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e 0.0 Overview
1) Class

— Dosing Information
* Drug Properties
* Storage and Stability Antineoplastic Agent

" Adult Dosage 2) Dosing Infarmation
— Pharmacokinetics a) Adult

* Onsetand Duration 1) Colon cancer, Adjuvant therapy, Duke's Stage C, when treatment with a fluoropyrimidine alone is preferred
* Drug Cancentration a) 1,250 moim(2) ORALLY twice daily for 2 whs followed by 1 whk off, given as 3 wk cycles for a total of 8 cycles (6 mo) (Prod Info

a) This drug is @ member of the following classies):
Antimetaholite

Levels ¥eloda(R), 2005)
= ADME 2) Colorectal cancer, Monresectahle, advanced, or metastatic; first-line In combination with oxaliplatin
— Cautions a) AELOH axaliplatin 130 maim{Z) 1Y an day 1 plus capecitabine 1000 moafm(2) arally twice daily, stating the evening of day 1
= Contraindications and ending the marning of day 15; repeat every 3 weeks until disease progression or unacceptable toxicity (Cassidy et al, 20043
= Precautions 3 Esophagogastric cancer, Firstline therapy for advanced ar metastatic disease, in combination with epirubicin and oxaliplatin ar
= Adverse Reactions cisplatin
= Teratogenicity / Effects in a) 528 maimiZ ORALLY twice daily; in combination with epirubicin 50 maim{2 IV on day 1 and either axaliplatin 130 mafmi?
Pregnancy f % nn day 1 or |:|splat|n G0 mgim(E} I% fwiith bwedration) on day 1; repeat every 3 weeks for up to 8 cycles has beenusedin a
Breastieeding b dmbsinnl : o)
= Drug Interactions . dvanced or metastatic disease, in combination with epirubicin and oxaliplatin ar cisplatin
— Clinical Applications Th erapeutic Use L in combination with epirubicin 50 moim(2) i on day 1 and either maliplatin 130 mgim(2)
= Wonitoring Parameters fweith hydration) on day 1; repeat every 3 weeks for up o 8 cycles has beenusedin a
= Patient Instructions )

= Place In Therapy
= hechanism of Action f

rapy when resistant to paclitaxelfanthracycline-containing regimens or resistant to paclitaxel
ma candidate for further anthracycline therapy
a) 1,250 mo/m{2) ORALLY twice daily for 2 whks followed by 1w off, given as 3wk cyvcles (Prod Info Xeloda(R), 2001&)
6) metastatic breast cancer, In combination with docetaxel atter failure of prior anthracycline-containing regimens
a) 1,250 mo/m{2) ORALLY twice daily for 2 whks followed by 1wk off, given as 3wk ovcles in combination with docetaxel 745
Evaluation wWith Other mafmie2 IV oover 1 hour every 3 weeks, Premedication for docetaxel should be initiated prior to starting therapy (Prod Info ¥eloda
Therapies (R, 20030
References ) Metastatic colorectal cancer, First-line therapy, in combination with hevacizumab and oxaliplatin

a) 1000 moimE2) arally twvice daily days 1 to 14 repeated every 3 weeks was used, in caombination with bevacizumah and
tback to top) oaliplatin in & clinical trial (Saltz et al, 2008 v

& © 18—k
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— Dosing Information

— Pharmacokinetics

— Cautions

— Clinical Applications

Crverview

= Drug Properdies
= Storage and Stahility
= Adult Dosage

= Onset and Duration

= Drug Concentration
Levels

= ADWE

= Contraindications

= Precautions

= Adverse Reactions

= Teratogenicity f Effects in
Fregnancy f
Breastfeeding

= Drug Interactions

= hlonitoring Parageters

4.5.E Gastric cancer, First-line therapy for advanced or meta
1) Overview

(Cunningham et al, 20087,

Micromedex Rating

FDA Approval: Adult, no; Pediatric, no

Efficacy: Adult, Evidence favars efficacy
Recommendation: Adult, Class [lb
Strength of Evidence: Adult, Category B

See Drug Consult reference: RECOMMERMDATION AND EVIDERNCE RATIMNGS
21 Summary:

