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Dr. Mark Kris Receives Society’s First Humanitarian Award

he ASCO Humanitarian Award hon-
| ors an oncologist who personifies
ASCO’s mission and values by going
above and beyond the call of duty in provid-
ing outstanding patient care through innova-
tive means or exceptional service and leader-
ship in voluntary, uncompensated endeavors
in the United States or abroad. This award
is unique in that nominations were accepted
from visitors to Cancer.Net, ASCO% patient-
information website, as well as from ASCO
members. The award was presented during
yesterday’s Opening Session.

In both his professional capacities and his
personal time, Mark G. Kris, MD, of Memorial
Sloan-Kettering Cancer Center, has exhibited
a level of dedication and compassion that
has touched the lives of countless individu-
als. According to his colleagues at Memorial
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Sloan-Kettering

Cancer  Center,
Dr. Kris has been
a pioneer in the
advancement of
lung cancer re-
search and treat-
ment. In addition
to his contribu-
tions in develop-

.f.t'l I/l.i

Mark G. Kris, MD ing new treat-

ment approaches,
he has demonstrated exemplary patient care,
even making house calls when a visit to the
hospital would be too taxing.

Dr. Kris has participated in two full mara-
thons and half-marathons to benefit patients
with cancer through Freds Team (which
raises funds for cancer research at Memorial
Sloan-Kettering Cancer Center) as well as all
seven “Run as One” races sponsored by The
Thomas Labreque Foundation supporting
lung cancer awareness and research.

“Its very gratifying to give patients with lung
cancer and their families a place where they
can celebrate their successes and meet other
families that are going through the illness,”
Dr. Kiris said in an interview with ASCO Daily

News. “Seeing families rally around a member
who is fighting the disease is even better than
crossing the finish line in the marathon.”

He has also served on the medical advisory
boards of two non-profit organizations: Uniting
Against Lung Cancer and CancerCare. Through
CancerCare he has spoken to thousands of
patients with cancer and their care-givers
through educational telephone conferences.

Efforts Outside of Oncology

However, the effects of Dr. Kris’ work are
not limited to cancer care. He has spent much
of his free time assisting with humanitarian
efforts in poverty- and disaster-stricken areas
in the United States, as well as overseas. Since
2000 he has assisted Habitat for Humanity in
New York City, building new homes and reno-
vating older homes for individuals and fami-
lies in need. In 2004 and 2005, he traveled to
Siquirres, Costa Rica — a rural area with lim-
ited economic opportunities — to help youth
there build a basketball court and a church.

After Hurricane Katrina, Dr. Kris traveled
to Biloxi, Mississippi, to rebuild damaged
homes. He also made approximately six trips
between 2006 and 2009 to Dulac, Louisiana,
a town deep in the Louisiana bayou that had

been devastated by Hurricane Rita in 2005
and Hurricane Tke in 2009, where many live
below the poverty line. Dr. Kris helped the
community rebuild homes there.

When Walton, New York was flooded in
2006, Dr. Kris helped clean water-damaged
basements and raised funds to supply furnac-
es to homeowners. After the earthquake in
Haiti, he traveled to the small town of Furcy,
where he led efforts to rebuild a school, as-
sisted in the construction of new buildings,
worked in a health clinic, formed a scholar-
ship to build additional schools, and acquired
seeds for local residents to plant new crops.

“There’s a tremendous need for others to
get involved,” Dr. Kris said of his disaster-
relief work. “There is a need for all kinds of
skills, from drivers to cooks to good listeners.
Right after Hurricane Katrina, people had to
tell their stories — you just had to find time
to listen. All you need is a plane ticket and a
set of ears.”

Service to Science
Dr. Kris, a medical oncologist, currently

serves as Chief of the Thoracic Oncology

See Humanitarian Award, Page 15B

Increase in Cancer Survivors Demands
Dedicated Survivorship Care Plans

Confusion among oncologists and primary care physicians over
provision of follow-up care leads to many survivors feeling “lost in transition”

he number of cancer survivors in the
| United States has steadily increased
throughout the past few decades due
to advances in cancer screening, treatment,
and supportive care. This figure is expected to
continue to rise with the aging of the popula-
tion. The most recent estimate indicates that
the number of cancer survivors in the United
States was more than 11.7 million in 2007, ac-
cording to data from nine Surveillance, Epide-
miology, and End Results programs (SEER).!
Cancer is a curable disease for some but, more
often, a chronic disease that people live with
for many years after treatment. However, the
question of who will care for these survivors
and the late or long-term adverse effects of
their disease is of growing concern among
members of the health care community. Fri-
days’ Education Session, “Survivorship Care:
Whose Job Is 1?7, examined recent survivor-
ship data and trends, as well as some of the
attitudes and beliefs among oncologists and
primary care physicians facing the growing
challenge of caring for this population.
In 2005, the Institute of Medicine pub-
lished a report From Cancer Patient to Cancer

Survivor: Lost in Transition. The report sug-
gested that the current system of care was
failing many cancer survivors who were get-
ting “lost in transition” as they moved from
active treatment to the recovery or survivor-
ship phase of their care, with all of its unique
medical and psychosocial follow-up needs.
Julie H. Rowland, PhD, Director of the Na-
tional Cancer Institute’s Office of Cancer Sur-

vivorship, who served as chair of the session,
echoed this concern in an interview with
ASCO Duily News.

“What many survivors tell us happens is
that after definitive treatment ends, they fall
into an abyss. It is not clear to them who
should be following them, where they should

See Survivorship Care Plans, Page 6B
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Pediatric Oncology Award Presented for
Research in Novel Approaches to Pediatric Tumors

Researcher focuses on pathways that drive tumor growth in pediatric sarcomas
and the effect they have on existing and potential future therapies

ee J. Helman, MD, of the National Can-
Lcer Institute (NCD) has been awarded
the 2011 Pediatric Oncology Award.
Dr. Helman accepted the award and gave his
lecture, “Pathways to New Targets for Pediatric

Sarcomas,” during a Special Session yesterday.
Dr. Helman’s research focuses on the basic

biology of pediatric sarcomas, such as rhabdo-
myosarcoma, Ewing’s sarcoma, and osteosarco-
ma in the laboratory, and he uses the insights
gained in clinical trials of novel therapies.

“My colleagues and I are working on three
main areas,” said Dr. Helman in an interview
with ASCO Daily News. “We continue to work

Pediatric Oncology Sessions by Day

Today, June 5

Pediatric Oncology General Poster Session
(8:00 AM —12:00 PM, Hall A,

South Building

Pediatric Oncology Poster Discussion
Session (Posters: 8:00 AM — 12:00 PM,
Hall A, South Building; Discussion: 11:30
AM - 12:30 PM, S504, South Building)

Plenary Session

1:00 PM —4:00 PM, Hall B1, North Building
Plenary Session includes two pediatric
oncology abstracts. See the Annual Meeting
Program for exact presentation times.

Abstract #1: Comparison of high-dose
methotrexate (HD-MTX) with Capizzi
methotrexate plus asparaginase (C-MTX/
ASNase) in children and young adults with

high-risk acute lymphoblastic leukemia
(HR-ALL): A report from the Children’s
Oncology Group Study AALL0232.

E. C. Larsen

Abstract #2: Busulphan-melphalan as
a myeloablative therapy (MAT) for
high-risk neuroblastoma: Results from
the HR-NBL1/SIOPEN trial.

R. L. Ladenstein

Clinical Science Symposium: Anti-
angiogenic Therapies and Biomarkers in
Pediatric Cancer

4:30 PM — 6:00 PM, S504, South Building

Monday, June 6

Oral Abstract Session:

Pediatric Oncology 11

8:00 AM - 11:00 AM, S504, South Building

on IGF signaling, trying to identify mecha-
nisms of acquired resistance and to identify
patients who are likely to respond to IGF-1
receptor antibodies. We also are using shRNA
screening to identify new targets in rhabdo-
myosarcoma, and we are developing inhibi-
tors of EWS-FLI-1 in Ewing’s sarcoma.”

Advances in Risk Stratification, Biology,
and Treatment of Neuroblastoma

11:30 AM - 12:45 PM, S504,

South Building

Challenges in Treating Children,
Adolescents, and Adults with Benign and
Malignant Vascular Tumors

1:15 PM - 2:30 PM, S504,

South Building

Update on the Treatment of Adolescents
and Young Adults with Acute Lymphocytic
Leukemia (M17) — Ticketed Session

3:00 PM - 4:15 PM, E451a,

East Building

To Transplant or Not to Transplant?
Current Controversies in Transplantation
for Pediatric Acute Leukemias

4:45 PM - 6:00 PM, S504,

South Building

Throughout
his career, Dr.
Helman has made
many important
contributions
to  understand-
ing the role IGF
signaling in pe-

diatric  tumors,

including  iden-
tifying IGF-2 as

Lee J. Helman, MD

an important growth and survival factor in

rhabdomyosarcoma, demonstrating that IGF-
1R was necessary for EWS-FLI-1-transform-
ing activity, and identifying the loss of im-
printing of IGF-2 in rhabdomyosarcoma and
Ewing’s sarcoma. He also identified ezrin as a
key regulator of metastases in osteosarcoma.

When asked about the goals he has for his
research, Dr. Helman said that he would like
to improve pediatric sarcoma therapy “by de-
veloping effective novel therapies that target
critical pathways that drive growth of these
tumors, and by rationally combining these
approaches with both standard and other
novel treatments.”

Combining Research and Patient Care

Despite the important strides he has made
in the field of pediatric oncology, Dr. Helman
hasn’t always known that he wanted to em-
bark on an oncology research career. As an
undergraduate at George Washington Uni-
versity, Dr. Helman realized his call to medi-
cine, but it wasn't until he was attending the
University of Maryland School of Medicine
that he solidified his career path.

“In medical school I became really inter-
ested in research because 1 saw its impact,”

See Pediatric Oncology Award, Page 14B

To Keep Them from Injustice: Reflections on
Care of the Unauthorized Immigrant with Cancer

EXPERT

EDITORIAL

Paul R. Helft, MD

ou see in your office for an initial visit
1 a 45-year-old Spanish-speaking man
with newly-diagnosed metastatic pan-
creatic cancer. His work up included a com-
puted tomography scan and needle biopsy of a
liver lesion, which were performed at a county
public-access hospital with which you are not
affiliated. In the course of your encounter with
the patient and his wife, he informs you that
he immigrated to this country from the Mex-
ican State of Oaxaca nearly 9 years ago and
that he has worked in a meat packing facility
since that time. He entered the United States
without documentation and obtained working
papers illegally. In your state, the patient can-
not obtain access to Medicaid without proof of
citizenship and his employer does not provide
health insurance. As you begin to discuss his
diagnosis, prognosis, and options for treat-
ment, you struggle with how to provide the
patient with medical treatments you would
ordinarily provide without forethought.
The situation presented in this vignette is

now common in
many locations
across the United
States.

from 2010 sug-

Estimates
gest that more
than 11 million
unauthorized im-
migrants reside in
the United States.’
The United States
federal  govern-
ment, state governments, and individual health
care institutions have all wrestled with this is-
sue in ways that have not led to satisfactory
resolution for anyone.” I do not know of any
systematic assessments of the attitudes of on-
cology professionals regarding this emotionally
charged issue. However, in many informal con-
versations with colleagues around the country,
I know that many have struggled with how to
fulfill their perceived obligations in such situa-
tions. Some — in States such as Texas — face
such issues every day. Because of current reali-

Paul R. Helft, MD

ties in medical economics and reimbursement
policy, there simply isn't enough profit margin
in most practices realistically to offer free care
to everyone who needs it. I cannot offer any
easy, neat, or roundly satisfying answers to the
difficult questions raised by the challenge of

providing cancer care to unauthorized persons
who come to us with a cancer diagnosis. I of-
fer instead some thoughts in which I attempt
to clarify why it is we feel so much obligation
to do so, and whether the reasons behind this
sense of obligation point us toward a consistent
stance we should have toward the problem.

Justice for All or for Each Individual?

As stated in the Oath of Hippocrates (as
translated by Steven Miles, MD), “I will use
regimens for the benefit of the ill in accor-
dance with my ability and my judgment, but
from what is to their harm or injustice I will
keep them.... Into as many houses as | may
enter, I will go for the benefit of the ill....””
This excerpt holds an important clue about
how the foundations of our ethical frame-
work compel us to feel obligations toward
this group of patients. I do not intend to im-
ply that the words contained in the Oath of
Hippocrates are in any way a definitive state-
ment of Western or any other medical eth-
ics; however, this mysterious document has
endured for more than 2,400 years and, still,
some version of the Oath is recited by medi-
cal students around the United States at the
time of their graduations as doctors of medi-
cine.* I quote the passages here because the
words raise two very important issues.

The first is the striking use of the word
“injustice.” Although we immediately feel
at home with the first part of this sentence,
which concerns our overall obligations to ad-
vocate for what ethicists call “beneficence,”
the second construct, which asserts that one
of our central obligations is to protect our
patients from injustice, is less acutely obvi-
ous. Yet the unauthorized immigrant with
cancer who seeks treatment from us seems
exactly like all of our patients with cancer:
having cancer in and of itself seems unjust,
and living in a world where treatments that

I agree that our obligation is
to advocate for justice for all
of our patients. That we do
not achieve justice for all of
our patients does not mean
that we fail them.

— Paul R. Helft, MD

may help the disease but to which one does
not have easy access is a double injustice. We
know this and are frustrated by our inability
to administer the treatments without obsta-
cles. The second part of the quotation above
is even less obvious, but has always provided
me with a key to understanding what I hear
in the Oath. The Oath tells us that our pa-
tients are the ones into whose houses we go to

See Reflections on Care, Page 8B
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Indication

VOTRIENT is indicated for the treatment of patients with advanced renal
cell carcinoma (RCC).

Important Safety Information

WARNING: HEPATOTOXICITY

Severe and fatal hepatotoxicity has been observed in clinical
studies. Monitor hepatic function and interrupt, reduce, or
discontinue dosing as recommended. See “Warnings and
Precautions,” Section 5.1, in complete Prescribing Information.

Hepatic Effects: Patients with pre-existing hepatic impairment

should use VOTRIENT with caution. Treatment with VOTRIENT is not
recommended in patients with severe hepatic impairment. Increases in
serum transaminase levels (ALT, AST) and bilirubin were observed. Severe
and fatal hepatotoxicity has occurred. Transaminase elevations occur
early in the course of treatment (92.5% of all transaminase elevations
of any grade occurred in the first 18 weeks). Before the initiation of
treatment and regularly during treatment, monitor hepatic function
and interrupt, reduce, or discontinue dosing as recommended.

QT Prolongation and Torsades de Pointes: Prolonged QT
intervals and arrhythmias, including torsades de pointes, have been
observed with VOTRIENT. Use with caution in patients at higher
risk of developing QT interval prolongation, in patients taking
antiarrhythmics or other medications that may prolong QT interval,

and those with relevant pre-existing cardiac disease. Baseline and
periodic monitoring of electrocardiograms and maintenance of
electrolytes within the normal range should be performed.

Hemorrhagic Events: Fatal hemorrhagic events have been reported
(all grades [16%] and Grades 3 to 5 [2%]). VOTRIENT has not been
studied in patients who have a history of hemoptysis, cerebral, or
clinically significant gastrointestinal hemorrhage in the past 6 months
and should not be used in those patients.

Arterial Thrombotic Events: Arterial thrombotic events have
been observed and can be fatal. In clinical RCC studies of VOTRIENT,
myocardial infarction, angina, ischemic stroke, and transient ischemic
attack (all grades [3%] and Grades 3 to 5 [2%]) were observed. Use
with caution in patients who are at increased risk for these events.

Gastrointestinal Perforation and Fistula: Gastrointestinal
perforation or fistula has occurred. Fatal perforation events have
occurred. Use with caution in patients at risk for gastrointestinal
perforation or fistula. Monitor for symptoms of gastrointestinal
perforation or fistula.

Hypertension: Hypertension has been observed. Hypertension
was observed in 47% of patients with RCC treated with VOTRIENT.
Hypertension occurs early in the course of treatment (88% occurred
in the first 18 weeks). Blood pressure should be well-controlled
prior to initiating VOTRIENT. Monitor for hypertension and treat as
needed. If hypertension persists despite antihypertensive therapy, the
dose of VOTRIENT may be reduced or discontinued as appropriate.



Move Forward With VOTRIENT

In a phase 3, randomized, double-blind, placebo-controlled trial, VOTRIENT provided significant improvement
in progression-free survival (PFS) in both treatment-naive and cytokine-pretreated patients with advanced RCC'?

All patients
9.2 months
(95% Cl, 7.4-12.9)

overall median PFS with VOTRIENT (n=290)
vs 4.2 months (95% Cl, 2.8-4.2)
with placebo (n=145) (P<0.001)23

NCCN Guidelines Category 1 recommendation®

Treatment-naive patients

11.1 months
(95% Cl, 7.4-14.8)

median PFS with VOTRIENT (n=155)
vs 2.8 months (95% Cl, 1.9-5.6)
with placebo (n=78) (P<0.001)%3

Cytokine-pretreated patients

7.4 months
(95% Cl, 5.6-12.9)

median PFS with VOTRIENT (n=135)
vs 4.2 months (95% Cl, 2.8-5.6)
with placebo (n=67) (P<0.001)23

e First-line therapy for relapsed or Stage IV unresectable RCC of predominant clear cell histology

Proven safety profile’?

e Most common adverse events observed with VOTRIENT (>20%) were diarrhea, hypertension, hair color changes

(depigmentation), nausea, anorexia, and vomiting
— Grade 3/4 fatigue occurred in 2% of patients; all grades, 19%

— Grade 3/4 asthenia occurred in 3% of patients; all grades, 14%

Most common laboratory abnormalities were ALT and AST increases'

e Grade 3 ALT increases occurred in 10% of patients; grade 4, 2%

e In dlinical trials, 92.5% of all transaminase elevations of any grade occurred in the first 18 weeks of treatment with VOTRIENT

* Monitor serum liver tests before initiation of treatment with VOTRIENT and at least once every 4 weeks for at least the first
4 months of treatment or as clinically indicated. Periodic monitoring should then continue after this time period

Once-daily oral dosing'

e The recommended dosage of VOTRIENT is 800 mg once daily without food

(at least 1 hour before or 2 hours after a meal)

» Dose modifications, interruptions, and discontinuations may be required in
patients with hepatic impairment, drug interactions, and following adverse events

e Forty-two percent of patients on VOTRIENT required a dose interruption;

36% of patients on VOTRIENT were dose-reduced

VOTRIENT is a multitargeted tyrosine kinase inhibitor that
is indicated for the treatment of patients with advanced RCC.

Votrient
pazopanib tablets (200 mg)

Wound Healing: VOTRIENT may impair wound healing. Temporary
interruption of therapy with VOTRIENT is recommended in patients
undergoing surgical procedures. VOTRIENT should be discontinued in
patients with wound dehiscence.

Hypothyroidism: Hypothyroidism was reported as an adverse reaction
in 26/586 (4%). Monitoring of thyroid function tests is recommended.

Proteinuria: Monitor urine protein. Proteinuria was reported in 44/586
(8%) (Grade 3, 5/586 [<1%] and Grade 4, 1/586 [<1%]). Baseline and
periodic urinalysis during treatment is recommended. Discontinue for
Grade 4 proteinuria.

Pregnancy Category D: VOTRIENT can cause fetal harm when
administered to a pregnant woman. Women of childbearing potential
should be advised of the potential hazard to the fetus and to avoid
becoming pregnant while taking VOTRIENT.

Drug Interactions: CYP3A4 Inhibitors (eg, ketoconazole, ritonavir,
clarithromycin): Avoid use of strong inhibitors. Consider dose reduction
of VOTRIENT when administered with strong CYP3A4 inhibitors.

CYP3A4 Inducers (such as rifampin): Consider an alternate
concomitant medication with no or minimal enzyme induction
potential or avoid VOTRIENT.

CYP Substrates: Concomitant use of VOTRIENT with agents
with narrow therapeutic windows that are metabolized by CYP3A4,
CYP2D6, or CYP2C8 is not recommended.

Adverse Reactions: The most common adverse reactions (>20%) for
VOTRIENT versus placebo were diarrhea (52% vs. 9%), hypertension
(40% vs. 10%), hair color changes (depigmentation) (38% vs. 3%),
nausea (26% vs. 9%), anorexia (22% vs. 10%), and vomiting (21% vs. 8%).

Laboratory abnormalities occurring in >10% of patients and more
commonly (25%) in the VOTRIENT arm versus placebo included increases
in ALT (53% vs. 22%), AST (53% vs. 19%), glucose (41% vs. 33%),
and total bilirubin (36% vs. 10%); decreases in phosphorus (34% vs.
11%), sodium (31% vs. 24%), magnesium (26% vs. 14%), and glucose
(17% vs. 3%); leukopenia (37% vs. 6%), neutropenia (34% vs. 6%),
thrombocytopenia (32% vs. 5%), and lymphocytopenia (31% vs. 24%).

VOTRIENT has been associated with cardiac dysfunction (such as a
decrease in ejection fraction and congestive heart failure) in patients with
various cancer types, including RCC. In the overall safety population for
RCC (N=586), cardiac dysfunction was observed in 4/586 patients (<1%).

Please see Brief Summary of Prescribing Information on
adjacent pages.

References: 1. VOTRIENT Prescribing Information. Research Triangle Park, NC: GlaxoSmith-
Kline; 2010. 2. Sternberg CN, et al. J Clin Oncol. 2010;28(6):1061-1068. 3. Data on file,
GlaxoSmithKline. 4. Referenced with permission from ©National Comprehensive Cancer

Network, Inc 2010. All Rights Reserved. NCCN Guidelines™: Kidney Cancer, V.1.2011. NCCN.
org Accessed January 12, 2011. NCCN® and NCCN GUIDELINES™ are trademarks owned by

the National Comprehensive Cancer Network, Inc.
O . .
@GlaxoSmlthKllne
www.VOTRIENT.com Oncology
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Survivorship Care Plans
Continued from Page 1B

go for care, or how their care will be coor-
dinated,” Dr. Rowland said. “Recent survi-
vorship trends are raising awareness of what
survivor care should be like once their active
treatment ends and, importantly, who should
be responsible for this care.”

In fact, the recent SEER data indicated that
as of January 2007, approximately 64.8% of
cancer survivors were still alive 5 or more
years after diagnosis; 59.5% of survivors
were older than age 65.

Providing Care

Although this is considered a “high-end”
problem resulting from more effective cancer
care, Dr. Rowland acknowledged that the in-

crease in long-term cancer survivors represents
an important challenge for the oncology field.

“It should be of great interest to practicing
oncologists that a majority of their patients are
going to become survivors,” she told ASCO
Daily News. “From a very practical point of
view, if oncologists are going to continue to see
new patients, they cannot keep following all
of the other patients that they have cared for.
They are faced with the dilemma of deciding
how much post-treatment care they want to
provide or are effectively able to deliver.”

Survivorship care includes monitoring for
persistent or chronic health problems associ-
ated with cancer treatment, such as pain, de-
pression, fatigue, sexual dysfunction, or sleep
problems. Psychosocial problems also must
be addressed.

“In addition, these individuals must be

monitored for recurrence of the primary can-
cer or development of a secondary cancer,”
Dr. Rowland said. “Survivors are also at risk
for a number of comorbid diseases such as
cardiac failure, hypertension, osteoporosis,
diabetes, and functional impairment. Some
of these disorders might represent pre-
morbid conditions that were exacerbated by
their cancer treatment, and others may be the
direct consequence of these treatments.”

To begin to address the care of these survi-
vors, the Institute of Medicine recommended
in its report that all cancer survivors be given
a comprehensive care summary and a follow-
up plan once active treatment is finished to
facilitate the smooth transition of patients
within the health care system. However, a
shortage of manpower among oncologists
and a lack of training among primary care

physicians (PCPs) have made coordination of
such transitions difficult.

Whose Job Is It?

In early 2009, the National Cancer Institute
launched a national survey to identify percep-
tions, knowledge, and practices of primary
care physicians and oncologists regarding car-
ing for cancer survivors. The Survey of Physi-
cian Attitudes Regarding the Care of Cancer
Survivors (SPARCCS) consisted of two sur-
veys, one administered to 1,100 primary care
physicians and another to 1,100 oncologists.

Paul Han, MD, MA, MPH, of Maine Medical
Research Institute, discussed the early findings
from this study in an interview with ASCO
Daily News. Complete data from the Survey
of Physician Attitudes Regarding the Care of
Cancer Survivors (SPARCCS, Abstract 9006)

BRIEF SUMMARY

VOTRIENT™ (pazopanib) tablets

The following is a brief summary only; see full prescribing information for
complete product information.

WARNING: HEPATOTOXICITY

Severe and fatal hepatotoxicity has been observed in clinical studies.
Monitor hepatic function and interrupt, reduce, or discontinue dosing
as recommended. [See Warnings and Precautions (5.1).]

1 INDICATIONS AND USAGE
VOTRIENT™ is indicated for the treatment of patients with advanced renal
cell carcinoma (RCC).

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosing: The recommended dose of VOTRIENT is

800 mg orally once daily without food (at least 1 hour before or 2 hours after
a meal) [see Clinical Pharmacology (12.3) of full prescribing information].
The dose of VOTRIENT should not exceed 800 mg. Do not crush tablets due
to the potential for increased rate of absorption which may affect systemic
exposure. [See Clinical Pharmacology (12.3) of full prescribing information.)
If a dose is missed, it should not be taken if it is less than 12 hours until

the next dose. 2.2 Dose Modification Guidelines: Initial dose reduction
should be 400 mg, and additional dose decrease or increase should be

in 200 mg steps based on individual tolerability. The dose of VOTRIENT
should not exceed 800 mg. Hepatic Impairment: The dosage of VOTRIENT
in patients with moderate hepatic impairment should be reduced to 200

mg per day. There are no data in patients with severe hepatic impairment;
therefore, use of VOTRIENT is not recommended in these patients. [See Use
in Specific Populations (8.6).] Concomitant Strong CYP3A4 Inhibitors: The
concomitant use of strong CYP3A4 inhibitors (e.g., ketoconazole, ritonavir,
clarithromycin) may increase pazopanib concentrations and should be
avoided. If coadministration of a strong CYP3A4 inhibitor is warranted,
reduce the dose of VOTRIENT to 400 mg. Further dose reductions may be
needed if adverse effects occur during therapy. This dose is predicted to
adjust the pazopanib AUC to the range observed without inhibitors. However,
there are no clinical data with this dose adjustment in patients receiving
strong CYP3A4 inhibitors. [See Drug Interactions (7.1).] Concomitant Strong
CYP3A4 Inducer: The concomitant use of strong CYP3A4 inducers (e.g.,
rifampin) may decrease pazopanib concentrations and should be avoided.
VOTRIENT should not be used in patients who can not avoid chronic use of
strong CYP3A4 inducers. [See Drug Interactions (7.1).]

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS

5.1 Hepatic Effects: In clinical trials with VOTRIENT, hepatotoxicity,
manifested as increases in serum transaminases (ALT, AST) and bilirubin,
was observed [see Adverse Reactions (6.1)]. This hepatotoxicity can be
severe and fatal. Transaminase elevations occur early in the course of
treatment (92.5% of all transaminase elevations of any grade occurred in
the first 18 weeks). Across all monotherapy studies with VOTRIENT, ALT >3
X upper limit of normal (ULN) was reported in 138/977 (14%) and ALT >8

X ULN was reported in 40/977 (4%) of patients who received VOTRIENT.
Concurrent elevations in ALT >3 X ULN and bilirubin >2 X ULN regardless
of alkaline phosphatase levels were detected in 13/977 (1%) of patients.
Four of the 13 patients had no other explanation for these elevations. Two
of 977 (0.2%) patients died with disease progression and hepatic failure.
Monitor serum liver tests before initiation of treatment with VOTRIENT and
at least once every 4 weeks for at least the first 4 months of treatment or
as clinically indicated. Periodic monitoring should then continue after this
time period. Patients with isolated ALT elevations between 3 X ULN and

8 X ULN may be continued on VOTRIENT with weekly monitoring of liver
function until ALT return to Grade 1 or baseline. Patients with isolated ALT
elevations of >8 X ULN should have VOTRIENT interrupted until they return
to Grade 1 or baseline. If the potential benefit for reinitiating treatment

with VOTRIENT is considered to outweigh the risk for hepatotoxicity, then
reintroduce VOTRIENT at a reduced dose of no more than 400 mg once
daily and measure serum liver tests weekly for 8 weeks [see Dosage and
Administration (2.2)]. Following reintroduction of VOTRIENT, if ALT elevations
>3 X ULN recur, then VOTRIENT should be permanently discontinued. If
ALT elevations >3 X ULN occur concurrently with bilirubin elevations >2

X ULN, VOTRIENT should be permanently discontinued. Patients should be
monitored until resolution. VOTRIENT is a UGT1A1 inhibitor. Mild, indirect
(unconjugated) hyperbilirubinemia may occur in patients with Gilbert’s
syndrome /see Clinical Pharmacology (12.5) of full prescribing information].
Patients with only a mild indirect hyperbilirubinemia, known Gilbert’s
syndrome, and elevation in ALT >3 X ULN should be managed as per

the recommendations outlined for isolated ALT elevations. The safety of
VOTRIENT in patients with pre-existing severe hepatic impairment, defined
as total bilirubin >3 X ULN with any level of ALT, is unknown. Treatment with
VOTRIENT is not recommended in patients with severe hepatic impairment.
[See Dosage and Administration (2.2) and Use in Specific Populations (8.6).]

