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Treating Head and Neck Cancer Requires Coordination
(Continued from page 1)

with cosmetic deformities or speech or
swallowing impairments. It became clear
that combining or replacing surgery with
other types of treatment to preserve form
and function would require a great deal
of coordination among different indi-
viduals, departments, and disciplines.
And so it was that in the treatment of
head and neck tumors, the concept of
multidisciplinary care was first conceived
and practiced at The University of Texas
M. D. Anderson Cancer Center in the
late 1960s.

 “There was a lot of resistance to
multidisciplinary care when it was
developed because treatment 30 years
ago was very territorial,” said Randal S.
Weber, M.D., professor and chair of the
Department of Head and Neck Surgery.
“The true multidisciplinary team
concept really grew out of the need to
achieve the two goals in cancer care,
which are to maximize survival and
preserve or restore form and function.”

Changes wrought by
multidisciplinary care

The advent of multidisciplinary
care has led to many changes in the
treatment of head and neck cancer.
For example, tumors of the posterior
tongue and tonsil once often necessi-
tated removal of part or all of the
tongue, which frequently left patients
unable to swallow properly or speak.
Now, these tumors can often be treated
with radiation therapy alone or in
combination with chemotherapy.

In disease sites where surgery is still
the principal treatment approach, new
techniques may allow surgeons to limit
the amount of tissue they remove.
For example, laser surgery can now be
performed on patients with cancers of
the larynx to avoid a tracheostomy
and permanent loss of the voice.

However, conventional surgery is
still required to treat some very advanced
cancers, or those of the skin, thyroid,
salivary glands, and front part of the
tongue, because other treatment modali-
ties for these cancers are not as effective.
“So we’re left with the problem that
surgery may still create cosmetic and
functional loss,” Dr. Weber said.

To minimize and restore the deficits
created by surgery, head and neck sur-
geons consult with plastic surgeons to
plan combined extirpative and complex
reconstructive procedures using the
patient’s own soft tissues and bone, which
are harvested with blood vessels from a
variety of donor sites in the body and
attached to blood vessels and other
tissues in the head and neck region.

In some cases, when immediate
reconstruction is not feasible or desir-
able, resected facial structures such as
the nose or an ear are replaced with
prosthetics created in the Department
of Head and Neck Surgery’s Section of
Oncologic Dentistry and Prosthodon-
tics. Researchers in the Department of
Plastic Surgery are also investigating the
use of engineered tissue that can grow
and differentiate around a scaffold to
replace missing structures.

Pros and cons of chemotherapy
and radiation therapy

Treating head and neck tumors with
chemotherapy, radiation therapy, or
both has enabled physicians to leave
certain organs and structures intact,
but organ preservation often comes at
a significant cost—acute toxic effects
that can create scar tissue and damage
nerves, adversely affecting the function
of the tongue and the larynx.

“What we’ve done over the past
decade is intensify radiation therapy
using a twofold approach. One approach
is to deliver hyperfractionation, or more
than one radiation treatment a day.
The other approach we’ve taken is
adding radiotherapy sensitizers to the
treatment regimen, and that is where
chemotherapy comes in. Chemotherapy
enhances the effect of radiation, but the
downside is that it is toxic. So we are
preserving organs, but some of those
organs don’t function so well because
of the toxic effects,” Dr. Weber said.

In a recent study led by Moshe Maor,
M.D., a professor in the Department of
Radiation Oncology at M. D. Anderson,
investigators found that patients with
laryngeal cancer who were treated with
radiation therapy and chemotherapy
concurrently were less likely to require

surgical removal of the voice box within
two years after treatment than were
patients treated with chemotherapy
followed by radiation therapy or radia-
tion therapy alone.

Radiation therapy and chemotherapy
can also be used after surgery to improve
local-regional control and survival in
patients with advanced head and neck
tumors. In the May 6, 2004, issue of the
New England Journal of Medicine, similar
results were reported from two random-
ized clinical trials comparing concurrent
chemotherapy and radiation therapy
versus radiation therapy alone in
postoperative patients with advanced
head and neck cancer. In both studies,
disease-free survival was longer in the
patients who received concurrent
therapy; however, patients treated with
both radiation therapy and chemo-
therapy were much more likely to have
moderate to severe side effects such as
nausea, vomiting, pain, and difficulty
swallowing.

Even patients treated with radiation
therapy alone may suffer from long-term
effects, especially a decrease in saliva
production. Besides causing discomfort
and making it more difficult to speak
and swallow, a decrease in saliva can
make the teeth more susceptible to
cavities, necessitating long-term
prophylaxis, including daily fluoride
treatments.

To avoid damaging the salivary
glands during radiation therapy, differ-
ent approaches are under investigation.
Intensity-modulated radiation therapy
is used to focus the treatment beams
on the tumor with less damage to
surrounding tissues, such as the salivary
glands, than that caused by conven-
tional radiation therapy delivery
methods.