As monotherapy, capecitabine produced overall response rates in phase 2 clinical trials ranging from 26% to 32 % with
median averall survivals of approximately 9.5 to 10 months (Sakamaoto et al, 2006; Hong et al, 2004)

In a large, randomized, phase 3 clinical trial the Randomized ECF for Advanced and Locally Advanced Esophagogastric
Cancer 2 (REAL-2) trial (n=1002), substitution of capecitabine {epirubicin/cisplatinicapecitabine vs
epirghicinfeisplatinfuarouracil) for fluorouracil and oxaliplatin for cisplatin (epiruhicinfoxaliplatinfluorauracil vs
epirubicinfoxaliplatinicapecitabine) was nhoninferior as first-line therapy for esophageal, gastroesophageal junction, ar
gastric cancer (Cunningham et al, 2008

Combination thEranT W capeciatmme and cisplatin produced response rates of 28% to 55% and median overall survivals
of 10.1 10 11.2 manths in™gse 2 clinical trials (kKang et al, 200%; Kim et al, 2002)
Combination therapy with capwgitabine and weBRm T ere o Mo eh nuciaye, joadced response rates ranging from 21%

to 60% and median overall surivadrandging from 7.7 10 12 manths in phage 2 clinical trials (Crditura et al, 20068; Chun et
al, 2008; Kim et al, 2005; Park et al, 2N

Combination therapy with capecitabine aMWrinotecan produced a respogse rate of approximately 46% and a median
sumvival of 8.6 maonths in a phase 2 clinical triaNGaek et al 2007

Combination therapy with capecitabine and ox31M] "‘@, A pnase 2 clingeal trial produced a response rate of 62% and a

= Patient Instructi
= Place In Therap,
= Mechanism af

ival that had not yet heen reached SENg median folow-up of 11.1 months (Fark et al, 2006)

Pharmacology monotherapy or in goimbingtio it ua sy Leipotbera e anente o an arcontahle option for
» Therapeutic Us nt of patients with a g etal 2005
» Comparative E itura etal, 2008, Ch r et al, 2006).
Evaluation With O Az a single agent, capecitabhine has pri TEXT 6% to 32%
Therapies ﬁ;rith m?dégndn_verall Surrrivr?la szatp_prlnx_i i qgeci;ahinde_has
een studied in several phase 2 trials i and median
Heferences overall survivals of 10.1 to 11.2 months Bry-3-weak

(hact to too]

docetaxel, producing response rates ra e — T 1012 maonths
(Orditura et al, 2006; Chun et al, 2005; Kim et al, 20045; Park et al, 2004); in combination with irinotecan for a response rate
of approximately 46% and a median survival of 8.6 maonths (Baek et al, 20063, and in comhbination with oxaliplatin far a
response rate of 65% and a median overall survival that had notyet been reached after a median follow-up of 11.1 months
(Park et al, 2006). The ranges of responses within combinations may have varied due to differences in dosing regimens,
inclusion of patients with prior adjuvant chemotherapy andior radiotherapy, and extent of metastatic disease. The regimens
wwere overall well-tolerated and toxicities reflected those commaonly seen with each agent (Sakarmoto et al, 2006; Hong et al,
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— Cautions
= Contraindications
= Precautions
= Adverse Reactions
= Teratogenicity f Effects in
Fregnancy f
Breastfeeding
= Drug Interactions
— Clinical Applications
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= Place In Therapy
= Mechanism of Action §
FPharmacalogy
* Therapeutic Lses
= Comparative Efficacy
Evaluation \With Cther
Therapies
References
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We found 1 article in N Engl J Med 2008:

[] 1: MEnglJMed. 2008 Jan 3;358(1):36-46,

Comment in:
M EngllMed. 2008 May 1:358(181:1965; author reply 1965,

Mat Clin Pract Gastroenterol Hepatol, 2008 Aug;5i8):414-5,

Capecitabine and oxaliplatin for advanced esophagogastric cancer.

Cunningham D, Starling N, Rao S, Iveson T, Nicolson M, Coxon F, Middleton G, Daniel F,
Dates 1, Norman AR; Upper Gastrointestinal Clinical Studies Group of the Mational
Cancer Research Institute of the United Kingdom.