5.2 QT Prolongation and Torsades de Pointes: In clinical RCC studies

of VOTRIENT, QT prolongation (>500 msec) was identified on routine
electrocardiogram monitoring in 11/558 (<2%) of patients. Torsades de
pointes occurred in 2/977 (<1%) of patients who received VOTRIENT in

the monotherapy studies. In the randomized clinical trial, 3 of the 290
patients receiving VOTRIENT had post-baseline values between 500 to 549
msec. None of the 145 patients receiving placebo had post-baseline QTc
values >500 msec. VOTRIENT should be used with caution in patients with
a history of QT interval prolongation, in patients taking antiarrhythmics or
other medications that may prolong QT interval, and those with relevant
pre-existing cardiac disease. When using VOTRIENT, baseline and periodic
monitoring of electrocardiograms and maintenance of electrolytes (e.g.,
calcium, magnesium, potassium) within the normal range should be
performed. 5.3 Hemorrhagic Events: In clinical RCC studies of VOTRIENT,
hemorrhagic events have been reported [all Grades (16%) and Grades 3

to 5 (2%)]. Fatal hemorrhage has occurred in 5/586 (0.9%) [see Adverse
Reactions (6.1)]. VOTRIENT has not been studied in patients who have a
history of hemoptysis, cerebral, or clinically significant gastrointestinal
hemorrhage in the past 6 months and should not be used in those patients.
5.4 Arterial Thrombotic Events: In clinical RCC studies of VOTRIENT,
myocardial infarction, angina, ischemic stroke, and transient ischemic
attack [all Grades (3%) and Grades 3 to 5 (2%)] were observed. Fatal
events have been observed in 2/586 (0.3%). In the randomized study,
these events were observed more frequently with VOTRIENT compared

to placebo [see Adverse Reactions (6.1)]. VOTRIENT should be used with
caution in patients who are at increased risk for these events or who have
had a history of these events. VOTRIENT has not been studied in patients
who have had an event within the previous 6 months and should not be
used in those patients. 5.5 Gastrointestinal Perforation and Fistula: In
clinical RCC studies of VOTRIENT, gastrointestinal perforation or fistula has
been reported in 5 patients (0.9%). Fatal perforation events have occurred
in 2/586 (0.3%). Monitor for symptoms of gastrointestinal perforation or
fistula. 5.6 Hypertension: Blood pressure should be well-controlled prior
to initiating VOTRIENT. Patients should be monitored for hypertension and
treated as needed with anti-hypertensive therapy. Hypertension (systolic
blood pressure >150 or diastolic blood pressure >100 mm Hg) was observed
in 47% of patients with RCC treated with VOTRIENT. Hypertension occurs
early in the course of treatment (88% occurred in the first 18 weeks). [See
Adverse Reactions (6.1).] In the case of persistent hypertension despite
anti-hypertensive therapy, the dose of VOTRIENT may be reduced [see
Dosage and Administration (2.2)]. VOTRIENT should be discontinued if
hypertension is severe and persistent despite anti-hypertensive therapy and
dose reduction of VOTRIENT. 5.7 Wound Healing: No formal studies on the
effect of VOTRIENT on wound healing have been conducted. Since vascular
endothelial growth factor receptor (VEGFR) inhibitors such as pazopanib may
impair wound healing, treatment with VOTRIENT should be stopped at least
7 days prior to scheduled surgery. The decision to resume VOTRIENT after
surgery should be based on clinical judgment of adequate wound healing.
VOTRIENT should be discontinued in patients with wound dehiscence.

5.8 Hypothyroidism: In clinical RCC studies of VOTRIENT, hypothyroidism
reported as an adverse reaction in 26/586 (4%) [see Adverse Reactions
(6.7)]. Proactive monitoring of thyroid function tests is recommended.

5.9 Proteinuria: In clinical RCC studies with VOTRIENT, proteinuria has
been reported in 44/586 (8%) [Grade 3, 5/586 (<1%) and Grade 4, 1/586
(<1%)] [see Adverse Reactions (6.1)]. Baseline and periodic urinalysis during
treatment is recommended. VOTRIENT should be discontinued if the patient
develops Grade 4 proteinuria. 5.10 Pregnancy: VOTRIENT can cause fetal
harm when administered to a pregnant woman. Based on its mechanism
of action, VOTRIENT is expected to result in adverse reproductive effects.

In pre-clinical studies in rats and rabbits, pazopanib was teratogenic,
embryotoxic, fetotoxic, and abortifacient. There are no adequate and well-
controlled studies of VOTRIENT in pregnant women. If this drug is used
during pregnancy, or if the patient becomes pregnant while taking this drug,
the patient should be apprised of the potential hazard to the fetus. Women of
childbearing potential should be advised to avoid becoming pregnant while
taking VOTRIENT. [See Use in Specific Populations (8.1).]

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience: Because clinical trials are conducted under
widely varying conditions, adverse reaction rates observed in the clinical
trials of a drug cannot be directly compared to rates in the clinical trials of
another drug and may not reflect the rates observed in practice. The safety
of VOTRIENT has been evaluated in 977 patients in the monotherapy studies
which included 586 patients with RCC. With a median duration of treatment
of 7.4 months (range 0.1 to 27.6), the most commonly observed adverse
reactions (>20%) in the 586 patients were diarrhea, hypertension, hair color
change, nausea, fatigue, anorexia, and vomiting. The data described below
reflect the safety profile of VOTRIENT in 290 RCC patients who participated
in a randomized, double-blind, placebo-controlled study /see Clinical Studies
(14) of full prescribing information]. The median duration of treatment

was 7.4 months (range 0 to 23) for patients who received VOTRIENT and
3.8 months (range 0 to 22) for the placebo arm. Forty-two percent (42%) of
patients on VOTRIENT required a dose interruption. Thirty-six percent (36%)
of patients on VOTRIENT were dose reduced.
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was presented yesterday by Katherine S. Vir-
go, PhD, during Clinical Science Symposium,
“Survivorship: Care Plans, Quality of Care,
and Barriers to Care.”

“We wanted to examine the attitudes,
knowledge and practices of PCPs and oncol-
ogists regarding the care of cancer survivors,”
Dr. Han said. “We focused on breast and co-
lon cancer survivors, and we looked at things
like how physicians perceived their roles and
responsibilities in the care of cancer survi-
vors vis-a-vis one another. [We also looked
at] how much confidence they have in one
another’s skills and the knowledge that is re-
quired to take care of this group of patients.”

According to Dr. Han, PCPs were asked
about their confidence in their knowledge of
care of patients with breast and colon cancer,
follow-up surveillance of these patients, and

the long-term and late effects of cancer treat-
ment in these patients.

“In general, we found that PCPs had low
confidence in their knowledge of these
areas,” Dr. Han said. In addition, PCPs rated
their skills for caring for cancer survivors as
low, and oncologists agreed.

“This data could have implications consid-
ering that many groups have argued that we
should move toward a system of shared care
between PCPs and oncologists, with PCPs
demonstrating greater responsibility for can-
cer survivor care,” Dr. Han said.

Other interesting findings were noted.

Neither PCPs nor oncologists selected

a PCP-led model as the ideal model for
survivorship care.

* Although oncologists said that they pro-
vided treatment summaries or care plans

to PCPs a majority of the time, PCPs
reported a low frequency of receiving
them a minority of the time.

* Oncologists reported frequent commu-
nication with other physicians to clarify
their respective roles in follow-up care
for cancer survivors; however, PCPs’
perception was that this communication
occurred infrequently.

* Oncologists and PCPs endorsed over-
use of many cancer surveillance tests,
although this overuse was greater among
PCPs.

“There is an increase in the number of can-
cer survivors, but there is a limited capacity
of the oncology workforce to support and
follow these individuals,” Dr. Han said. “We
need to explore models where there is greater

sharing of care with PCPs; yet these findings
show that PCPs have very low confidence,
and oncologists also rate PCPs’ skills and
knowledge very low. It suggests that we have
a long way to go before physicians are com-
fortable with proposed shared-care models.”
Potential improvements include provision
of guidance to PCPs about recommended
care practices through the use of treatment
summaries, care plans, and other mecha-
nisms, and improved communication be-
tween oncologists and PCPs about their re-
spective roles and responsibilities. @
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Table 1. Adverse Reactions Occurring in 210% of Patients who
Received VOTRIENT

VOTRIENT Placebo
(N =290) (N = 145)
All All
Grades® |Grade 3|Grade 4| Grades® |Grade 3|Grade 4

Adverse Reactions % % % % % %
Diarrhea 52 3 <1 9 <1 0
Hypertension 40 4 0 10 <1 0
Hair color changes 38 <1 0 3 0 0
Nausea 26 <1 0 9 0 0
Anorexia 22 2 0 10 <1 0
Vomiting 21 2 <1 8 2 0
Fatigue 19 2 0 8 1 1
Asthenia 14 3 0 8 0 0
Abdominal pain 11 2 0 1 0 0
Headache 10 0 0 5 0 0

2National Cancer Institute Common Terminology Criteria for Adverse Events,
version 3.

Other adverse reactions observed more commonly in patients treated
with VOTRIENT than placebo and that occurred in <10% (any grade) were
alopecia (8% versus <1%), chest pain (5% versus 1%), dysgeusia (altered
taste) (8% versus <1%), dyspepsia (5% versus <1%), facial edema (1%
versus 0%), palmar-plantar erythrodysesthesia (hand-foot syndrome)

(6% versus <1%), proteinuria (9% versus 0%), rash (8% versus 3%), skin
depigmentation (3% versus 0%), and weight decreased (9% versus 3%).

Table 2. Selected Laboratory Abnormalities Occurring in >10% of
Patients who Received VOTRIENT and More Commonly (25%) in
Patients who Received VOTRIENT Versus Placebo

VOTRIENT Placebo
(N =290) (N =145)
All | All |
Grades® |Grade 3|Grade 4| Grades® |Grade 3|Grade 4
Parameters % % | % % % | %
Hematologic
Leukopenia 37 0 0 6 0 0
Neutropenia 34 1 <1 6 0 0
Thrombocytopenia 32 <1 <1 5 0 <1
Lymphocytopenia 31 4 <1 24 1 0
Chemistry
ALT increased 53 10 2 22 1 0
AST increased 53 7 <1 19 <1 0
Glucose
increased 41 <1 0 33 1 0
Total bilirubin
increased 36 3 <1 10 1 <1
Phosphorus
decreased 34 4 0 i 0 0
Sodium
decreased 31 4 ! 24 4 0
Magnesium
decreased 26 <1 1 14 0 0
Glucose
decreased 7 0 <1 3 0 0

2National Cancer Institute Common Terminology Criteria for Adverse Events,
version 3.

Hepatic Toxicity: In a controlled clinical study with VOTRIENT for the
treatment of RCC, ALT >3 X ULN was reported in 18% and 3% of the
VOTRIENT and placebo groups, respectively. ALT >10 X ULN was reported
in 4% of patients who received VOTRIENT and in <1% of patients who
received placebo. Concurrent elevation in ALT >3 X ULN and bilirubin >2 X
ULN in the absence of significant alkaline phosphatase >3 X ULN occurred
in 5/290 (2%) of patients on VOTRIENT and 2/145 (1%) on placebo. [See
Dosage and Administration (2.2) and Warnings and Precautions (5.1).]
Hypertension: In a controlled clinical study with VOTRIENT for the treatment
of RCC, 115/290 patients (40%) receiving VOTRIENT compared with 15/145
patients (10%) on placebo experienced hypertension. Grade 3 hypertension
was reported in 13/290 patients (4%) receiving VOTRIENT compared with
1/145 patients (<1%) on placebo. The majority of cases of hypertension

were manageable with anti-hypertensive agents or dose reductions with
2/290 patients (<1%) permanently discontinuing treatment with VOTRIENT
because of hypertension. In the overall safety population for RCC (N = 586),
one patient had hypertensive crisis on VOTRIENT. [See Warnings and
Precautions (5.2).] QT Prolongation and Torsades de Pointes: In a controlled
clinical study with VOTRIENT, QT prolongation (=500 msec) was identified
on routine electrocardiogram monitoring in 3/290 (1%) of patients treated
with VOTRIENT compared with no patients on placebo. Torsades de pointes
was reported in 2/586 (<1%) patients treated with VOTRIENT in the RCC
studies. [See Warnings and Precautions (5.3).] Arterial Thrombotic Events:
In a controlled clinical study with VOTRIENT, the incidences of arterial
thrombotic events such as myocardial infarction/ischemia [5/290 (2%)],
cerebral vascular accident [1/290 (<1%)], and transient ischemic attack
[4/290 (1%)] were higher in patients treated with VOTRIENT compared to the
placebo arm (0/145 for each event). [See Warnings and Precautions (5.4).]
Hemorrhagic Events: In a controlled clinical study with VOTRIENT, 37/290
patients (13%) treated with VOTRIENT and 7/145 patients (5%) on placebo
experienced at least 1 hemorrhagic event. The most common hemorrhagic
events in the patients treated with VOTRIENT were hematuria (4%), epistaxis
(2%), hemoptysis (2%), and rectal hemorrhage (1%). Nine (9/37) patients
treated with VOTRIENT who had hemorrhagic events experienced serious
events including pulmonary, gastrointestinal, and genitourinary hemorrhage.
Four (4/290) (1%) patients treated with VOTRIENT died from hemorrhage
compared with no (0/145) (0%) patients on placebo. [See Warnings and
Precautions (5.5).] In the overall safety population in RCC (N = 586),
cerebral/intracranial hemorrhage was observed in 2/586 (<1%) patients
treated with VOTRIENT. Hypothyroidism: In a controlled clinical study with
VOTRIENT, more patients had a shift from thyroid stimulating hormone (TSH)
within the normal range at baseline to above the normal range at any post-
baseline visit in VOTRIENT compared with the placebo arm (27% compared
with 5%, respectively). Hypothyroidism was reported as an adverse reaction
in 19 patients (7%) treated with VOTRIENT and no patients (0%) in the
placebo arm. [See Warnings and Precautions (5.7).] Diarrhea: Diarrhea
occurred frequently and was predominantly mild to moderate in severity.
Patients should be advised how to manage mild diarrhea and to notify their
healthcare provider if moderate to severe diarrhea occurs so appropriate
management can be implemented to minimize its impact. Proteinuria: In
the controlled clinical study with VOTRIENT, proteinuria has been reported
as an adverse reaction in 27 patients (9%) treated with VOTRIENT. In 2
patients, proteinuria led to discontinuation of treatment with VOTRIENT.
Lipase Elevations: In a single-arm clinical study, increases in lipase values
were observed for 48/181 patients (27%). Elevations in lipase as an adverse
reaction were reported for 10 patients (4%) and were Grade 3 for 6 patients
and Grade 4 for 1 patient. In clinical RCC studies of VOTRIENT, clinical
pancreatitis was observed in 4/586 patients (<1%). Cardiac Dysfunction:
Pazopanib has been associated with cardiac dysfunction (such as a
decrease in ejection fraction and congestive heart failure) in patients with
various cancer types, including RCC. In the overall safety population for RCC
(N = 586), cardiac dysfunction was observed in 4/586 patients (<1%).

7 DRUG INTERACTIONS

7.1 Drugs That Inhibit or Induce Cytochrome P450 3A4 Enzymes: In vitro
studies suggested that the oxidative metabolism of pazopanib in human liver
microsomes is mediated primarily by CYP3A4, with minor contributions from
CYP1A2 and CYP2C8. Therefore, inhibitors and inducers of CYP3A4 may
alter the metabolism of pazopanib. CYP3A4 Inhibitors: Coadministration of
pazopanib with strong inhibitors of CYP3A4 (e.g., ketoconazole, ritonavir,
clarithromycin) may increase pazopanib concentrations. A dose reduction
for VOTRIENT should be considered when it must be coadministered with
strong CYP3A4 inhibitors [see Dosage and Administration (2.2)]. Grapefruit
juice should be avoided as it inhibits CYP3A4 activity and may also increase
plasma concentrations of pazopanib. CYP3A4 Inducers: CYP3A4 inducers
such as rifampin may decrease plasma pazopanib concentrations. VOTRIENT
should not be used if chronic use of strong CYP3A4 inducers can not be
avoided [see Dosage and Administration (2.2)]. 7.2 Effects of Pazopanib
on CYP Substrates: Results from drug-drug interaction studies conducted
in cancer patients suggest that pazopanib is a weak inhibitor of CYP3A4,
CYP2C8, and CYP2D6 in vivo, but had no effect on CYP1A2, CYP2C9, or
CYP2C19 [see Clinical Pharmacology (12.3) of full prescribing information].
Concomitant use of VOTRIENT with agents with narrow therapeutic windows
that are metabolized by CYP3A4, CYP2D6, or CYP2C8 is not recommended.
Coadministration may result in inhibition of the metabolism of these
products and create the potential for serious adverse events. [See Clinical
Pharmacology (12.3) of full prescribing information.]

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy: Pregnancy Category D [see Warnings and Precautions
(5.10)]. VOTRIENT can cause fetal harm when administered to a pregnant
woman. There are no adequate and well-controlled studies of VOTRIENT

in pregnant women. In pre-clinical studies in rats and rabbits, pazopanib
was teratogenic, embryotoxic, fetotoxic, and abortifacient. Administration of
pazopanib to pregnant rats during organogenesis at a dose level of >3 mg/
kg/day (approximately 0.1 times the human clinical exposure based on
AUC) resulted in teratogenic effects including cardiovascular malformations
(retroesophageal subclavian artery, missing innominate artery, changes in
the aortic arch) and incomplete or absent ossification. In addition, there was
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Reflections on Care
Continued from Page 3B

care for the sick. It does not compel us to care
for and treat the population at large, or any
particular group of patients for that matter.
It implies that our patients are those we en-
counter individually. In ancient times — and
occasionally in ours — such encounters hap-
pened in patients’ homes. But unauthorized
immigrants with cancer, just like patients who
are citizens, come into our homes — our hos-
pitals, clinics, and offices. They are then no
longer the population at large but rather they
seem to us just like all of our other patients,
like human beings afflicted with illness who
need help, care, treatment, and relief from
suffering. The most profound sense of obliga-
tion we feel as physicians — no matter our

personal political beliefs — stem from these
two dimensions of our ethic: we want to help
the sick directly in front of us.

All of this stands in contradistinction to the
views derivable from policy or public health
ethics. The framework for policy or public
health points of view conceives of groups
of patients and attempts to align available
resources in ways that maximize benefits
for populations. As such, these useful ana-
lytical systems deal with statistical patients.
As oncology professionals, the patients who
come to us for care are individuals, not statis-
tics; therefore, efforts to place the burden of
gatekeeping for cancer treatments or, to use
the politically-charged term, “rationing,” on
those of us who care for actual patients, runs
counter to our worldview as clinicians. Most
of us could live in a system that rationed

treatments based on, for example, cost-
effectiveness, as long as the rules applied to
everyone and were imposed on us by policy,
statute, or regulation. Then the voting public
would have decided, and the burden of deci-
sion making would not be left to those of us
whose sense of obligation is generally more
aligned with individual patients as I have
outlined previously.

[ have tried to establish thus far in this edi-
torial that the sense of duty to care for every
individual patient who comes to us for care
stems from very deep, foundational views
of our obligations as oncology professionals
interested in the welfare of patients with can-
cer of all kinds. However, current economic,
governmental, and regulatory realities make
it impossible to offer every treatment to
every patient irrespective of ability to pay. I

reduced fetal body weight, and pre- and post-implantation embryolethality
in rats administered pazopanib at doses >3 mg/kg/day. In rabbits, maternal
toxicity (reduced food consumption, increased post-implantation loss, and
abortion) was observed at doses >30 mg/kg/day (approximately 0.007
times the human clinical exposure). In addition, severe maternal body
weight loss and 100% litter loss were observed at doses >100 mg/kg/day
(0.02 times the human clinical exposure), while fetal weight was reduced
at doses >3 mg/kg/day (AUC not calculated). 8.3 Nursing Mothers: It is
not known whether this drug is excreted in human milk. Because many
drugs are excreted in human milk and because of the potential for serious
adverse reactions in nursing infants from VOTRIENT, a decision should be
made whether to discontinue nursing or to discontinue the drug, taking into
account the importance of the drug to the mother. 8.4 Pediatric Use: The
safety and effectiveness of VOTRIENT in pediatric patients have not been
established. In repeat-dose toxicology studies in rats including 4-week,
13-week, and 26-week administration, toxicities in bone, teeth, and nail
beds were observed at doses >3 mg/kg/day (approximately 0.07 times

the human clinical exposure based on AUC). Doses of 300 mg/kg/day
(approximately 0.8 times the human clinical exposure based on AUC) were
not tolerated in 13- and 26-week studies with rats. Body weight loss and

26 weeks (approximately 1.3 and 0.85 times the human clinical exposure
based on AUC, respectively). Decreased corpora lutea was also noted in
monkeys given 500 mg/kg/day for up to 34 weeks (approximately 0.4
times the human clinical exposure based on AUC). Pazopanib did not affect
mating or fertility in male rats. However, there were reductions in sperm
production rates and testicular sperm concentrations at doses >3 mg/kg/
day, epididymal sperm concentrations at doses >30 mg/kg/day, and sperm
motility at >100 mg/kg/day following 15 weeks of dosing. Following 15
and 26 weeks of dosing, there were decreased testicular and epididymal
weights at doses of >30 mg/kg/day (approximately 0.35 times the human
clinical exposure based on AUC); atrophy and degeneration of the testes with
aspermia, hypospermia and cribiform change in the epididymis was also
observed at this dose in the 6-month toxicity studies in male rats.

17 PATIENT COUNSELING INFORMATION
See Medication Guide. The Medication Guide is contained in a separate leaflet
that accompanies the product. However, inform patients of the following:
* Therapy with VOTRIENT may result in hepatobiliary laboratory
abnormalities. Monitor serum liver tests (ALT, AST, and bilirubin) prior
to initiation of VOTRIENT and at least once every 4 weeks for the first

morbidity were observed at these doses. Hypertrophy of epiphyseal growth
plates, nail abnormalities (including broken, overgrown, or absent nails)
and tooth abnormalities in growing incisor teeth (including excessively long,
brittle, broken and missing teeth, and dentine and enamel degeneration
and thinning) were observed in rats at >30 mg/kg/day (approximately 0.35
times the human clinical exposure based on AUC) at 26 weeks, with the
onset of tooth and nail bed alterations noted clinically after 4 to 6 weeks.
8.5 Geriatric Use: In clinical trials with VOTRIENT for the treatment of RCC,
196 subjects (33%) were aged >65 years, and 34 subjects (6%) were aged
>75 years. No overall differences in safety or effectiveness of VOTRIENT
were observed between these subjects and younger subjects. However,
patients >60 years of age may be at greater risk for an ALT >3 X ULN. Other
reported clinical experience has not identified differences in responses
between elderly and younger patients, but greater sensitivity of some older
individuals cannot be ruled out. 8.6 Hepatic Impairment: The safety and
pharmacokinetics of pazopanib in patients with hepatic impairment have
not been fully established. In clinical studies for VOTRIENT, patients with
total bilirubin <1.5 X ULN and AST and ALT <2 X ULN were included [see
Warnings and Precautions (5.1)]. An interim analysis of data from 12 patients
with normal hepatic function and 9 with moderate hepatic impairment
showed that the maximum tolerated dose in patients with moderate hepatic
impairment was 200 mg per day [see Clinical Pharmacology (12.3) of full
prescribing information]. There are no data on patients with severe hepatic
impairment [see Dosage and Administration (2.2)]. 8.7 Renal Impairment:
Patients with renal cell cancer and mild/moderate renal impairment
(creatinine clearance >30 mL/min) were included in clinical studies for
VOTRIENT. There are no clinical or pharmacokinetic data in patients with
severe renal impairment or in patients undergoing peritoneal dialysis or
hemodialysis. However, renal impairment is unlikely to significantly affect
the pharmacokinetics of pazopanib since <4% of a radiolabeled oral dose
was recovered in the urine. In a population pharmacokinetic analysis using
408 subjects with various cancers, creatinine clearance (30-150 mL/min)
did not influence clearance of pazopanib. Therefore, renal impairment is
not expected to influence pazopanib exposure, and dose adjustment is not
necessary.

10 OVERDOSAGE

Pazopanib doses up to 2,000 mg have been evaluated in clinical trials.
Dose-limiting toxicity (Grade 3 fatigue) and Grade 3 hypertension were
each observed in 1 of 3 patients dosed at 2,000 mg daily and 1,000 mg
daily, respectively. Treatment of overdose with VOTRIENT should consist of
general supportive measures. There is no specific antidote for overdosage
of VOTRIENT. Hemodialysis is not expected to enhance the elimination of
VOTRIENT because pazopanib is not significantly renally excreted and is
highly bound to plasma proteins.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility:
Carcinogenicity studies with pazopanib have not been conducted.
However, in a 13-week study in mice, proliferative lesions in the liver
including eosinophilic foci in 2 females and a single case of adenoma in
another female was observed at doses of 1,000 mg/kg/day (approximately
2.5 times the human clinical exposure based on AUC). Pazopanib did

not induce mutations in the microbial mutagenesis (Ames) assay and

was not clastogenic in both the in vitro cytogenetic assay using primary
human lymphocytes and in the in vivo rat micronucleus assay. Pazopanib
may impair fertility in humans. In female rats, reduced fertility including
increased pre-implantation loss and early resorptions were noted at
dosages >30 mg/kg/day (approximately 0.4 times the human clinical
exposure based on AUC). Total litter resorption was seen at 300 mg/kg/
day (approximately 0.8 times the human clinical exposure based on AUC).
Post-implantation loss, embryolethality, and decreased fetal body weight
were noted in females administered doses >10 mg/kg/day (approximately
0.3 times the human clinical exposure based on AUC). Decreased corpora
lutea and increased cysts were noted in mice given >100 mg/kg/day for
13 weeks and ovarian atrophy was noted in rats given >300 mg/kg/day for

4 months of treatment or as clinically indicated. Inform patients that they
should report any of the following signs and symptoms of liver problems to
their healthcare provider right away.

« yellowing of the skin or the whites of the eyes (jaundice),

* unusual darkening of the urine,

* unusual tiredness,

* right upper stomach area pain.

* Gastrointestinal adverse reactions such as diarrhea, nausea, and vomiting
have been reported with VOTRIENT. Patients should be advised how to
manage diarrhea and to notify their healthcare provider if moderate to
severe diarrhea occurs.

» Women of childbearing potential should be advised of the potential hazard
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think it is very important to recognize that,
as much as we may feel for the suffering pa-
tients who come to us, the limitations of cir-
cumstance they face are not of our making.
Having no access to resources is an example
of such an unfortunate circumstance. This is
troublesome and in some global sense unjust.
We would like to fix it, but it is not our fault.
I believe that those who might ascribe to us
an ethical obligation to treat every patient we
encounter at all costs, even if it would harm
our ability to deliver care more broadly, mis-
takenly characterize our real obligations. In
this way, discussions about human rights to
health care (as much as I may admire them)
cannot realistically address the real-world
problem of the sick patient in our office who
has an expensive disease such as cancer.’ 1
agree that our obligation is to advocate for
justice for all of our patients. That we do not
achieve justice for all of our patients does not
mean that we fail them. Moreover, we cannot
realistically be expected to achieve it to the
detriment of our overall practices or to the
other patients for whom we care.

For the patient described in this editorial,
this might mean accepting the fact that, al-
though many patients with health insurance
might choose to be treated with chemotherapy
for advanced pancreatic cancer, overall it is
likely to add little to his survival or quality of
life. So donating the costs of such treatments
does not do much to further this patients
outcome (or to keep him from injustice). His
circumstances — the inability to pay for che-
motherapy out of pocket or obtain insurance
coverage for it — make such treatments even
less cost-effective. Our deepest obligations
might be fulfilled in other ways. Continuing
to care for this patient through office visits,
prescriptions for medicines important to pal-
liative care, and emotional support can all be
provided relatively cheaply by comparison,
and to me would represent a pathway for ful-
filling our ethical obligation to care for such a
patient irrespective of his ability to pay. @

About the Author: Dr. Helft is an Associate
Professor of Medicine at the Indiana University
School of Medicine and the Indiana University
Melvin and Bren Simon Cancer Center. He also
is the Director of the Charles Warren Fairbanks
Center for Medical Ethics at Indiana University
Health. He has been an ASCO member for 11
years.
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Practice Consolidation Models for Community Practices,
Institutions of All Sizes to Form Effective Multispecialty Groups

large integrated systems of care devour-

ing market share, how will the typical on-
cology practice — whether it's a community-
based single specialty practice, a hospital- or
university-affiliated practice, or a regional
multispecialty group — survive in the com-
ing years?

Three prominent ASCO leaders will ad-
dress that question in the Educational Ses-
sion, “Oncology Practice Models: Strategies
to Overcome Competitive Disadvantages,” to
be held this morning, 8:00 AM — 9:15 AM,

In a hotly competitive marketplace with

Room E353, East Building.

Harvey D. Bichkoff, MPH, Chief Executive
Officer at Pacific Specialty Care, Inc., will dis-
cuss successful practice model strategies for
community-based single-specialty practices.

“In our market we have a large prepaid
health system in Kaiser Permanente that is
growing in market share, and a large hospi-
tal in Sutter Medical Center that is acquir-
ing practices and expanding,” Bichkoff told
ASCO Daily News in an interview. “We are a
moderate-sized medical oncology practice,
and we want to maintain our autonomy and

continue to provide high-quality care while
meeting the challenges of healthcare reform.”
Mr. Bichkoff said California Cancer Care
has begun to consolidate with other similar
specialty practices to form a multispecialty
group while also collaborating with a lo-
cal freestanding hospital to help diversify
revenue streams. Mr. Bichkoff will present
data from the Kantar Health Research Group
about trends in small and large oncology
practice models. These include:
* Twenty percent of practices today are
comprised of one or two oncologists,
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down from 33% in 2006. Mr. Bich-
koff said that practices of this size have
difficulty recruiting management and
have diminished clout with payers and
drug wholesalers. These practices may
be forced to merge or exit the market
entirely; practices that close their doors
typically join a local hospital.

o Seventy percent of practices have three to
10 medical oncologists. These practices
can leverage infrastructure and fixed costs,
recruit and retain savvy business manage-
ment, and can leverage their size for better
contracts. They also are better positioned
to invest in electronic medical records,
thereby improving patient compliance and
office efficiency.

Consolidation of Clinical
and Ancillary Services

R. Steven Paulson, MD, President and
Chairman of the Board for Texas Oncology,
will discuss successful practice models for a
regional multispecialty groups. Dr. Paulson
will emphasize the need for such groups to
aggregate ancillary and clinical services with-
in the practice to create a “one-stop shop-
ping” experience for the patient and a com-
petitive advantage for the practice.

“If you can create a center of excellence by
bringing together critical physician groups,
a practice can create an advantage for them-
selves,” Dr. Paulson told ASCO Daily News.
“For instance, if you have a prostate cancer
practice, you must have urologists as well as
oncologists in the same practice. By aggre-
gating clinical and ancillary services you can
provide everything from diagnosis to radia-
tion to resolution of disease under one roof.
The patient has one place to go and has a
much less stressful and more cohesive, inte-
grated plan of care.”

According to Dr. Paulson, payers will favor
the larger, integrated practice because they
can contract with one entity.

DenisB. Hammond, MD, of New Hampshire
Oncology/Hematology, in Manchester, New
Hampshire, will discuss practice models for
the hospital or university-affiliated practice.

Dr. Hammond told ASCO Daily News that
in 2004, in response to increasing com-
petitive pressure in the New England area,
his practice began discussions with the

See Practice Consolidation, Page 17B
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Rapid-learning Model: The Future is
Now for Oncologists and Their Patients

Use of health information technology to consolidate data sets will allow for higher-
quality patient care and an ever-growing foundation of knowledge for oncologists

EXPERT

EDITORIAL

Amy P Abernethy, MD

apid-learning health care has received
considerable attention as a national

odel that, when implemented, will

conjoin the processes of research discovery
and patient care while also ensuring innova-
tion, quality, safety, and value in the health-
care system.'” In a rapid-learning system,
data generated through both patient care and
clinical research feed into an ever-growing
databank or set of coordinated databases.

The system “learns” through several mecha-

nisms: the routine collection of data in a

planned and strategic manner, iterative anal-

ysis of captured data, generation of evidence
and translation of results through analysis of
both retrospective and prospective data, in-
corporation of new insights into clinical care,
evaluation of outcomes of changes in clinical
practice, and generation of new hypotheses
for investigation.* Examples of possible in-
sights gained through this model include:
 knowledge and understanding of the clin-
ical effectiveness of treatments for patients
frequently excluded from clinical trials
(e.g., the advanced elderly or individuals
with multiple comorbidities),

* knowledge and understanding of how the
sequencing and timing of antineoplastic
treatments affect real-world trajectories of
cancer care,

e identification of unexpected associa-
tions that predict treatment response or
symptoms,

o improvement in healthcare delivery sys-
tems, and

* embedding of clinically relevant informa-
tion into the process of basic discovery.