Follow-up care of patients
treated for head and neck cancer

Patients who have been treated for
cancers of the head and neck require
frequent and extensive follow-up after
treatment. Patients with a history of
smoking or alcohol abuse are at high
risk for a second primary tumor, includ-
ing lung cancer, esophageal cancer, or
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Fortunately, most localized uterine
cancers have a high (>90%) cure rate.
However, the prognosis is grave for
women with metastatic or aggressive
forms of uterine cancer. Fewer than 20%
of women whose disease has spread into
the pelvis will survive five years. “We
just don’t have very effective treatments
for advanced or recurrent uterine
cancers,” said Lois Ramondetta, M.D.,
an assistant professor in the Department
of Gynecologic Oncology at The
University of Texas M. D. Anderson
Cancer Center.

More than 40,000 women in the U.S.
will be diagnosed with uterine cancer in
2004. While most women are 60 years or
older at diagnosis, 20% to 25% are
premenopausal. “For some reason that
we don’t yet understand, we are seeing
more women with this disease at a
younger age, in their 30s and 40s,” noted
Anuja Jhingran, M.D., an associate
professor in the Division of Radiation
Oncology, whose research focuses on
gynecologic tumors. “And one of the
other mysteries of the disease is that
older women [>70 years] have a poorer
prognosis than younger women when
compared stage-for-stage. This is unlike
many other cancers.”

To solve the mysteries of uterine
cancer and to develop more effective
treatments for metastatic and aggressive

Researchers Seek to
Understand the Mysteries
of Uterine Cancer and to
Find Better Treatments

of pelvic or vaginal recurrence. Inten-
sity-modulated radiation therapy, which
delivers very focused radiation only to
the target area, is a promising new
development. “In small studies so far,
we have seen much reduced lower bowel
toxicity,” said Dr. Jhingran. “This may
seem like a small advance, but for
women who suffer posttreatment
diarrhea, it is a huge improvement in
quality of life.” This technique will be
part of a large, upcoming Radiation
Therapy Oncology Group study.

Vaginal cuff radiation is a patient-
friendly advance that can be used to treat
patients with intermediate-risk disease
that has been fully staged or as a boost for
patients with high-risk disease that has
been treated with external-beam radiation
therapy to the pelvis. In this therapy, a
tampon-like device called a vaginal dome
cylinder is inserted into the vagina where
it delivers high-dose radiation.

Chemotherapy options with a good
chance of cure or palliation are not
yet available for patients with uterine
cancer.

Risk factors for uterine cancer
For most women, the lifetime risk

of uterine cancer is 3%, but for women
with hereditary nonpolyposis colorectal
cancer (HNPCC), the lifetime risk
jumps to 40%.

Obesity is another significant risk
factor; the risk of endometrial cancer
triples for a woman who is 30 pounds
overweight and increases five times for
a woman who is 50 pounds overweight.
“Of all cancers, endometrial cancer is
most strongly linked to obesity,” said
Karen Lu, M.D., an assistant professor
in the Department of Gynecologic
Oncology. “Any obese woman who
has irregular periods should have an
endometrial biopsy.”

Prolonged exposure to unopposed
estrogen—either endogenous or exog-
enous—significantly increases a
woman’s risk of uterine cancer. This
includes obese women, those treated
with hormone replacement therapy
consisting of estrogen without progester-
one, and women who have had an
early menarche (before age 12) or
late menopause (after age 52).

According to a recent National
Surgical Adjuvant Bowel and Breast
Project (NSABP) trial, uterine cancer

disease, researchers at M. D. Anderson
are investigating new treatment and
prevention strategies as well as the
disease’s biology.

Treatment updates
The majority of cancers arising in

the uterus are endometrioid adenocarci-
nomas. These have an excellent progno-
sis compared to more aggressive types
such as uterine sarcomas, papillary
serous and clear cell carcinomas, and
malignant mixed mullerian tumors.
(Serous and clear cell carcinomas—
which tend to occur in older women
and are often at an advanced stage when
found—behave the most aggressively
and need to be treated differently than
other uterine tumors.)

For early-stage endometrial cancers
that are considered medically inoper-
able, radiation therapy is the primary
treatment; for all others, total abdomi-
nal hysterectomy with bilateral
salpingo-oophorectomy and lymph node
dissection remains the standard treat-
ment. At M. D. Anderson, some uterine
lymph node dissections are performed
laparoscopically, with no increased risks
and with reduced morbidity.

Patients with intermediate- or high-
risk uterine tumors may receive adju-
vant radiation to the pelvis, depending
on the final pathology, to reduce the risk

by Sunni Hosemann

Although uterine cancer is the most common gynecologic
malignancy in the United States—more common than
either cervical or ovarian cancer—fallacies regarding
the disease abound. Some women mistakenly believe

that their Papanicolaou’s test will screen them for uterine cancer
when in fact there is no routine screening test for this disease.
Others are unaware that heavier than normal menstrual bleeding
and bleeding between periods may be symptoms of uterine cancer.



