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by Karen Stuyck

sually
associ-
ated with
women
over 45 years old, the
appearance of breast
cancer is unexpected
in young women and
often overlooked by
patients and their
doctors. Since
screening mammogra-
phy is usually not
recommended until
age 40 and nonmalig-
nant breast problems
such as fibroadenomas
and cysts are quite common in younger
women, “it takes a while for people to
believe this could be cancer,” said Karin
Hahn, M.D.,, an assistant professor in
the Department of Breast Medical
Oncology at The University of Texas
M D. Anderson Cancer Center.
Women might think they have a cyst
related to their menstrual cycle rather
than breast cancer, and the physician
might suggest follow-up rather than
diagnostic testing. As a result of this
delay, coupled with the frequent
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Breast cancer isn’t a

disease you expect to
see in young women,
but when it strikes,

it can be aggressive.

Younger women
and their physicians
should be aware that

about 13% of women
diagnosed with invasive

Dr. Karin Hahn (v)
and

are
to address the
challenges faced

by young women
with breast cancer.

ing

aggressiveness of
the disease in young
women, when a
diagnosis of breast
cancer is finally
made, it is often a
later-stage breast
cancer, Dr. Hahn
said. In these cases,
the cancer is more
likely to have spread
to the lymph nodes and to be a larger
mass when diagnosed.

“Younger women and their physi-
cians should be aware that about 13%
of women diagnosed with invasive
breast cancer are under the age of 45,”

(Continued on next page)

breast cancer are

under the age of 45.”
— Dr. Karin Hahn
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Breast Cancer in the Prime of Life

(Continued fiom page 1)

said Dr. Hahn. A breast mass that
persists more than 6 weeks should be
investigated radiographically by mam-
mographyand/or ultrasonography and
biopsied if imaging does not show an
apparently benign lesion, Dr. Hahn said.
Each year, more than 28,000 women in
the United States under the age of 45
are diagnosed with breast cancer,
including many who do not have a
family history of the disease. Approxi-
mately 150 of them receive care at

M. D. Anderson each year.

Different challenges

Breast tumors in younger women
are often a higher nuclear or histologic
grade than tumors in postmenopausal
women, according to Dr. Hahn.

“These tumors look much more
aggressive under the microscope

and are more likely to be estrogen
insensitive when compared with the
tumors of postmenopausal women,
which means antiestrogen treatments
such as tamoxifen probably won'’t be
helpful,” she said. Women with
estrogen-insensitive tumors are left
with systemic treatment options such

as chemotherapy, plus a biological agent
such as Herceptin if they have a HER2/
neu-positive tumor. “We know that
even in premenopausal women, the
antiestrogen therapies do decrease the
risk of recurrence, but if the tumor isn’t
estrogen-sensitive, the patient loses that
opportunity.”

Younger women with breast cancer
also often experience different side
effects of treatment than their older
counterparts. “Young women with breast
cancer face different challenges than
postmenopausal patients, such as
infertility, increased bone loss, premature
menopause, and a higher rate of fatigue,”
said Dr. Hahn, who directs M. D.

Anderson’s Breast Survivorship Clinic
asdcheiscesthe SRR
Young Breast Cancer Survivors Program.
Treatment for breast cancer may
cause young women to undergo prema-
ture menopause, experiencing attendant
hot flashes, psychological discomfort,
sleep disturbances, and loss of bone
mass. More than 50% of breast cancer

Anita Broxson (1), research nurse, at a gathering of members of the Houston chapter of the

Young Survival Codlition, an intemational network of breast cancer survivors and supponters.

There are
so many unknown
issues that affect them:
whether they’ll be able
to have children, the
side effects of radiation
and chemotherapy that
may bring on early
menopause, and how
the illness will affect
them psychologically.”
B

patients under age 40 will recover
ovarian function after treatment, but
after age 40, their chances decrease,
Dr. Hahn said.