Roval Marsden Hospital Mational Health Service Foundation Trust, Surrey and London, United
kingdorm,

BACKGROUMD: We evaluated capecitabine (an oral fluoropyrimidine) and oxaliplatin (a
platinum compound) as alternatives to infused fluorouracil and cisplatin, respectively, for
untreated advanced esophagogastric cancer, METHODS: In a two-by-two design, we
randomly assigned 1002 patients to receive triplet therapy with epirubicin and cisplatin
plus either fluorouracil (ECF) or capecitabine (ECx) ar triplet therapy with epirubicin and
oxaliplatin plus either fluorouracil (EOF) ar capecitabine (EQX), The primary end point was
noninferiority in overall survival for the triplet therapies containing capecitabineg as
compared with fluorouracil and for those containing oxaliplatin as compared with cisplatin,
RESIULTS: For the capecitabine-fluorouracil comparison, the hazard ratio for death in the

Vo
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Lirks

randomised multicentre phase I study co [BrJ Cancer. 2004]

¢ Aphasze |l and pharmacokinetic study of capecitabine in
combination with epirubicin and cisplatin in [Ann Oneol, 2002]

p Perioperative chemotherapy varsus surgery alone for
resectable gastroesophageal cancer. [ Engld Med. 2006]

N Feview

The clinical and cost-effectiveness of oxaliplatin and

capecitabine far the adjuvant tr[Health Technaol Assess. 2006]

W Feview

The use of irinotecan, oxaliplatin and raltitrexed for

the treatment of advanced colo[Health Technol Assess, 2008)]
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I is drug is a member of the following class(es):
Antimetaholite

Antineoplastic Agent
2 Dosing Information
LN 01 H

=, when treatment v%h a fluoropyrimidine alone is preferred
ks followed by 1wk off, given as 3wk ovcles for a total of 8 oyvcles (6 mao) (Prod Info

r metastatic; first-line In comhination with oxaliplatin
1 plus capecitabine 1000 ma/m{2) orally twice daily, staring the evening of day 1
wZhiding the marning of day 15 repeat every 3 weeks until disease progression ar unacceptable toxicity (Cassidy et al, 2004)
sophagogastric cancer, First-line therapy for advanced or metastatic disease, in combination with epirahicin and oxaliplatin or
cisplatin
a) 625 moim(2) ORALLY twice daily; in combination with epirabicin 80 mofm{2) IV on day 1 and either oxaliplatin 130 mofimi2)
[V an day 1 arcisplatin 60 mafmE2) W fwith hydration) on day 1; repeat every 3 weeks for up to 8 cycles has heen usedina
clinical trial (Cunningham et al, 2008}
4) Gastric cancer, First-line therapy for advanced or metastatic disease, in combination with epirubicin and oxaliplatin ar cisplatin
a) 625 moim(2) ORALLY twice daily; in combination with epirabicin 80 mofm{2) IV on day 1 and either oxaliplatin 130 mofimi2)
[V on day 1 ar cisplatin 60 mofmE2 W Gwith hydration) on day 1; repeat every 3 weeks for up to 8 cycles has beenusedina
clinical trial (Cunningham et al, 2008}
A) hetastatic breast cancer, As monotherapy when resistant to paclitaxelfanthracycline-containing regimens or resistant to paclitaxel
and not a candidate for further anthracycline therapy
ay 1,290 moim(2) ORALLY twice daily for 2 whks followed by 1wk off, given a5 3wk cycles (Prod Info Xeloda(R), 2001e)
6) Metastatic breast cancer, In combination with docetaxel after failure of prior anthracycline-containing regimens
ay 1,250 moim(2) ORALLY twice daily for 2 whks followed by 1w off, given as 3wk cycles in combination with docetaxel 75
mofmi2) Y over 1 hour every 3 weeks. Premedication for docetaxel should be initiated prior to starting therapy (Prod Info Xeloda
(R, 20036
1 Metastatic colorectal cancer, First-line therapy, in combination with hevacizumab and oxaliplatin

a) 1000 maoim{2) arally twvice daily days 1 to 14 repeated every 3 weeks was used, in combination with bevacizumah and
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