In 2007, the Institute of Medicine (IOM)
Roundtable on Evidence-based Medicine
formally convened leading authorities to
describe the vision of “The Learning Health-
care System” and present recommendations
for next steps.! In October 2009, the IOM3
National Cancer Policy Forum conducted a
follow-up workshop, “A Rapid Learning Sys-
tem for Cancer Care.” These high-level fo-
rums spawned collaborative discussion, serv-
ing as a catalyst for widespread motivation to
redesign the health care system using a rapid-
learning paradigm. First steps in this endeav-
or have been to develop infrastructure for
data interoperability and management and to
consider methods for leveraging longstand-
ing national investments in registries, clinical
trials infrastructure, and quality monitoring
processes for cancer. Funding has been se-
cured for the development, implementation,
refinement, and examination of the effect of
prototype rapid-learning models in specific
disciplines, diseases, and populations. In ad-
dition, the development of new healthcare
models has been aligned with opportunities
in the Affordable Care Act of 2010 to use

rapid learning to

facilitate  health
care redesign.
With respect to
the first (infra-
structure  devel-
opment), the

Cancer Biomedi-
cal  Informatics
Grid®  (caBIG®)
has made sig-
nificant strides in
defining data elements, creating tools, and
establishing standards that will support a na-
tionwide data foundation for rapid learning.

Amy P Abernethy, MD

Paving the Way in Oncology

Cancer has been suggested as a first dis-
ease in which to test a rapid-learning model
because its severity, threat to life, costliness,
intrinsic and consistent strong patient en-
gagement, and population-wide effects.® A
sense of urgency surrounds the need for bet-
ter comparative effectiveness data, particularly
in oncology where the pace at which new
cancer treatments emerge outstrips the rate
of evidence review and dissemination, where
many investigational therapies exist alongside
U.S. Food and Drug Administration (FDA)-
approved therapies, and where off-label pre-
scribing constitutes a major and important
proportion of all pharmaceutical treatments
delivered. In cancer research, the concepts of
continuous investigation, discovery, and evi-
dence implementation are already well accept-
ed. Patient-reported outcomes (PRO), a core
feature of rapid-learning models under devel-
opment, have been well studied in this field;
patient-centeredness has been articulated as a
priority for cancer care.*

Redesign of oncology in a rapid-learning
model would entail a restructuring of the ex-
isting systems of research and care, seamlessly
coordinating these distinct spheres. A rapid-
learning system simultaneously generates and
is driven by data (i.e., uses the results of ret-
rospective analyses and prospective studies),
hence it contains continuous feedback/evalu-
ation loops that could improve accountability
throughout the system. Quality of care (i.e.,
the extent to which care is evidence- and/or
guideline-based, exhibits continuity over time
and across settings, and incorporates longitu-
dinal monitoring of outcomes) will improve
with the greater access to data and transparen-
cy afforded by the rapid-learning system. Sup-
ported by health information technology and
by secure, trustworthy, information systems, a
rapid-learning model will facilitate improved
communications between clinicians, research-
ers, patients, administrators, and other stake-
holders. Its use of health information technol-
ogy for data collection and for bidirectional
communication will open numerous opportu-
nities for patient education.

Progress is already being made on the
ground in implementing and testing compo-
nents of a rapid-learning system. At Duke,
as a proof of concept and to test what rapid-
learning health care looks like on the front-
line, we systematically built the fundamental

components of a patient-centered, informat-
ics-enabled, rapid-learning system based on
PROs such as symptoms and functional status.
We adapted an information technology-based
system for collecting PRO data electronically
(ePRO) at the point of care for use in support
of both clinical and research purposes, and we
demonstrated the system’s feasibility and ac-
ceptability in the academic oncology setting.®
We found ePRO data collected electronically
to be equivalent to data collected using tra-
ditional paper questionnaires.” We then used
this ePRO system as the hub of an institutional
data ecosystem which links patient-reported,
clinical, administrative, financial, genomic,
and other datasets in Duke’s enterprise data
warehouse.” The system is designed for in-
teroperability with national datasets such as
caBIG®, Surveillance, Epidemiology and End
Results (SEER) data, and the Medicare 5%
dataset. We have used the system to identify
underattended areas of patient need,' auto-
mate triaging in the clinic, and evaluate a new
psychosocial  in-

controls ensure that privacy is maintained,;
only appropriate clinical, research, adminis-
trative, and regulatory personnel can access
Gertrude’s personal health data.

Using a digital interface in the clinic waiting
room, Gertrude completes a series of breast
cancer-specific electronic questionnaires to re-
port her symptoms during the past week. This
patient-reported information is automatically
imported into the codified clinic note, and
Dr. Smith reviews the report before entering
Gertrude’s room, prepared to discuss changes
and her principal concerns. As she waits, Ger-
trude watches tailored video modules that are
matched to the symptoms she has indicated as
well as her age, disease, and gender. Dr. Smith
uses clinical decision support software that is
automatically tailored to Gertrude’s personal
health history to choose the best first-line che-
motherapy program for her newly diagnosed
metastatic disease; treatment choice is made in
real-time reflective of the most up-to-date in-
formation available in the databases. After the
visit, Dr. Smith updates the clinical note with
Gertrude’s new clinical notes, interpretation,
and plan. When Dr. Smith next sees Gertrude,
relevant information from July’s note automat-
ically populates the August note.

All codified information from Gertrudes
visits enter an ever-growing database avail-
able to researchers, quality improvement staff,
and the Centers for Medicare and Medicaid
Services; it is stored for future analyses, data
needs, and quality

tervention.''* In
a current Ameri-
can Reinvestment
and Recovery Act
Grand  Oppor-
tunities grant,
we are using the
ePRO system as
a central facilita-
tor of large-scale
data linkage to
support compara-
tive effectiveness

Clinical trials, comparative

and biologic data

Evaluation of
outcomes

Transformation of
subsequent care

. deliver
research in breast v

effectiveness research, molecular

Qual-

ity assessment re-

assessment.

Information-rich,
patient-focused

data data are available to

sults and outcomes
clinicians  making
treatment decisions
for future patients.
The data
can generate vari-

system

ous continuously

updated  reports,

Data from patient-level
aggregation,

evidence graphs of  Ger-

generation | yryde’s fatigue as

and lung cancer;
this project includes development of an in-
formatics-enabled data registry and bioreposi-
tory that allows rapid assessment of outcomes
differentiated by biomarker. In the meantime,
standardized ePRO collection is advancing
various goals integral to quality cancer care
and research; for example, a contract from the
National Cancer Institute has funded devel-
opment of an ePRO version of the Common
Toxicity Criteria for Adverse Event reporting.

Effects of Rapid-learning Health
Care on the Practicing Oncologist

The following scenario depicts a near-term
reality.

Gertrude Q, a 67-year-old patient with met-
astatic breast cancer, visits Dr. Smith in July.
Her clinical note is generated from an amal-
gamation of codified data elements, each dis-
cretely documented by Dr. Smith using data
standards that ensure interoperability across
data systems. Recognizing the complexity of
care and the importance of the narrative to
shape its vivid picture, only those parts of the
note that must be codified flow into categori-
cal fields. Dr. Smith provides text comments
that supplement the coded data and provide
important contextual information for the dis-
crete data. A report joins the discrete coded
information and text information into an in-
formative clinical synopsis for Dr. Smith’s use
in Gertrude’s subsequent visits. Data security

associated with her
chemotherapy, to health system-level sum-
maries designed to help optimize patient care
and satisfaction, to evaluation of cancer treat-
ment outcomes by stage of disease and patient
characteristics. Dashboards and clinical deci-
sion support tools assist the various users in
navigating the system, as well as in accessing
and understanding appropriate data. Other
clinicians treating patients with similar char-
acteristics can query across the data system to
understand the effectiveness of available treat-
ments, optimal treatment sequence, and in-
fluence of comorbid illness on outcomes. Re-
searchers can aggregate Gertrude’ clinical data
with those of appropriate patients to create a
research sample, through which they can ex-
plore disease history, treatment patterns, and
outcomes at the population level. Meanwhile,
bench scientists working with Gertrudes
banked tumor specimens have a fully annotat-
ed clinical record to enhance discovery and to
ensure that basic science research is maximally
clinically relevant. When Gertrude returns to
see Dr. Smith, her information is updated and
the databases continue to grow.

Hence, in this rapid-learning system, the
care of the individual patient at hand is in-
formed by all similar patients who came
before her, and data regarding her care and
outcomes are reinvested into continuously

See Rapid-learning Model, Page 15B



NS

elgene is now joining the battle against
metastatic breast cancer

JXbraxane
for Injectable Suspension

(naclitaxel protein-bound particles for injectable suspension)
(albumin-bound)

ABRAXANE for Injectable Suspension
(paclitaxel protein-bound particles for
injectable suspension) is indicated for the
treatment of breast cancer after failure of
combination chemotherapy for metastatic
disease or relapse within 6 months of
adjuvant chemotherapy. Prior therapy
should have included an anthracycline
unless clinically contraindicated.

If you need help accessing ABRAXANE for your patients, please call
Celgene Patient Support® at 800-931-8691 or visit www.abraxane.com.

Please see Important Safety Information on adjacent page.
Please see brief summary of full Prescribing Information on the following pages.

A
(@elgene ABRAXANE® is a registered trademark of Celgene Corporation.

©2011 Celgene Corporation 03/11 ABR11012T



ABRAXANE® for Injectable Suspension (paclitaxel protein-bound particles for injectable suspension) is indicated for the treatment of breast cancer after
failure of combination chemotherapy for metastatic disease or relapse within 6 months of adjuvant chemotherapy. Prior therapy should have included an

anthracycline unless clinically contraindicated.

IMPORTANT SAFETY INFORMATION

WARNING

diagnostic and treatment facilities are readily available.
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physician experienced in the use of cancer chemotherapeutic agents. Appropriate management of complications is possible only when adequate

ABRAXANE therapy should not be administered to patients with metastatic breast cancer who have baseline neutrophil counts of less than
1,500 cells/mm?. In order to monitor the occurrence of hone marrow suppression, primarily neutropenia, which may be severe and result in infection,
it is recommended that frequent peripheral blood cell counts be performed on all patients receiving ABRAXANE.
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ADDITIONAL WARNINGS

e The use of ABRAXANE has not been studied in patients with renal dysfunction.
In the randomized controlled trial, patients were excluded for baseline serum
bilirubin >1.5 mg/dL or baseline serum creatinine >2 mg/dL

Pregnancy-Teratogenic Effects: Pregnancy Category D
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* |n the case of severe neutropenia (<500 cells/mm? for 7 days or more) during a
course of ABRAXANE therapy, a dose reduction for subsequent courses of
therapy is recommended

Nervous System:
e Sensory neuropathy occurs frequently with ABRAXANE

e The occurrence of grade 1 or 2 sensory neuropathy does not generally require
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Injection Site Reaction:
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neuropathy (any symptoms 71%; severe 10%), asthenia (any 47%; severe 8%),
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(any 30%; severe 3%), diarrhea (any 27%; severe <1%), infections (24%),
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36%, AST [SGOT] 39%), hypersensitivity reactions (any 4%; severe 0%),
cardiovascular reactions (severe 3%), thrombocytopenia (any 2%; severe <1%),
and injection site reactions (<1%). In clinical trials and during postmarketing
surveillance, dehydration was common and pyrexia was very common. Rare
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Pediatric Oncology Award

Continued from Page 3B

said Dr. Helman. “Then during my residency,
I decided a career in oncology would allow
me to combine research and patient care.”

Dr. Helman trained in internal medicine
at Barnes Hospital of Washington University.
He then began his career at the NCI, where
he completed his fellowship and postdoctoral
training in the Molecular Genetics Section in
the Pediatric Oncology Branch.

“Just as I was about to leave [NCI after my
postdoctoral training], I was given an op-
portunity to develop an independent lab,”
said Dr. Helman. “This is when I made my
decision to study pediatric sarcomas because
1 saw an opportunity for new discovery, and

because 1 really enjoyed caring for these pa-
tients — often adolescents and young adults.”
Dr. Helman was appointed Head of the
Molecular Oncology Section, Pediatric On-
cology Branch of NCI in 1993 and then
served as Chief of the Pediatric Oncology
Branch from 1997 to 2007. In 2007, he was
appointed Scientific Director for Clinical Re-
search in the Center for Cancer Research at
NCI, where he currently serves. Dr. Helman
also is a part-time Professor of Pediatrics and
of Oncology at Johns Hopkins University.
“Since 1 have had the opportunity to
serve as Scientific Director for Clinical Re-
search at NCI, I have been able to work
toward defining and prioritizing the focus
of the NCI intramural clinical research pro-
gram while being able to maintain my own

laboratory research, something of which 1
am very proud,” said Dr. Helman.

Dr. Helman credits much of his success in
pediatric oncology research to his first research
mentor Mark Israel, MD, now of the Norris Cot-
ton Cancer Center at Dartmouth-Hitchcock.
Dr. Israel was Dr. Helman’s laboratory chief
during his postdoctoral training at the NCI.

“I can’t overemphasize how important [Dr.
Israels] teaching and guidance was to my fu-
ture success,” said Dr. Helman. “I have had
the good fortune to remain good friends with
[Dr. Israel] over the years, and this relation-
ship has also helped shape my own dedica-
tion to mentor junior faculty over the years.”

In addition to his positions at NCI and
Johns Hopkins, Dr. Helman has been an
ASCO member for more than 20 years. He

has served the Society in many ways including
as a current member of the Journal of Clinical
Oncology Editorial Board, as a past member
of the Board of Directors, and as past chair of
the Bylaws Committee. He is a member of the
Board of Directors of and Clinical Advisor to
The Children’s Inn at the National Institutes
of Health. Dr. Helman is a past member of
the Board of Governors of the Clinical Center
at the National Institutes of Health, and he
was a founding member of the Connective
Tissue Oncology Society.

“This (award) is a wonderful acknowledge-
ment by my peers that my work is consid-
ered valuable to the field,” said Dr. Helman.
“All science is by nature collaborative, so this
honor also goes to my colleagues and many
postdoctoral fellows and students.” @
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marrow suppression, primarily neutropenia, which may be severe and result in infection, it is
recommended that frequent peripheral blood cell counts be performed on all patients receiving
ABRAXANE.

Note: An albumin form of paclitaxel may substantially affect a drug’s functional properties relative to
those of drug in solution. DO NOT SUBSTITUTE FOR OR WITH OTHER PACLITAXEL FORMULATIONS.

1 t0 5% of the daily maximum recommended human exposure on a mg/m? basis). Testicular atrophy/
degeneration has also been observed in single-dose toxicology studies in rodents administered paclitaxel
protein-bound particles at 54 mg/m2 and dogs administered 175 mg/m? (see WARNINGS).

Pregnancy: Teratogenic Effects: Pregnancy Category D: (See WARNINGS section).

Nursing Mothers

It is not known whether paclitaxel is excreted in human milk. Following intravenous administration of
carbon-14 labeled paclitaxel to rats on days 9 to 10 postpartum, concentrations of radioactivity in milk
were higher than in plasma and declined in parallel with the plasma concentrations. Because many drugs
are excreted in human milk and because of the potential for serious adverse reactions in nursing infants,
it is recommended that nursing be discontinued when receiving ABRAXANE® therapy.

Pediatric Use

The safety and effectiveness of ABRAXANE in pediatric patients have not been evaluated.

Geriatric Use

Of the 229 patients in the randomized study who received ABRAXANE, 11% were at least 65 years of age
and < 2% were 75 years or older. No toxicities occurred notably more frequently among elderly patients
who received ABRAXANE.

Ability to Drive and Use Machines

Adverse events such as fatigue, lethargy, and malaise may affect the ability to drive and use machines.
ADVERSE REACTIONS:

The following table shows the frequency of important adverse events in the randomized comparative trial
for the patients who received either single-agent ABRAXANE® or paclitaxel injection for the treatment of
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ABRAXANE® for Injectable Suspension (paclitaxel protein-bound particles for injectable suspension) is

m ic breast cancer.

Table 3: Frequency? of Important Treatment Emergent Adverse Events in the
Randomized Study on an Every-3-Weeks Schedul

indicated for the treatment of breast cancer after failure of combination chemotherapy for ic
disease or relapse within 6 months of adjuvant chemotherapy. Prior therapy should have included an
anthracycline unless clinically contraindicated.

CONTRAINDICATIONS:

ABRAXANE should not be used in patients who have baseline neutrophil counts of < 1,500 cells/mm?.

WARNINGS:

Bone marrow suppression (primarily neutropenia) is dose dependent and a dose limiting toxicity. ABRAXANE
should not be administered to patients with baseline neutrophil counts of < 1,500 cells/mm3. Frequent
monitoring of blood counts should be instituted during ABRAXANE treatment. Patients should not be
retreated with subsequent cycles of ABRAXANE until neutrophils recover to a level >1,500 cells/mm3 and
platelets recover to a level >100,000 cells/mm3.

The use of ABRAXANE has not been studied in patients with renal dysfunction. In the randomized con-
trolled trial, patients were excluded for baseline serum bilirubin >1.5 mg/dL or baseline serum creatinine
>2 mg/dL.

Pregnancy - Teratogenic Effects: Pregnancy Category D:

ABRAXANE can cause fetal harm when administered to a pregnant woman. Administration of paclitaxel
protein-bound particles to rats on gestation days 7 to 17 at doses of 6 mg/m? (approximately 2% of the
daily maximum recommended human dose on a mg/m? basis) caused embryo- and fetotoxicity, as indi-
cated by intrauterine mortality, increased resorptions (up to 5-fold), reduced numbers of litters and live
fetuses, reduction in fetal body weight and increase in fetal anomalies. Fetal anomalies included soft tissue
and skeletal malformations, such as eye bulge, folded retina, microphthalmia, and dilation of brain ventri-
cles. A lower incidence of soft tissue and skeletal malformations were also exhibited at 3 mg/m?2 (approxi-
mately 1% of the daily maximum recommended human dose on a mg/m? basis).

There are no adequate and well-controlled studies in pregnant women using ABRAXANE®. If this drug is
used during pregnancy, or if the patient becomes pregnant while receiving this drug, the patient should be
apprised of the potential hazard to the fetus. Women of childbearing potential should be advised to avoid
becoming pregnant while receiving treatment with ABRAXANE.

Use in Males

Men should be advised to not father a child while receiving treatment with ABRAXANE (see PRECAUTIONS:
Carcinog is, Mutag is, Impai of Fertility for discussion of effects of ABRAXANE exposure
on male fertility and embryonic viability).

Albumin (Human)

ABRAXANE contains albumin (human), a derivative of human blood. Based on effective donor screening
and product manufacturing processes, it carries an extremely remote risk for transmission of viral dis-
eases. A theoretical risk for transmission of Creutzfeldt-Jakob Disease (CJD) also is considered extremely
remote. No cases of transmission of viral diseases or CJD have ever been identified for albumin.
PRECAUTIONS:

Drug Interactions

No drug interaction studies have been conducted with ABRAXANE.

The metabolism of paclitaxel is catalyzed by CYP2C8 and CYP3A4. In the absence of formal clinical drug
interaction studies, caution should be exercised when administering ABRAXANE concomitantly with medi-
cines known to inhibit (e.g. ketoconazole and other imidazole antifungals, erythromycin, fluoxetine, gemfi-
brozil, cimetidine, ritonavir, saquinavir, indinavir, and nelfinavir) or induce (e.g. rifampicin, carbamazepine,
phenytoin, efavirenz, nevirapine) either CYP2C8 or CYP3A4 (see CLINICAL PHARMACOLOGY).
Hematology

ABRAXANE® therapy should not be administered to patients with baseline neutrophil counts of less than
1,500 cells/mm3. In order to monitor the occurrence of myelotoxicity, it is recommended that frequent
peripheral blood cell counts be performed on all patients receiving ABRAXANE. Patients should not be
retreated with subsequent cycles of ABRAXANE until neutrophils recover to a level >1,500 cells/mm3 and
platelets recover to a level >100,000 cells/mm?. In the case of severe neutropenia (<500 cells/mm3 for
seven days or more) during a course of ABRAXANE therapy, a dose reduction for subsequent courses of
therapy is recommended (see DOSAGE AND ADMINISTRATION).

Nervous System

Sensory neuropathy occurs frequently with ABRAXANE. The occurrence of grade 1 or 2 sensory neurop-
athy does not generally require dose modification. If grade 3 sensory neuropathy develops, treatment
should be withheld until resolution to grade 1 or 2 followed by a dose reduction for all subsequent courses
of ABRAXANE (see DOSAGE AND ADMINISTRATION).

Hepatic Impairment

Because the exposure and toxicity of paclitaxel can be increased with hepatic impairment, administration
of ABRAXANE in patients with hepatic impairment should be performed with caution. The starting dose
should be reduced for patients with moderate and severe hepatic impairment. (See CLINICAL PHARMA-
COLOGY and DOSAGE AND ADMINISTRATION, Hepatic Impairment)

Injection Site Reaction

Injection site reactions occur infrequently with ABRAXANE and were mild in the randomized clinical trial.
Given the possibility of extravasation, it is advisable to closely monitor the infusion site for possible infil-
tration during drug administration.

Carcinogenesis, Mutagenesis, Impairment of Fertility

The carcinogenic potential of ABRAXANE has not been studied.

Paclitaxel has been shown to be clastogenic in vitro (chromosome aberrations in human lymphocytes)
and in vivo (micronucleus test in mice). ABRAXANE was not mutagenic in the Ames test or the
CHO/HGPRT gene mutation assay.

Administration of paclitaxel protein-bound particles to male rats at 42 mg/m2 on a weekly basis (approxi-
mately 16% of the daily maximum recommended human exposure on a mg/m? basis) for 11 weeks prior
to mating with untreated female rats resulted in significantly reduced fertility accompanied by decreased
pregnancy rates and increased loss of embryos in mated females. A low incidence of skeletal and soft
tissue fetal anomalies was also observed at doses of 3 and 12 mg/m?/week in this study (approximately

Percent of Patients
ABRAXANE® Paclitaxel Injection
260/30min® 175/3hed
(n=229) (n=225)
Bone Marrow
Neutropenia
<2.0x109L 80 82
<0.5x 109L 9 22
Thrombocytopenia
<100 x 109/L 2 3
<50 x 109/L <1 <1
Anemia
<11 g/dL 33 25
<8g/dL 1 <1
Infections 24 20
Febrile Neutropenia 2 1
Bleeding 2 2
Hypersensitivity Reacti
All 4 12
Severef 0
Cardiovascular
Vital Sign Changes?
Bradycardia <1 <1
Hypotension 5 5
Severe Cardiovascular Events' 3 4
Abnormal ECG
All patients 60 52
Patients with Normal Baseline 35 30
Respiratory
Cough 7 6
Dyspnea 12 9
Sensory Neuropathy
Any Symptoms 7 56
Severe Symptoms’ 10 2
Myalgia / Arthralgia
Any Symptoms 44 49
Severe Symptoms’ 8 4
Any Symptoms 47 39
Severe Symptoms’ 8 3
Fluid Retention/Edema
Any Symptoms 10 8
Severe Symptoms' 0 <1
Gastrointestinal
Nausea
Any symptoms 30 22
Severe symptoms' 3 <1
Vomiting
Any symptoms 18 10
Severe Symptoms' 4 1
Diarrhea
Any Symptoms 27 15
Severe Symptoms’ <1 1
Mucositis
Any Symptoms 7 6
Severe Symptoms’ < 0
Alopeci 90 94
Hepatic (Patients with Normal
Baseline)
Bilirubin Elevations 7 7
Alkaline Phosphatase
Elevations 36 31
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Rapid-learning Model

Continued from Page 11B

aggregating datasets to inform the care of
similar patients in the future.

Rapid-learning health care offers a com-
pelling vision. In this new paradigm, clinical
care is data driven, customized to the indi-
vidual, and patient centered in that it priori-
tizes symptoms and experiences important to
patients. Continuous, clinically relevant re-
search ensures that patient care is grounded in
the latest evidence, is informed by outcomes
(e.g., retrospective analyses of large aggregate
datasets, individuals matched on patient char-
acteristics) as well by results of prospective
clinical trials, and leverages existing data in-
cluding administrative and financial outcomes

to optimize efficiency and value in the health
care system. The linkage of data systems and
the interoperability of data within them cre-
ate a context for comprehensive consideration
of diverse patient variables. This transdisci-
plinary, ultimately transinstitutional, approach
will result in both new insights that can be
pursued through subsequent research and in
delivery of truly personalized medicine. @

About the Author: Dr. Abernethy is Associate
Professor of Medicine with Tenure in the
Department of Medicine, Division of Medical
Oncology, at Duke University Medical Center.
Her primary areas of focus are patient-centered
comparative effectiveness research, clinical tridls,
melanoma, and palliative and supportive care.
For more information about rapid-learning

health care models and how they can be used to
expedite guidelines development, see the Expert
Editorial by Dr. Peter Paul Yu in yesterday’s edi-
tion of ASCO Daily News, section B.
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Table 3: Frequency? of Important Treatment Emergent Adverse Events in the
Randomized Study on an Every-3-Weeks Schedule, Continued

Percent of Patients
ABRAXANE® Paclitaxel Injection
260/30min® 175/3he-d
(n=229) (n=225)
Hepatic (Patients with Normal
Baseline)
AST (SGOT) Elevations 39 32
Injection Site Reacti <1 1

aBased on worst grade. ® ABRAXANE dose in mg/m?/duration in minutes. ¢ paclitaxel injection dose in
mg/m2/duration in hours. ¢ paclitaxel injection pts received premedication. ¢ Includes treatment-related
events related to hypersensitivity (e.g., flushing, dyspnea, chest pain, hypotension) that began on a day of
dosing. f Severe events are defined as at least grade 3 toxicity. ¢ During study drug dosing.
Myelosuppression and sensory neuropathy were dose related.

Adverse Event Experiences by Body System

Unless otherwise noted, the following discussion refers to the primary safety database of 229 patients with
metastatic breast cancer treated with single-agent ABRAXANE® in the randomized controlled trial. The fre-
quency and severity of important adverse events for the study are presented above in tabular form. In some
instances, rare severe events observed with paclitaxel injection may be expected to occur with ABRAXANE.
Hematologic

Neutropenia, the most important hematologic toxicity, was dose dependent and reversible. Among patients
with metastatic breast cancer in the randomized trial, neutrophil counts declined below 500 cells/mm?
(Grade 4) in 9% of the patients treated with a dose of 260 mg/m? compared to 22% in patients receiving
paclitaxel injection at a dose of 175 mg/m2.

In the randomized metastatic breast cancer study, infectious episodes were reported in 24% of the patients
treated with a dose of 260 mg/m2 given as a 30-minute infusion. Oral candidiasis, respiratory tract infections
and pneumonia were the most frequently reported infectious complications. Febrile neutropenia was reported
in 2% of patients in the ABRAXANE arm and 1% of patients in the paclitaxel injection arm.
Thrombocytopenia was uncommon. In the randomized metastatic breast cancer study, bleeding episodes
were reported in 2% of the patients in each treatment arm.

Anemia (Hb <11 g/dL) was observed in 33% of patients treated with ABRAXANE in the randomized trial
and was severe (Hb <8 g/dL) in 1% of the cases. Among all patients with normal baseline hemoglobin,
31% became anemic on study and 1% had severe anemia.

Rare reports of pancytopenia have been observed in clinical trials and during postmarketing surveillance
of ABRAXANE.

Hypersensitivity Reactions (HSRs)

In the randomized controlled metastatic breast cancer study, Grade 1 or 2 HSRs occurred on the day of
ABRAXANE administration and consisted of dyspnea (1%) and flushing, hypotension, chest pain, and
arrhythmia (all <1%). The use of ABRAXANE® in patients previously exhibiting hypersensitivity to paclitaxel
injection or human albumin has not been studied.

During postmarketing surveillance, rare occurrences of severe hypersensitivity reactions have been reported
with ABRAXANE. The use of ABRAXANE in patients previously exhibiting hypersensitivity to paclitaxel injec-
tion or human albumin has not been studied. Patients who experience a severe hypersensitivity reaction
to ABRAXANE should not be rechallenged with the drug.

Cardiovascular

Hypotension, during the 30-minute infusion, occurred in 5% of patients in the randomized metastatic breast
cancer trial. Bradycardia, during the 30-minute infusion, occurred in <1% of patients. These vital sign
changes most often caused no symptoms and required neither specific therapy nor treatment discontinuation.
Severe cardiovascular events possibly related to single-agent ABRAXANE occurred in approximately 3%
of patients in the randomized trial. These events included chest pain, cardiac arrest, supraventricular
tachycardia, edema, thrombosis, pulmonary thromboembolism, pulmonary emboli, and hypertension.
Cases of cerebrovascular attacks (strokes) and transient ischemic attacks have been reported rarely.
Electrocardiogram (ECG) abnormalities were common among patients at baseline. ECG abnormalities on
study did not usually result in symptoms, were not dose-limiting, and required no intervention. ECG abnor-
malities were noted in 60% of patients in the metastatic breast cancer randomized trial. Among patients
with a normal ECG prior to study entry, 35% of all patients developed an abnormal tracing while on study.
The most frequently reported ECG modifications were non-specific repolarization abnormalities, sinus
bradycardia, and sinus tachycardia.

During postmarketing surveillance, rare reports of congestive heart failure and left ventricular dysfunction
have been observed among individuals receiving ABRAXANE. Most of the individuals were previously
exposed to cardiotoxic drugs, such as anthracyclines, or had underlying cardiac history.

Respiratory

Reports of dyspnea (12%) and cough (6%) were reported after treatment with ABRAXANE in the random-
ized trial. Rare reports (<1%) of pneumothorax were reported after treatment with ABRAXANE. Rare reports
of interstitial pneumonia, lung fibrosis, and pulmonary embolism have been received as part of the contin-
uing surveillance of paclitaxel injection safety and may occur following ABRAXANE treatment. Rare reports
of radiation pneumonitis have been received in paclitaxel injection patients receiving concurrent radio-
therapy. There is no experience with the use of ABRAXANE with concurrent radiotherapy.

Neurologic

The frequency and severity of neurologic manifestations were influenced by prior and/or concomitant
therapy with neurotoxic agents.

In general, the frequency and severity of neurologic manifestations were dose-dependent in patients receiving
single-agent ABRAXANE®. In the randomized trial, sensory neuropathy was observed in 71% of patients
(10% severe) in the ABRAXANE arm and in 56% of patients (2% severe) in the paclitaxel injection arm.
The frequency of sensory neuropathy increased with cumulative dose. Sensory neuropathy was the cause
of ABRAXANE discontinuation in 7/229 (3%) patients in the randomized trial. In the randomized compara-
tive study, 24 patients (10%) treated with ABRAXANE developed Grade 3 peripheral neuropathy; of these
patients, 14 had documented improvement after a median of 22 days; 10 patients resumed treatment at a
reduced dose of ABRAXANE and 2 discontinued due to peripheral neuropathy. Of the 10 patients without
documented improvement, 4 discontinued the study due to peripheral neuropathy.