Bone loss is a big problem for young
women with breast cancer. Dr. Hahn
cited a recent study in the Jowrnal of
Clinical Oncology reporting that pre-
menopausal women taking tamoxifen
for estrogen-sensitive breast cancer can
actually lose bone mass. Therefore, it is

important for these women to receive
bone density testing. Breast cancer
survivors who experience premature
menopause after treatment also should
be monitored for bone loss because they
are at a much increased risk of develop-
ing osteoporosis, said Dr. Hahn.

Any woman under the age of 40
who is diagnosed with breast cancer
should be offered genetic counseling
and testing for mutation of the BRCA1
and BRCA2 genes, which increases
the risk of recurrent breast cancer.
Mutation of the BRCA1 gene could
also indicate an increased risk of ovarian
cancer. “This information can help a
woman consider such questions as
whether or not she should have a
bilateral mastectomy and whether she
might choose to have a prophylactic
oophorectomy,” said Dr. Hahn.

Psychological needs

Younger women with breast cancer
often have different psychological needs
than older women with the disease,
according to Anita Broxson, a research
nurse in M. D. Anderson’s Department

of Breast Medical Oncology and the
rogram director for the h

ﬁ\’onng Breast Cancer Survivors
rogra

m. These young women feel very
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alone, Ms. Broxson said, relating the
story of a young woman with a one-year-
old child who attended a support group
for breast cancer patients. Everyone

in the group was much older than she,
and while they were welcoming to her,
the woman felt she had “nothing in
common with what they were going
through.” As a result, she never went
back to the support group.

Breast cancer, Ms. Broxson said,

“is an interruption of the usual life
stages.” Often, young patients have
considered themselves healthy their
whole lives. They might have young
children or were planning to have
children. Breast cancer throws a
wrench into their life plans.

These women appear to have a
more intense fear of their cancer
recurring than older breast cancer
patients do, Ms. Broxson said. They
wonder if they will be alive to see their
children grow up or whether they will
have enough stamina to raise them.
They also often worry about how to tell
their young children about their illness
and how to communicate to their family
how they are feeling and the adjust-
ments that must be made.

Helping them to cope with their
anxiety, learn more about their illness

and the latest treatments, and find
social support with other young breast
cancer patients is part of treating the
whole patient, Ms. Broxson said.

Support programs

To address the concerns of these
younger women, M. D. Anderson has
developed a number of new initiatives.
T e
Cancer Survivors Program was created
in January 2005 to provide educational
resources for women under the age of 45
with breast cancer and to research the
needs of these women. The program was
a surprise 50 birthday present from [JJJj
-to his wife, who was diagnosed
with breast cancer when she was 45
years old, as a tribute to her courage in
fighting her own breast cancer and her
desire to educate others.

“For young women who may have
more than half of their lives ahead of
them, breast cancer causes a big detour
in their lives,” said Ms.-‘ “There
are so many unknown issues that affect
them: whether they’ll be able to have
children, the side effects of radiation
and chemotherapy that may bring on
early menopause, and how the illness

will affect them psychologically.” |}
I :-id she wants the Young Breast

Cancer Survivors Program to provide
these young women with the most
recent medical information as well

as allow survivors to share ideas about
related issues such as mental health
and nutrition.

The program will sponsor its first
workshop for young breast cancer
survivors as part of the Anderson
Network’s “Living Fully With and
Beyond Cancer” conference in September
2006. Topics will include nutrition and
weight management during and after
breast cancer, mindfulness techniques as
a way to control stress and anxiety, and
sexuality and loss of sexual desire after
breast cancer.

In addition to providing patients with
current information about the disease, the
Young Breast Cancer Survivors Program
will educate healthcare providers about
the needs of breast cancer patients under
the age of 45.