Dr. Anuja Jhingran (1), associate professor in the Division of Radiation Oncology, 
explains vaginal cuff radiation to patient . In this therapy, a device called 
a vaginal dome cylinder (shown) is inserted into the vagina to deliver high-dose radiation. 

developed in some users of tamoxifen. 
However, this is not a reason to discon
tinue its use, said Dr. Ramondetta, 
because the benefits of preventing 
recurrent breast cancer outweigh the 
increased risk of endometrial cancer. 
In the NSABP trial, all cases of en
dometrial cancer were low grade and 
early stage (i.e., curable) and occurred 
in patients who had used tamoxifen 
for more than five years. 

Other risk factors are hypertension, 
diabetes type 1 and type 2, hypothyroid
ism, and nulliparity. Women with a 
family history of uterine cancer or a 
personal history of breast or colon cancer 
are considered to be at higher risk than 
women in the general population. 

Monitoring and reducing risk 
Because there is no recommended 

routine screening test for uterine cancers, 
all women should be queried by their 
gynecologists about unusual menstrual 
bleeding, irregular periods, or spotting, 
and women at high risk should be 
advised to report any unusual bleeding. 

Women who have HNPCC or a 
family history of uterine cancer should 
start being monitored between ages 
25 and 35 years, with an annual pelvic 
examination, transvaginal ultrasonogra
phy, and endometrial biopsy. 

No large studies have produced 
guidelines for reducing or managing the 

risk of uterine cancer, but both surgical 
and medical options are available. 
Prophylactic surgery-a total hysterec
tomy and salpingo-oophorectomy-is 
recommended for women with con
firmed HNPCC who have completed 
childbearing or who are in their mid- to 
late 40s. For others, chemoprevention is 
an option that may be of interest; oral 
contraceptives and progestins have been 
shown to reduce uterine cancer risk. A 
National Cancer Institute (NCI) trial 
available at M. D. Anderson and two 
other sites will compare the effective
ness of contraceptive agents LoOvral 
and Depo-Provera in preventing uterine 
cancer. 

The question of how best to monitor 
women who are being treated with 
tamoxifen remains unanswered. • At 
M. D. Anderson, we do not routinely
screen women treated with tamoxifen
who are asymptomatic," said Dr.
Ramondetta. "We only recommend
endometrial biopsy for those who
have vaginal bleeding." In addition,
because of the submucosal edema that
can develop in patients taking this
medication, many experts recommend
that a transvaginal ultrasound measure
ment of 8 mm-rather than the 5-mm
criterion used for other endometrial
biopsies-be used to determine
whether a patient should undergo
biopsy.

New research 
The NCI recently awarded a Special

ized Programs of Research Excellence 
(SPORE) grant-the first ever for 
uterine cancer-to researchers at M. D. 
Anderson, who plan to answer some of 
the many questions about this disease 
and its treatment. "We will study 
prevention, novel treatments, and 
gain a better knowledge of the biology 
of the disease with this funding," said 
Dr. Lu. 

The group is looking at new hor
monal therapies, including mifepristone 
(RU486), as well as new combinations 
of radiation therapy and chemotherapy. 
One crucial area of research that will be 
investigated is the molecular aspect of 
this disease. "We know that 75% of 
uterine cancers have a good prognosis 
and can be cured by surgery and/or 
radiation therapy," said Russell 
Broaddus, M.D., Ph.D., an assistant 
professor in the Division of Pathology. 
But for patients with aggressive variants, 
the outlook is poor. 

"We want to know more about 
aggressive versus nonaggressive types 
of this disease," Dr. Broaddus said. He 
noted that uterine cancer, unlike many 
other cancers, is not just an oncology 
problem; lipid metabolism, insulin 
biochemistry, and hormones also play a 
crucial role. "We must understand the 
endocrine and biochemical aspects," he 
said. Therefore, oncologists, endocri
nologists, internists, obesity specialists, 
and pharmacologists, among others, 
will contribute to the uterine cancer 
studies. 

In addition to receiving funding 
from the SPORE grant, researchers 
from M. D. Anderson's Uterine Cancer 
Research Program will also receive 
proceeds from sales of the cookbook 
From Home Plate to Your Plate, which 
was created by the wives of Houston 
Astros baseball players to benefit 
uterine cancer research. 

Thanks to these contributions, 
researchers may finally have the 
resources they need to defeat this 
disease.• 

FOR MORE INFORMATION, contact 
Dr. Ramondetta at (713) 745-0307, 
Dr. ]hingran at (713) 563-2347, 
Dr. Lu at (713) 745-8902, or 
Dr. Broaddus at (713) 745-2794. 
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