No incidences of grade 4 sensory neuropathies were reported in the clinical trial. Only one incident of
motor neuropathy (grade 2) was observed in either arm of the controlled trial.

Cranial nerve palsies and vocal cord paresis have been reported during postmarketing surveillance of
ABRAXANE. Because these events have been reported during clinical practice, true estimates of frequency
cannot be made and a causal relationship to the events has not been established.

Reports of autonomic neuropathy resulting in paralytic ileus have been received as part of the continuing
surveillance of paclitaxel injection safety.

Ocular/visual disturbances occurred in 13% of all patients (n=366) treated with ABRAXANE in single arm
and randomized trials and 1% were severe. The severe cases (keratitis and blurred vision) were reported in
patients in a single arm study who received higher doses than those recommended (300 or 375 mg/m?).
These effects generally have been reversible. However, rare reports in the literature of abnormal visual
evoked potentials in patients treated with paclitaxel injection have suggested persistent optic nerve
damage.

Arthralgia/Myalgia

Forty-four percent of patients treated in the randomized trial experienced arthralgia/ myalgia; 8% experienced
severe symptoms. The symptoms were usually transient, occurred two or three days after ABRAXANE®
administration, and resolved within a few days.

Hepatic

Among patients with normal baseline liver function treated with ABRAXANE in the randomized trial, 7%,

36%, and 39% had elevations in bilirubin, alkaline phosphatase, and AST (SGOT), respectively. Grade 3 or
4 elevations in GGT were reported for 14% of patients treated with ABRAXANE and 10% of patients
treated with paclitaxel injection in the randomized trial.

Rare reports of hepatic necrosis and hepatic encephalopathy leading to death have been received as part
of the continuing surveillance of paclitaxel injection safety and may occur following ABRAXANE treatment.
Renal

Overall 11% of patients experienced creatinine elevation, 1% severe. No discontinuations, dose reductions,
or dose delays were caused by renal toxicities.

Gastrointestinal (G)

Nausea/vomiting, diarrhea, and mucositis were reported by 33%, 27%, and 7% of ABRAXANE treated
patients in the randomized trial.

Rare reports of intestinal obstruction, intestinal perforation, pancreatitis, and ischemic colitis have been
received as part of the continuing surveillance of paclitaxel injection safety and may occur following
ABRAXANE treatment. Rare reports of neutropenic enterocolitis (typhlitis), despite the coadministration
of G-CSF, were observed in patients treated with paclitaxel injection alone and in combination with other
chemotherapeutic agents.

Injection Site Reaction

Injection site reactions have occurred infrequently with ABRAXANE and were mild in the randomized
clinical trial. Recurrence of skin reactions at a site of previous extravasation following administration of
paclitaxel injection at a different site, i.e., “recall”, has been reported rarely.

Rare reports of more severe events such as phlebitis, cellulitis, induration, skin exfoliation, necrosis, and
fibrosis have been received as part of the continuing surveillance of paclitaxel injection safety. In some
cases the onset of the injection site reaction in paclitaxel injection patients either occurred during a pro-
longed infusion or was delayed by a week to ten days.

Given the possibility of extravasation, it is advisable to closely monitor the infusion site for possible infil-
tration during drug administration.

Asthenia

Asthenia was reported in 47% of patients (8% severe) treated with ABRAXANE® in the randomized trial.
Asthenia included reports of asthenia, fatigue, weakness, lethargy and malaise.

Other Clinical Events

Rare cases of cardiac ischemia/infarction and thrombosis/embolism possibly related to ABRAXANE treat-
ment have been reported. Alopecia was observed in almost all of the patients. Nail changes (changes in
pigmentation or discoloration of nail bed) were uncommon. Edema (fluid retention) was infrequent (10% of
randomized trial patients); no patients had severe edema. In clinical trials and during postmarketing surveil-
lance of ABRAXANE, dehydration was common and pyrexia was very common.

The following rare adverse events have been reported as part of the continuing surveillance of paclitaxel
injection safety and may occur following ABRAXANE treatment: skin abnormalities related to radiation
recall as well as reports of Stevens-Johnson syndrome, toxic epidermal necrolysis, conjunctivitis, and
increased lacrimation. As part of the continuing surveillance of ABRAXANE, skin reactions including gen-
eralized or maculo-papular rash, erythema, and pruritis have been observed. Additionally, there have been
case reports of photosensitivity reactions, radiation recall phenomenon, and in some patients previously
exposed to capecitabine, reports of palmar-plantar erythrodysaesthesiae. Because these events have been
reported during clinical practice, true estimates of frequency cannot be made and a causal relationship to
the events has not been established.

Accidental Exposure

No reports of accidental exposure to ABRAXANE® have been received. However, upon inhalation of paclitaxel,
dyspnea, chest pain, burning eyes, sore throat, and nausea have been reported. Following topical expo-
sure, events have included tingling, burning, and redness.

OVERDOSAGE:

There is no known antidote for ABRAXANE overdosage. The primary anticipated complications of over-
dosage would consist of bone marrow suppression, sensory neuratoxicity, and mucositis.

DOSAGE AND ADMINISTRATION:

After failure of combination chemotherapy for metastatic breast cancer or relapse within 6 months of adju-
vant chemotherapy, the recommended regimen for ABRAXANE for Injectable Suspension (paclitaxel protein-
bound particles for injectable suspension) is 260 mg/m2 administered intravenously over 30 minutes
every 3 weeks.

Hepatic Impairment

No dose adjustment is necessary for patients with mild hepatic impairment. Patients with moderate and
severe hepatic impairment treated with ABRAXANE may be at increased risk of toxicities known to paclitaxel.
Patients should not receive ABRAXANE if AST > 10 x ULN or bilirubin > 5.0 x ULN. Recommendations for
dosage adjustment for the first course of therapy are shown in Table 4. The dose of ABRAXANE can be
increased up to 200 mg/m2 in patients with severe hepatic impairment in subsequent cycles based on
individual tolerance. Patients should be monitored closely. (See CLINICAL PHARMACOLOGY: Hepatic
Impairment and PRECAUTIONS: Hepatic Impairment)

Table 4: R dations for Starting Dose in Patients with Hepatic Impairment
SGOT (AST) Levels Bilirubin Levels ABRAXANE 2
Mild <10 x ULN >ULN to <1.25 x ULN 260 mg/m?2
Moderate <10 x ULN AND 1.26 t0 2.0 x ULN 200 mg/m?
Severe <10 x ULN 2.01t05.0x ULN 130 mg/m2°®
>10 x ULN OR >5.0 x ULN not eligible

2 Dosage recommendations are for the first course of therapy. The need for further dose adjustments in
subsequent courses should be based on individual tolerance.
b A dose increase to 200 mg/m? in subsequent courses should be considered based on individual tolerance.

Dose Reduction

Patients who experience severe neutropenia (neutrophil <500 cells/mm3 for a week or longer) or severe
sensory neuropathy during ABRAXANE therapy should have dosage reduced to 220 mg/m? for subsequent
courses of ABRAXANE. For recurrence of severe neutropenia or severe sensory neuropathy, additional dose
reduction should be made to 180 mg/m2. For grade 3 sensory neuropathy hold treatment until resolution to
grade 1 or 2, followed by a dose reduction for all subsequent courses of ABRAXANE.

HOW SUPPLIED:
Product No. 103450
NDC No. 68817-134-50
Storage

Store the vials in original cartons at 20°C to 25°C (68°F to 77°F). Retain in the original package to protect
from bright light.

Handling and Disposal

Procedures for proper handling and disposal of anticancer drugs should be considered. Several guidelines
on this subject have been published. There is no general agreement that all of the procedures recom-
mended in the guidelines are necessary or appropriate.

This Brief Summary is based on the ABRAXANE Full Prescribing Information Revised: March 2010
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100 mg of paclitaxel in a single use vial, individually packaged in a carton.
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Humanitarian Award
Continued from Page 1B

Service and the William and Joy Ruane Chair
in Thoracic Oncology at Memorial Sloan-
Kettering Cancer Center, where he has been
on the staff since 1983. He also is a Professor
of Medicine at Weill Cornell Medical College.
He specializes in thoracic malignancies in-
cluding lung cancer, thymoma, and cancer of
unknown primary site. His research interests
include targeted therapies for lung cancer,
multimodality therapy, the development of
new anticancer drugs, and symptom manage-
ment with a focus on preventing emesis, the
most dreaded side effect of cancer and cancer
treatment. He will be making a presentation
in the Lung Cancer Oral Session at the 2011
ASCO Annual Meeting on behalf of the Lung
Cancer Mutation Consortium that is trying to
make personalized care a reality for all Amer-
icans with lung adenocarcinoma.

Dr. Kris received his medical degree from
Cornell University Medical College, complet-
ed residencies at the New York Hospital-Cor-
nell Medical Center/Memorial Sloan-Ketter-
ing Cancer Center program, and performed
his fellowship at Memorial Sloan-Kettering.

An ASCO member since 1983, Dr. Kris has
served on and led numerous committees. He
received an ASCO Statesman Award in 2010
in recognition of his service to the Society. @
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PHASE 3 NON-SMALL-CELL LUNG CANCER (NSCLC)

Investigating c-MET Inhibition

A global phase 3, randomized, double-blind, placebo-controlled study of tivantinib (ARQ 197)
plus erlotinib versus placebo plus erlotinib in previously treated subjects with locally advanced
or metastatic, non-squamous NSCLC

NCT01244191
Patients with Arm A: tivantinib + erlotinib
non-squamous NSCLC :(%QORQJOQ;)D 150 mg PO QD
mg

who progressed after 1 or 2 prior

lines of chemotherapy,*
stratified by EGFR and KRAS
mutation status

(N=988)

Randomized

Arm B: erlotinib + placebo
150 mg PO QD PO BID

*One of which must be a platinum-doublet therapy.

PRIMARY ENDPOINT

e Qverall survival

SECONDARY ENDPOINTS

» Progression-free survival
« Overall survival in subjects with EGFR wild type NSCLC

To learn more about this study, please call 1-877-4DS-PROD (1-877-437-7763),
e-mail dsus@druginfo.com, or visit www.clinicaltrials.gov/ct2/show/NCT01244191

Please note that tivantinib (ARQ 197) is an investigational agent
and is not approved by the FDA or any other worldwide regulatory
agency as a treatment for any indication. Efficacy and safety have

not been established. There is no guarantee that tivantinib will "’ o
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New JOP Thematic Issues Highlight EHR and Palliative Care

he Journal of Oncology Practice (JOP)
| provides oncologists and other oncol-
ogy professionals with information
and tools to enhance practice efficiency and
promote a high standard for quality patient
care. The Journal is an authoritative resource
on clinical and administrative management
for oncology professionals. Each issue of JOP
includes peer-reviewed original research and
articles on a variety of issues important to
daily practice operations and to the care of
patients. In the coming months, JOP will be
releasing two special thematic issues.

Electronic Health Records (EHRs)
Several topics will be addressed in this the-

matic issue, to be published in July 2011.

* Positive and negative effects of EHRs in
oncology practice

* Meaningful use of the Center for Medicare
and Medicaid Services’ (CMS) Electronic
Health Records (EHR ) Incentive Program

 Use of decision support in EHRs, as well
as leveraging the ability of EHRs to

generate and organize data
 Administrative burdens of implementing
EHRs
* Financial implications and comparative
costs

Overall, readers will be provided with a
better understanding of the effect of EHRs on
the culture of practice. Information on aug-
menting clinical-data repositories and EHR
registries will also be featured.

JOP%s EHR thematic issue will be guest ed-
ited by ASCO Health Information Technol-
ogy Work Group members Robert Miller,
MD, of Sidney Kimmel Comprehensive Can-
cer Center at Johns Hopkins, and Peter Yu,
MD, of Palo Alto Medical Foundation. (For
more information on health information tech-
nology, specifically rapid-learning health care
systems, see Dr. Yu’s editorial in the Saturday
issue of ASCO Daily News, Section B.)

Palliative Care
This thematic issue will be published in

November 2011 and will e

include information on

six aspects of palliative
care:

e acceptance of pallia-
tive care services by
oncology professionals
and the assessment of 2009 Nt
patient experience and
satisfaction,

* integration of pal-
liative care services in
ambulatory settings,

e caregiver study out-

http://jop.ascopubs.org

comes of individuals
who are in the care giving role,

e the effect of public policy and reimburse-
ment on palliative care services, and

e measurement of outcomes and quality
measures.

Overall, the issue will address the struc-
tural, logistical, operational, and financial
challenges associated with palliative care,

JOURNAL OF
ONCOLOGY
PRACTICE

e as well as the unique de-
livery mechanisms and
programmatic struc-

tures for palliative care

services. Readers will

learn about phase III

studies of palliative care

BT interventions  includ-

ing symptom control,

maintenance of func-
tion, nonpharmacologic
interventions, and psy-
chosocial support. (For
information about early
identification and in-
corporation of palliative care throughout the
cancer-care continuum, see the Expert Edito-
rial by Jamie Von Roenn, MD, in the Saturday
issue of ASCO Daily News, Section B. Also
look for palliative-care focused articles on
awards and grants, Education Sessions, and
more in each day’s Table of Contents.)

For more information on JOP’ special the-

matic issues, please visit jop.asco.org. @

“Weight Matters”: Education Session Addresses
Associations between Weight and Cancer Outcomes

growing body of evidence suggests
Athat body weight affects health out-

comes in a number of cancer types.
Todays Education Session examining the re-
lationships between body weight and cancer
outcomes will be of interest to a wide variety of
oncologists and other health care professionals
who care for patients with cancer and survi-
vors, according to the Chair of the Session.

“Weight matters for cancer survival, and it
affects outcomes in several different types of
cancer, including breast, colon, and prostate
cancers,” said Anne McTiernan, MD, PhD, of
the Fred Hutchinson Cancer Research Cen-
ter. Dr. McTiernan will chair the session,
entitled “Weight of Evidence: Associations
between Body Weight and Health Outcomes
(Including Survival) in Cancer Populations,”
to be held today 9:45 AM — 11:00 AM, Room
S406, South Building.

Dr. McTiernan will present an overview of
the current evidence supporting body weight
status, adiposity, and weight loss on cancer out-
comes. “There is quite a bit of evidence emerg-
ing for the relationship between weight and
outcomes in cancer, particularly for breast and
prostate cancers,” she told ASCO Daily News.

The session aims to identify the cancers in
which overweight and obesity are linked to
reduced disease-free and overall survival and
to identify other health outcomes that are ad-
versely affected by excess adiposity.

Exploring Biologic Mechanisms

Prof. Rudolf Kaaks, PhD, of the German
Cancer Research Center in Heidelberg, Ger-
many, will explore the biologic mechanisms
by which weight status and weight loss affect
cancer progressiorn.

His presentation will review the mecha-
nisms that have been implicated in increased
risk of cancer incidence and survival in people
who are overweight or obese. “The pathways
most heavily studied are typically related to
metabolism — metabolism of insulin and

glucose, for in-
stance, or metabo-
lism of sex hor-
mones,” Dr. Kaaks
said in an inter-
view with ASCO
Daily News. 1 will
whether
metabolic

address
such

factors are associ-
ated with survival
kinds
of effects can be

and what

achieved by drugs that influence such path-
ways. This is the direction that research is
driving,” he continued.

For example, he said, a number of studies
suggest that metformin, a drug that has been
used for many years to lower blood glucose
levels in patients with diabetes, may have an
effect on cancer risk. “There is evidence that,
among diabetics who use metformin as op-
posed to other forms of treatment, there is a
reduced risk of developing cancer. Trials are
also exploring whether metformin has pre-
ventive effects on recurrence or survival,” Dr.
Kaaks said.

Dr. Kaaks will discuss the “obesity paradox”
often seen in patients with heart disease: obe-
sity is a risk for heart failure, but those who are
overweight have a better chance of survival.
According to Dr. Kaaks, however, it is fairly
clear that such a paradox does not exist in the
cancer field because obesity is a risk factor for
developing a tumor and also for poor survival.
Dr. Kaaks’s presentation will explore possible
mechanisms that may explain why this is so.

Effect of Weight Loss on Outcomes
Cheryl L. Rock, PhD, RD, of the University
of California, San Diego, School of Medicine,
will present the design of a trial that is evaluat-
ing the effect of weight loss in cancer survivors.
The Exercise and Nutrition to En-

hance Recovery and Good Health for You

(ENERGY) trial is
a vanguard ran-
domized,
trolled, prospec-
tive 4-year study
with the primary

con-

endpoint of clini-
cally  significant
sustained weight
loss. The trial will
enroll 800 breast
cancer  Survivors
who are over-
weight or obese at four clinical centers.

“In addition to the primary endpoint of
clinically significant sustained weight loss,
other endpoints include the effects of weight
loss on psychosocial factors such as quality
of life and fatigue, and on comorbidities such
as osteoarthritis complaints, elevated blood
sugar and blood pressure, and other factors
that occur at higher levels in breast cancer
survivors who are overweight,” Dr. Rock said.

The trial is currently in the recruitment
phase, so Dr. Rock’s presentation will focus
on its rationale, design, methods, and out-
come measures.

According to Dr. Rock, if the researchers
can show sustained weight loss and favorable
effects of weight loss on psychosocial factors
and comorbidities, it will be the first step to-
ward a larger clinical trial that will address
cancer outcomes.

“This is important because a woman who is
obese at the time of diagnosis has a 78% great-
er likelihood of having a recurrence, all other
factors being equal, compared with a woman
who is not obese,” she said. “So the question
is, can we reduce the risk of recurrence and
improve survival if we help these women who
are overweight to lose weight after diagnosis?”

Women will be recruited into the study
after they have completed their initial treat-
ment for breast cancer, including chemother-
apy, radiation therapy, and surgery. @

Practice Consolidation
Continued from Page 10B

Dana-Farber Cancer Institute at Harvard
University about developing a collaborative
partnership.

In January 2005 the two parties signed a
“memorandum of understanding” to develop
joint programs together without a formal fi-
nancial relationship and with the agreement
that programs would not harm each party’s
competitive interests. In time both groups
signed a provider services agreement, and in
2008 a second clinic was opened in nearby
Londerry, New Hampshire, a bedroom com-
munity of Manchester.

“Not only would the Dana-Farber Can-
cer Institute contract for our services, but it

“If you can create a center
of excellence by bringing
together critical physician
groups, a practice can
create an advantage for
themselves.”

— R. Steven Paulson, MD

would work to enhance the quality of care in
New Hampshire for patients with cancer,” Dr.
Hammond told ASCO Duaily News.

Today, the volume of patients served by
New Hampshire Oncology/Hematology, in
partnership with the Dana-Farber Cancer
Institute, has expanded dramatically; in the
first quarter of 2009, the total number of
clinic visits was 600. By the last quarter of
2010 the number had increased to 1,200. In
addition, the number of new patients or con-
sults per full-time employed physician went
from 375 in 2009 to 450 in 2010.

Dr. Hammond said that collaboration of
this sort with a large, well-established uni-
versity institute depends on the size of the
university partner. “The university needs to
have a magnanimous desire to enhance your
practice and to improve care in the commu-

nity,” he said. @
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2011 Gastrointestinal Cancers Symposium
Makes Electronic, Environmental Advancements

ith more than 2,800 in atten-
dance, the 2011 Gastrointestinal
Cancers Symposium was held

January 20-22 at the Moscone West Build-
ing in San Francisco, California. The meet-
ing program showcased advances in research
and highlighted strategies for the treatment
of patients with gastrointestinal cancers dur-
ing a variety of sessions tailored for a mul-
tidisciplinary audience. The cosponsors for
the 2011 Gastrointestinal Cancers Sympo-
sium were the American Gastroenterological
Association Institute, the American Society of
Clinical Oncology (ASCO), the American So-
ciety for Radiation Oncology, and the Society
of Surgical Oncology.

Designed as a discussion-based meeting,
the Symposium fostered dialogue among
oncologists and other members of the can-
cer care community. More than 600 abstracts
were presented in Oral Abstract, General, and
Poster Sessions, and, new this year, attendees
were able to submit questions electronically
via Twitter, text message, or a website as part
of “e-Q&A” during all Oral Abstract Sessions.

Other sessions included three Translational
Research Sessions, which offered attendees
cutting-edge details on the latest research in
the field of gastrointestinal oncology on top-
ics such as gastrointestinal stromal tumors,
clinical trials, and genome sequencing. An-
other highlight was the evening Tumor Board
Session, “How Should Histology Influence
the Selection of Treatment in Esophageal
Cancer?” that employed audience-response
technology, allowing more time to be devoted
to interactive learning. Four panelists served
as faculty for the session, which was open to
all attendees.

This year’s Meet the Professor Sessions —
during which experts discussed important
research on a variety of topics — were very
well attended, as was the Fellows, Residents,
and Junior Faculty Networking Luncheon,

Merit Awards and
Save the Date Info

erit Awards recognize the work of
oncology fellows who are first au-
thors on outstanding Gastrointes-

tinal Cancers Symposium abstracts. These
awards provide residents and fellows with
the opportunity to present their research
and interact with others in their field, as
well as further promote clinical research by
young scientists. GI Cancers Symposium
Merit Award application materials must be
submitted through the 2012 abstract sub-
mitter. Check www.gicasym.org for updates
and application deadlines.

The following are the recipients of the
2011 Gastrointestinal Cancers Symposium
Merit Awards:

Anasooya A. Abraham, MD
University of Minnesota
Pierre Bohanes, MD
University of Southern California Norris
Comprehensive Cancer Center
Chiara Braconi, MD, PhD
The Ohio State University Medical Center

i

which had record-breaking attendance. The
2011 Symposiums keynote lecture, “The In-
fluence of Microsatellite Instability on Man-
agement of Colon Cancer,” was delivered by
Henry T. Lynch, MD, of Creighton University.
Dr. Lynch’s lecture focused on how predic-
tive genetic testing, especially for Lynch syn-
drome, garners evidence of cancer-causing
mutations, leading to highly targeted screen-
ing for early cancer detection and/or to de-
finitive management.

“Lynch syndrome is quite common as it ac-
counts for somewhere between 3% and 5% [of
colorectal cancers|, [which is] 61,000 cases es-
timated worldwide. In the United States, we
have about 142,000 cases, and [more than]
7,000 [hereditary] cases,” Dr. Lynch said dur-
ing his Keynote lecture. “When you have a
hereditary case, you really have a lot of mate-
rial [in] your hands, and you can save lives.
As everyone in the audience knows, colorectal
cancer is truly a preventable disease.”

Several electronic additions were made to
this years meeting, including the choice be-
tween receiving the Gastrointestinal Cancers
Symposium Proceedings on USB or in print. In

Jean Butte, MD

Memorial Sloan-Kettering Cancer Center
David Chang, MD

Garvan Institute of Medical Research
Giovanni Corso, MD

Translational Research Laboratory and ITT,

University of Siena
Johan L. Dikken, MD

Leiden University Medical Center
Marjun Philip Duldulao, MD

City of Hope National Medical Center
Ryan C. Fields, MD

Memorial Sloan-Kettering Cancer Center
Mark D. Girgis, MD

University of California, Los Angeles
Christopher Hanyoung Lieu, MD

University of Texas M. D. Anderson

Cancer Center
Joyce Ho, MD

City of Hope National Medical Center
Maria Ho, MD

British Columbia Cancer Agency
Edward Kim, MD

University of Michigan Comprehensive

Cancer Center
Christopher Moran, MD

John Wayne Cancer Institute

addition, Symposium attendees were able to
access the entirety of Proceedings electronically
at www.gicasym.org, allowing for a wider vari-
ety of format options.

As another technologic first for the Gastro-
intestinal Cancers Symposium, all attendees
received Virtual Meeting access with their
Symposium registration. Virtual Meeting, the
largest online collection of oncology-related
slides, audio, and video presentations, is a
valuable resource for viewing presentations
that an attendee may have missed and for re-
viewing crucial information after the Sympo-
sium’s conclusion. Access the Virtual Meeting
by going to gicasym.org.

The technologic aspects of the Symposium
weren't the only changes to be seen this year.
The Gastrointestinal Cancers Symposium co-
sponsors incorporated many eco-conscious
initiatives in order to host an environmen-
tally sensitive meeting. These changes in-
cluded: encouraging attendees to bring tote
bags to the Symposium in an effort to avoid
waste and use fewer shipping resources;

See GI Cancers Symposium, Page 30B

Geraldine Perkins, MD
Institute of Cancer Research
Brooke Phillips, MD
Cleveland Clinic Foundation
Elizaveta Ragulin-Coyne, MD, MHS
University of Massachusetts Medical School
Flavio G. Rocha, MD
Memorial Sloan-Kettering Cancer Center
Jillian Kennedy Smith, MD, MPH
University of Massachusetts Medical School
Michael Stauder, MD
Mayo Clinic
Akihiro Suzuki, MD
University of Texas M. D. Anderson
Cancer Center
Federico Tozzi, MD
University of Texas M. D. Anderson
Cancer Center
Richard Tuli, MD, PhD
The Johns Hopkins University School of
Medicine
Rebecca Wiatrek, MD
City of Hope National Medical Center

The 2012 Gastrointestinal Cancers Sym-
posium will be held January 19-21, 2012,
at the Moscone Center in San Francisco,
California.

Oncologist-approved
Gl Patient Materials
Available on Cancer.Net

haring research from the 2011

Gastrointestinal Cancers Sympo-

sium with your patients is simple
with Cancer.Net, ASCO’s patient infor-
mation website. This resource features
interactive, easy-to-find information in
several formats, including videos with
ASCO experts and podcasts, as well as
weekly articles on special topics. Below
are some of the oncologist-vetted patient
materials available on Cancer.Net:
* To help patients understand what the
latest findings mean for them, the
Gastrointestinal Cancer Advances: News
from the 2011 Gastrointestinal Cancers
Symposium (www.cancer.net/cancerad-
vances) newsletter highlights the most
noteworthy studies in patient-friendly
language. The newsletter also provides
a list of suggested questions patients
can ask their doctor as well as links to
additional disease-specific resources
on Cancer.Net.
ASCO Answers fact sheets on colorec-
tal, esophageal, liver, pancreatic,

and stomach cancer, including a fact
sheet on colorectal cancer in Spanish,
are available to download at www.
cancer.net/factsheets or to order at
WWW.asco.org/store.

Detailed Guides to Cancer are avail-
able on gastrointestinal cancers at
WWww.cancer.net/cancer or in Spanish

at www.cancer.net/espanol. In addi-
tion, a printed version of the Guide
to Colorectal Cancer is available for
order at www.asco.org/store.

e Patient-friendly versions of ASCO’
clinical practice guidelines on tumor
markers for gastrointestinal cancers
and follow-up care for colorectal
cancer are available at www.cancer.
net/whattoknow.

e Videos with ASCO experts discussing
what’s new in colorectal cancer care
and treatments can be viewed online
at www.cancer.net/videos.

* Podcasts covering the recent research
on gastrointestinal cancers from the
ASCO Annual Meeting and Gastroin-
testinal Cancers Symposium can be
found at www.cancer.net/podcasts.

Stop by ASCO Central (Booth #7004)
in the Oncology Professionals Hall to
pick up copies of these educational and
promotional materials for your patients
and to take a tour of Cancer.Net. You also
can order free Cancer.Net promotional
materials — including referral cards,
leaflets, cancer information prescription
pads, and posters for waiting rooms and
resource centers — through the ASCO
University Bookstore (www.cancer.net/
ordermaterials). @



TRIAL
O re CURRENTLY
RECRUITING

A Randomized Phase Il Trial for
Newly Diagnosed Glioblastoma Patients:
Cilengitide in subjects with newly
diagnOsed glioblastoma multifoRme

and unmethylated MGMT genE promoter

A randomized, multicenter, open-label, controlled, phase Il study investigating
two cilengitide regimens in combination with standard treatment
(TMZ with concomitant RT, followed by TMZ) versus standard therapy alone

MAIN INCLUSION CRITERIA MAIN EXCLUSION CRITERIA

® Newly diagnosed supratentorial glioblastoma e Prior anti-angiogenic therapy
(WHO grade IV) e Investigational agents within 30 days

® Unmethylated MGMT gene promoter status e Chemotherapy within 5 years

® ECOG PS 0-1 ® Prior cranial radiotherapy

® Baseline Gd-MRI ® Placement of Gliade|® wafer

® Stable or decreasing dose of steroids e Significant hepatic or renal impairment
(for 2 5 days)

& Coagulation disorder, myocardial insufficiency,
peptic ulcer or another malignancy

MGMT: O5-methylguanine-DNA methyltransferase; RT: radiotherapy; TMZ: temozolomide

Cilengitide (EMD 121974) currently is under clinical investigation and has not been approved for use in the United
States, Canada, Europe, or elsewhere. The product has not been proved to be safe or effective and any claims of safety
and effectiveness can be made only after regulatory review of the data and approval of the labeled claims.

Learn More About the CORE trial

Please call 1-800-507-5284 or refer to ClinicalTrials.gov for more information
(http://www.clinicaltrials.gov/ct2/show/NCT00813943) i

a5
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The CORE study is in collaboration with the Canadian Brain Tumour Consortium (CBTC). % {%‘E
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ASCO Develops New Formats for Delivering,
Updating Clinical Practice Guidelines

he ASCO Clinical Practice Guidelines
| program is using new vehicles for de-
livering the most up-to-date clinical
guidance to practicing oncologists and for
enhancing the quality of clinical oncology
practice. Clinical practice guidelines are con-
sistently among the most-downloaded items
from the Journal of Clinical Oncology and the
Journal of Oncology Practice.

Provisional Clinical Opinions

In 2011 ASCO expects to expand its port-
folio of provisional clinical opinions (PCOs),
which are issued in response to emerging in-
formation that has the potential to change
the practice of oncology. PCOs offer timely
clinical direction to the oncology communi-
ty following the publication or presentation
of potentially practice-changing data from
major studies, and may serve in some cas-
es as interim direction to the membership
pending the development or updating of an
ASCO clinical practice guideline.

The PCO on “Epidermal Growth Factor
Receptor (EGFR) Mutation Testing for Pa-
tients with Advanced Non-small Cell Lung
Cancer Considering First-line EGFR Tyro-
sine-kinase Inhibitor (TKI) Therapy” rec-
ommends that patients with non-small cell
lung cancer who are being considered for
first-line therapy with an EGFR TKI should
have their tumor tested for EGFR mutations
to determine appropriate therapy. The PCO
was published ahead of print at jco.asco-
pubs.org. (For more information on the ASCO
PCO on EGFR mutation testing, see the relat-
ed article in tomorrow’s issue of ASCO Daily
News, Section B.)

PCOs in Development
The Clinical Practice Guideline Commit-

tee is involved in the creation of a PCO to be

published this summer related to the appro-
priate timing and delivery of palliative care,
in response to a study of palliative care and
non-small cell lung cancer published in the
New England Journal of Medicine. (For more in-
formation on this landmark study, see the short
article in Saturday’s issue of ASCO Daily News,

Section B.)

