I|ately interrupted until the hyperbilirubinemia

patient becomes pregnant while receiving this drug, the patient should
be apprised of the potential hazard to the fetus. Women of childbearing

overall survival (05), i py has been

tial should be advised to avoid becoming pregnant while receiving

to improve disease-free survival c d to 5-FU/LV. Physici
should consider these results when prescribing single-agent XELODA in
the adjuvant treatment of Dukes’ C colon cancer.

CONTRAINDICATIONS

treatment with XELODA.
PRECAUTIONS

or d I ity to grade 1. NCIC grade 2
hyperbilirubinemia is defined as 1.5 x normal, grade 3 hyperbilirubinemia
as 1.5 to 3 x normal and grade 4 hyperbilirubinemia as =3 x normal. (See
recommended dose modifications under DDSAGE AND ADMINISTRATION.)
Hemaftologic: In 875 patients with either metastatic breast or colorectal
cancer who received a dose of 1250 mg/m’ administered twice daily as

General: Patients receiving therapy with XELODA should be
by a physici perienced in the use of cancer chemotherapeutic

XELODA is contraindicated in patients with known hyp yto
capecitabine or to any of its components. XELODA Is contraindicated in
patients who have a known nypalsensalmnr to 5 ITuorouracu XELODJ\ is
contraindicated in patients with known d I i

(DPD) deficiency. XELODA is also onnllamdicated in patients wnh severe
renal impairment (creatinine clearance below 30 mL/min [Cockroft and
Gault]) (see CLINICAL PHARMACOLOGY: Special Populations),

WARNINGS

agents. Most adverse events are reversible and do not need to result in
discontinuation, although doses may need to be withheld or reduced
(see DOSAGE AND ADMINISTRATION).

Combination With Other Drugs: Use of XELODA in combination with
irinotecan has not been adequately studied.

Hang- and Foarb‘yndrome Hand-and-foot syndrome (palmar-plantar

or ¢ y-induced acral erythema) is a
toxicity. Median time to onsel was 79 days (range from 11 to

Renal Insufficiency: Patients with moderate renal Impairment at
baseline require dose reduction (see DOSAGE AND ADMINISTRATION).
Patients with mild and moderate renal impairment at baseling should
be carefully monitored for adverse events. Prompt interruption of therapy
with subsequent dose adjustments is recommended if a patient
develops a grade 2 to 4 adverse event as outlined in DOSAGE AND
ADMINISTRATION.

Coagulopathy: See Boxed WARNING.

Diarrhea: XELODA can induce diarrhea, sometimes severe, Patients

360 days) with a severity range of grades 1 to 3 for patients receiving
XELODA monotherapy in the mefastatic sernng Grade 1 is characterized
by any of the ing: tingling,
painless swelling or erythema of the hanus anu.u’ot feet and/or discomfort
which does not disrupt normal activities. Grade 2 hand-and-foot
syndrome |s defined as painful erythema and swelling of the hands
and/or feet andfor discomfort affecting the patient's activities of daily
living. Grade 3 hand-and-foot syndrome is defined as molst desquamation,
ulceration, blistering or severe pain of the hands and/or feet and/or

y for 2 weeks foll by a 1-week rest period, 3.2%,

1.7%, and 2.4% of patients had grade 3 or 4 neutropenia,
thrombocytopenia or decreases in hemaoglobin, respectively. In 251
patients with metastatic breast cancer who received a dose of XELODA
in combination with docetaxel, 68% had grade 3 or 4 neutropenia, 2.8%
had grade 3 or 4 thrombocytopenia, and 9.6% had grade 3 or 4 anemia,
Carci is, Mut; is and Impai t of Fertility: Adequate
studies investigating the carcinogenic potential of XELODA have not
been Cap was not ic in vitro to bacteria
(Ames test) or mammalian cells (Chinese hamster VI9/HPRT gene
mutation assay). Capecitabine was clastogenic in vitro to human
perip blood | but not genic in vivo to mouse bone
marrow test). FI il causes mutations In bacteria
and yeast. Fluorouracil also causes chromosomal abnormalities in the
mouse micronucleus test in vivo.
Impairment of Fertility: In studles of fertility and general reproductive
perfmmanoe in mice, oral capecitabine doses of 760 mg/kg/day

i estrus and quently caused a in fertility. In mice
that became pregnant, no fetuses survived this dose. The disturbance
in estrus was reversible. In males, this dose caused degenerative
changes in the testes, mclucfmg decreases in the number of spermatocytes
and tids. In kinetic studies, this dose in mice

with severe diarthea should be carefully monitored and given fluid and oo iscomfort that causes the patient to be unable to work or
electrolyle replacement f they be:lnurne dehydrated. In 875 patients nerform activities of daily living. If grade 2 or 3 hand-and-foot
with either Ibreasi or : cancer who KELODJ\ ' oceurs, of XELODA should be i p
monotherapy, the median time to first occurrence of grade 2 to 4 diarthea until the event resolves or ini y to grade 1.

