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Clinical articles on

dealing with comorbidities

Nurse Management Nursing perspective
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Original Contributions Peer reviewed ar
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tual psychological social and emo
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for performance to implementing treat

ment guidelines in your practice
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published within 8 weeks of acceptance
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LETTER FROM THE EDITOR

99 Cancer treatment its getting personal

1ee S Schwartzberg in MCP The West Clinic Memphis TN

This issue of Community Oncology focuses on it number of
aspects

of personaliml

medicine At this moment the grand vision of tailoring therapy to a tumor

specific target while calibrating dosages according to underlying subtle metabolic

differences in each patient
remains more a theory than a reality Yet there has

been remarkable progress already with practical implications
for clinicians

LETTER TO THE EDITOR

105 5Fluorouracilinduced cardiotoxicity hints for

predicting patients at risk

Jan Cerny hiD and BiIal Piperdi io Depadinent 9filgerfirine Division

Hematology and Oncology University ofMassachusetts Medical School Worcster A41

Dr Teivearsi reiponds

SheelaTejwani NIU MCP Senior Stag Physician Division of HematologyOncology

Josephine
Ford Cancer Center Henry Ford Hospital Detroit MI

BRIEF COMMUNICATIONS

108 Two patients with elevated alphafetoprotein
levels and liver lesions in the absence of

hepatocellular carcinoma

Nazik Hammad hID NiSc Philip A Philip ii MD and Busse F ElRayes

Hind Nassar Nii and KalefOrd IIong MD Division yllemaiology and Oncology

Karmanos Cancer Center Wayne State University Detroit MI Department of

Pathology johns Hopkins University Baltimore MD Department of Radiology

Wayne State University Detroit MI

Two cases demonstrate the limitations of using alphafetoprorein levels to

diagnose heparocellular carcinoma in patients with hepatitis virus C infection

113

REVIEW ARTICLE

Identifying and treating imatinib failure in chronic

myelogenous leukemia a practical review of

treatment guidelines and available agents
Stuart L Goldberg Nin and Aisha Masood mp Division olLeakemia The John

Theurer Cancer Center at Hackensack University Medical Collo Hackensack NJ

Although most patients respond to imatinib and achieve prolonged remission

the development of imatinib resistance has emerged as a major clinical issue

Two recently approved tyrosine kinase inhibitors the dual BCRABL and SRC
inhibitor dasatinib and the imatinib analogue nilotinib have shown substantial

activity among patients with resistance or intolerance to imatinib Given these

new options identification of non responders has become increasingly important

to ensure the earliest administration of appropriate therapy The authors review

recommendations fir identifying and treating patients with chronic phase

chronic myelogenous leukemia who have experienced failure of first line iniati
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PHARMACOGENETICS

126 Personalized therapy for cancer
has pharmacogenetics delivered

Jeffrey Allen Ntp and Clinton F Stewart Pharinn UniVerthy opinmessee Cancer

Institute Memphis IN Pharmaceutical Sciences St Jude Childrens Resennh

Haspital Memphis TN

The prescribing information tin several drugs has already been changed on the

basis of pharmacogenetie data In addition two drugsirinotccan a eamptothecin

analog with activity in a number of solid tumors and tamoxifen a selective

estrogen receptor
modulator with activity in breast and uterine cancershave

been the locus of intense pharmacogenctic investigations over the
past

decade For

patients and oncologists alike pharmacogenetic studies on these drulrs and others

arc opening the door to a new era of personalized anticancer therapy

132

ADVERSE EVENTS ALERT

Cremophor ELcontaining paclitaxelinduced

anaphylaxis a call to action

Lauren D Irizarry LiA Th1111 h Fitt Luu itA June M NIcKoy Nu ju Nirl It

Athena T Samaras BA Matthew J Fisher iiA Edson E Callas BA Dennis W
Raisch PhD Rlh Elizabeth A Calhoun PhD and Charles L Bennett Nip PhD

mvP Division of HematologyOncology Northwestern University Feinberg School

of Medicine Chicago IL VA Midwest CenterOr Management olComplex Chronic

Care jaw Brown WI Medical Collo Chicago Division of Geriatric Medicine

Northwestern University Feinberg School of Medicine The Robert IL Lurie

Comprehensive Cancer Center Northwestern University Chicago IL University of

New Mexico COlege oPharmacy and VA COOperailVe Provmn Aliniquergne

NM University ofIllinois Chicago IL

Published literature indicates that hypersensitivity reactions to cremophor

containing paclitaxel occur quite often and arc of varied severity The authors

review the problem and make a number of reecnnmendations for prevention

and treatment

WASHINGTON UPDATE

135 The tallest order fixing the economy
and healthcare

Caroline Helwick

The current fiscal crisis is taking center stage and although healthcare is a key

part
of our financial woes fixing the economy will have to come firstat least

Fm now A
report on the legislative roundtable at the 41 Annual Community

Oncology Conference

Community Oncology is indexed by EMBASE and the Cumulative Index to Nursing and Allied Health Literature CINAHL
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Adverse Events Alert