Two PCOs debuted in 2010 and can be ac-
cessed at www.asco.org/guidlines.

e Testing for KRAS Gene Mutations in
Patients with Metastatic Colorectal
Carcinoma to Predict Response to Anti-
Epidermal Growth Factor Receptor
Monoclonal Antibody Therapy and

e Chronic Hepatitis B Virus Infection
Screening in Patients Receiving Cytotoxic
Chemotherapy for Treatment of Malignant
Diseases

Focused Updates

Existing guidelines are reviewed and up-
dated periodically, but new information
about evolving standards of care and best
practices is constantly emerging. In order to
incorporate the latest discoveries into exist-
ing guidelines, ASCO will begin issuing fo-
cused updates. These focused updates offer
new information on a single recommendation
(or subset of recommendations) in advance
of a scheduled guideline update, allowing for
more timely incorporation of new evidence
into clinical guidance.

The first focused update will be to the
ASCO Guideline Update on Chemothera-
py for Stage IV Non-Small Cell Lung Can-
cer regarding maintenance chemotherapy,
and was published in order to address a
U.S. Food and Drug Administration (FDA)
indication for pemetrexed that was ap-
proved after the original guideline was is-
sued. (The recommendation on maintenance
therapy in this guideline will be updated
pending consideration of recently published
relevant data on this and other agents. At the
time this article was written, publication was

expected to be in early to mid-summer.)

Expert-consensus-based Guidelines

In the past, ASCO has issued primarily
evidence-based guidelines, in which strong
scientific data inform the recommendations
of the guideline. However, there are many
clinical scenarios in which scientific evi-
dence does not clearly indicate appropriate
treatment, yet oncologists still need guid-
ance on how to best manage the disease and
provide the highest level of care to patients.

In these cases, ASCO will begin to is-

sue expert-consensus—based guidelines in-
formed by both systematic literature review
and recommendations by experts in the
field. When a recommendation is support-
ed by a high percentage of the expert con-
tributors, it will be included in the ASCO-
issued guidance.

In March, the Clinical Practice Guideline
Committee began the process of creating an
expert-consensus—based guideline in the area
of optimal treatment for castration-resistant
prostate cancer.

A Critical Component of Quality Care
Clinical practice guidelines and other

ASCO-issued guidance are one leg, together

with electronic health records (EHR) and the

See Clinical Practice Guidelines, Page 27B

JOIN THE CONVERSATION
at ASCOconnection.org

ASCOconnection.org—ASCO's professional
networking site for the oncology community

EXPAND your network

CREATE invitation-only groups

PROMOTE your work

READ exclusive articles & interviews

PARTICIPATE in discussions on a

secure site

Log in at ASCOconnection.org with your member
username and password; nonmembers may create a

guest account.

Visit ASCO Connection at ASCO Central (Booth 7004)

in the Oncology Professionals Hall to explore ASCO's

official member magazine, ASCO Connection, and ASCQ's

professional networking site, ASCOconnection.org. First

500 visitors receive a FREE USB 4-port hub.
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Diabetes and Cancer: Education Session Examines Metformin's Prevention Potential

Diabetes may increase risk of malignancies, but evidence is mounting on metformin’s anticancer effects

T vidence continues to accumulate on
— the associations between diabetes
A and increased risk of a number of
cancer types. One of the most commonly
prescribed medications for diabetes has
shown substantial promise in cancer pre-
vention. Todays Education Session “Dia-
betes and Anti-diabetic Drugs: Association
with Cancer Risk and Potential for Primary
and Secondary Prevention” will discuss
the epidemiologic evidence of the diabe-
tes—cancer link, as well as the preclinical

and clinical progress toward understanding
metformin’s potential in cancer prevention.

The session will be held today, 11:30 AM
—12:45 AM, Room S100a, South Building.

Pamela J. Goodwin, MD, MSc, FRCPC, of
Mount Sinai Hospital in Toronto, will serve as
Chair of the session. She will discuss the dia-
betes drug metformin and its potential as a
cancer prevention and treatment agent. Met-
formin is a cheap and easily accessible drug
around the world, highlighting the global po-
tential if it proves to be effective at reducing
cancer risk.

“Early results of observational and inter-
vention studies suggest that metformin may
enhance the efficacy of standard chemother-

apy, or that it may actually alter the biologic
growth rates of cancer cells by itself,” Dr.
Goodwin said in an interview with ASCO
Daily News. She noted that there are pilot
studies planned to look into metformin’s
effect on mammographic density, and her
own group has already begun a large, ran-
domized, international trial that will exam-
ine the effect of metformin on breast cancer
outcomes. The study will eventually include
3,582 patients. A second study will examine
the potential for metformin to enhance re-
sponse to chemotherapy in metastatic breast
cancer.

Epidemiologic Links

Lorraine Lipscombe, MD, MSc, FRCPC, of
the University of Toronto, will discuss the ep-
idemiologic evidence that links diabetes and
cancer. A number of cancer types have been
associated with diabetes, including malig-
nancies of the breast, endometrium, pancre-
as, and colon. Dr. Lipscombe said that other
tumor types have shown weaker associations
with diabetes, but the effect does seem to be
wide-ranging across many cancers.

“The risks are in the area of maybe a 20%
increase up to a doubling of cancer risk,”
Dr. Lipscombe told ASCO Daily News. “For

In MBC patients who have progressed
on an anthracycline and a taxane with

or without capecitabine

What do you do after.
the taxane fails?

Indications’

IXEMPRA® (ixabepilone) is indicated as monotherapy for
the treatment of metastatic or locally advanced breast
cancer in patients whose tumors are resistant or refractory
to anthracyclines, taxanes, and capecitabine.

IXEMPRA is indicated in combination with capecitabine

for the treatment of patients with metastatic or locally advanced
breast cancer resistant to treatment with an anthracycline

and a taxane, or whose cancer is taxane resistant and for
whom further anthracycline therapy is contraindicated.

D Anthracycline resistance is defined as progression while
on therapy or within 6 months in the adjuvant setting or

3 months in the metastatic setting

D Taxane resistance is defined as progression while
on therapy or within 12 months in the adjuvant setting

Important Safety Information
Toxicity in hepatic impairment

IXEMPRA (ixabepilone) in combination with
capecitabine is contraindicated in patients with
AST or ALT >2.5 x ULN or bilirubin >1 x ULN due
to increased risk of toxicity and neutropenia-
related death

In combination with capecitabine, the overall frequency

of grade 3/4 adverse reactions, febrile neutropenia,

serious adverse reactions, and toxicity-related deaths

was greater in patients with hepatic impairment

Caution should be used when using IXEMPRA as
monotherapy in patients with AST or ALT >5 x ULN.
Use of IXEMPRA in patients with AST or ALT

>10 x ULN or bilirubin >3 x ULN is not recommended

With monotherapy, grade 4 neutropenia, febrile

neutropenia, and serious adverse reactions were

more frequent in patients with hepatic impairment
Contraindications

IXEMPRA is contraindicated in patients:

« with a known history of a severe (CTC grade
3/4) hypersensitivity reaction to agents
containing Cremophor® EL or its derivatives
such as polyoxyethylated castor oil

* who have a baseline neutrophil count
<1500 cells/mm?® or a platelet count <100,000
cells/mm®

Peripheral neuropathy

Peripheral neuropathy was common. Patients
treated with IXEMPRA (ixabepilone) should be
monitored for symptoms of neuropathy, such as
burning sensation, hyperesthesia, hypoesthesia,
paresthesia, discomfort, or neuropathic pain

Neuropathy occurred early during treatment; ~75%
of new onset or worsening neuropathy occurred
during the first 3 cycles. Patients experiencing new
or worsening peripheral neuropathy may require
changes in the dose or discontinuation of IXEMPRA

Neuropathy was the most frequent cause of
treatment discontinuation due to drug toxicity. Caution
should be used when treating patients with diabetes
mellitus or preexisting peripheral neuropathy

Myelosuppression

Myelosuppression is dose-dependent and primarily
manifested as neutropenia

Patients should be monitored for myelosuppression;
frequent peripheral blood cell counts are
recommended for all patients receiving IXEMIPRA

Patients who experience severe neutropenia or
thrombocytopenia should have their dose reduced.
Neutropenia-related deaths occurred in 1.9% of 414
patients with normal hepatic function or mild hepatic

impairment treated with IXEMPRA (ixabepilone) in
combination with capecitabine. Neutropenia-related
death occurred in 0.4% of 240 patients with IKEMPRA
as monotherapy

Hypersensitivity reaction

Premedicate with an H, and an H, antagonist
approximately 1 hour before IXEMPRA infusion and
observe for hypersensitivity reactions (eg, flushing,
rash, dyspnea, and bronchospasm)

In case of severe hypersensitivity reactions, infusion
of IXEMPRA should be stopped and aggressive
supportive treatment (eg, epinephrine,
corticosteroids) started

Patients who experience a hypersensitivity reaction
in one cycle of IXEMPRA must be premedicated in
subsequent cycles with a corticosteroid in addition
to the H, and H, antagonists, and extension of the
infusion time should be considered

Pregnancy

Women should be advised not to become pregnant
when taking IXEMPRA. If this drug is used during
pregnancy or the patient becomes pregnant, the
patient should be apprised of the potential hazard
to the fetus
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example, for endometrial cancer, women
with diabetes have double the risk of cancer,
whereas for breast cancer it is about a 20%
increase.” There also is evidence that patients
with diabetes who do develop cancer have a
worse prognosis. It remains unclear why this
is the case, because diabetes itself has been
shown to shorten life spans and may not ac-
tually worsen the cancer directly.

There are a number of possible explana-
tions for the increased cancer risk associated
with diabetes. There may simply be a con-
stellation of overlapping risk factors — obe-
sity, lifestyle, genetic factors, and nutritional
factors — for the two conditions. The spe-
cifics of diabetes also may play a role, with
increased circulating glucose and/or insulin
promoting the growth of tumor cells.

In addition, there is a possibility that

Cardiac adverse reactions

Caution should be exercised in patients with a history
of cardiac disease. Discontinuation of IXEMPRA
(ixabepilone) should be considered in patients who
develop cardiac ischemia or impaired cardiac
function due to reports of cardiovascular adverse
reactions (eg, myocardial ischemia, supraventricular
arrhythmia, and ventricular dysfunction). The
frequency of cardiac adverse reactions (myocardial
ischemia and ventricular dysfunction) was higher in
the IXEMPRA in combination with capecitabine
(1.9%) than in the capecitabine alone (0.3%)
treatment group

Potential for cognitive impairment from excipients

IXEMPRA (ixabepilone) contains dehydrated alcohol USP.
Consideration should be given to the possibility of
central nervous system and other effects of alcohol

The most common adverse reactions (>20%)
reported by patients receiving IXEMPRA were
peripheral sensory neuropathy, fatigue/asthenia,
myalgia/arthralgia, alopecia, nausea, vomiting,
stomatitis/mucaositis, diarrhea, and musculoskeletal
pain. The following additional events occurred in
>20% in combination treatment: palmar-plantar

certain drugs prescribed as treatments for
diabetes could increase the risk of cancer or
accelerate tumor development. For example,
in recent years there was a suggestion that the
insulin analog glargine was associated with
an increased risk of cancer. Subsequent stud-
ies, however, have called that finding into
question.

Preclinical Evidence on Metformin

Although some diabetes drugs could raise
the risk of cancer, it is increasingly clear that
metformin does just the opposite. Ann Thor,
MD, of the University of Colorado School
of Medicine, will discuss the preclinical and
laboratory evidence explaining metformin’s
effect as a cancer prevention agent.

According to Dr. Thor, metformin’s mecha-
nism of action appears to differ in the different

Contraindications'

polyoxyethylated castor oil

Adverse reactions

IXEMPRAP (ixabepilone)

molecular subtypes of breast cancer. She said
that metformin “is perhaps most effective in
triple-negative breast cancer tumors, which
is exciting because those are the tumors for
which we have the least effective therapeu-
tics, and those are the tumors with the worst
outcomes.” She added that, although breast
cancer is among the more promising settings
for metformin, there is evidence for efficacy
in other tumor types as well.

Dr. Thor noted that metformin could re-
duce effects of resistance to chemotherapeu-
tic agents such as trastuzumab and lapatinib.
“The combination of metformin with these
other agents has been proposed by some peo-
ple as a possible treatment in patients with
HER2-positive breast cancer,” she said.

See Diabetes and Cancer, Page 32B
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VISIT the Bristol-Myers
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IXEMPRA, a non-taxane chemotherapy,
is an FDA-approved option following
progression on a taxane and an
anthracycline with or without capecitabine

IXEMPRA is contraindicated in patients:

with a known history of a severe (CTC grade 3/4)
hypersensitivity reaction to agents containing
Cremophor® EL or its derivatives such as

who have a baseline neutrophil count <1500 cells/mm3
or a platelet count <100,000 cells/mm?

in combination with capecitabine, when AST or ALT is
>2.5 x ULN or bilirubinis >1 x ULN due to increased risk
of toxicity and neutropenia-related death

abdominal pain, nail disorder, and constipation.
Drug-associated hematologic abnormalities (>40%)
include neutropenia, leukopenia, anemia, and
thrombocytopenia

Cremophor is a registered trademark of BASF AG.

erythrodysesthesia (hand-foot) syndrome, anorexia,

AST = aspartate aminotransferase
ALT = alanine aminotransferase
ULN = upper limit of normal

CTC = common terminology criteria

Reference: 1. IKEMPRA® (ixabepilone) Prescribing
Information. Bristol-Myers Squibb; Princeton, NJ.

For additional information, please call 1-888-IXEMPRA

(1-888-493-6772) or visit www.IXEMPRA.com.

Please see brief summary of full Prescribing Information, including
boxed WARNING regarding hepatic impairment, on the following pages.

%Z% Bristol-Myers Squibb
Ixempra is a registered trademark of Bristol-Myers Squibb.

© 2011 Bristol-Myers Squibb  691US10AB02303 03/11

IXEMPRA

(ixabepilone) for inection,

for infravenous infusion
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Optimal Antiemetic Control Requires Optimal Treatment

he next guideline readying for print in

the Journal of Clinical Oncology (JCO) is

an update to, “The American Society
of Clinical Oncology Clinical Practice Guide-
line Update on Antiemetics in Oncology.”
This supportive care guideline was originally
published in 1999 and updated once in 2006.
The Steering Committee charged with over-
seeing this effort included Ethan M. Basch,
MD, Paul J. Hesketh, MD, Mark G. Kris, MD,
and Gary H. Lyman, MD, MPH, FRCP.

The antiemetics guideline is the most fre-
quently downloaded guideline from among
the ASCO guidelines repertoire. In fact, the
guideline was among the top five most down-
loaded articles from JCO in 2010. Dr. Kris,

ASCO GUIDELINES

of Memorial Sloan-Kettering Cancer Center
stated in an interview with ASCO Daily News
that of all side effects, nausea and vomiting
are the leading concerns among patients
starting cancer treatment.

“Being able to deliver state-of-the-art care
to lessen or eliminate that problem is ex-
traordinarily important,” Dr. Kris said. “The
guideline assures that the enormous research
that been done on the prevention of emesis is

translated into care. Of all the ASCO guide-
lines, this is the one that probably has the
greatest immediacy to the whole community
of patients who are facing cancer treatment.”

The intended audience for this guideline
is medical oncologists, radiation oncologists,
oncology nurses, and oncology pharmacists.
To update the recommendation, a systematic
review of randomized, controlled trials was
completed and includes patients treated with

both radiation therapy and chemotherapy.
The Update Committee considered data from
the review to revise recommendations.

Tailoring Treatment Based on Emetic Risk
The guideline update includes two tables
that differentiate emetic risk based on treat-
ment and allow tailoring of antiemetic ther-
apy. One table delineates risk according to
radiation site, and the other defines emetic
risk for single chemotherapy agents. Both
emetic-risk tables have been revised over time
to include information on new agents.' The
Update Committee endorsed one revision
to the chemotherapy-risk table, concerning
the emetic risk of treatment with combined

IXEMPRA® Kit (ixabepilone) for Injection, for intravenous infusion only B.ONLY
Brief Summary of Prescribing Information. For complete prescribing information consult official package insert.

WARNING: TOXICITY IN HEPATIC IMPAIRMENT
IXEMPRA in combination with capecitabine is contraindicated in patients with AST or ALT >2.5 x ULN or bilirubin >1 x ULN
due to increased risk of toxicity and neutropenia-related death [see Contraindications and Warnings and Precautions].

INDICATIONS AND USAGE

IXEMPRA (ixabepilone) is indicated in combination with capecitabine for the treatment of patients with metastatic or locally advanced

breast cancer resistant to treatment with an anthracycllne and a taxane, or whose cancer is taxane resistant and for whom further
therapy is indi A is defined as progression while on therapy or within 6 months in the

adjuvant setting or 3 months in the metastatic setting. Taxane resistance is defined as progression while on therapy or within

12 months in the adjuvant setting or 4 months in the metastatic setting.

IXEMPRA is indicated as monotherapy for the treatment of metastatic or locally advanced breast cancer in patients whose tumors are

resistant or refractory to anthracyclines, taxanes, and capecitabine.

CONTRAINDICATIONS

IXEMPRA is contraindicated in patients with a history of a severe (CTC grade 3/4) hypersensitivity reaction to agents containing
Cremophor® EL or its derivatives (eg, polyoxyethylated castor oil) [see Wamnings and Precautions].

IXEMPRA is contraindicated in patients who have a neutrophil count <1500 cells/mm? or a platelet count <100,000 cells/mm? [see
Warnings and Precautions].

IXEMPRA in combination with capecitabine is contraindicated in patients with AST or ALT >2.5 x ULN or bilirubin >1 x ULN /see Boxed
Warning and Warnings and Precautions].

WARNINGS AND PRECAUTIONS
Peripheral Neuropathy

Peripheral neuropathy was common (see Table 1). Patients treated wnh IXEMPRA should be monitored for symptoms of neuropathy,
such as burning sensation, hyperesthesia, hypoesthesm or pathic pain. y occurred early dunng
treatment; ~75% of new onset or worsening neuropathy occurred during the first 3 cycles. Patients expenencmg new or worsening
symptoms may require a reduction or delay in the dose of IXEMPRA [see Dosage and Administration (2.2) in Full Prescribing
Information]. In clinical studies, peripheral neuropathy was managed through dose reductions, dose delays, and treatment
discontinuation. Neuropathy was the most frequent cause of treatment discontinuation due to drug toxicity. In Studies 046 and 081,
80% and 87%, respectively, of patients with peripheral neuropathy who received IXEMPRA had improvement or no worsening of their
neuropathy following dose reduction. For patients with grade 3/4 neuropathy in Studies 046 and 081, 76% and 79%, respectively, had
documented improvement to baseline or grade 1, twelve weeks after onset.

toxic dose of 0.3 mg/kg/day (approximately one-tenth the human clinical exposure based on AUC). Abnormalities included a reduced
ossification of caudal vertebrae, sternebrae, and metacarpals. In rabbits, ixabepilone caused maternal toxicity (death) and embryo-fetal
toxicity (resorptions) at 0.3 mg/kg/day (approximately one-tenth the human clinical dose based on body surface area). No fetuses were
available at this dose for evaluation.

Cardiac Adverse Reactions

The frequency of cardiac adverse reactions (myocardial ischemia and ventricular dysfunction) was higher in the IXEMPRA (ixabepilone)
in combination with capecitabine (1.9%) than in the capecitabine alone (0.3%) treatment group. Supraventricular arrhythmias were
observed in the combination arm (0.5%) and not in the capecitabine alone arm. Caution should be exercised in patients with a history of
cardiac disease. Discontinuation of IXEMPRA should be considered in patients who develop cardiac ischemia or impaired cardiac function.
Potential for Cognitive Impairment from Excipients

Since IXEMPRA contains dehydrated alcohol USP, consideration should be given to the possibility of central nervous system and other
effects of alcohol [see Description (11) in Full Prescribing Information].

ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in other sections.
e Peripheral neuropathy [see Warnings and Precautions]
*  Myelosuppression [see Warnings and Precautions]
*  Hypersensitivity reactions [see Warnings and Precautions]

Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, the adverse reaction rates observed in the clinical trials of a drug
cannot be directly compared to rates in other clinical trials and may not reflect the rates observed in clinical practice.

Unless otherwise specified, assessment of adverse reactions is based on one randomized study (Study 046) and one single-arm
study (Study 081). In Study 046, 369 patients with metastatic breast cancer were treated with IXEMPRA 40 mg/m? administered
intravenously over 3 hours every 21 days, combined with capecitabine 1000 mg/m? twice daily for 2 weeks followed by a 1-week
rest period. Patients treated with capecitabine as monotherapy (n=368) in this study received 1250 mg/m? twice daily for 2 weeks
every 21 days. In Study 081, 126 patients with metastatic or locally advanced breast cancer were treated with IXEMPRA 40 mg/m?
administered intravenously over 3 hours every 3 weeks.

The most common adverse reactions (>20%) reported by patients receiving IXEMPRA were peripheral sensory neuropathy,
fatigue/asthenia, myalgia/arthralgia, alopecia, nausea, vomiting, stomatitis/mucositis, diarrhea, and musculoskeletal pain. The following
additional reactions occurred in >20% in combination treatment: palmar-plantar erythrodysesthesia (hand-foot) syndrome, anorexia,
abdominal pain, nail disorder, and constipation. The most common hematologic abnormalities (>40%) include neutropenia, leukopenia,
anemia, and thrombocytopenia.

Table 2 presents nonhematologic adverse reactions reported in 5% or more of patients. Hematologic abnormalities are presented
separately in Table 3.

Table 1: related Perip| pathy Table 2: Nonhematologic Drug-related Adverse Reactions Occurring in at Least 5% of Patients with
IXEMPRA with capecitabine  IXEMPRA as Metastatic or Locally Advanced Breast Cancer Treated with IXKEMPRA
Study 046 Study 081 Study 046 Study 081
Peripheral neuropathy (all grades)?® 67% 63% IXEMPRA with Capecitabine IXEMPRA
Peripheral neuropathy (grades 3/4) 23% 14% cap:fatggme =368 mo:o_t:t;gapy
iscontinuati 21% y = = =
,';':g‘lmﬂf;ﬁgriﬁ;glgz e ; o System Organ Class?/ Total Grade3/4 Total Graded/d | Total Grade3/d
grade 3/4 neuropathy Preferred Term (%) (%) (%) (%) (%) (%)
Median time to improvement of grade 3/4 6.0 weeks 4.6 weeks Infections and Infestations
neuropathy to baseline or to grade 1 Upper respiratory tract infection® 4 0 3 0 6 0
- Blood and Lymphatic System
a Sensory and motor neuropathy combined. Disorders
b 24% and 27% of patients in 046 and 081, resp y, had p g pathy (grade 1). Febrile neutropenia 5 4 1 1d 3 3d
A pooled analysis of 1540 cancer patients treated with IXEMPRA indicated that patients with diabetes mellitus or preexisting peripheral Imngﬁsgg:ﬁ?ﬂyelsamm 2 1d 0 0 5 14
neuropathy may be at increased risk of severe neuropathy. Prior therapy with neurotoxic chemotherapy agents did not predict the Metabolism and Nutrition Disorders
development qf neuropathy. Patients with moderate o severe neuropathy (grade 2 or greater) were excluded from studies with Anorexia® 34 3d 15 14 19 2
IXEMPRA. Caution should be used when treating patients with diabetes mellitus or preexisting peripheral neuropathy. Dehydration® 5 2 2 <1d 2 14
Myelosuppression Psychiatric
is dose and primarily mani as In clinical studies, grade 4 neutropenia Insomnia® ) 9 <t 2 0 5 0
(<500 cells/mm?) occurred in 36% of patients treated with XEMPRA in combination with capecitabing and 23% of patients reated  Nervous System Disorders
with XEMPRA monotherapy. Febrile neutropenia and infection with neutropenia were reported in 5% and 6% of patients treated with Peripheral neuropathy )
IXEMPRA in combination with capecitabine, respectively, and 3% and 5% of patients treated with IXEMPRA as monotherapy, Sensory neuropatgy ¢ 65 21 16 0 62 1‘:
respectively. Neutropenia-related death occurred in 1.9% of 414 patients with normal hepatic function or mild hepatic impairment Motor neuropathy 16 5, <1 0 10 1
treated with IXEMPRA in combination with ine. The rate of ja-related deaths was higher (29%, 5 out of 17) in Headache 8 <1 3 0 " 0
patients with AST or ALT 2.5 x ULN or birubin >1.5 x ULN [se Boxed Warning, Contraindications, and Warnings and Precauions]. Taste disorder 12 0 4 0 6 0
Neutropenia-related death occurred in 0.4% of 240 patients treated with IXEMPRA as monotherapy. No neutropenia-related deaths Dizziness 8 1 5 1 7 0
were reported in 24 patients with AST or ALT >2.5 x ULN or bilirubin >1.5 x ULN treated with IXEMPRA monotherapy. IXEMPRA must ~ EVe Disorders .
ot be administered to patients with a neutrophil count <1500 cells/mm®. To monitor for myelosuppression, frequent peripheral blood Lacrimation increased 5 0 4 <1 4 0
cell counts are recommended for all patients receiving IXEMPRA. Patients who ience severe or Vascular Dlhsarders
should have their dose reduced [see Dosage and Administration (2.2) in Full Prescribing Information]. Hot flush i 5 0 2 0 6 0
3 ) Respiratory, Thoracic, and
Hepatic Impairment Mediastinal Disorders
Patients with baseline AST or ALT >2.5 x ULN or bilirubin >1.5 x ULN experienced greater toxicity than patients with baseline AST or Dyspnea® 7 1 4 1 9 1d
ALT <2.5 x ULN or bilirubin <1.5 x ULN when treated with IXEMPRA at 40 mg/m? in combination with capecitabine or as monotherapy Cough® 6 0 2 0 2 0
in breast cancer studies. In combination with capecitabine, the overall frequency of grade 3/4 adverse reactions, febrile neutropenia, Gastrointestinal Disorders
serious adverse reactions, and toxicity-related deaths was greater [see Warnings and Precautions]. With monotherapy, grade 4 Nausea 53 3d 40 20 42 2d
neutropenia, febrile neutropenia, and serious adverse reactions were more frequent. The safety and pharmacokinetics of IXEMPRA as Vomiting® 39 44 24 2 29 14
monotherapy were evaluated in a dose escalation study in 56 patients with varying degrees of hepatic impairment. Exposure was Stomatitis/mucositis® 31 4 20 3d 29 6
increased in patients with elevated AST or bilirubin [see Use in Specific Populations]. Diarrhlea". 44 6d 39 9 22 14
IXEMPRA in combination with capecitabine is contraindicated in patients with AST or ALT >2.5 x ULN or bilirubin >1 x ULN due to Constipation 22 0 6 <1 16 20
increased risk of toxicity- and neutropenia-related death [see Boxed Warning, Contraindications, and Warnings and Precautions]. Abdominal pain® 24 2 14 14 13 2d
Patients who are treated with IXEMPRA as monotherapy should receive a reduced dose depending on the degree of hepatic impairment Gastroesoy ophageal reflux 7 1¢ 8 0 6 0
[see Dosage and Administration (2.2) in Full Prescribing Information]. Use in patients with AST or ALT >10 x ULN or bilirubin >3 x ULN disease
is not recommended. Limited data are available for patients with AST or ALT >5 x ULN. Caution should be used when treating these Skin and Subcutaneous Tissue
patients [see Dosage and Administration (2.2) in Full Prescribing Information). D'SAngggisab . 0 s 0 " 0
Hypersensitivity Reactions smﬁ rasht 17 1d 7 0 9 2d
Patients with a history of a severe hypersensitivity reaction to agents containing Cremophor® EL or its derivatives (eg, polyoxyethylated Nail disorder® 24 2d 10 <1d 9 0
castor oil) should not be treated with IXEMPRA. All patients should be premedicated with an H; and an H, antagonist approximately Palmar-plantar 64 184 63 174 8 2d
1 hour before IXEMPRA infusion and be observed for hypersensitivity reactions (eg, flushing, rash, dyspnea, and bronchospasm). In case erythrodysesthesia
of severe hypersensitivity reactions, infusion of IXEMPRA should be stopped and aggressive supportive treatment (eg, epinephrine, syndrome®
corticosteroids) started. Of the 1323 patients treated with IXEMPRA in clinical studies, 9 patients (1%) had experienced severe Pruritus 5 0 2 0 6 1d
hypersensitivity reactions (including anaphylaxis). Three of the 9 pat|ems were able to be retreated. Patients who experience a Skin exfoliation® 5 <14 3 0 2 0
hypersensitivity reaction in one cycle of IXEMPRA must be p cycles with a corti id in addition to the Skin hyperpigmentation® 11 0 14 0 2 0
H, and H, antagonists, and extension of the infusion time should be con5|dered [see Dosage and Administration (2.3) in Full Prescribing (Continued)

Information and Contraindications].

Pregnancy

Pregnancy Category D.

IXEMPRA may cause fetal harm when administered to pregnant women. There are no adequate and well-controlled studies with
IXEMPRA in pregnant women. Women should be advised not to become pregnant when taking IXEMPRA. If this drug is used during
pregnancy, or if the patient becomes pregnant while taking this drug, the patient should be apprised of the potential hazard to the fetus.
Ixabepilone was studied for effects on embryo -fetal development in pregnant rats and rabbits glven IV doses of 0.02, 0.08, and
0.3 mg/kg/day and 0.01, 0.03, 0.11 There were no effects. In rats, an increase in
resorptions and post- |mplantat|on loss and a decrease in the number of ive fetuses and fetal weight was observed at the maternally

2 System organ class presented as outlined in Guidelines for Preparing Core Clinical Safety Information on Drugs by the Council for
International Organizations of Medical Sciences (CIOMS). ® A composite of multiple MedDRA Preferred Terms. © NCI CTC grading for
febrile neutropenia ranges from Grade 3 to 5. Three patients (1%) experienced Grade 5 (fatal) febrile neutropenia. Other neutropenia-
related deaths (9) occurred in the absence of reported febrile neutropenia [see Warnings and Precautions]. ¢ No grade 4 reports.
© Peripheral sensory neuropathy (graded with the NCI CTC scale) was defined as the occurrence of any of the following: areflexia, burning
sensation, ia, neuralgia, neuritis, D pathy peripheral,

painful response to normal stimuli, paresthesia, pallanesthesia, peripheral sensory D pathy toxic and
sensorimotor disorder. Peripheral motor neuropathy was defined as the occurrence of any ofthe following: multifocal motor neuropathy,
neuromuscular toxicity, peripheral motor neuropathy, and peripheral sensorimotor neuropathy. f Palmar-plantar erythrodysesthesia
(hand-foot syndrome) was graded on a 1-3 severity scale in Study 046.
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anthracycline and cyclophosphamide, which
is frequently used in the adjuvant setting for
breast cancer.

The guideline also includes recommenda-
tions for patients who experience symptoms
despite optimal prophylaxis, as well as for
those who experience anticipatory nausea
and emesis. The committee evaluated how
likely patients were to experience nausea or
vomiting and whether this likelihood met
the defined threshold for highly emetic risk
(90%); historical data from women who
were treated with combination anthracy-
cline and cyclophosphamide in the absence
of antiemetics were considered.