was 34 days (range from 1 to 369 days). The median duration of grade
3 to 4 diarrhea was 5 days. National Cancer Institute of Canada (NCIC)
grade 2 diarrhea is defined as an increase of 4 to 6 stools/day or
noctumal stools, grade 3 diarrhea as an increase of 7 to 9 stools/day or
and and grade 4 diarrhea as an increase
of =10 stools/day or grossly bloody diarrhea or the need for parenteral
support. If grade 2, 3 or 4 diarrhea occurs, administration of XELODA
should be immediately interrupted until the diarrhea resolves or
decreases in intensity to grade 1. Following a reoccurrence of grade 2
diarrhea or occurrence of any grade 3 or 4 diarrhea, subsequent doses
of XELODA should be decreased (see DOSAGE AND ADMINISTRATION).
Standard antidiarrheal treatments (e, loperamide) are recommended.
Necrotizing enterocolitis (typhiitis) has been reported.
Geriatric Patients: Patients =80 years old may experience a greater
incidence of grade 3 or 4 adverse events (see PRECAUTIONS: Geriatric
Use). In 875 patients with either metastatic breast or colorectal cancer
who received XELODA monotherapy, 62% of the 21 patients =80 years of
age treated with XELODA experienced a treatment-related grade 3 or 4
adverse event: diarrhea in 6 (28.6%), nausea in 3 (14.3%}, hand-and-foot
syndrome in 3 (14.3%), and vomiting in 2 (9.5%) patients. Among the 10
patients 70 years of age and greater (no patients were >80 years of age)

Following grade 3 hand-and-foot syndrome, subsequent doses of
XELODA should be decreased (see DOSAGE AND ADMINISTRATION).
Cardiotoxicity: The cardiotoxicity observed with XELODA includes
myocardial infarction/ischemia, angina, dysriythmias, cardiac arrest,
cardiac failure, sudden death, electrocardiographic changes, and
cardiomyopathy. These adverse events may be mare common in
patients with a pnol history of coronary artery disease.

il L Deficiency: Rarely, unexpected,

severg toxicity (eg, stomatitis, diarrhea, neutropenia and neurotoxicity)
associated with 5-fi il has been aftributed to a deficiency of
difydropyri ydrog (DPD) activity. A link between
decreased levels of DPD and increased, potentially fatal toxic effects
of 5-fluorouracil therefore cannot be excluded.

Hepatic insufficiency: Patients with mild to moderate hepatic dysfunction
due to liver should be caretully when XELODA is
administered. The effect of severe hepatic dysfunction on the disposition
of XELODA is not known (see CLINICAL PHARMACOLOGY and
DOSAGE AND ADMINISTRATION).

Hyperbilirubinemia: In 875 patients with either mefastatic breast or
colorectal cancer who received at least one dose of XELODA 1250 mg/m’

pmduced 5'-DFUR AUC values about 0.7 times the corresponding values
in patients administered the recommended daily dose.

Information for Patients (see Patient Package Insert)

Patients and patients’ caregivers should be informed of the expected
adverse effects of XELODA, particularly nausea, vomiting, diarrhea, and
hand-and-foot syndrome, and should be made aware thal patient-
specific dose adaptations during therapy are expected and necessary
(see DOSAGE AND ADMINISTRATION). Patients should be encouraged

to ize the grade 2 toxiciti iated with XELODA
treatment.
Diarrhea: Patients experiencing grade 2 diarrhea (an i of 4106

stools/day or nocturnal stools) or greater should be instructed to stop

taking XELODA immediately. Standard antidiarrheal treatments (eg,

loperamide) are recommended.

Nausea: Patients experiencing grade 2 nausea (food intake significantly

decreased but able to eat |nterrnrrlentlyj or greater should be instructed

to stop taking XELODA i of symp

is recommended.

Vomiting: Patients experiencing grade 2 vomiting (2 to 5 episodes in a

Z«i hour period) or greater should De instructed to stop taking XELODA
diately. Initiation of treatment s o