Further information about support
for young breast cancer survivors is
available through the Houston chapter
of the Young Survival Coalition
(www.youngsurvival.org) and the
Web site for the
Young Breast Cancer Survivors Program
(www.mdanderson.org/departments/
yngbreastsrv). ®

Young women with breast cancer
may be eligible for these clinical trials.
For more information and a more
complete listing of available trials,
visit www.mdanderson.org or call
the M. D. Anderson Information Line
at (800) 392-1611 or (713) 792-3245.

For premenopausal women

e Phase lll trial of LHRH analog
administration during chemotherapy
to reduce ovarian failure following
standard adjuvant chemotherapy
in early-stage, hormone-receptor-
negative breast cancer (SWOGS0230).
Physician: Ana Maria Gonzalez-
Angulo, M.D.

e Phase lll trial evaluating the role
of ovarian function suppression
and the role of exemestane as
adjuvant therapies for premeno-
pausal women with endocrine-
responsive breast cancer (SWOGQG)
(2004-0453). Physician: Marjorie C.
Green, M.D.

— PROTOCOLS —

For pregnant women

e Multimodality treatment of primary
breast cancer occurring concomitant
with pregnancy (ID01-193). Physi-
cian: Richard Theriault, D.O.

Other

e An open-label phase | study of
humanized milk fat globule-1
antibody in patients with locally
advanced or metastatic breast
cancer (TOPCAT) (2004-0106).
Physician: Nuhad K. Ibrahim, M.D.

e Gemcitabine and R115777 combina-
tion therapy for metastatic breast
cancer (2003-0992). Physician:

Banu Arun, M.D.

e A randomized, double-blind, two-
period, placebo-controlled crossover
trial of sustained-release methyl-
phenidate in the treatment of fatigue
in breast cancer patients. (ID00-372).
Physician: Carmelita P. Escalante,
M.D.

e Mini-allogenic peripheral blood
progenitor cell transplantation for
recurrent or metastatic breast cancer
(DM97-268). Physician: Naoto Ueno,
M.D., Ph.D.

* A randomized phase Il study of
conventional breast irradiation vs.
partial breast irradiation for women
with stage O, |, or Il breast cancer
(RTOGO0413). Physician: Eric Strom,
M.D.

¢ Neoadjuvant Herceptin for ductal
carcinoma in situ of the breast (2004-
0701). Physician: Henry Kuerer, M.D.

e Phase I/l study of trastuzumab in
combination with RADOO1 in patients
with HER-2-overexpressing, PTEN-
deficient metastatic breast cancer
progressing on trastuzumab-based
therapy (2004-0471). Physician:
Francisco Esteva, M.D. ®
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Nutritional
Intervention
Recommended
for Cancer
Patients

by Manny Gonzales

he relationship between
nutrition and cancer is not
yet fully understood, but
researchers do know that
well-nourished patients have a better
prognosis. For many patients with
cancer, however, the onset of cachexia
will ultimately make it difficult to
avoid weight loss. Therefore, early
intervention may be the key to
effective nutritional support.
Traditionally, nutritional support has
been recommended after a patient has
lost at least 10% of his or her body
weight, but experts now recommend
intervening much sooner. Egidio Del
Fabbro, M.D., assistant professor in
the Department of Palliative Care
and Rehabilitation Medicine at The
University of Texas M. D. Anderson
Cancer Center, pointed out that studies
have shown that patients with a 5% or
more loss in body weight have decreased
survival rates and an inability to tolerate
chemotherapy. “We think that there’s
enough evidence that a patient is not
going to be able to tolerate chemo-
therapy as well; there are more side
effects and decreased survival,” he said.
“Over the last few years, there’s been a
realization that not only is 5% too much
weight loss, but even less than that may
be problematic,” Dr. Del Fabbro said.
Carefully designed nutritional
guidelines should be provided to
patients with cancer as early as possible
to help avoid the loss of fat and muscle
associated with cachexia. Dr. Del Fabbro,
who is the director of M. D. Anderson’s
Cachexia Clinic, encourages patients to

eat foods that they like, but he and his
colleagues also pay close attention to
protein, fat, and carbohydrate composi-
tion. Protein is especially important
because someone with insufficient
protein intake will not be able to
maintain and rebuild the muscle that

is lost with cachexia.

