Capecitabine
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* ok F Administration:

Orally, should be taken with water within 30 minutes after a meal. Swallow
tablets hole. Avoid cutting or crushing tablets.
Indications and Dosage regimens:
Breast cancer, metastatic:
1,250 mg/m? twice daily for 2 weeks, every 21 days (as either monotherapy or in
combination with docetaxel)
Breast cancer, metastatic (off-label dosing):
1,000 mg/m? twice daily (in combination with ixabepilone) on days 1 to 14 of a
3-week cycle until disease progression or unacceptable toxicity (Thomas, 2007)
Breast cancer, metastatic, HER2+ (off-label dosing):
1,000 mg/m? twice daily (in combination with lapatinib) on days 1 to 14 of a 3-
week cycle until disease progression or unacceptable toxicity (Geyer, 2006) or
1,250 mg/m? twice daily (in combination with trastuzumab) on days 1 to 14 of a
3-week cycle (Bartsch, 2007)
Breast cancer, metastatic, HER2+ with brain metastases, first-line therapy (off-
label dosing):
1,000 mg/m? twice daily (in combination with lapatinib) on days 1 to 14 of a 3-
week cycle until disease progression or unacceptable toxicity (Bachelot, 2012)
Colorectal cancer, metastatic:
1,250 mg/m? twice daily for 2 weeks, every 21 days. Note: Capecitabine
toxicities, particularly hand-foot syndrome, may be higher in North American
populations; therapy initiation at doses of 1,000 mg/m2 twice daily (for 2 weeks
every 21 days) may be considered (Haller, 2008).
Colorectal cancer (off-label dosing):
1,000 mg/m? twice daily (in combination with oxaliplatin) on days 1 to 14 of a
3-week cycle for 8 or 16 cycles (Cassidy, 2008; Haller, 2011; Schmoll, 2007)
Dukes’ C colon cancer, adjuvant therapy:
1,250 mg/m? twice daily for 2 weeks, every 21 days, for a recommended total
duration of 24 weeks (8 cycles of 2 weeks of drug administration and 1 week
rest period).
Esophageal and gastric cancers (off-label uses): Oral:
Preoperative or definitive chemoradiation:
800 mg/m? twice daily (in combination with cisplatin and radiation) on days 1 to
5 weekly for 5 weeks (Lee, 2007) or 625 mg/m? twice daily (in combination
with oxaliplatin and radiation) on days 1 to 5 weekly for 5 weeks (Javle, 2009).
Postoperative chemoradiation:
625 to 825 mg/m? twice daily during radiation therapy (Lee, 2006)
Locally advanced or metastatic (chemoradiation not indicated):
1,000 to 1,250 mg/m? twice daily (monotherapy or in combination with cisplatin
with or without trastuzumab) on days 1 to 14 of a 3-week cycle (Bang, 2010;



Hong, 2004; Kang, 2009) or 625 mg/m? twice daily (in combination with
epirubicin and cisplatin or oxaliplatin) on days 1 to 21 of a 3-week cycle for up
to 8 cycles (Cunningham, 2008; Sumpter, 2005)

Hepatobiliary cancers, advanced (off-label):

650 mg/m? twice daily (in combination with gemcitabine) on days 1 to 14 of a 3-
week cycle (Knox, 2005) or 1,000 mg/m? twice daily (in combination with
oxaliplatin) on days 1 to 14 of a 3-week cycle (Nehls, 2008) or 1,250 mg/m?
twice daily (in combination with cisplatin) on days 1 to 14 of a 3-week cycle
(Kim, 2003); all regimens continued until disease progression or unacceptable
toxicity

Neuroendocrine (pancreatic/islet cell) tumors, metastatic or unresectable (off

label):

750 mg/m? twice daily (in combination with temozolomide) on days 1 to 14 of
a 4-week cycle (Strosberg, 2011)

Ovarian, fallopian tube, or peritoneal cancer, platinum-refractory(off label):
1,000 mg/m? twice daily on days 1 to 14 of a 3-week cycle until disease
progression or unacceptable toxicity (Wolf, 2006)

Pancreatic cancer, metastatic (off-label use):

1,250 mg/m? twice daily on days 1 to 14 of a 3-week cycle (Cartwright , 2002)
or 830 mg/m? twice daily (in combination with gemcitabine) on days 1 to 21 of
a 4-week cycle until disease progression or unacceptable toxicity.

Unknown primary cancer (off-label use):

1,000 mg/m? twice daily (in combination with oxaliplatin) on days 1 to 14 of a

3-week cycle for up to 6 cycles or until disease progression (Hainsworth, 2010)
or 800 mg/m? twice daily (in combination with carboplatin and gemcitabine) on
days 1 to 14 of a 3-week cycle for up to 8 cycles or until disease progression or

, unacceptable toxicity.
3+ 3 = ;% ! Table 1 Standard and reduced dose calculations according to body surface area for a
starting dose of Xeloda of 1250 mg/m?

Dose level 1250 mg/m? (twice daily)
Number of 150 mg
tablets and/or 500
mg tablets per Reduced dose Reduced dose
Full dose 1230° |, dministration (cach | (75%) 950 (50%) 625
& administration to be mg/m? mg/m?
given morning and
= evening) = =
ose per ose per ose per
Biﬁ%szﬁlf%ce administration | 150 mg | 500 mg | administration | administration
(mg) (mg) (mg)
= 1.26 1500 - 3 1150 800
1.27-1.38 1650 1 3 1300 800
1.39-1.52 1800 2 3 1450 950
1.53 - 1.66 2000 - 4 1500 1000
1.67-1.78 2150 1 4 1650 1000
1.79-1.92 2300 2 4 1800 1150
1.93 - 2.06 2500 - 5 1950 1300
2.07-2.18 2650 1 5 2000 1300
= 2.19 2800 2 5 2150 1450

Table 2 Standard and reduced dose calculations according to body surface area for a



starting dose of Xeloda of 1000 mg/m?

Dose level 1000 mg/m? (twice daily)
Number of 150 mg
tablets and/or 500
mg tablets per Reduced dose Reduced dose
Fullrillozenzl 000 administration (each (75%) 750 (50%) 500
& administration to be mg/m? mg/m?
given morning and
evening
Dose per Dose per Dose per
Body Surfzace administration 150 mg | 500 mg | administration | administration
Area (m”)
(mg) (mg) (mg)
= 126 1150 1 2 800 600
1.27 - 1.38 1300 2 2 1000 600
1.39-1.52 1450 3 2 1100 750
1.53 - 1.66 1600 4 2 1200 800
1.67-1.78 1750 5 2 1300 800
1.79-1.92 1800 2 3 1400 900
1.93 - 2.06 2000 - 4 1500 1000
2.07-2.18 2150 1 4 1600 1050
= 2.19 2300 2 4 1750 1100
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® Rubella virus vaccine, live ; Mumps virus vaccine, live ; Measles virus vaccine,
live; Varicella virus vaccine, live ; Zoster vaccine, live : T risk of infection by
the live vaccine.
® Coumarin- derivative anticoagulants : T risk of bleeding.
®  Proton Pump Inhibitors: | in capecitabine bioavailability.
® Tamoxifen: T risk of thromboembolism.
® (Celecoxib: T celecoxib exposure that persists for at least 7 days after
capecitabine discontinuation.
® Allopurinol : | efficacy of capecitabine.
® Methotrexate : T 5-fluorouracil toxicity.
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