In accordance with previous recommen-
dations, members of the Update Commit-
tee described this combination as a highly
emetic regimen, although each agent alone

demonstrates only moderate risk for this
treatment-related side effect. The current rec-
ommendation for patients who receive high-
ly emetogenic chemotherapy is a combined
three-drug antiemetic regimen of neurokinin
1 (NK-1) antagonist, a 5-HT, antagonist,
and a corticosteroid — a recommendation
initially developed in the 2006 update and
supported by more recently published data.?

New Formulations of Existing Antiemetics
Since 2006, a new formulation of the
oral NK-1 antagonist aprepitant has been
approved by the U.S. Food and Drug Ad-
ministration (FDA). Fosaprepitant, an in-
travenous formulation, is available, and
data describing equivalence with aprepi-
tant has been published. In contrast to
the 3-day dosing schedule for aprepitant,

fosaprepitant is delivered only once.’

A new formulation for the serotonin an-
tagonist granisetron, previously available as
intravenous and oral preparations, also was
approved. A transdermal patch was recom-
mended by the Update Committee for pa-
tients undergoing multiday chemotherapy
and either moderate- or high-risk radiation
therapy. The patch must be applied at least
24 hours before the start of treatment.

The Update Committee made some ad-
ditional comments on patient treatment
intended for consideration by clinicians
who treat patients at risk of developing
treatment-related nausea and vomiting.
Suggestions include that patients be given a
prescription for rescue therapy before they
leave the office on the first day of treatment
and that clinicians should ask patients about

Table 2: Nonhematologic Drug-related Adverse Reactions Occurring in at Least 5% of Patients USE IN SPECIFIC POPULATIONS
(Continued) ~ With ic or Locally A Breast Cancer Treated with IXEMPRA (ixabepilone) Pregnancy
Study 046 Study 081 Pregnancy Category D [see Warnings and Precautions].
IXEMPRA with Capecitabine IXEMPRA Nursing Mothers
cap:fg’,tggme =368 mow;t?g(riapy It is not known whether ixabepilone s excreted into human milk. Following intravenous administration of radiolabeled ixabepilone
- - fo rats on days 7 to 9 postpartum, concentrations of radioactivity in milk were comparable with those in plasma and declined in
System Organ Class?/ Total ~ Grade3/4 Total ~Grade3/a | Total  Grade 3/4 parallel with the plasma concentrations. Because many drugs are excreted in human milk and because of the potential for serious
Preferred Term (%) (%) (%) (%) (%) (%) adverse reactions in nursing infants from ixabepilone, a decision must be made whether to discontinue nursing or to discontinue
Musculoskeletal, Connective Tissue, IXEMPRA (ixabepilone) taking into account the importance of the drug to the mother.
and Bone Disorders Pediatric Use
Myalgia/arthralgia® 39 8¢ 5 <1d 49 8¢ , o )
Musculoskeletal pain® 23 od 5 0 20 3d Safety and effectiveness in pediatric patients have not been established.
General Disorders and Administrative Geriatric Use
Site Conditions i i i ™ i vty i
Fatiquefasthenia? 60 16 2 4 56 13 gll#ggrlﬂsl;u#ga; c;/folﬁr%ﬂer:ﬁsﬁ Sjgcgsot include sufficient numbers of subjects aged sixty-five and over to determine whether they respond
Edema® 8 0 5 <1¢ 9 1d )
Pyrexia 10 1d 4 0 8 1d Forty-five of 431 patients treated with IXEMPRA in combination with capecitabine were >65 years of age and 3 patients were >75.
Pain® 9 1d 2 0 8 30 Overall, the incidence of grade 3/4 adverse reactions were higher in patients >65 years of age versus those <65 years of age
Chest pain® 4 1d <1 0 5 1d (82% versus 68%) including grade 3/4 stomatitis (9% versus 1%), diarrhea (9% versus 6%), paimar-plantar erythrodysesthesia
Investigations syndrome (27% versus 20%), peripheral neuropathy (24% versus 22%), febrile neutropenia (9% versus 3%), fatigue
Weight decreased 11 0 3 0 6 0 (16% versus 12%), and asthenia (11% versus 6%). Toxicity-related deaths occurred in 2 (4.7%) of 43 patients 265 years with normal
baseline hepatic function or mild impairment.

2 System organ class presented as outlined in Guidelines for Preparing Core Clinical Safety Information on Drugs by the Council for
International Organizations of Medical Sciences (CIOMS). © A composite of multiple MedDRA Preferred Terms. ¢ NCI CTC grading for
febrile neutropenia ranges from Grade 3 to 5. Three patients (1%) experienced Grade 5 (fatal) febrile neutropenia. Other neutropenia-
related deaths (9) occurred in the absence of reported febrile neutropenia [see Warnings and Precautions]. ¢ No grade 4 reports.
© Peripheral sensory neuropathy (graded wnh the NCI CTC scale) was defined as the occurrence of any of the following: areflexia,

Hepatic Impairment

burning sensation, yp neuralgia, neuritis, neuropathy, neuropathy peripheral, o ’ o nfity)

neurotoxicity, painful response to normal stimuli, paresthesia, pallanesthesia, peri sensory ®  22% in patients with @) bilirubin >1 = 1.5 x ULN or b) AST >ULN but bilirubin <1.5 x ULN;
polyneuropathy toxic and sensorimotor disorder. Peripheral motor neuropathy was defined as the occurrence of any of the followmg 30% in patients with bilirubin >1.5 — 3 x ULN and any AST level: and

multifocal motor neuropathy, neuromuscular toxicity, peri motor and sensorimotor neuropathy. . - R

f Palmar-plantar ery ia (hand-foot sy was graded on a 1-3 severity scale in Study 046. 81% in patients with birubin >3 x ULN and any AST level.

Table 3: Hematologic Abnormalities in Patients with Metastatic or Locally Advanced Breast
Cancer Treated with IKEMPRA
Study 046 Study 081
IXEMPRA with Capecitabine IXEMPRA
Call::gggl"e =368 mo'l‘l":t:‘;éapy IXEMPRA anfi periodically thereafter.
Grade3 Graded Grade3 Graded | Grade3 Graded Renal Impainnent
Hematology F (%) (%) (%) (%) (%) (%)
Neutropenia? 32 36 9 2 31 23
Leukopenia (WBC) 4 16 5 1 36 13
Anemia (Hgb) 8 2 4 1 6 2 i ] o B ak),
Thrombécygto)penia 5 3 9 2 5 2 insufficiency (CrCL >30 mL/min) on the pharmacokinetics of ixabepilone.
OVERDOSAGE

2 (-CSF (granulocyte colony stimulating factor) or GM-CSF (granulocyte macrophage stimulating factor) was used in 20% and 17%

of patients who received IXEMPRA in Study 046 and Study 081, respectively.

The following serious adverse reactions were also reported in 1323 patients treated with IXEMPRA as monotherapy or in combination

with other therapies in Phase 2 and 3 studies.

Infections and Infestations: sepsis, pneumonia, infection, neutropenic infection, urinary tract infection, bacterial infection,

enterocolitis, laryngitis, lower respiratory tract infection
Blood and Lymphatic System Disorders: coagulopathy, lymphopenia

Metabolism and Nutrition Disorders: hyponatremia, metabolic acidosis, hypokalemia, hypovolemia
Nervous System Disorders: cognitive disorder, syncope cerebral hemorrhage, abnormal coordination, lethargy C

clinical manifestations.
NONCLINICAL TOXICOLOGY

Thirty-two of 240 breast cancer patients treated with IXEMPRA as monotherapy were >65 years of age and 6 patients were >75. No
overall differences in safety were observed in these patients compared to those <65 years of age.

IXEMPRA was evaluated in 56 patients with mild to severe hepatic impairment defined by bilirubin levels and AST levels. Compared
to patients with normal hepatic function (n=17), the area under the curve (AUCq.sii,) Of ixabepilone increased by:

Doses of 10 and 20 mg/m? as monotherapy were tolerated in 17 patients with severe hepatic impairment (bilirubin >3 x ULN).
IXEMPRA in combination with capecitabine must not be given to patients with AST or ALT >2.5 x ULN or bilirubin >1 x ULN [see Boxed
Warning, Contraindications, and Warnings and Precautions]. Dose reduction is recommended when administering IXEMPRA as
py to patients with hepatic impairment [see Dosage and Administration (2.3) in Full Prescribing Information]. Because there
is a need for dosage adjustment based upon hepatic function, assessment of hepatic function is recommended before initiation of

Ixabepilone is minimally excreted via the kidney. No controlled pharmacokinetic studies were conducted with IXEMPRA in patients
with renal impairment. IXEMPRA in combination with capecitabine has not been evaluated in patients with calculated creatinine
clearance of <50 mL/min. IXEMPRA as monotherapy has not been evaluated in patients with creatinine >1.5 times ULN. In a
population pharmacokinetic analysis of IXEMPRA as monotherapy, there was no meaningful effect of mild and moderate renal

Experience with overdose of IXEMPRA is limited to isolated cases. The adverse reactions reported in these cases included peripheral
neuropathy, fatigue, musculoskeletal pain/myalgia, and gastrointestinal symptoms (nausea, anorexia, diarrhea, abdominal pain,
stomatitis). The highest dose mistakenly received was 100 mg/m? (total dose 185 mg).

There is no known antidote for overdosage of IXEMPRA. In case of overdosage, the patient should be closely monitored and supportive
treatment should be administered. Management of overdose should include supportive medical interventions to treat the presenting

Carcinogenesis, Mutagenesis, Impairment of Fertility

ity studies with i

have not been

did not induce

Cardiac Disorders: infarction, sup ia, left
cardiomyopathy, myocardial ischemia

Vascular Disorders: hypotension, thrombosis, embolism, hemorrhage, hypovolemic shock, vasculitis
i iastil itis, hypoxia, respiratory failure, acute pulmonary edema, dysphonia,

Disorders:

7y, Thoracic, and
pharyngolaryngeal pain

Gastrointestinal Disorders: ileus, colitis, impaired gastric emptying, esophagitis, dysphagia, gastritis, gastrointestinal hemorrhage

Hepatobiliary Disorders: acute hepatic failure, jaundice
Skin and Subcutaneous Tissue Disorders: erythema multiforme

Musculoskeletal, Connective Tissue Disorders, and Bone Disorders: muscular weakness, muscle spasms, trismus

Renal and Urinary Disorders: nephrolithiasis, renal failure
General Disorders and Administration Site Conditions: chills

Investigations: increased transaminases, increased blood alkaline phosphatase, increased gamma-glutamyltransferase

Postmarketing Experience

Radiation recall has been reported during postmarketing use of IXEMPRA. Because this reaction was reported voluntarily from
a population of uncertain size, it is not always possible to reliably estimate the frequency or establish a causal relationship to

drug exposure.

DRUG INTERACTIONS

Effect of Other Drugs on Ixabepilone

Drugs That May Increase Ixabepilone Plasma Concentrations

CYP3A4 Inhibitors: Co-administration of ixabepilone with ketoconazole, a potent CYP3A4 inhibitor, increased ixabepilone AUC by
79% compared to ixabepilone treatment alone. If alternative treatment cannot be administered, a dose adjustment should be
considered. The effect of mild or moderate inhibitors (eg, erythromycin, fluconazole, or verapamil) on exposure to ixabepilone has not
been studied. Therefore, caution should be used when administering mild or moderate CYP3A4 inhibitors during treatment with
IXEMPRA, and alternative therapeutic agents that do not inhibit CYP3A4 should be considered. Patients receiving CYP3A4 inhibitors
during treatment with IXEMPRA should be monitored closely for acute toxicities (eg, frequent monitoring of peripheral blood counts
between cycles of IXEMPRA) [see Dosage and Administration (2.2) in Full Prescribing Information].

Drugs That May Decrease Ixabepilone Plasma Concentrations

CYP3A4 Inducers: IXEMPRA is a CYP3A4 substrate. Co-administration of IXEMPRA with rifampin, a potent CYP3A4 inducer,
decreased ixabepilone AUC by 43% compared to IXEMPRA treatment alone. Other strong CYP3A4 inducers (eg, dexamethasone,
phenytoin, carbamazepine, rifabutin, and phenobarbital) may also decrease ixabepilone concentrations leading to subtherapeutic
levels. Therefore, therapeutic agents with low enzyme induction potential should be considered for coadministration with IXEMPRA.
St. John's Wort may decrease ixabepilone plasma concentrations unpredictably and should be avoided. If patients must be
co-administrated a strong CYP3A4 inducer, a gradual dose adjustment may be considered /see Dosage and Administration (2.2) in

Full Prescribing Information].
Effect of Ixabepilone on Other Drugs

Ixabepilone does not inhibit CYP enzymes at relevant clinical concentrations and is not expected to alter the plasma concentrations

of other drugs [see Clinical Pharmacology (12.3) in Full Prescribing Information].
Capecitabine

angina pectoris, atrial flutter,

(Ames) assay and was not clastogenic in an in vitro cytogenetic assay using primary human lymp was

in the microbial

(induction of mi

Animal Toxicology
Overdose

i) in the in vivo rat mi
There were no effects on male or female rat mating or fertility at doses up to 0.2 mg/kg/day in both males and females (approximately
one-fifteenth the expected human clinical exposure based on AUC). The effect of ixabepilone on human fertility is unknown. However,
when rats were given an IV infusion of ixabepilone during breeding and through the first 7 days of gestation, a significant increase in
resorptions and pre- and post-implantation loss and a decrease in the number of corpora lutea was observed at 0.2 mg/kg/day.
Testicular atrophy or degeneration was observed in 6-month rat and 9-month dog studies when ixabepilone was given every 21 days
at intravenous doses of 6.7 mg/kg (40 mg/m?) in rats (approximately 2.1 times the expected clinical exposure based on AUC) and 0.5
and 0.75 mg/kg (10 and 15 mg/m? in dogs (approximately 0.2 and 0.4 times the expected clinical exposure based on AUC).

In rats, single intravenous doses of ixabepilone from 60 to 180 mg/m? (mean AUC values >8156 ngeh/mL) were associated with
mortality occurring between 5 gnd 14 days after dosmg, and toxicity was principally manifested in the gastrointestinal, hematopoietic

assay at doses >0.625 mg/kg/day.

(bone-marrow), lymphatic,

PATIENT COUNSELING INFORMATION

[see FDA-Approved Patient Labeling in Full Prescribing Information]

Peripheral Neuropathy

Patients should be advised to report to their physician any numbness and tingling of the hands or feet [see Warnings and Precautions].

Fever/Neutropenia

Hypersensitivity Reactions

Pregnancy

Cardiac Adverse Reactions

Warnings and Precautions].

IXEMPRA® (ixabepilone) for injection Manufactured by: Baxter Oncology GmbH, 33790 Halle/Westfalen, Germany
DILUENT for IXEMPRA Manufactured by: Baxter Oncology GmbH, 33790 Halle/Westfalen, Germany

Distributed by Bristol-Myers Squibb Company, Princeton, NJ 08543 USA

In patients with cancer who received ixabepilone (40 mg/m?) in combination with capecitabine (1000 mg/m?), ixabepilone Cya
decreased by 19%, capecitabine C;. decreased by 27%, and 5-fluorouracil AUC increased by 14%, as compared to ixabepilone or

administered
by efficacy data.

The i ion is not clinically significant given that the combination treatment is supported

1236925A6

nervous, and mal
(mean AUC value of 6925 ngeh/mL) was markedly toxic, |nducmg severe gastrointestinal toxicity and death 3 days after dosing.

Patients should be instructed to call their physician if a fever of 100.5° F or greater or other evidence of potential infection such as
chills, cough, or burning or pain on urination develops [see Warnings and Precautions].

Patients should be advised to call their physician if they experience urticaria, pruritus, rash, flushing, swelling, dyspnea, chest
tightness or other hypersensitivity-related symptoms following an infusion of IXEMPRA [see Warnings and Precautions].

Patients should be advised to use effective contraceptive measures to prevent pregnancy and to avoid nursing during treatment with
IXEMPRA [see Warnings and Precautions and Use in Specific Populations].

Patients should be advised to report to their physician chest pain, difficulty breathing, palpitations or unusual weight gain [see

5645-0005

systems. In dogs, a single intravenous dose of 100 mg/m?

Bristol-Myers Squibb

XG-BO001A-05-10 Rev May 2010

symptoms experienced throughout the en-
tire course of treatment.

“This is an area of oncology treatment that
has changed radically,” Dr. Kris told ASCO
Daily News. “Thirty years ago patients would
be hospitalized for days just to support them
through a period of severe nausea. Today, re-
search has produced effective treatments that
permit all care on an outpatient basis, allow-
ing patients to get back to their normal activi-
ties with as little disruption as possible. With
symptoms prevented, patients are more con-
cerned with where to have lunch on the day
of treatment than [they are with] side-effects,
[which] is the way it should be.” @
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Quality Oncology Practice Initiative (QOPI®;
ASCO5 oncologist-driven performance mea-
surement program), of what Society leader-
ship calls “the quality triangle.”

Guidelines, QOPI, and EHR “are the
corners, if you will, of quality They all
relate to one another and they all have to
be designed with the other two pieces of
the triangle in mind,” ASCO CEO Allen
S. Lichter, MD, said in an interview with
ASCO Duaily News. “In order to make QOPI
more productive, you should be able to
report information electronically. To do
that, you have to design measures that are
based, at least in part, on our guidelines
and that can be abstracted from an EHR.”

Over the next several years, legislation in
the Patient Protection and Affordable Care
Act will begin to reward practices that meet
quality standards and penalize those that fall
short or choose not to participate in qual-
ity measurement. In this environment, Dr.
Lichter said, that there is concern about the
fragmentation of quality reporting in oncol-
ogy. “If every major insurer, health agency,
and organization has a quality program, the
physician in the field could be bedeviled
with half a dozen or more quality programs
with different reporting requirements and
different measurements,” he said. “Creat-
ing a very robust quality system through the
quality triangle and through our new Qual-
ity Department, where all three components
will sit together, is an important policy pri-
ority for ASCO.” @
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Leadership Development Program Nurtures
Aspiring Leaders in the Oncology Community

id-career oncologists interested in
taking on a more visible role with-
in ASCO have a unique opportu-

nity to gain extensive exposure to the mis-
sion of ASCO, to leadership positions within
the organization, and to the Society’ role in
improving cancer care and patient welfare
by participating in the organization’s formal
Leadership Development Program. The year-
long program is designed to set oncologists
in the early phases of their career on the path
to becoming future leaders within the Society.

A time commitment for travel and training
is required for the Program, as participants
must attend all of the program’s meetings/
activities held throughout the year, includ-
ing the ASCO Annual Meeting. As part of this
year-long commitment, participants will net-
work with prominent Society leaders, partici-
pate in a leadership boot camp held at ASCO
Headquarters, and gain firsthand knowledge
about ASCO research activities.

Participants will also participate in an inter-
active learning project, allowing them to col-
laborate with both ASCO staff and volunteers.
The projects will offer hands-on training that
will further participants” leadership skills, as
well as benefit the Society as a whole.

Participants in the 2010-2011 program
will graduate during the 2011 ASCO Annual
Meeting in Chicago. Upon completion of the
program, graduates will have opportunities
to take on roles within ASCO’s Committees
and Task Forces.

Although applications for the 2011-2012
Leadership Development Program are closed,
visit ASCO.org for information about the ap-
plication process for the 2012-2013 Program
or send an e-mail to professionaldevelop-
ment@asco.org.

Participant Perspectives

In an effort to relay firsthand experiences
from the program, the 2010-2011 graduat-
ing class was asked to answer one of two
questions. The questions and a sampling of
responses are provided below; a complete
panel of responses can be found at ASCO
Daily News online.

With regard to the ASCO Leader-
ship Development Program, how
have you been stretched by the program
and how has that affected your vision for
the future of your career?
Marcia Brose, MD, PhD
2000 Young Investigator Award recipient

Participants of the 2010-2011 Leadership Development Program acquire the leadership skills and practical
knowledge needed to excel as modern oncology leaders. Participants collaborate with ASCO staff and
volunteers in an interactive project, as well as in a leadership bootcamp.

I learned valuable skills that expanded my
vision for my career as a physician—scientist
and leader in medical oncology. The training
in leadership skills that formed a core of the
program allowed me to understand how a
large goal can be accomplished with a level of
ease that I previously did not think possible.
I learned how far-reaching ASCOS role is in
developing policies for issues such as con-
flict of interest, and how those policies are
developed with input from a great number
of experts in many fields. Most important-
ly, T learned how to work effectively with a
group of extremely talented individuals using
ASCOs vast resources (including leadership
and staff) to complete a project that was of
great importance to all of us.

As a result of this experience, I will now
approach large career challenges with excite-
ment and confidence, not with dread or anxi-
ety that I will overwhelmed by the task.

Melissa S. Dillmon, MD

The ASCO Leadership Development Pro-
gram strives to teach its participants how
to build a team and then lead that team to
greatness. As participants in this program,
we have been challenged to define a strategic
issue and work together to reach a desired
outcome. Many of us are at critical turning
points in our early careers. My clinic is build-
ing a new cancer center, and I have used my
leadership training to work with a radiation
oncologist to redefine the vision of our can-
cer program. We are working through the
same process our leadership development
team has used to develop a strategy that will

take our patients’ experiences from good
to great. I also have been personally chal-
lenged by the call of our mentors at ASCO
to be assertive and to seek roles of leadership
where my skills can be best used. I recently
ran for a position on the Executive Board of
my clinic, which is comprised of 200 provid-
ers. I am now the first woman to sit on that
board since the clinics creation in 1948. 1
see this program as a springboard for future
leadership opportunities in my clinic and in
the larger oncology community.

With regard to the ASCO Leader-

ship Development Program, what
is the single most important effect this
experience has thus far had on you and
your career?

Stephen Grobmyer, MD, FACS

The ASCO Leadership Development Pro-
gram has uniquely provided with new in-
sight about successfully handling the chal-
lenges associated with leading an initially
unfamiliar and diverse group of individuals.
I have learned that the most successful lead-
ers prioritize the success of their team over
personal success. Also, I have learned that
many leaders don't listen enough; listening,
however, is a very important part of leading
others to success. There are recurring chal-
lenges in group leadership that one can learn
to anticipate and solve for the ultimate ben-
efit of a group or organization. The impor-
tant skills of strategic planning, professional

See Leadership Development, Page 30B

2011-2012 Leadership
Development Program
Participants

Anne C. Chiang, MD, PhD
Connecticut Oncology and
Hematology, LLP

2005 YIA recipient, 2007 CDA recipient

Cathy Eng, MD
University of Texas M. D. Anderson
Cancer Center

Ralph J. Hauke, MD
Nebraska Cancer Specialists

Reshma Jagsi, MD
University of Michigan

Tari A. King, MD
Memorial Sloan-Kettering
Cancer Center

Natasha B. Leighl, MD
Princess Margaret Hospital
2001 YIA recipient, 2002 CDA recipient

Bruno C. Medeiros, MD
Stanford Cancer Center
2007 YIA recipient

Wells A. Messersmith, MD
University of Colorado
2004 YIA recipient

Ann H. Partridge, MD

Dana-Farber Cancer Institute

2001 YIA recipient, 2003 CDA recipient,
2010 ICCG

Blase N. Polite, MD, MPH
University of Chicago
2008 CDA recipient

Karen L. Reckamp, MD
City of Hope
2004 YIA recipient

Lecia V. Sequist, MD, MPH
Massachusetts General Hospital

YIA, Young Investigator Award; CDA,
Career Development Award; ICCG:
Conquer Cancer Foundation Improving
Cancer Care Grant, funded by Susan G.
Komen for the Cure®. Both the YIA and
CDA are funded by the Conquer Cancer
Foundation (previously known as The
ASCO Cancer Foundation®).

New Cardiac Comorbidity Boards on ASCO University®

SCO University® is now offering a
A pilot series that focuses on cardio-
vascular disease and cancer treat-
ment-related toxicities in patients. Each
module in this online program features a
patient case that is presented and discussed
by expert faculty and an open discussion
forum that facilitates continued interaction
and dialogue between online participants
and the faculty.
Planning Group members, Sandra Swain,

MD, Director
of the Wash-
ington Can-
cer  Center
in  Washing-
ton, DC, and
Richard Steingart, MD, FACC, FSGC, Chief of
Cardiology Service at Memorial Sloan-Ketter-
ing Cancer Center in New York, collaborate
to identify topic areas for each module and
identify experts in cardiology and oncology

ASCE) University =

Your online educational home for oncology

to present the
case discus-

“This new
series  ad-
dresses some
of the difficult cardiac issues that must be
managed in our patients,” Dr. Swain said.

Two case topics are currently available;
the first deals with toxicities associated with
trastuzumab and anthracycline therapy, and

the second, just released in May 2011, fo-
cuses on hypertension and VEGF signaling
pathway inhibitors. A third module will be
released in the fall and will address issues
related to treatment with tyrosine kinase in-
hibitors. All of this content may be found
on ASCO University located at http://uni-
versity.asco.org/cardiac. Demonstrations of
content are available at the ASCO University
portion of ASCO Central (Booth #7004) in
the Oncology Professionals Hall. @



The indication for FOLOTYN is based on overall response rate.
Clinical benefit such as improvement in progression-free survival or overall survival has not been demonstrated.
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FOLOTYN

([cratatrexate iniection)

Demonstrated response in relapsed

27% overall

response rate
(CR+CRu+PR)

by central review
(95% CI, 19-36)*

Important Safety Information ,\

Warnings and Precautions
FOLOTYN may suppress bone marrow function,

manifested by thrombocytopenia, neutropenia, and

anemia. Monitor blood counts and omit or modify
dose for hematologic toxicities.

Mucositis may occur. If >Grade 2 mucositis is
observed, omit or modify dose. Patients should be
instructed to take folic acid and receive vitamin
B12 to potentially reduce treatment-related
hematological toxicity and mucositis.

Fatal dermatologic reactions may occur.
Dermatologic reactions may be progressive and
increase in severity with further treatment.
Patients with dermatologic reactions should

be monitored closely, and if severe,

FOLOTYN should be withheld
or discontinued.
ALLOS®

11080 CirclePoint Road, Suite 200
Westminster, CO 80020

www.allos.com

©2011 Allos Therapeutics, Inc.

Of the responders, 66%
responded within Cycle 1*

— Median time to first
response was 45 days
(range=37-349 days)

or refractory PTCL!'

lasting >14 weeks
(range=98-503 days)

Tumor lysis syndrome may occur. Monitor patients
and treat if needed.

FOLOTYN can cause fetal harm. Women should
avoid becoming pregnant while being treated with
FOLOTYN and pregnant women should be informed
of the potential harm to the fetus.

Use caution and monitor patients when
administering FOLOTYN to patients with moderate
to severe renal function impairment.

Elevated liver function test abnormalities may
occur and require monitoring. If liver function test
abnormalities are >Grade 3, omit or modify dose.

Adverse Reactions

The most common adverse reactions were mucositis
(70%), thrombocytopenia (41%), nausea (40%),
and fatigue (36%).The most common serious

Please see accompanying brief summary
of Prescribing Information.

1/11 Printed in USA FOL-1125-10

9.4'm0nth median

duration of response by central
review (range=1-503 days)*
—12% (95% Cl, 7-20) of
patients had responses

Demonstrated
response in

PROPEL—

the largest prospective
single-arm, open-label
clinical trial in PTCL

adverse events are pyrexia, mucositis, sepsis,
febrile neutropenia, dehydration, dyspnea,
and thrombocytopenia.

Use in Specific Patient Populations

Nursing mothers should be advised to discontinue
nursing or the drug, taking into consideration the
importance of the drug to the mother.

Drug Interactions

Co-administration of drugs subject to renal
clearance (e.g., probenecid, NSAIDs, and
trimethoprim/sulfamethoxazole) may result
in delayed renal clearance.

Please see FOLOTYN Full Prescribing Information.
*Per independent central review

Reference: 1. FOLOTYN Prescribing Information.
Allos Therapeutics, Inc., 2011.

FOLOTYN N\‘ J
(pralatrexate injection)
www.FOLOTYN.com




Brief summary of Full Prescribing Information for FOLOTYN®
(pralatrexate injection)—Please consult Full Prescribing
Information.

INDICATIONS AND USAGE

FOLOTYN is indicated for the treatment of patients with relapsed
or refractory peripheral T-cell lymphoma (PTCL). This indication
is based on overall response rate. Clinical benefit such as
improvement in progression-free survival or overall survival has not
been demonstrated.

WARNINGS AND PRECAUTIONS

Bone Marrow Suppression

FOLOTYN can suppress bone marrow function, manifested by
thrombocytopenia, neutropenia, and anemia. Dose modifications
are based on ANC and platelet count prior to each dose.

Mucositis
Treatment with FOLOTYN may cause mucositis. If >Grade 2
mucositis is observed, omit dose and follow guidelines in Table 1.

Dermatologic Reactions

FOLOTYN has been associated with severe dermatologic reactions,
which may result in death. These dermatologic reactions have
been reported in clinical studies (14/663 patients [2.1%]) and
post marketing experience, and have included skin exfoliation,
ulceration, and toxic epidermal necrolysis (TEN). These reactions
may be progressive and increase in severity with further treatment,
and may involve skin and subcutaneous sites of known lymphoma.
Patients with dermatologic reactions should be monitored closely,
and if severe, FOLOTYN should be withheld or discontinued.

Tumor Lysis Syndrome

Tumor lysis syndrome has been reported in patients with lymphoma
receiving FOLOTYN. Patients receiving FOLOTYN should be monitored
closely and treated for complications.

Folic Acid and Vitamin Bz Supplementation

Patients should be instructed to take folic acid and receive vitamin
Biz2 to potentially reduce treatment-related hematological toxicity
and mucositis.

Pregnancy Category D

FOLOTYN can cause fetal harm when administered to a pregnant
woman. FOLOTYN was embryotoxic and fetotoxic in rats and rabbits.
If this drug is used during pregnancy, or if the patient becomes
pregnant while taking this drug, the patient should be apprised of
the potential hazard to the fetus.

Decreased Renal Function

Although FOLOTYN has not been formally tested in patients with
renal impairment, caution is advised when administering FOLOTYN
to patients with moderate to severe impairment. Monitor patients for
renal function and systemic toxicity due to increased drug exposure.

Elevated Liver Enzymes

Liver function test abnormalities have been observed after FOLOTYN
administration. Persistent liver function test abnormalities may be
indicators of liver toxicity and require dose modification. Monitor
patients for liver function.

ADVERSE REACTIONS

The most common adverse reactions observed in patients with
peripheral t-cell lymphoma (PTCL) treated with FOLOTYN were
mucositis, thrombocytopenia, nausea, and fatigue.

Clinical Trials Experience

Because clinical studies are conducted under widely varying
conditions, adverse reaction rates observed in the clinical studies
of a drug cannot be directly compared to rates in the clinical studies
of another drug and may not reflect the rates observed in practice.

The safety of FOLOTYN was evaluated in 111 PTCL patients in a single-
arm clinical study in which patients received a starting dose of 30 mg/
m? once weekly for 6 weeks in 7-week cycles. The median duration of
treatment was 70 days (range 1-540 days).

Most Frequent Adverse Reactions

Table 4 summarizes the most frequent adverse reactions, regardless
of causality, using the National Cancer Institute-Common
Terminology Criteria for Adverse Events (NCI CTCAE, version 3.0).