Nicki Lowenstein, a manager in
the Department of Clinical Nutrition,
believes that patients should speak
to a doctor and a dietician as soon as
possible after the diagnosis, even before
any weight loss is evident. “From a
dietician’s perspective, it’s great if you
can get them really early in the diagnosis,
because they’re very open to making
changes to their diet that might be
beneficial,” said Ms. Lowenstein.

Registered dieticians at M. D.
Anderson meet with patients and
encourage them to maintain their
weight in a healthy manner. “Now,
we're looking at the issue as more of a
balance—what they can eat, what they
will eat, and what they should eat,” Ms.
Lowenstein said. “There are still some
clinicians who will say, ‘Eat whatever
you want because you’re going to
have a difficult time eating,” but
the general consensus among
nutrition professionals is to try to
steer patients in the direction of
things that will support their
body’s immune system and
their body’s good health to
give them the best physical
edge possible in fighting
the disease.”

Because the nutritional
needs of people with
cancer differ from those
of the general population,
dieticians educate their
patients on the specifics of
their changing nutritional
needs and how best to
introduce changes to their
diets. “Some patients are
diagnosed and become very
proactive, going into warrior
mode. They arm themselves
with all that they can, and
diet is one of those things.

And we encourage patients
to take every advantage they
can that’s not detrimental,”
said Ms. Lowenstein.

Changes in diet should
be made gradually to allow

that patients with a 5% or mo

loss in body weight have dec

survival rates and an inability

tolerate chemotherapy, point:
N Dr. Del Fabbro.

the body time to adjust, and patients
should avoid radical changes in diet
altogether. A dietician can work with
patients who want to introduce certain
changes and help them evaluate the
alternatives. “It’s not unusual for a patient
to get diagnosed and decide that this is
the time in his or her life to become
vegetarian, and that’s not always the best
idea, because obviously, when you exclude
a big food group, like meat, you're
excluding one of the best sources

of protein,” said Ms. Lowenstein.

The use of appetite stimulants or
meal replacement drinks, such as Boost
or Ensure, should also be

considered to help patients
achieve adequate nutritional
intake. Doctors should raise
the issue of nutritional
supplements with their
patients as well because
many patients may already
be taking them at the
time of diagnosis.

Nicki Lowenstein,
clinical nutrition
manager, encourages
doctors to talk with
cancer patients about
nutrition soon after
diagnosis.
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“We have people come in with bags

of stuff that they’re taking,” Ms.
Lowenstein said. “We go through them
on a case-by-case basis and decide what's
going to work and what's not going to
work with their treatment.”

“There’s a lot of opinion about what
is the best supplement and what is the
best food but very little data in random-
ized trials,” said Dr. Del Fabbro. Recent
studies have shown that a combination
of the amino acids glutamine-arginine
and beta-hydroxy beta-methylbutyrate
appears to improve cachexia, he noted.
However, appetite stimulants, like
megestrol, can cause side effects such
as deep venous thrombosis.

Dr. Del Fabbro cited some recent
findings showing intriguing benefits of
melatonin, including improvement of
nausea, appetite, and fatigue. “A system-
atic review of these trials suggested
there may even be improved survival
with melatonin,” he said. Based on this
evidence, Dr. Del Fabbro and colleagues
will conduct a trial of melatonin supple-
mentation in cancer patients. Another
study will examine the effect of a combi-
nation of exercise, nutrition, nutritional
supplements, and medications.

The etiology of cachexia is complex,
however, and not all aspects of cachexia
are driven by improper food or nutritional
intake, Dr. Del Fabbro noted. Cachexia
and its associated breakdown of muscle
and fat may be hastened by the effects
of cancer byproducts, such as cytokines.
“We hope that we'll find some interven-
tion to modulate this process,” he said.