Crernophor ELcontaining paclitaxel
induced anaphylaxis a call to action

I tiLren D Irizarry BA2 Thanh Ha Luu BA2 June M McKay MD JD MPH34 Athena

T Samaras BA12 Matthew J Fisher BA12 Edson E Carias BAP Dennis W Raisch PhD
RPh5 Elizabeth A Calhoun PhD 6 and Charles L Bennett MD PhDpmpi21

Division of I lematologyOncology Northwestern University Feinberg School of Medicine Chicago IL
VA Midwest Center for Management of Complex Chronic Care Jesse Brown VA Medical Center Chicago IL
Division of Geriatric Medicine Northwestern University Feinberg School of Medicine The Robert H Lurie

Comprehensive Cancer Center Northwestern University Chicago IL University of New Mexico College of

Pharmacy and VA Cooperative
Studies Program Albuquerque NM 6

University of Illinois Chicago IL

Hypersensitivity

reac

tions to Cremophor

EL containing pacli

taxel range from mild

pruritus to systemic anaphylaxis and

can result in potentially severe clini

cal outcomes including respiratory

arrest cardiac collapse and death

Fast Facts

ANAPHYLAXiS and severe hypersensitivity

reactions are known to occur in patients

during paclitaxel infusion In early phase I

studies of paclitaxel there were a number

of anaphylactic reactions and deaths which

raised great concern about the potential de

velopment of this drug7 Although the exact

mechanism of these reactions to Cremophor

containing paclitaxel is not known these re

sponses are clinically consistent with a type

1 hypersensitivity reaction an immediate

immunoglobulin Emediated reaction The

hypersensitivity reactions may result from di

rect mast cell degranulation induced by ei

ther the chemotherapeutic agent itself or by

Crennophor EL

It is generally believed that such reactions

are due to the surfactant Cremophor EL be

cause these effects have also been observed

in other drugs utilizing it The amount of Cre

mophor EL used in paclitaxel is considerably

larger than the amount used in other mar
keted products and anaphylaxis can occur

despite the use of premedication74

In Cremophor EL containing pa
clitaxel clinical trials up to 41 of

patients experienced a hypersensi

tivity reaction From 24 of pa
tients experienced anaphylaxis or

a severe hypersensitivity reaction

characterized by dyspnea hypoten
sion angioederna and generalized

urticaria Hypersensitivity reac

tions occurred even in patients who

received prophylaxis

Up to 95 of hypersensitivity re
actions to taxanes occurred during

administration of the first or sec
ond dose and almost 80 of symp
toms developed during the first 10

minutes of infusion with many re

actions occurring after only 1 mg
was infused A black box warning

on the drugs package insert alerts

patients and healthcare profession

als to the potential occurrence of

fatal hypersensitivity reactions Al

though hypersensitivity reaction

prophylaxis is recommended nei

ther the frequency of use nor the

efficacy of premedication prophy
lactic measures is known

Pharmacovigilance

As with all serious and potential

ly
fatal adverse drug reactions the

US Food and Drug Administration

FDA MedWatch database repre

sents an important source of safety

information This is particularly rele

vant for Cremophor EL containing

paclitaxelassociated hypersensitivity

where the potential for severe anaphy
laxis or death exists No prior study

has investigated FDA Med Watch re

ports for Cremophor EL containing

paclitaxelassociated hypersensitivity

Investigators affiliated with the

Research on Adverse Drug Events

and Reports RADAR an estab

lished pllarmaemigilance program
reviewed case reports of paclitaxelin

duced hypersensitivity reactions from

the FDAs Adverse Event Report Sys
tem Our objectives were to 1 assess

the quality and timing of individual

ease reports of serious or fatal pacli
taxel hypersensitivity reactions sub

mitted to regulatory agencies in the

United States Europe and Japan

and 2 evaluate whether any of these

events occurred despite the use of pre
medication prophylaxis Table 1

What we reported

In a review of adverse event reports

submitted to regulatory agencies be
tween 1997 and 2007 in the United

States Europe and Japan 171 unique

cases of Cremophor EL containing

pac I t aXela ssoci ate d hypersensitiv

Dr Raise bllsui mnreslricled gran jiom
4braxis
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