Table 4 Adverse Reactions Occurring in PTCL Patients
(Incidence >10% of patients)

N=111

Total Grade 3 Grade 4
Preferred Term N % N % N %
et | T s |5 [0 [
Abdominal pain 13 | 12 4 4 0 0
Pain in extremity 13 | 12 0 0 0 0
Back pain 12 |11 3 3 0 0
Leukopenia 12 111 3 3 4 4
Night sweats 12 |11 0 0 0 0
Asthenia 11 | 10 1 1 0 0
Tachycardia 11 |10 0 0 0 0

Upper respiratory 1|10 1 1 0 0

tract infection

N=111
Total Grade 3 Grade 4
Preferred Term N | % N % N %
Any Adverse Event 111 | 100 | 48 43 34 31
Mucositis® 78 [ 70 | 19 | 17 4 4
Thrombocytopenia® | 45 | 41 15 14 21 19
Nausea 44 | 40 | 4 4 0 0
Fatigue 40 | 36 5 5 2 2
Anemia 38 [ 317 | 15 2 2
Constipation 37 | 33 0 0 0 0
Pyrexia 36 | 32 1 1 1 1
Edema 33 | 30 1 1 0 0
Cough 31 | 28 1 1 0 0
Epistaxis 29 | 26 0 0 0 0
Vomiting 28 | 25 2 2 0 0
Neutropenia 27 | 24 | 14 13 8 7
Diarrhea 23|21 2 2 0 0
Dyspnea 21 19 8 7 0 0
Anorexia 17 | 15 3 3 0 0
Hypokalemia 17 | 15 4 4 1 1
Rash 17 115] 0 0 0 0
Pruritus 16 | 14 2 2 0 0
EZ?H’V"E"'W”Q“' 5|11 ]o| o0

@ Stomatitis or mucosal inflammation of the gastrointestinal and
genitourinary tracts

*Five patients with platelets <10,000/uL

¢Alanine aminotransferase, aspartate aminotransferase, and
transaminases increased

Serious Adverse Events

Forty-four percent of patients (n=49) experienced a serious
adverse event while on study or within 30 days after their last dose
of FOLOTYN. The most common serious adverse events (>3%),
regardless of causality, were pyrexia, mucositis, sepsis, febrile
neutropenia, dehydration, dyspnea, and thrombocytopenia. One
death from cardiopulmonary arrest in a patient with mucositis and
febrile neutropenia was reported in this trial. Deaths from mucositis,
febrile neutropenia, sepsis, and pancytopenia occurred in 1.2% of
patients treated on all FOLOTYN trials at doses ranging from 30 to
325 mg/m?.

Discontinuations

Twenty-three percent of patients (n=25) discontinued treatment with
FOLOTYN due to adverse reactions. The adverse reactions reported
most frequently as the reason for discontinuation of treatment were
mucositis (6%, n=7) and thrombocytopenia (5%, n=>5).

Dose Modifications

The target dose of FOLOTYN was 30 mg/m? once weekly for 6 weeks
in 7-week cycles. The majority of patients (69%, n=77) remained
at the target dose for the duration of treatment. Overall, 85% of
scheduled doses were administered.

Post Marketing Experience

Toxic epidermal necrolysis has been identified during post approval
use of FOLOTYN. Because these reactions are reported voluntarily
from a population of uncertain size, it is not always possible to
reliably estimate their frequency or establish a causal relationship
to drug exposure (see Warnings and Precautions).

DRUG INTERACTIONS

In vitro studies indicate that pralatrexate is not a substrate,
inhibitor, or inducer of CYP450 isoenzymes and has low potential for
drug-drug interactions at CYP450 isoenzymes. No formal clinical
assessments of pharmacokinetic drug-drug interactions between
FOLOTYN and other drugs have been conducted. The effect of co-
administration of the uricosuric drug probenecid on pralatrexate
pharmacokinetics was investigated in a Phase 1 clinical study. Co-
administration of increasing doses of probenecid resulted in delayed
clearance of pralatrexate and a commensurate increase in exposure.

Due to the contribution of renal excretion (approximately 34%) to
the overall clearance of pralatrexate, concomitant administration of
drugs that are subject to substantial renal clearance (eg, NSAIDs,
trimethoprim/sulfamethoxazole) may result in delayed clearance of
pralatrexate.

USE IN SPECIFIC POPULATIONS

Pregnancy

Pregnancy Category D (see Warnings and Precautions).

FOLOTYN can cause fetal harm when administered to a pregnant
woman. Pralatrexate was embryotoxic and fetotoxic in rats at
IV doses of 0.06 mg/kg/day (0.36 mg/m?/day or about 1.2% of
the clinical dose on a mg/m? basis) given on gestation days
7 through 20. Treatment with pralatrexate caused a dose-
dependent decrease in fetal viability manifested as an increase
in late, early, and total resorptions. There was also a dose-
dependent increase in post-implantation loss. In rabbits, IV
doses of 0.03 mg/kg/day (0.36 mg/m?/day) or greater given on
gestation days 8 through 21 also caused abortion and fetal
lethality. This toxicity manifested as early and total resorptions,
post-implantation loss, and a decrease in the total number of live
fetuses. If this drug is used during pregnancy, or if the patient
becomes pregnant while taking this drug, the patient should be
apprised of the potential hazard to the fetus.

Nursing Mothers

It is not known whether pralatrexate is excreted in human milk.
Because many drugs are excreted in human milk, and because of the
potential for serious adverse reactions in nursing infants from this
drug, a decision should be made whether to discontinue nursing or to
discontinue FOLOTYN, taking into account the importance of FOLOTYN
to the mother.

Pediatric Use

Pediatric patients were not included in clinical studies with FOLOTYN.
The safety and effectiveness of FOLOTYN in pediatric patients have
not been established.

Geriatric Use

In the PTCL efficacy study, 36% of patients (n=40) were 65 years
of age and over. No overall differences in efficacy and safety were
observed in patients based on age (<65 years compared with >65
years).

No dosage adjustment is required in elderly patients with normal renal
function.

Hepatic Impairment

Formal studies have not been performed with FOLOTYN in patients
with hepatic impairment. Patients with the following laboratory
values were excluded from the pralatrexate lymphoma clinical
trials: total bilirubin >1.5 mg/dL; aspartate aminotransferase (AST)
or alanine aminotransferase (ALT) >2.5 x upper limit of normal
(ULN); and AST or ALT >5 x ULN if documented hepatic involvement
with lymphoma.

Renal Impairment
See Warnings and Precautions.

OVERDOSAGE

No specific information is available on the treatment of overdosage
of FOLOTYN. If an overdose occurs, general supportive measures
should be instituted as deemed necessary by the treating
physician. Based on FOLOTYN'S mechanism of action the prompt
administration of leucovorin should be considered.

PATIENT COUNSELING INFORMATION

See FDA-approved Patient Package Insert.

Patients should be instructed to read the Patient Package Insert
carefully.

DOSAGE AND ADMINISTRATION

FOLOTYN should be administered under the supervision of a
qualified physician experienced in the use of antineoplastic agents.
Appropriate management of complications is possible only when
adequate diagnostic and treatment facilities are readily available.

Peripheral T-cell Lymphoma

The recommended dose of FOLOTYN is 30 mg/m? administered as an
intravenous (IV) push over 3-5 minutes via the side port of a free-
flowing 0.9% Sodium Chloride Injection, USP IV line once weekly for
6 weeks in 7-week cycles until progressive disease or unacceptable
toxicity.

Vitamin Supplementation

Patients should take low-dose (1.0-1.25 mg) oral folic acid on a
daily basis. Folic acid should be initiated during the 10-day period
preceding the first dose of FOLOTYN, and dosing should continue
during the full course of therapy and for 30 days after the last dose
of FOLOTYN. Patients should also receive a vitamin Bi2 (1 mg)
intramuscular injection no more than 10 weeks prior to the first dose
of FOLOTYN and every 8-10 weeks thereafter. Subsequent vitamin
Bizinjections may be given the same day as treatment with FOLOTYN
(see Warnings and Precautions).

Monitoring and Dose Modifications
Management of severe or intolerable adverse reactions may require
dose omission, reduction, or interruption of FOLOTYN therapy.

Monitoring

Complete blood cell counts and severity of mucositis should be
monitored weekly. Serum chemistry tests, including renal and
hepatic function, should be performed prior to the start of the first
and fourth dose of a given cycle.

Dose Modification Recommendations

Prior to administering any dose of FOLOTYN:

© Mucositis should be <Grade 1.

o Platelet count should be >100,000/uL for first dose and >50,000/
uL for all subsequent doses.

 Absolute neutrophil count (ANC) should be >1,000/pL.

Doses may be omitted or reduced based on patient tolerance. Omitted

doses will not be made up at the end of the cycle; once a dose reduction

occurs for toxicity, do not re-escalate. For dose modifications and

omissions, use the guidelines in Tables 1, 2, and 3.

Table 1 FOLOTYN Dose Modifications for Mucositis

Mucositis Dose upon

Grade? on Day of Action Recovery
Treatment to <Grade 1

Grade 2 Omit dose Continue prior dose
Grade 2 recurrence | Omit dose 20 mg/m?

Grade 3 Omit dose 20 mg/m?

Grade 4 Stop therapy

Per National Cancer Institute-Common Terminology Criteria for
Adverse Events (NCI CTCAE, Version 3.0)

Tahle 2 FOLOTYN Dose Modifications for Hematologic Toxicities

3:103: E:fu nt Duration of Dose upon
v Toxicity Action Restart

Treatment

1 week Omit dose gontmue prior
Platelet 05
<50,000/pL 2 weeks Omit dose 20 mg/m?

3 weeks Stop therapy
ANC 500- Continue prior
1,000/uL and | 1 week Omit dose P

dose
no fever
Omit dose, Continue prior
1 week give G-CSF dose with
or GM-CSF G-CSF or GM-

ANC 500- _ support CSF support
fléegrO/uL with Omit dose, 20 mg/m?
or 2 weeks or give G-CSF with G-CSF
ANC recurrence or GM-CSF or GM-CSF
<500/uL support support

3 weeks or

2nd Stop therapy

recurrence

Table 3 FOLOTYN Dose Modifications for All Other
Treatment-related Toxicities

Toxicity Grade? Dose upon
on Day . Recovery to
of Treatment Action <Grade 2
Grade 3 Omit dose 20 mg/m?
Grade 4 Stop therapy

Manufactured for:

Per National Cancer Institute-Common Terminology Criteria for
Allos Therapeutics, Inc.
Westminster, CO 80020

Adverse Events (NCI CTCAE, Version 3.0)
° ALLOS®
1-838-ALLOS8S (1-888-255-6788) o
FOLOTYN, ALLOS, and the mobius triangle symbol are
all registered trademarks of Allos Therapeutics, Inc.
U.S. Patent: 6,028,071 and 7,622,470

Rev.3: January 2011
© 2011 Allos Therapeutics, Inc. All rights reserved.

30B - ASCO Daily News

Leadership Development
Continued from Page 28B

relationship building, conflict resolution, and
consensus building learned in the course are
ones that I am certain will be useful through-
out the remainder of my professional career in
oncology. I look forward to seeking out leader-
ship opportunities in the future to apply skills
learned in the course to broaden the effect of
my efforts aimed at high-quality clinical care,
education, and research in oncology.

Edward S. Kim, MD
2002 Young Investigator Award recipient

The ASCO Leadership Development Pro-
gram has allowed me the opportunity to be-
come more personally involved with a large
comprehensive organization. I was involved
as an active member prior to my involvement
in the program; however, I now feel closer
to the workings of ASCO and feel more per-
sonally involved with helping to support and
define the future of ASCO. The personal in-
teractions with my colleagues from other in-
stitutions also have been great experiences.

A. Craig Lockhart, MD

In most situations we volunteer for lead-
ership assignments where we believe we can
constructively contribute based on prior ex-
perience. In the Leadership Development
Program we were assigned a project that was
outside of our areas of expertise and that re-
quired immersion within an unfamiliar topic.
We had to become facile with the issues sur-
rounding our assignment, do background re-
search to understand the unanswered ques-
tions, and be familiar with the complexities
of the assignment including interactions with
a related ASCO committee. The skills are not
unlike those required for grant proposal writ-
ing. The experience of developing a grant
proposal is personal, however, and the results
of the outcome will have personal and indi-
vidual affects. Conversely, the Leadership De-
velopment Program project had the potential
to affect the Society and possibly the profes-
sion as a whole, therefore, a level of global
sensitivity was required.

During the process, I have come to appre-
ciate the scope of ASCO both nationally and
internationally as a first-class organization
with interests in many areas that I had not
appreciated prior to this, including public
policy, treatment guidelines that affect profes-
sional reimbursement, and the organization’s
excursions into new media. My experience
within this program has galvanized my inter-
est in professional leadership and broadened
my leadership goals. @

Gl Cancers Symposium
Continued from Page 21B

distributing lanyards made from 100% bam-
boo, which is a renewable and sustainable
natural resource; providing water coolers in
instead of distributing bottled water; and re-
ducing paper waste by making Symposium
evaluations available online only.

In 2012, the Gastrointestinal Cancers Sym-
posium will be held January 19-21, 2012,
once again at the Moscone Center West Build-
ing in San Francisco, California. The abstract
submitter will be open in early August 2011
and will close at 11:59 PM October 4, 2011.
For more information about the upcoming
Symposium, visit gicasym.org. @
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A Decade of Change: Dr. Daniel Haller Reflects on JCO Editorship

7 aniel G.
) Haller,
i MD, has

been at the fore-
front of the Jour-
nal of Clinical On-
cology (JCO) since
2001, serving as
Editor-in-Chief.
With his service
coming to a close,
Dr. Haller will
carry a legacy, alongside former JCO Editors-
in-Chief Joseph R. Bertino, MD (1983-1987),
and George P Canellos, MD (1987-2001),
of having facilitated the dissemination of
high-quality research to thousands of readers
across the world.

Dr. Haller’s time as JCO Editor-in-Chief
covered two 5-year terms — the maximum

Daniel G. Haller, MD, FACP

number of years of service for editors of
ASCO journals, as stated in the ASCO by-
laws. He was appointed by then ASCO Presi-
dent Joseph S. Bailes in early 2000. Dr. Haller
assumed editorial oversight during a critical
point in the history of the Journal. Having be-
come an established, trusted commodity in
the international oncology community, JCO
faced the challenge of how to remain relevant
and timely in a rapidly changing research and
health care environment.

To that end, Dr. Haller oversaw a number
of relevant changes to the Journal, including:
a large surge in circulation and manuscript

submissions; the move to ASCO self-pub-
lishing in 2003; the launch of the electronic
manuscript submission system in 2004; an
increase in frequency from 24 to 36 issues,
including the launch of 12 Special Series is-
sues in 2005; and an extensive redesign and
enhancement project that included consider-
ations for both the print and online versions
of the Journal. Furthermore, during his ten-
ure, JCO's impact factor (which measures the
frequency with which the “average article”
in a journal has been cited) increased from
8.773 in 2001 to 17.793 in 2010 — with
more than a four-point increase during the
past 3 years.

In the interview that follows, Dr. Haller
reflects on his 10 years of service with JCO.

What influenced your decision to

want to take on a JCO leadership
role?
1 was Editor at Annals of Internal Medicine for
18 years and Editor-in-Chief of Physician
Data Query (PDQ®), the National Cancer
Institute’s cancer information database, for 7
years.

I started at JCO in 1991. When [then JCO
Editor-in-Chief] George Canellos was finish-
ing his term, JCO was based in Boston and
published by another society using a paper-
based system. My mentor John H. Glick, MD,
told me to apply for the JCO Editor-in-Chief
position; I demurred a bit, but he pushed me
very hard.

What does the role of JCO Editor-in-

Chief mean for you?
Ilook at JCO Editor-in-Chief as a presidential
appointment in that it is one of the great priv-
ileged roles within ASCO. I've enjoyed the
role, people have been complimentary about
my oversight, and I've managed to keep my-
self out of trouble.

What are some of your greatest

accomplishments as JCO
Editor-in-Chief?
The Journal has evolved; we are now our
own publisher in both print and electronic
formats. We can direct our own fate. It is a
substantial income generator for ASCO and,
after the Annual Meeting, JCO is the most vis-
ible tangible aspect of the Society. Users can
read the Journal whenever and whenever is
most convenient for them — JCO brings the
latest information to them. Its like attending
the Annual Meeting three times a month.

I've had the privilege of working with up

to 30 Associate Editors, representing various
subspecialties, and a tremendous staff. With
the help of all of these folks, we're probably
now the single most important oncology
journal.

QHOW does JCO stand out from

other journals?
There are some general journals, such as
The Lancet and the Journal of American Medi-
cal Association (JAMA), with higher impact

factors, but that’s based on 5% of their papers
being oncology papers. Conversely, JCO as an
oncology journal represents 12% to 14% of
all the oncology citations in the worlds lit-
erature.

We continue to evolve. We're just starting. @

Diabetes and Cancer
Continued from Page 25B

Generally, there are two potential ways
that metformin might be an effective anti-
cancer agent. One is by acting directly on
AMP-kinase in the tumor cells, thereby slow-
ing down or arresting cell growth. It also can
act by slowing down gluconeogenesis in the
liver, which lowers circulating glucose and
insulin levels. With less circulating insulin,
there would be less growth signaling in tu-
mor cells even without a direct effect of met-
formin on the tumor itself.

Dr. Goodwin said that in her group’s ran-
domized trial of metformin’ effects in breast
cancer, the hypothesis is that the liver-medi-
ated effect and not the direct tumor effect will
prove the prominent driver of any reduction
in cancer risk.

“Evidence is emerging that when metfor-
min is used at doses that are safe clinically,
it is working through the liver, the indirect
insulin-mediated effect, and not the direct
anti-AMP-kinase effect,” Dr. Goodwin said. @

Some rely on
Medicare or
Medicaid for

coverage.

1

ALL FACE THE SAME OBSTACLES ACCESSING

THE CARE THAT COULD SAVE THEIR LIFE.

America can take pride in having the best medical care in the world. It's
alarming that millions here can’t access recommended care, even when
they have health insurance.

When patients are turned down for procedures, medicines or care, the
national nonprofit Patient Advocate Foundation (PAF) can help. PAF is
a solution when patients have run out of options. At no charge to

patients or their families.

PAF patient services include:

Mediating insurance appeals

Negotiating pre-authorization for life-threatening approvals
Providing assistance in expediting the social security protocols in the

disability appeals process

Negotiating access to prescription medications, treatment, and/or devices
Coordinating reimbursement between multiple insurers
Negotiating resolutions to coding and billing errors

Visit our booth number 22062 for more information

PAF

Solving Insurance and Healthcare Access Problems | since 1996

FOR MORE INFORMATION, CALL 1-800-532-5274 OR VISIT WWW.PATIENTADVOCATE.ORG.




SUTENT® (sunitinib malate) is indicated for the treatment of gastrointestinal stromal tumor (GIST) after disease progression on or intolerance to imatinib mesylate.

UNLOCK THE EFFICACY
EXTEND THE POSSIBILITIES.

SUTENT: PROVEN EFFICACY IN IMATINIB-RESISTANT OR -INTOLERANT GIST

In the phase 3, randomized, multicenter trial comparing SUTENT with
placebo in patients with imatinib-resistant or -intolerant GIST (N=312)...

SUTENT DEMONSTRATED A SIGNIFICANT
4-FOLD INCREASE IN TTP AND A 67%
REDUCED RISK OF PROGRESSION

e 27.3 weeks (6.3 months) vs 6.4 weeks (1.5 months) for
placebo (95% Cl: 16.0, 32.1 and 4.4, 10.0, respectively;
HR=0.33; 95% Cl: 0.23, 0.47; P<.0001)

SUTENT REACHED A MEDIAN OS
*ﬁT_QF MORE =I'HAN 16 MONTHS

—"‘"t ©72.7 weeks (16.8 months) vs 64.9 weeks (15.0 months)
with placebo (HR=0.876; 95% Cl: 0.679, 1.129)

e The majority of patients in the placebo.arm (99/118)
crossed over to SUTENT in the open-label treatment phase

«SUTENT OFFERS"AN ESTABLISHED
WHSAFETY PROFILE
te omg'most common adverse reactions (ARs) oceurring in

>20% of patients with GIST and.more commonly with
SUTENT than placebo (all grades, vs placebo) were
diarrhea (40% vs 27%), anorexia (33% vs 29%); skin

- - discoloration (30% vs 23%), mucositis/stomatitis (29%

= vs 18%), asthenia (22%vs 11%), altered taste (21% vs

=1 2%) -and constlpatlon (20% vs 14%)

. -'3UTENT IS THE ONLY APPROVED AGENT
FOLLOWING PROGRESSION ON IMATINIB

. e Drug resistance.can occur any time over the course of
. GIST treatment!

TTP—tImé‘tO tumor progressm

Reference: 1. National Comprehenswe ancerNetwqu® NCCN ‘- e When disease progression or intolerance to imatinib
Clinical Practice Guidelines in OncologyTM Soft- t*Ssuesarcoma g occurs, the current therapy may no longer be appropriate!

B e S i Apnl B, 20‘11 - * The NCCN sarcoma guidelines for GIST include treatment
Please see study descrlptlon ‘and brlef summary, Vel " .with sunitinib after both limited and widespread disease
including boxed warning, on the foIIowmg page. = . . progression:in‘patients-on imatinib’

Important safety- mformatlon

Hepatotoxicity has-been observed-in: cllmcalltrlals and post- - Thyroid dysfunction may occur. Monitor thyroid: function:in
marketing ‘experience. This hepatotoxicity ‘may be. severe, patients with signs-and/er symptoms of hypothyroidism: or
and 'deaths_have- been_ reported. Monitorliver - function hyperthyroidism-and treat per standard medical practice.

tests before-initiation of treatment, during each cycle of " Adrenal hemorrhage was observed in animal studies. Monitor

treatment, and as clmlc_all)_/, indicated. SUTENT shouid be . adrenal function in case of stress such as surgery, trauma;
interrupted for Grade 3-or 4 drug-related hepatic adverse. = or savere'infection.

events and d|§cont|nged if therg Is_no‘resolution; CBCs-and serum chemistries should -be performed at the
Women_of childbearing. potential should be-advised of . - peginning of each treatment cycle.

the potential ‘hazard to the Fetus and- to avoid becomlng
pregnant. . 3 .

Left ventricular eJectlon fraction declines to below the
lower limit-of normal+have occurred: Monitor patients-for
signs.and symptoms.of congestive heart failure (CHF).and;

Dose adjustments™ are recommended when administered
‘with.CYP3A4 inhibitors-or.inducers.

The -most ‘common grade 3/4 ARS.(occurring in. 24% of
patients. with GIST receiving «SUTENT vs placebo) were

asthenia (6% vs 3%),,-hand-foot syndrome (4% .vs 3%)
in the présence of clinical manifestations, discontinuation-= « s i M, L% : = s ;
is- recommended. Patients who ‘presented with*cardiac Ruqus TR T souiDeRanslanei e 4 Qvs).

gvents, pulmonary. embalismy; ‘or ‘cerebrovasculat events. - The mest common grade 3/4 lab abnormalities (occurring in
within  the pre\nous 12 months were excluded from >5%. of patlents with GIST receiving SUTENT vs p|aceb0)
“iclinical studies. = ' ~includedilipase (10% vs=7%), neutrophils (10% vs 0%),

amylase (5% vs 3%), and platelets (5% vs 0%).

SUTENT has been 'shiown to prolong Qr iriterval in'a.dose-- _y 3% °), P e 0)
dependent manner, whichi may [ead to an-increased risk All' references to.the-NCCN -are used with permission. from the NCCN Clinical Practice
for ventricutar arrhythmias including torsades de pointes Guidelines in Oncology (NCCN Guidelines™) for Soft Tissue Sarcoma V.1.2011. © 2011
2 . ol . r - 8 National Comprehensive Cancer Network, Inc. AH rights reserved. The NCCN Guidelines™
which has-been seen-in <0.1%. of patIEHtS. Mon |tormg. may not be reproduced in any-form for.any.purpose without the express written permission

with on-treatment e|eCtrOCardiograms and e|ectr0|ytes of the 'NCCN. .T6 view. the most recent and complete version of the NCCN Guidelines,
- ; g0 onliné to NCCN.org.- NATIONAL COMPREHENSIVE  CANCER NETWORK®, NCCN®,
should be considered. NCCN,GUIDELINES™, and all other NCCN Content are trademarks owned by the National

Hypertension--may--occur. -Monitor. blood. pressure“and Comprehensive Cancer Network, Inc.
treat as'needed.. 7.-u

Hemorrhagic events-including tumor-related hemorrhage, : —
some of which were fatal, -have-accurred. Perform serial 3
complete blood-counts (CBCs) and-physical examinations.

The Proven Path




In the multicenter, double-blind, placebo-controlled study, 312 patients with imatinib-resistant or -intolerant GIST were randomized 2:1 to receive either SUTENT (50 mg once daily in cycles of 4 weeks on/2 weeks off) or placebo.

SUTENT® (SUNITINIB MALATE) CAPSULES, ORAL
Brief Summary of Prescribing Information

WARNING: HEPATOTOXICITY

Hepatotoxicity has been observed in clinical trials and post-marketing experience. This
hepatotoxicity may be severe, and deaths have been reported. [See Warnings and Precautions]

INDICATIONS AND USAGE: SUTENT is indicated for the treatment of gastrointestinal stromal
tumor (GIST) after disease progression on or intolerance to imatinib mesylate.

DOSAGE AND ADMINISTRATION

Recommended Dose. The recommended dose of SUTENT for GIST is one 50 mg oral dose
taken once daily, on a schedule of 4 weeks on treatment followed by 2 weeks off (Schedule
4/2). SUTENT may be taken with or without food.

Dose Modification. Dose interruption and/or dose modification in 12.5 mg increments or
decrements is recommended based on individual safety and tolerability.

CONTRAINDICATIONS: None
WARNINGS AND PRECAUTIONS

Hepatotoxicity. SUTENT has been associated with hepatotoxicity, which may result in liver
failure or death. Liver failure has been observed in clinical trials 7/2281 [0. SX]) and
post-marketing experience. Liver failure signs include jaundice, elevated transaminases and/
or hyperbilirubinemia in conjunction with encephalopathy, coagulopathy, and/or renal failure.
Monitor liver function tests {ALT, AST, bilirubin) before initiation of treatment, during each
cycle of treatment, and as clinically indicated. SUTENT should be interrupted for Grade 3 or 4
drug-related hepatic adverse events and discontinued if there is no resolution. Do not restart
SUTENT if patients subsequently experience severe changes in liver function tests or have
other signs and symptoms of liver failure.

Safety in patients with ALT or AST >2.5 x ULN or, if due to liver metastases, >5.0 x ULN has not
been established.

/Pr

Category D. As angiogenesis is a critical component of embryonic
and fetal development inhibition of angiogenesis following administration of SUTENT should
be expected to result in adverse effects on pregnancy. There are no adequate and well-
controlled studies of SUTENT in pregnant women. If the drug is used during pregnancy, or
if the patient becomes pregnant while receiving this drug, the patient should be apprised of
the potential hazard to the fetus. Women of childbearing potential should be advised to avoid
becoming pregnant while receiving treatment with SUTENT.

Sunitinib was evaluated in pregnant rats (0.3, 1.5, 3.0, 5.0 mg/kg/day) and rabbits (0.5, 1, 5, 20
mg/kg/day) for effects on the embryo. Significant increases in the incidence of embryolethality
and structural abnormalities were observed in rats at the dose of 5 mg/kg/day (approximately
5.5 times the systemic exposure [combined AUC of sunitinib + primary active metabolite]

in patients administered the recommended daily doses [RDD]). Significantly increased
embryolethality was observed in rabbits at 5 mg/kg/day while developmental effects were
observed at =1 mg/kg/day (approximately 0.3 times the AUC in patients administered the RDD
of 50 mg/day). Developmental effects consisted of fetal skeletal malformations of the ribs and
vertebrae in rats. In rabbits, cleft lip was observed at 1 mg/kg/day and cleft lip and cleft palate
were observed at 5 mg/kg/day (approximately 2.7 times the AUC in patients administered

the RDD). Neither fetal loss nor malformations were observed in rats dosed at <3 mg/kg/day
(approximately 2.3 times the AUC in patients administered the RDD).

Left Ventricular Dysfunctlun

In the pi of cl if ions of heart failure (CHF), discontinuation of
SUTENT is recommended. The dose of SUTENT should be interrupted andj/or reduced in patients
without clinical evidence of CHF but with an ejection fraction <50% and >20% below baseline.
Cardiovascular events, including heart failure, myocardial disorders and cardiomyopathy,
some of which were fatal, have been reported through post-marketing experience. More
patients treated with SUTENT experienced decline in left ventricular ejection fraction (LVEF)
than patients receiving either placebo or interferon-a (IFN-a). In the double-blind treatment
phase of GIST Study A, 22/209 patients (11%) on SUTENT and 3/102 patients (3%) on placebo
had treatment-emergent LVEF values below the lower limit of normal (LLN). Nine of 22 GIST
patients on SUTENT with LVEF changes recovered without intervention. Five patients had
documented LVEF recovery following intervention (dose reduction: one patient; addition of
antihypertensive or diuretic medications: four patients). Six patients went off study without
documented recovery. Additionally, three patients on SUTENT had Grade 3 reductions in left
ventricular systolic function to LVEF <40%; two of these patients died without receiving further
study drug. No GIST patients on placebo had Grade 3 decreased LVEF. In the double-blind
treatment phase of GIST Study A, 1 patient on SUTENT and 1 patient on placebo died of
diagnosed heart failure; 2 patients on SUTENT and 2 patients on placebo died of treatment-
emergent cardiac arrest.

Patients who presented with cardiac events within 12 months prior to SUTENT administration,
such as myocardial infarction (including severefunstable angina), coronary/peripheral artery
bypass graft, symptomatic CHF, cerebrovascular accident or transient ischemic attack, or
pulmonary embolism were excluded from SUTENT clinical studies. It is unknown whether
patients with these concomitant conditions may be at a higher risk of developing drug-related
left ventricular dysfunction. Physicians are advised to weigh this risk against the potential
benefits of the drug. These patients should be carefully monitored for clinical signs and
symptoms of CHF while receiving SUTENT. Baseline and periodic evaluations of LVEF should
also be consuiered whlle these patients are receiving SUTENT. In patients without cardiac
risk factors, a | of ej fraction should be considered.

QT Interval Prolongation and Torsade de Pointes. SUTENT has been shown to prolong the

QT interval in a dose dependent manner, which may lead to an increased risk for ventricular
arrhythmias including Torsade de Pointes. Torsade de Pointes has been observed in <0.1% of
SUTENT-exposed patients.

SUTENT should be used with caution in patients with a history of QT interval prolongation,
patients who are taking antiarrhythmics, or patients with relevant pre-existing cardiac disease,
bradycardia, or electrolyte disturbances. When using SUTENT, periodic monitoring with on-
treatment electrocardiograms and electrolytes (magnesium, potassium) should be considered.
Concomitant treatment with strong CYP3A4 inhibitors, which may increase sunitinib plasma
concentrations, should be used with caution and dose reduction of SUTENT should be considered.
Hypertension. Patients should be monitored for hypertension and treated as needed with
standard anti-hypertensive therapy. In cases of severe hypertension, temporary suspension of
SUTENT is recommended until hypertension is controlled.