In the meantime, Dr. Del Fabbro
and colleagues have been able to improve
caloric and nutritional intake just by
addressing some specific symptoms of
cancer: nausea, constipation, pain, and
depression. “We find that patients are
often able to increase their calories
and improve their nutrition just by
addressing these symptoms,” he said. ®

Immune Response
May Prevent Brain
Tumor Development

Does immune system surveillance
play a role in preventing the develop-
ment of brain tumors? Researchers at
M. D. Anderson Cancer Center think
so, on the basis of their recent epide-
miological study showing that allergies
and asthma may have a protective
effect against brain tumors. The
researchers theorize that hay fever
may produce enough inflammation in
the brain to keep immune cells active
and that this surveillance works to
eliminate early signs of malignancy.

In the study, researchers compared
the medical histories of 830 brain
tumor patients with those of a control
group of 831 individuals. They found
that a history of allergies and asthma
was significantly protective for the
three different kinds of brain tumors
examined in the study. Individuals
with a history of allergies and asthma
had a 35% reduced risk of developing
glioblastoma, a 51% reduced risk of
anaplastic astrocytoma, and a 36%
reduced risk of low-grade gliomas.

Researchers also found, however,
that use of antihistamines to counter
inflammation in allergies eliminates
the protective effect of allergies and
asthma and increases the risk of
developing brain tumors. Participants
who used antihistamines had three
times the risk of developing an anaplastic
astrocytoma tumor and two times the
risk of developing low-grade gliomas,
compared with those who did not use
antihistamines. The risk of developing
a glioblastoma was also increased by
26%, but that was not statistically
significant, the researchers said.

But researchers stress that no one
should give up antihistamines because of
this study. “Brain tumors are exceedingly
rare, and many, many people use antihis-
tamines, so we certainly are not suggest-
ing a direct connection between the
two,” said the study’s lead author, Melissa
Bondy, Ph.D., a professor in the Depart-
ment of Epidemiology.

“Our study suggests that those who
have allergies and don’t do anything

" about it may be protected to some
- degree against brain tumors,” Dr.

" Bondy said. “But those who use

- antihistamines could decrease that
" protection and increase their risk.

. The real question is if there are

* particular gene variants that would
. make a person susceptible.”

“Our long-term goal is to look

. at genes that may be increasing or

* reducing the risk of developing these

. tumors, and then to assess whether

* some individuals might be genetically
. susceptible,” said Michael E. Scheurer,
- Ph.D,, a postdoctoral fellow in the

Department of Epidemiology and the

* study’s first author.

Targeted Molecular

Imaging of Cancer
Researchers at M. D. Anderson

. Cancer Center have created a new
. class of a hybrid virus and demon-
- strated its ability to find, highlight,

. and deliver genes to tumors in mice.

Researchers say the advance,

" reported in the journal Cell, is poten-
- tially an important step in making

" human cancer both more visible and
. accessible to treatment; it may also

" allow prediction and monitoring of

- how specific anticancer agents are

" actually working.

“In tumor-bearing mice, we show

" that this hybrid virus can target tumors
. systemically to deliver an imaging or

* therapeutic gene,” said one co-leader

. of the study, Renata Pasqualini, Ph.D.,
" professor of Medicine and Cancer

. Biology at M. D. Anderson. “The

* signal is specific only to tumors, so

. one can monitor drug effectiveness

" at the molecular level.”

The research team created and

* characterized the hybrid viruses by

. combining genetic elements and

* biological attributes of an animal

. virus (adeno-associated virus, or AAV)
* with those of a bacterial virus (phage).
. Unlike animal viruses that infect

* mammalian cells, bacterial viruses

. have evolved to infect only bacterial

" hosts. The research shows how par-

. ticles of the hybrid virus, called AAV

(Continued on page 6)
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