While all-grade hypertension was similar in GIST patients on SUTENT compared to placebo,
Grade 3 hypertension was reported in 9/202 GIST patients on SUTENT (4%), and none of the GIST
patients on placebo. No Grade 4 hypertension was reported. No GIST patients discontinued
treatment due to hypertension. Severe hypertension (>200 mmHg systolic or 110 mmHg diastolic)
occurred in 8/202 GIST patients on SUTENT (4%) and 1/102 GIST patients on placebo (1%).
Hemorrhagic Events. Hemorrhagic events reported through post-marketing experience, some
of which were fatal, have included GI, respiratory, tumor, urinary tract and brain hemorrhages.
Bleeding events occurred in 37/202 patients (18%) receiving SUTENT in the double-blind
treatment phase of GIST Study A, compared to 17/102 patients (17%) receiving placebo.
Epistaxis was the most common hemorrhagic adverse event reported. Less common bleeding
events in GIST or RCC patients included rectal, gingival, upper gastrointestinal, genital, and
wound bleeding. In the double-blind treatment phase of GIST Study A, 14/202 patients (7%)
receiving SUTENT and 9/102 patients (9%) on placebo had Grade 3 or 4 bleeding events. In
addition, one patient in GIST Study A taking placebo had a fatal gastrointestinal bleeding
event during Cycle 2.

Tumor-related hemorrhage has been observed in patients treated with SUTENT. These events
may occur suddenly, and in the case of pulmonary tumors may present as severe and life-
threatening hemoptysis or pulmonary hemorrhage. Fatal pulmonary hemorrhage occurred in

2 patients receiving SUTENT on a clinical trial of patients with metastatic non-small cell lung
cancer (NSCLC). Both patients had squamous cell histology. SUTENT is not approved for use in
patients with NSCLC. Treatment-emergent Grade 3 and 4 tumor hemorrhage occurred in 5/202
patients (3%) with GIST receiving SUTENT on Study A. Tumor hemorrhages were observed

as early as Cycle 1 and as late as Cycle 6. One of these five patients received no further

drug following tumor hemorrhage. None of the other four patients discontinued treatment

or experienced dose delay due to tumor hemorrhage. No patients with GIST in the Study A
placebo arm were observed to undergo intratumoral hemorrhage. Clinical assessment of
these events should include serial complete blood counts (CBCs) and physical examinations.
Serious, sometimes fatal gastrointestinal complications including gastrointestinal perforation
have occurred rarely in patients with intra-abdominal malignancies treated with SUTENT.
Thyroid Dysfunction. Baseline laboratory measurement of thyroid function is recommended
and patients with hypothyroidism or hyperthyroidism should be treated as per standard
medical practice prior to the start of SUTENT treatment. All patients should be observed
closely for signs and symptoms of thyroid dysfunction on SUTENT treatment. Patients with
signs and/or symptoms suggestive of thyroid dysfunction should have laboratory monitoring of
thyroid function performed and be treated as per standard medical practice.
Treatment-emergent acquired hypothyroidism was noted in eight GIST patients (4%) on
SUTENT versus one (1%) on placebo.

Cases of hyperthyroidism, some followed by hypothyroidism, have been reported in clinical
trials and through post-marketing experience.

Adrenal Function. Physicians prescribing SUTENT are advised to monitor for adrenal
insufficiency in patients who experience stress such as surgery, trauma or severe infection.
Adrenal toxicity was noted in non-clinical repeat dose studies of 14 days to 9 months in rats
and monkeys at plasma exposures as low as 0.7 times the AUC observed in clinical studies.
Histological changes of the adrenal gland were characterized as hemorrhage, necrosis,
congestion, hypertrophy and inflammation. In clinical studies, CT/MRI obtained in 336 patients
after exposure to one or more cycles of SUTENT demonstrated no evidence of adrenal
hemorrhage or necrosis. ACTH stimulation testing was performed in approximately 400

patients across multiple clinical trials of SUTENT. Among patients with normal baseline ACTH
stimulation testing, one patient developed consistently abnormal test results during treatment
that are unexplained and may be related to treatment with SUTENT. Eleven additional patients
with normal baseline testing had abnormalities in the final test performed, with peak cortisol
levels of 12-16.4 mcg/dL (normal >18 mcg/dL) following stimulation. None of these patients were
reported to have clinical evidence of adrenal insufficiency.

Laboratory Tests. CBCs with platelet count and serum chemistries including phosphate should be
performed at the beginning of each treatment cycle for patients receiving treatment with SUTENT.
ADVERSE REACTIONS

The data described below reflect exposure to SUTENT in 577 patients who participated in the
double-blind treatment phase of a placebo-controlled trial (n=202) for the treatment of GIST [see
Clinical Studies] or an active-controlled trial (n=375) for the treatment of RCC [see Clinical Studies].
The patients received a starting oral dose of 50 mg daily on Schedule 4/2 in repeated cycles.

The most common adverse reactions (=20%) in patients with GIST or RCC are fatigue,
asthenia, fever, diarrhea, nausea, mucositis/stomatitis, vomiting, dyspepsia, abdominal pain,
constipation, hypertension, peripheral edema, rash, hand-foot syndrome, skin discoloration,
dry skin, hair color changes, altered taste, headache, back pain, arthralgia, extremity

pain, cough, dyspnea, anorexia, and bleeding. The potentially serious adverse reactions

of hepatotoxicity, left ventricular dysfunction, QT interval prolongation, hemorrhage,
hypertension, thyroid dysfunction, and adrenal function are discussed in Warnings and
Precautions. Other adverse reactions occurring in the GIST study are described below.
Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in practice.

Adverse Reactions in GIST Study A. Median duration of blinded study treatment was two
cycles for patients on SUTENT (mean 3.0, range 1-9) and one cycle (mean 1.8, range 1-6)

for patients on placebo at the time of the interim analysis. Dose reductions occurred in 23
patients (11%) on SUTENT and none on placebo. Dose interruptions occurred in 59 patients
(29%) on SUTENT and 31 patients (30%) on placebo. The rates of treatment-emergent,
non-fatal adverse reactions resulting in permanent discontinuation were 7% and 6% in the
SUTENT and placebo groups, respectively.

Most treatment-emergent adverse reactions in both study arms were Grade 1 or 2 in severity.
Grade 3 or 4 treatment-emergent adverse reactions were reported in 56% versus 51% of
patients on SUTENT versus placebo, respectively, in the double-blind treatment phase of the
trial. The following table compares the incidence of common (=10%) treatment-emergent
adverse reactions for patients receiving SUTENT and reported more commonly in patients
receiving SUTENT than in patients receiving placebo.

Adverse Reactions Reported in Study A in at Least 10% of GIST Patients who Received SUTENT
in the Double-Blind Treatment Phase and More Commonly Than in Patients Given Placebo*

SUTENT [see Boxed Warning and Warnings and Precautions].

Post-marketing Experience. The following adverse reactions have been identified during
post-approval use of SUTENT. Because these reactions are reported voluntarily from a
population of uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure. Cases of serious infection (with or without
neutropenia), in some cases with fatal outcome, have been reported. Cases of myopathy
and/or rhabdomyolysis with or without acute renal failure, in some cases with fatal outcome,
have been reported. Patients with signs or symptoms of muscle toxicity should be managed as
per standard medical practice. Thrombotic microangiopathy has been reported in patients on
SUTENT. Suspension of SUTENT is recommended; following resolution, treatment may he
resumed at the discretion of the treating physician. Cases of fatal hemorrhage associated with
thrombocytopenia have been reported. Pulmonary embolism, in some cases with fatal
outcome, has been reported. Cases of renal impairment and/or failure, in some cases with
fatal outcome, have been reported. Cases of proteinuria and rare cases of nephrotic syndrome
have been reported. Baseline urinalysis is recommended, and patients should be monitored
for the development or worsening of proteinuria. The safety of continued SUTENT treatment in
patients with moderate to severe proteinuria has not been systematically evaluated.
Discontinue SUTENT in patients with nephrotic syndrome. Hypersensitivity reactions,
including angioedema, have been reported. Cases of fistula formation, sometimes associated
with tumor necrosis and/or regression, in some cases with fatal outcome, have been reported.
DRUG INTERACTIONS/CYP3A4 Inhibitors. Strong CYP3A4 inhibitors such as ketoconazole
may increase sunitinib plasma concentrations. Selection of an alternate concomitant
medication with no or minimal enzyme inhibition potential is recommended. Concurrent
administration of SUTENT with the strong CYP3A4 inhibitor, ketoconazole, resulted in 49%

and 51% increases in the combined (sunitinib + primary active metabolite) C,,,, and AUC,...
values, respectively, after a single dose of SUTENT in healthy volunteers. Co-administration
of SUTENT with strong inhibitors of the CYP3A4 family (e.g., ketoconazole, itraconazole,
clarithromycin, atazanavir, indinavir, nefazodone, nelfinavir, ritonavir, saquinavir, telithromycin,
voriconazole) may increase sunitinib concentrations. Grapefruit may also increase plasma
concentrations of sunitinib. A dose reduction for SUTENT should be considered when it must
be co-administered with strong CYP3A4 inhibitors.

CYP3A4 Inducers. CYP3A4 inducers such as rifampin may decrease sunitinib plasma
concentrations. Selection of an alternate concomitant medication with no or minimal enzyme
induction potential is recommended. Concurrent administration of SUTENT with the strong
CYP3A4 inducer, rifampin, resulted in a 23% and 46% reduction in the combined (sunitinib +
primary active metabolite) C,,,, and AUC, ... values, respectively, after a single dose of SUTENT
in healthy volunteers. Co-administration of SUTENT with inducers of the CYP3A4 family (e.g.,
dexamethasone, phenytoin, carbamazepine, rifampin, rifabutin, rifapentin, phenobarbital, St.
John’s Wort) may decrease sunitinib concentrations. St. John’s Wort may decrease sunitinib
plasma concentrations unpredictably. Patients receiving SUTENT should not take St. John's
Wort concomitantly. A dose increase for SUTENT should be considered when it must be
co-administered with CYP3A4 inducers.

In Vitro Studies of CYP Inhibition and Induction. /n vitro studies indicated that sunitinib does
notinduce or inhibit major CYP enzymes. The in vitro studies in human liver microsomes

and hepatocytes of the activity of CYP isoforms CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6, CYP2E1, CYP3A4/5, and CYP4A9/11 indicated that sunitinib and its primary
active metabolite are unlikely to have any clinically relevant drug-drug interactions with drugs
that may be metabolized by these enzymes.

USE IN SPECIFIC POPULATIONS

Pregnancy. Pregnancy Category D [see Warnings and Precautions].

g Mothers. Sunitinib and its metabolites are excreted in rat milk. In lactating female

rats administered 15 mg/kg, sunitinib and its metabolites were extensively excreted in milk

at concentrations up to 12-fold higher than in plasma. It is not known whether sunitinib or its
primary active metabolite are excreted in human milk. Because drugs are commonly excreted
in human milk and because of the potential for serious adverse reactions in nursing infants, a
decision should be made whether to discontinue nursing or to discontinue the drug taking into
account the importance of the drug to the mother [see Nonclinical Toxicologyl.

ic Use. The safety and efficacy of SUTENT in pediatric patients have not been established.

SUTENT (n=202) Placebo (n=102)

Ad R n(%)| All Grades Grade 3/4 All Grades Grade 3/4
Any 114 (56) 52 (51)
Gastrointestinal

Diarrhea 81 (40) 9(4) 27 (27) 0(0)

Mucositis/stomatitis 58(29) 2(1) 18(18) 2(2)

Constipation 41(20) 0(0) 14 (14) 2(2)
Cardiac

Hypertension 31(15) 9(4) 11(11) 0(0) N
Dermatology

Skin discoloration 61(30) 0(0) 23(23) 0(0)

Rash 28 (14) 2(1) 9(9) 0(0)

Hand-foot syndrome 28 (14) 9(4) 10(10) 3(3)
Neurology

Altered taste 42(21) 0(0) 12(12) 0(0) Pedi
Musculoskeletal

Myalgia/limb pain 28 (14) 1(1) 9(9) 1(1)
Metabolism/Nutrition

Anorexia® 67 (33) 1(1) 30(29) 5(5)

Asthenia 45(22) 10(5) 11(11) 3(3)

*Common Terminology Criteria for Adverse Events (CTCAE), Version 3.0

2Includes decreased appetite

In the double-blind treatment phase of GIST Study A, oral pain other than mucositis/stomatitis
occurred in 12 patients (6%) on SUTENT versus 3 (3%) on placebo. Hair color changes
occurred in 15 patients (7%) on SUTENT versus 4 (4%) on placebo. Alopecia was observed in
10 patients (5%) on SUTENT versus 2 (2%) on placebo.

The following table provides common (=10%) treatment-emergent laboratory abnormalities.
Laboratory Abnormalities Reported in Study A in at Least 10% of GIST Patients Who Received
SUTENT or Placebo in the Double-Blind Treatment Phase*

Laboratory SUTENT (n=202) Placebo (n=102)
Parameter, n (%) All Grades* Grade 3/4* All Grades* Grade 3/4*"
Any 68 (34) 22(22)
Gastrointestinal
AST/ALT 78(39) 3(2) 23(23) 1(1)
Lipase 50 (25) 20(10) 17(17) 7(7)
Alkaline phosphatase 48 (24) 7(4) 21(21) 4(4)
Amylase 35(17) 10(5) 12(12) 3(3)
Total bilirubin 32(16) 2(1) 8(8) 0(0)
Indirect bilirubin 20 (10) 0(0) 4(4) 0(0)
Cardiac
Decreased LVEF 22(11) 2(1) 3(3) 0(0)
Renal/Metabolic
Creatinine 25(12) 1(1) 7(7) 0(0)
Potassium decreased 24(12) 1(1) 4(4) 0(0)
Sodium increased 20(10) 0(0) 4(4) 1(1)
Hematology
Neutrophils 107 (53) 20 (10) 4(4) 0(0)
Lymphocytes 76 (38) 0(0) 16 (16) 0(0)
Platelets 76 (38) 10(5) 4(4) 0(0)
Hemoglobin 52 (26) 6(3) 22 (22) 2(2)

LVEF=Left ventricular ejection fraction
*Common Terminology Criteria for Adverse Events (CTCAE), Version 3.0
“Grade 4 laboratory abnormalities in patients on SUTENT included alkaline phosphatase (1%),
lipase (2%), creatinine (1%), potassium decreased (1%), neutrophils (2%), hemoglobin (2%),
and platelets (1%).
“Grade 4 laboratory abnormalities in patients on placebo included amylase (1%), lipase (1%)
and hemoglobin (2%).
After an interim analysis, the study was unblinded, and patients on the placebo arm were
given the opportunity to receive open-label SUTENT treatment. For 241 patients randomized
to the SUTENT arm, including 139 who received SUTENT in both the double-blind and open-
label treatment phases, the median duration of SUTENT treatment was 6 cycles (mean 8.5,
range 1—44). For the 255 patients who ultimately received open-label SUTENT treatment,
median duration of study treatment was 6 cycles (mean 7.8, range 1—37) from the time of
the unblinding. A total of 118 patients (46%) required dosing interruptions, and a total of 72
patients (28%) required dose reductions. The incidence of treatment-emergent adverse
reactions resulting in permanent discontinuation was 20%. The most common Grade 3 or 4
treatment-related adverse reactions experienced by patients receiving SUTENT in the open-
label treatment phase were fatigue (10%), hypertension (8%), asthenia (5%), diarrhea (5%),
hand-foot syndrome (5%), nausea (4%), abdominal pain (3%), anorexia (3%), mucositis (2%),
vomiting (2%), and hypothyroidism (2%).
Venous Thromboembolic Events. Seven patients (3%) on SUTENT and none on placebo in the
double-blind treatment phase of GIST Study A experienced venous thromboembolic events;
five of the seven were Grade 3 deep venous thrombosis (DVT), and two were Grade 1 or 2.
Four of these seven GIST patlents dlscontmued treatment following first observation of DVT.
ible Posterior Leuk hy Syndrome. There have been rare (<1%) reports
of subjects presenting with se|zures and radlolog|cal evidence of reversible posterior
leukoencephalopathy syndrome (RPLS). None of these subjects had a fatal outcome to
the event. Patients with seizures and signs/symptoms consistent with RPLS, such as
hypertension, headache, decreased alertness, altered mental functioning, and visual loss,
including cortical blindness should be controlled with medical management including control
of hypertension. Temporary suspension of SUTENT is recommended; following resolution,
treatment may be resumed at the discretion of the treating physician.
Pancreatic and Hepatic Function. If symptoms of pancreatitis or hepatic failure are present,
patients should have SUTENT discontinued. Hepatotoxicity was observed in patients receiving

Physeal dysplasia was observed in Cynomolgus monkeys with open growth plates treated
for = 3 months (3 month dosing 2, 6, 12 mg/kg/day; 8 cycles of dosing 0.3, 1.5, 6.0 mg/kg/day)
with sunitinib at doses that were > 0.4 times the RDD based on systemic exposure (AUC). In
developing rats treated continuously for 3 months (1.5, 5.0 and 15.0 mg/kg) or 5 cycles (0.3, 1.5,
and 6.0 mg/kg/day), bone abnormalities consisted of thickening of the epiphyseal cartilage of
the femur and an increase of fracture of the tibia at doses = 5 mg/kg (approximately 10 times
the RDD based on AUC). Additionally, caries of the teeth were observed in rats at >5 mg/kg.
The incidence and severity of physeal dysplasia were dose-related and were reversible

upon cessation of treatment however findings in the teeth were not. A no effect level was not
observed in monkeys treated continuously for 3 months, but was 1.5 mg/kg/day when treated
intermittently for 8 cycles. In rats the no effect level in bones was < 2 mg/kg/day.

Geriatric Use. Of 825 GIST and RCC patients who received SUTENT on clinical studies, 277
(34%) were 65 and over. No overall differences in safety or effectiveness were observed
between younger and older patients.

Hepatic Impairment. No dose adjustment is required when administering SUTENT to patients
with Child-Pugh Class A or B hepatic impairment. Sunitinib and its primary metabolite are
primarily metabolized by the liver. Systemic exposures after a single dose of SUTENT were
similar in subjects with mild or moderate (Child-Pugh Class A and B) hepatic impairment
compared to subjects with normal hepatic function. SUTENT was not studied in subjects with
severe (Child-Pugh Class C) hepatic impairment. Studies in cancer patients have excluded
patients with ALT or AST >2.5 x ULN or, if due to liver metastases, >5.0 x ULN.

OVERDOSAGE

Treatment of overdose with SUTENT should consist of general supportive measures. There

is no specific antidote for overdosage with SUTENT. If indicated, elimination of unabsorbed
drug should be achieved by emesis or gastric lavage. A few cases of accidental overdose
have been reported; these cases were associated with adverse reactions consistent with
the known safety profile of SUTENT, or without adverse reactions. A case of intentional
overdose involving the ingestion of 1,500 mg of SUTENT in an attempted suicide was reported
without adverse reaction. In non-clinical studies mortality was observed following as few

as 5 daily doses of 500 mg/kg (3000 mg/m?) in rats. At this dose, signs of toxicity included
impaired muscle coordination, head shakes, hypoactivity, ocular discharge, piloerection and
gastrointestinal distress. Mortality and similar signs of toxicity were observed at lower doses
when administered for longer durations.

NONCLINICAL TOXICOLOGV

Car g M | of Fertility. Although definitive carcinogenicity
studies with sunitinib have not been completed, carcinoma and hyperplasia of the Brunner's
gland of the duodenum have been observed at the highest dose tested in H2ras transgenic
mice administered doses of 0, 10, 25, 75, or 200 mg/kg/day for 28 days. Sunitinib did not cause
genetic damage when tested in in vitro assays (bacterial mutation [AMES Assay], human
lymphocyte chromosome aberration) and an in vivo rat bone marrow micronucleus test.
Effects on the female reproductive system were identified in a 3-month repeat dose monkey
study (2, 6, 12 mg/kg/day), where ovarian changes (decreased follicular development) were
noted at 12 mg/kg/day (approximately 5.1 times the AUC in patients administered the RDD),
while uterine changes (endometrial atrophy) were noted at =2 mg/kg/day (approximately 0.4
times the AUC in patients administered the RDD). With the addition of vaginal atrophy, the
uterine and ovarian effects were reproduced at 6 mg/kg/day in the 9-month monkey study (0.3,
1.5 and 6 mg/kg/day administered daily for 28 days followed by a 14 day respite; the

6 mg/kg dose produced a mean AUC that was approximately 0.8 times the AUC in patients
administered the RDD). A no effect level was not identified in the 3 month study; 1.5 mg/kg/day
represents a no effect level in monkeys administered sunitinib for 9 months.

Although fertility was not affected in rats, SUTENT may impair fertility in humans. In female
rats, no fertility effects were observed at doses of <5.0 mg/kg/day [(0.5, 1.5, 5.0 mg/kg/day)
administered for 21 days up to gestational day 7; the 5.0 mg/kg dose produced an AUC that
was approximately 5 times the AUC in patients administered the RDD], however significant
embryolethality was observed at the 5.0 mg/kg dose. No reproductive effects were observed

in male rats dosed (1, 3 or 10 mg/kg/day) for 58 days prior to mating with untreated females.
Fertility, copulation, conception indices, and sperm evaluation (morphology, concentration, and
motility) were unaffected by sunitinib at doses <10 mg/kg/day (the 10 mg/kg/day dose produced
amean AUC that was approximately 25.8 times the AUC in patients administered the RDD).
PATIENT COUNSELING INFORMATION

Gastrointestinal Disorders. Gastrointestinal disorders such as diarrhea, nausea, stomatitis,
dyspepsia, and vomiting were the most commonly reported gastrointestinal events occurring
in patients who received SUTENT. Supportive care for gastrointestinal adverse events
requiring treatment may include anti-emetic or anti-diarrheal medication.

Skin Effects. Skin discoloration possibly due to the drug color (yellow) occurred in
approximately one third of patients. Patients should be advised that depigmentation of the hair
or skin may occur during treatment with SUTENT. Other possible dermatologic effects may
include dryness, thickness or cracking of skin, blister or rash on the palms of the hands and
soles of the feet.

Other Common Events. Other commonly reported adverse events included fatigue, high blood
pressure, bleeding, swelling, mouth pain/irritation and taste disturbance.

Concomitant Medications. Patients should be advised to inform their health care providers of
all concomitant medications, including over-the-counter medications and dietary supplements
[see Drug interactions].
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ASCO Funds Projects Aimed at

Understanding Health Care Disparities

care, treatment, and outcomes is an of-
ten underfunded and overlooked area
of research. ASCO continues efforts toward
eliminating health care disparities, includ-
ing funding substantial research in the area
through a number of grant programs and

Investigation of disparities in access to

partnerships.

In 2009 ASCO published a policy state-
ment in the Journal of Clinical Oncology that
emphasized the critical importance of ra-
cial and ethnic disparities in cancer care
in the oncology community and society at
large. The statement put forth ASCO’ com-
mitment to collaboration with a large and
diverse community of stakeholders for the
development of policies to guarantee equal
access to health care, with special empha-
sis on the reduction of barriers to care re-
lated to insurance and to economic status.
In conjunction with its focus on improving
clinical trials across oncology, ASCO has a
goal of developing mechanisms to increase
participation of racially and ethnically di-
verse populations in cancer clinical trials
and enhancing patient involvement in care.
ASCO also will develop a comprehensive
plan to increase awareness of racial and
ethnic disparities in cancer care, execute a
strategy to enhance the supply of minority
physicians and to improve the training of
the oncology workforce to meet the needs
of racially and ethnically diverse patients,
and increase prioritization of public and
private research on cancer care disparities.

Progress through Funding

Among the grant programs that provide
funding for health care disparity research
is the Young Investigator Award (YIA),
which dates back to 1984. Several YIA
awards given in 2010 focus on health care
disparities, including an ASCO Clinical
Practice Committee-sponsored award giv-
en to Keerthi Gogineni, MD, of the Uni-
versity of Pennsylvania in Philadelphia.
Dr. Gogineni’s project involves examining
the community and provider determinants
of breast cancer stage at diagnosis, treat-
ment, and mortality.

“Traditionally, it is well understood that if
you have no insurance or you are poorly in-
sured, you have worse outcomes. You pres-
ent at a more advanced stage when you're
diagnosed, and you get substandard care,”
Dr. Gogineni told ASCO Daily News. What
is less understood, she said, is how “having
a lot of folks who are uninsured in a given
area affects the people in a community who
do have insurance.”

Previous work has indicated that in areas
of high uninsurance, outcomes can be worse
for the insured as well; this was shown for
heart attacks' in California, and other data
suggest that women were less likely to get
mammograms? in areas with high uninsur-
ance rates. Dr. Gogineni’s project will also
attempt to address the mechanism behind
such disparities.

“One possibility is that if you have a
community where providers are caring for
high proportions of people who are unin-
sured, [providers] may compensate for re-
duced revenues by either providing fewer
Dr. Gogineni

»

services or by relocating,

said. Also, it may be that areas with high
uninsurance rates have higher workforce
shortages — fewer breast imaging person-
nel, medical oncologists, or radiation facil-
ities, for example — which would clearly
affect both the uninsured and the insured
in the area.

“[Identification of] a shared harm [would]
provide support for the goal of implement-
ing universal health insurance over the next
10 years; it makes sense in more terms than

»

just the moral imperative,” Dr. Gogineni
said. It also could provide a guide in terms
of which areas require focused efforts to in-
crease the workforce and provide better care
in general.

Another project, led by Victoria Blinder,
MD, of Memorial Sloan-Kettering Cancer
Center, is being funded by the 2010 Career
Development Award through Susan G. Ko-
men for the Cure®. Dr. Blinder’s study will
examine the return-to-work process follow-
ing treatment and recovery from breast can-
cer in an ethnically diverse population.

According to the study’s abstract, “Our
study of employment, financial situation,
and quality-of-life will lay the foundation
for future investigation and for the develop-
ment of ethnically sensitive interventions
aimed at improving the [quality of life] of
a significant proportion of the population,
comprised of people who may be doubly
marginalized due to their ethnic minority

status and [to] their illness.” (For more on Dr.
Blinder’s study, see the sidebar below.)

Veena Shankaran, MD, of Northwestern
University, received a 2009 YIA and con-
tinues to look into another area related to
health care disparities. Her study will iden-
tify the out-of-pocket costs associated with
cancer care for Medicare-eligible patients;
the economic effects of cancer, Dr. Shan-
karan has noted, can be particularly devas-
tating in older patients.

“This research will improve our under-
standing of the financial challenges that
face older patients [with cancer],” she
wrote in her abstract. “Based on this in-
formation, future studies will focus on in-
corporating routine economic assessments
into clinical trials and investigating poten-
tial mechanisms to alleviate financial bur-
dens for [these] patients.”

Another 2009 Young Investigator Award
recipient, Mandira Ray, MD, of Brigham and
Women’s Hospital in Boston, is studying the
role of race in clinical trial enrollment. She is
using a paired patient and physician survey
to examine the patient—physician encounter
specifically at the point of clinical decision
making.

If Dr. Ray’s study can elucidate some of
the reasons for the historical underrepresen-
tation of minorities in cancer clinical trials,
then trials in the future might use the results
to eliminate that disparity.

Finally, 2009 YIA recipient Elizabeth Trice
Loggers, MD, of the Seattle Cancer Care Al-
liance, is studying the role of acculturation
in end-of-life care for Hispanic patients with
advanced cancer.

According to Dr. Loggers’ study abstract,
“Results will provide novel evidence re-
garding the role of acculturation in end-of-
life care for [these patients living] in Amer-
ica [and will Jinform oncologists, palliative
care providers, patients, and their caregiv-
ers, leading to more culturally competent
care and the amelioration of end-of-life
disparities.”

ASCO will continue to fund efforts to un-
derstand and mitigate disparities in oncol-
ogy care around the country in 2011 and

beyond. @

For more information about common-sense
solutions to disparities in cancer care, see the
Expert Editorial by Blase Polite, MD, in to-
morrow’s issue of ASCO Daily News, Section
B. More information about this years Young
Investigator Award (YIA) and Career Develop-
ment Award (CDA) winners, see Section C of
today’s issue.
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Restoring the Rhythm of Life’s Routine after Cancer Treatment

ictoria Blinder, MD, is working to

ease the transition for women at

work while addressing issues re-
garding disparities in care.

Life is different after cancer. Re-entry into
everyday routine — work, relationships,
tasks, and projects — can seem daunting.
But life beckons. And an important element
of survivorship that provides psychological
and financial support is return to work.

Supported by a 2010 Career Develop-
ment Award, funded by Susan G. Komen
for the Cure®, Victoria Blinder, MD — a
medical oncologist at Memorial Sloan-Ket-
tering Cancer Center in New York City —
seeks to discover why women of different
ethnicities may sometimes have different
return-to-work experiences after treatment
for breast cancer.

The topic has been of interest to her since
her fellowship at Weill Cornell Medical Col-
lege, when Dr. Blinder collaborated with
colleagues to conduct focus groups of eth-
nically diverse breast cancer survivors after
anecdotal data suggested that Filipina nurs-
es seemed to have a harder time returning
to work. Later, she analyzed 3 years of lon-
gitudinal data from medically underserved
Latina and Caucasian women in California
who had been screened, diagnosed, and
treated for breast cancer under the state’s
Medi-Cal public insurance program. These
data revealed that fewer than half as many
of the Latina women as Caucasian wom-
en had returned to work 18 months after

Martin J. Murphy, PhD, DMedSc, Chair of The
Conquer Cancer Foundation Board of Directors,
presenting Dr. Blinder her Career Development
Award.

diagnosis, and that differences in job type
appeared to play an important role in this
disparity.!

“There’s a lot of data about return to work
after breast cancer treatment, but there is
very little literature on the specific experi-
ences of women who may be of low income
and may be members of socially marginal-
ized, less acculturated groups,” says Dr.
Blinder. “Is it a matter of having very physi-
cal jobs that require upper-body strength?

Is it because of language barriers or other
factors that may prevent workers from ad-
vocating for themselves? Do employers
need to be better educated?”

To find some answers, Dr. Blinder is
developing a study that will explore the
return-to-work experiences of 750 African-
American, Caucasian, Korean, Latina, and
Chinese breast cancer survivors through
telephone interviews and online surveys
conducted in their native languages.

“T always knew that I wanted to do some-
thing related to disparities, to try to help
disenfranchised groups,” says Dr. Blinder,
who moved to New York City from Argen-
tina with her parents at the age of five and
was educated in the rich multicultural envi-
ronment of the United Nations Internation-
al School. “I was in a position where I could
see how lucky I had been in terms of my
experience as an immigrant, and I wanted
to try to help people who hadn't had that
good fortune. This kind of work is a way to
do a lot of good for a lot of people.”

*This article was originally published in the
Conquer Cancer Foundation of ASCO Case
For Support.
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